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Gelegenheit zur
Abgabe erster oot uss
Einschatzungen

zu Beratungen des Gemeinsamen Bundesausschusses uber
eine Richtlinie zur Erprobung:
Medikamentenbeschichteter Ballondilatationskatheter zur
transurethralen Behandlung von Harnrohrenstrikturen

Mit Beschluss vom 1. April 2021 hat der Gemeinsame Bundesausschuss (G-BA) als Ergebnis
eines Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 des Fiinften Buches Sozialgesetzbuch
(SGB V) festgestellt, dass fir die Methode

- Medikamentenbeschichteter Ballondilatationskatheter zur transurethralen
Behandlung von Harnréhrenstrikturen

weder der Nutzen noch die Schadlichkeit oder Unwirksamkeit als belegt anzusehen ist.

Fiir eine Methode nach § 137h Absatz 1 Satz 4 Nummer 3 SGB V entscheidet der G-BA
innerhalb von sechs Monaten nach dem Beschluss nach Absatz 1 Satz 4 lGber eine Richtlinie
zur Erprobung nach § 137e. Eine Prifung des Potentials der Methode erfolgt nicht. Deshalb
hat der G-BA mit dem vorgenannten Beschluss zugleich ein Beratungsverfahren Uber eine
Richtlinie zur Erprobung gemall § 137e SGB V fiir die gegenstandliche Methode eingeleitet.
Der Beschluss sowie die Tragenden Griinde sind auf den Internetseiten des G-BA
veroffentlicht.

Das Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 SGB V erfolgte auf der Grundlage der
von einem Krankenhaus mit der Informationsibermittlung nach § 137h Absatz 1 Satz 1 SGB V
eingereichten Angaben und Unterlagen.

Um den G-BA in die Lage zu versetzen, eine abschlieBende Bewertung des Nutzens der
vorgenannten Methode durchzufiihren, sollen im Wege der Erprobung die hierfir nach den
§§ 135 und 137c SGBV i. V. m. den Vorgaben der Verfahrensordnung des G-BA (VerfO)
notwendigen Erkenntnisse flir die Bewertung des Nutzens der Methode gewonnen werden.
Die zu diesem Zweck notwendigen Studien sollen durch eine unabhangige wissenschaftliche
Institution (UWI) nach MaRgabe dieser Richtlinie entworfen, durchgefiihrt und ausgewertet
werden. Die Ausgestaltung des Studiendesigns ist — soweit nicht im Folgenden naher
bestimmt — von der UWI auf der Basis des Standes der wissenschaftlichen Erkenntnisse
vorzunehmen und zu begriinden.

GemaR 2. Kapitel § 6 der Verfahrensordnung des G-BA erhalten Sie Gelegenheit zur Abgabe
einer ersten Einschdtzung zum angekiindigten Beratungsgegenstand. Bitte verwenden Sie zur
Abgabe |hrer Einschatzung den nachfolgenden Fragebogen.

Bitte belegen Sie Ihre Ausfiihrungen jeweils durch Angabe von Quellen unter Nutzung der
beigefiigten Literaturliste (siehe Anlage). Bitte fligen Sie die Publikationen — soweit moglich —
in Kopie bei.

Wir bitten Sie, den Fragebogen als Word-Dokument und alle weiteren Unterlagen als PDF-
Dokumente per E-Mail an erprobungl37e@g-ba.de zu Gbersenden. Die Frist zur Abgabe lhrer
Einschatzung endet am 5. Mai 2021.
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Fragebogen Bundesausschuss

Mit der Abgabe lhrer Einschatzung erklaren Sie sich damit einverstanden, dass diese, auch
auszugsweise, in einem Bericht des G-BA wiedergegeben werden kann, der mit Abschluss der
Beratung zu jedem Thema erstellt und der Offentlichkeit via Internet zugsnglich gemacht wird.

Funktion des Einschitzenden

Bitte geben Sie an, in welcher Funktion Sie diese Einschatzung abgeben (z. B. Verband,
Institution, Hersteller, Leistungserbringer, Privatperson).




Fragebogen

Anlage 4 zuTOP 8.3.3

Gemeinsamer
Bundesausschuss

Mit der Erprobungsstudie soll nachgewiesen werden, dass bei erwachsenen Mannern mit symptomatischer kurzstreckiger (< 2 cm) Rezidivstriktur der
anterioren Harnrohre die Behandlung mittels eines medikamentenbeschichteten Ballondilatationskatheters beziiglich des primaren Endpunktes aus
dem International Prostate Symptom Score (IPSS) und der Strikturfreiheitsrate liberlegen ist.

Uberlegungen des G-BA

Fragen des G-BA

Einschatzung

Population

In die Erprobungsstudie einzuschlieRen
sind erwachsene Manner mit
symptomatischer kurzstreckiger (< 2
cm) Rezidivstriktur der anterioren
Harnréhre.

Ist dies die aus lhrer Sicht treffende
Beschreibung der Studienpopulation?
Wenn nicht, wie sollte die
Studienpopulation definiert werden?

Sollten  Subpopulationen gebildet

werden? (z.B. entsprechend der
Genese der Harnrohrenstrikturen?

Klicken Sie hier, um einen Text einzugeben.

Intervention

Im Rahmen der Studienplanung durch
eine UWI soll unter Einbezug klinischer
Expertise konkretisiert werden, ob und
ggf. mit welchem Verfahren bei stark
stenotischen Strikturen unmittelbar vor
der Behandlung mit einem
medikamentenbeschichteten

Verfahren zur Pradilatation stellen die
Urethrotomia interna, die Dilatation
mit unbeschichteten Ballonkathetern
und die Aufbougierung mit Kathetern

zunehmender GrolRe dar. Im
deutschen Versorgungskontext
kommt in erster Linie die

Klicken Sie hier, um einen Text einzugeben.
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Ballondilatationskatheter eine
Pradilatation der Striktur erfolgen soll.

Urethrotomia interna fur die

Pradilatation zum Einsatz.

Stimmen Sie mit der Uberlegung des
G-BA Uberein, dass im Rahmen der
Studienplanung durch eine UWI
festgelegt werden sollte, ob und ggf.
mit  welchem  Verfahren eine
Pradilatation von stark stenotischen
Strikturen erfolgen soll? Falls nein,
welche Vorgaben zur Pradilatation
sollten lhrer Meinung nach definiert
werden?

Die Prifintervention ist die Behandlung
mit einem medikamentenbeschichteten
Ballondilatationskatheter.

Stimmen Sie mit der Uberlegung des
G-BA zur Intervention Uberein? Falls
nein, wie wirden Sie die Intervention
definieren?

Klicken Sie hier, um einen Text einzugeben.

Vergleichsintervention (Kontrolle)

Die Vergleichsintervention ist die

Urethrotomia interna.

Stimmen Sie mit der Uberlegung des
G-BA  zur  Vergleichsintervention
Uberein? Falls nein, wie wiirden Sie die
Vergleichsintervention definieren?

Sollten andere/weitere
Vergleichsinterventionen
beriicksichtigt werden?

Klicken Sie hier, um einen Text einzugeben.




Fragebogen

Anlage 4 zuTOP 8.3.3

Gemeinsamer
Bundesausschuss

Inwieweit sollten Genese,
Rezidivsituation und Strikturlange der
Harnrohrenstriktur bei der Wahl der
Vergleichstherapie als moglicherweise
hierfir relevante Faktoren
beriicksichtigt werden?

Endpunkte

Der primdre Endpunkt ist der Anteil an
Patienten, die

e nach 12 Monaten eine
Verbesserung im IPSS-Score im
Vergleich zum Ausgangswert
aufweisen (Verbesserung um
mindestens sechs Punkte [>15%
der Skalenspannweite]) und

e sich innerhalb dieses Zeitraums
keiner klinisch-indizierten
Reintervention aufgrund des
Wiederauftretens der Striktur
einschliellich  entsprechender
Symptomatikunterziehen
mussen (Strikturfreiheit).

Stimmen Sie mit der Uberlegung des
G-BA zum primaren Endpunkt und der
vorgeschlagenen  Responseschwelle
Uberein? Falls nein, was ist aus lhrer

Sicht ein angemessener primarer
Endpunkt fir die Erprobungsstudie
und welche validierten

Erhebungsinstrumente gibt es nach
lhrer Kenntnis flr diesen von |hnen
vorgeschlagenen Endpunkt?

Bitte beschreiben Sie beziglich der
von lhnen vorgeschlagenen
Erhebungsinstrumente die minimale
klinische Differenz zur Beurteilung des
Behandlungsergebnisses und belegen
Sie lhre Aussagen nach Mdglichkeit mit
geeigneten Studien.

Klicken Sie hier, um einen Text einzugeben.

Als sekundare Endpunkte sind (unter
anderem) zu erheben:

Stimmen Sie mit der Uberlegung des
G-BA zu den sekunddren Endpunkten

Klicken Sie hier, um einen Text einzugeben.
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e Morbiditat (z. B. klinisch-
indizierte Reinterventionen,
Wiederauftreten der

Striktursymptomatik,
wiederkehrende
Harnwegsinfekte),

e gesundheitsbezogene
Lebensqualitat,

e unerwinschte Ereignisse.

Uberein? Welche validierten
Erhebungsinstrumente zu diesen
Endpunkten halten Sie fir geeignet?
Sollten lhrer Meinung nach weitere
bzw. andere sekundidre Endpunkte
erganzend in der Erprobungsstudie
untersucht werden? In diesem Fall
benennen Sie bitte die
entsprechenden validierten
Erhebungsinstrumente.

Studientyp und Beobachtungszeitraum

Die Erprobungsstudie ist als
randomisierte, kontrollierte  Studie
(RCT) multizentrisch durchzufihren.

Stimmen Sie mit der Uberlegung des
G-BA zum Studientyp Uberein? Falls
nein, welche Vorgaben zum
Studientyp sollten definiert werden?

Klicken Sie hier, um einen Text einzugeben.

Die Randomisierung sollte im Verhaltnis
1:1 erfolgen.

Stimmen Sie mit der Uberlegung des
G-BA zur Randomisierung Uiberein?
Falls nein, welche Einwdande oder
Vorschlage haben Sie bzgl. dieser
Vorgabe?

Klicken Sie hier, um einen Text einzugeben.
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Die  Studienteilnehmer und die
weiterbehandelnden Personen sowie
die Endpunkterheber sollen verblindet
sein.

Stimmen Sie mit der Uberlegung des
G-BA zur Verblindung (iberein? Falls
nein, welche Einwande oder
Vorschldage haben Sie bezliglich dieser
Vorgaben?

Klicken Sie hier, um einen Text einzugeben.

Die patientenindividuelle
Nachbeobachtungszeit soll 12 Monate
betragen.

Eine Nachbeobachtungszeit von 12
Monaten (nach der Intervention) wird
als angemessen angesehen, da bei
Patienten mit Rezidivstrikturen das
Auftreten eines erneuten Rezidivs
nach einer Urethrotomia interna oft
bereits innerhalb dieses Zeitraums
erfolgt.

Stimmen Sie mit dieser Uberlegung
Uberein? Falls nein, welche Einwande
oder Vorschlage haben Sie bzgl. dieser
Vorgabe?

Klicken Sie hier, um einen Text einzugeben.

Erfassung und Dokumentation bestimmter Parameter

Die Art und Anzahl  weiterer
therapeutischer  Interventionen  mit
Bezug zur Grunderkrankung oder mit
moglichen Einfluss auf die zu erfassenden
Endpunkte sollten dokumentiert werden.

Stimmen Sie mit der Uberlegung des
G-BA Uberein? Falls nein, welche
Einwdnde oder Vorschlage haben Sie
bzgl. dieser Vorgabe?

Klicken Sie hier, um einen Text einzugeben.
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Erganzende Fragen

Wie viele Studienzentren in Deutschland kdmen fir die Studie in Frage?

Klicken Sie hier, um einen Text einzugeben.

Wie viele Studienzentren sollten initiiert werden, um die Studie in angemessener
Zeit abzuschlieRen?

Klicken Sie hier, um einen Text einzugeben.

Welche Mallnahmen wadren erforderlich, um eine zlgige Rekrutierung zu
gewahrleisten?

Klicken Sie hier, um einen Text einzugeben.

Gibt es aus lhrer Sicht Aspekte zu beriicksichtigen, welche die geplante
Studiendurchfiihrung erschweren konnten? (Beispielsweise geplante oder
laufende Studien mit Rekrutierung derselben Patientengruppen im
Indikationsgebiet der Erprobungsstudie)

Klicken Sie hier, um einen Text einzugeben.

Welche Anforderungen, insbesondere hinsichtlich der personellen, technischen
und rdumlichen Ausstattung, sind aus lhrer Sicht zur Erbringung der Methode im
Rahmen einer Studie zu stellen? Bitte bericksichtigen Sie hierbei auch mogliche
periprozedurale Risiken ihrer Anwendung.

Klicken Sie hier, um einen Text einzugeben.

Wird bei den genannten Eckpunkten die Versorgungsrealitdt in Hinblick auf die
Durchfiihrbarkeit der Erprobung und der Leistungserbringung angemessen
berilicksichtigt?

Klicken Sie hier, um einen Text einzugeben.

Bitte benennen Sie ggf. zusatzliche Aspekte, die im Rahmen der Erstellung der
Erprobungs-Richtlinie berlcksichtigt werden sollten.

Klicken Sie hier, um einen Text einzugeben.
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Fragebogen Gemeinsamer
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Uberlegungen des G-BA zur niherungsweisen Fallzahlschitzung Wie lautet lhre Einschatzung?

Fir die Fallzahl ist die GroRe des nachzuweisenden Effekts mafligeblich. Diese | Klicken Sie hier, um einen Text einzugeben.
wiederum hangt malgeblich von der Operationalisierung des primadren
Endpunkts (hier: IPSS Score und Strikturfreiheit) ab.

Unter Annahme einer Effektstarke von beispielsweise 15 % (80 % der Teilnehmer
erreichen den primaren Endpunkt in der Interventionsgruppe, 65% in der
Kontrollgruppe), abgeleitet aus den Ergebnissen der Studien ROBUST- I* und
ROBUST-1I1% sowie aus Daten zur Strikturfreiheit nach 12 Monaten in Abhangigkeit
der Anzahl vorheriger Interventionen?, ergibt sich als grobe Approximation eine
Fallzahl in der Kategorie einer mittleren Studie (100 bis < 500).

Schitzung der Overheadkosten der Erprobungsstudie (Beispiel) Wie lautet lhre Einschatzung?

Fir Studien mit mittlerer Fallzahl (hier: 400 Studienteilnehmer als | Klicken Sie hier, um einen Text einzugeben.
Kalkulationsgrundlage) und mittlerem Aufwand lasst sich ein studienspezifischer
Aufwand in Hohe von etwa 5500 € je Teilnehmer beziffern. Auf der Basis dieser
Annahmen lassen sich geschatzte Studienkosten von 2,2 Millionen € berechnen.

1Urotronic. ROBUST | Pilot Study (ROBUST) [online]. 2020 [Zugriff: 17.12.2020]. URL: https://clinicaltrials.gov/ct2/show/NCT03014726.
2Urotronic. Re-establishing Flow Via Drug Coated Balloon For The Treatment Of Urethral Stricture Disease (ROBUST-II) [online]. 2019 [Zugriff: 17.12.2020]. URL:

https://clinicaltrials.gov/ct2/show/NCT03270384.
3Heyns CF, Steenkamp JW, De Kock ML et al. Treatment of male urethral strictures: is repeated dilation or internal urethrotomy useful? J Urol 1998; 160(2): 356-
358. https://dx.doi.org/10.1016/s0022-5347(01)62894-5.
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Gelegenheit zur
Abgabe erster Boncesadeschuss
Einschatzungen

zu Beratungen des Gemeinsamen Bundesausschusses tber
eine Richtlinie zur Erprobung:
Medikamentenbeschichteter Ballondilatationskatheter zur
transurethralen Behandlung von Harnrohrenstrikturen

Mit Beschluss vom 1. April 2021 hat der Gemeinsame Bundesausschuss (G-BA) als Ergebnis
eines Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 des Flinften Buches Sozialgesetzbuch
(SGB V) festgestellt, dass fir die Methode

- Medikamentenbeschichteter Ballondilatationskatheter zur transurethralen
Behandlung von Harnrohrenstrikturen

weder der Nutzen noch die Schadlichkeit oder Unwirksamkeit als belegt anzusehen ist.

Fiir eine Methode nach § 137h Absatz 1 Satz 4 Nummer 3 SGB V entscheidet der G-BA
innerhalb von sechs Monaten nach dem Beschluss nach Absatz 1 Satz 4 Uber eine Richtlinie
zur Erprobung nach § 137e. Eine Priifung des Potentials der Methode erfolgt nicht. Deshalb
hat der G-BA mit dem vorgenannten Beschluss zugleich ein Beratungsverfahren tber eine
Richtlinie zur Erprobung gemal} § 137e SGB V fiir die gegenstandliche Methode eingeleitet.
Der Beschluss sowie die Tragenden Griinde sind auf den Internetseiten des G-BA
veroffentlicht.

Das Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 SGB V erfolgte auf der Grundlage der
von einem Krankenhaus mit der Informationsibermittlung nach § 137h Absatz 1 Satz 1 SGB V
eingereichten Angaben und Unterlagen.

Um den G-BA in die Lage zu versetzen, eine abschlieBende Bewertung des Nutzens der
vorgenannten Methode durchzufiihren, sollen im Wege der Erprobung die hierfiir nach den
§§ 135 und 137c SGB V i. V. m. den Vorgaben der Verfahrensordnung des G-BA (VerfO)
notwendigen Erkenntnisse fur die Bewertung des Nutzens der Methode gewonnen werden.
Die zu diesem Zweck notwendigen Studien sollen durch eine unabhdngige wissenschaftliche
Institution (UWI) nach MaRgabe dieser Richtlinie entworfen, durchgefiihrt und ausgewertet
werden. Die Ausgestaltung des Studiendesigns ist — soweit nicht im Folgenden ndher
bestimmt — von der UWI auf der Basis des Standes der wissenschaftlichen Erkenntnisse
vorzunehmen und zu begriinden.

Gemal 2. Kapitel § 6 der Verfahrensordnung des G-BA erhalten Sie Gelegenheit zur Abgabe
einer ersten Einschatzung zum angekiindigten Beratungsgegenstand. Bitte verwenden Sie zur
Abgabe lhrer Einschatzung den nachfolgenden Fragebogen.

Bitte belegen Sie Ihre Ausfiihrungen jeweils durch Angabe von Quellen unter Nutzung der
beigefligten Literaturliste (siehe Anlage). Bitte fligen Sie die Publikationen — soweit moglich —
in Kopie bei.

Wir bitten Sie, den Fragebogen als Word-Dokument und alle weiteren Unterlagen als PDF-
Dokumente per E-Mail an erprobungl37e@g-ba.de zu libersenden. Die Frist zur Abgabe lhrer
Einschatzung endet am 5. Mai 2021.
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Mit der Abgabe |hrer Einschatzung erkldren Sie sich damit einverstanden, dass diese, auch
auszugsweise, in einem Bericht des G-BA vyjedergegeben werden kann, der mit Abschluss der
Beratung zu jedem Thema erstellt und der Offentlichkeit via Internet zuganglich gemacht wird.

Funktion des Einschdtzenden

Bitte geben Sie an, in welcher Funktion Sie diese Einschatzung abgeben (z. B. Verband,
Institution, Hersteller, Leistungserbringer, Privatperson).

Prof. Dr. med. Tilman Kalble

Direktor der Klinik fir Urologie und Kinderurologie
Klinikum Fulda

Pacelliallee 4

36043 Fulda

Meine nun folgende Einschatzung erfolgt als der von der Deutschen Gesellschaft fur
Urologie e.V. (Fachgesellschaft) dazu ermachtigte klinische Experte.
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Mit der Erprobungsstudie soll nachgewiesen werden, dass bei erwachsenen Mannern mit symptomatischer kurzstreckiger (< 2 cm) Rezidivstriktur der
anterioren Harnrbhre die Behandlung mittels eines medikamentenbeschichteten Ballondilatationskatheters bezliglich des primaren Endpunktes aus
dem International Prostate Symptom Score (IPSS) und der Strikturfreiheitsrate tGberlegen ist.

Uberlegungen des G-BA Fragen des G-BA Einschitzung

Population

In die Erprobungsstudie einzuschliefen | Ist dies die aus lhrer Sicht treffende Max. 2cm lange Rezidivstrikturen der anterioren Harnrohre sind

sind erwachsene Manner mit Beschreibung der Studienpopulation? | die korrekte Studienpopulation.

symptomatischer kurzstreckiger (< 2 Wenn nicht, wie sollte die Beziiglich Subpopulationen sollte die Atiologie ,traumatisch vs.

Harnrohre. Sollten Subpopulationen gebildet erfasst werden wie ,,Striktur geht nahtlos in den Sphinkter Gber”
werden? (z.B. entsprechend der oder ,ist vom Sphinkter externus entfernt”. Die Subpopulationen
Genese der Harnrohrenstrikturen? missen jedoch bei der Randomisierung keine Berlicksichtigung

finden.

Intervention

Im Rahmen der Studienplanung durch Verfahren zur Pradilatation stellen die | Als Verfahren zur Pradilatation sollte standardisiert die

eine UWI soll unter Einbezug klinischer | Urethrotomia interna, die Dilatation Urethrotomia interna bis in das Schleimhautniveau angegeben
Expertise konkretisiert werden, ob und | mit unbeschichteten Ballonkathetern | werden, um eine einheitliche ,Pradilatation” zu erreichen und
gef. mit welchem Verfahren bei stark und die Aufbougierung mit Kathetern | gleichzeitig die genaue Lange der Enge noch einmal endoskopisch
stenotischen Strikturen unmittelbar vor | zunehmender GroRRe dar. Im ermitteln zu kdnnen.

der Behandlung mit einem deutschen Versorgungskontext

medikamentenbeschichteten kommt in erster Linie die
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Ballondilatationskatheter eine
Pradilatation der Striktur erfolgen soll.

Urethrotomia interna fir die
Pradilatation zum Einsatz.

Stimmen Sie mit der Uberlegung des
G-BA Uberein, dass im Rahmen der
Studienplanung durch eine UWI
festgelegt werden sollte, ob und ggf.
mit welchem Verfahren eine
Pradilatation von stark stenotischen
Strikturen erfolgen soll? Falls nein,
welche Vorgaben zur Pradilatation
sollten lhrer Meinung nach definiert
werden?

Die Priifintervention ist die Behandlung | Stimmen Sie mit der Uberlegung des | Ja.
mit einem medikamentenbeschichteten | G-BA zur Intervention Uberein? Falls
Ballondilatationskatheter. nein, wie wirden Sie die Intervention
definieren?
Vergleichsintervention (Kontrolle)
Die Vergleichsintervention ist die Stimmen Sie mit der Uberlegung des s. oben, d.h. die Urethrotomia interna ist die sinnvollste

Urethrotomia interna.

G-BA zur Vergleichsintervention
Uberein? Falls nein, wie wiirden Sie
die Vergleichsintervention definieren?

Sollten andere/weitere
Vergleichsinterventionen
berlicksichtigt werden?

Vergleichsintervention.
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Inwieweit sollten Genese,
Rezidivsituation und Strikturlange der
Harnréhrenstriktur bei der Wahl der
Vergleichstherapie als moglicherweise
hierfir relevante Faktoren
bericksichtigt werden?

s. oben, d.h. die Genese traumatisch vs. instrumentell (DK,
Katheterisierung, endoskopischer Eingriff) sollte ebenso
dokumentiert werden wie die Lage der Striktur zum Sphinkter.
Dariiber hinaus sollte die Anzahl der Rezidive sowie die
Strikturlange dokumentiert werden, ohne dass dies bei der
Randomisierung berticksichtigt werden muss.

Endpunkte

Der primdre Endpunkt ist der Anteil an
Patienten, die

e nach 12 Monaten eine
Verbesserung im IPSS-Score im
Vergleich zum Ausgangswert
aufweisen (Verbesserung um
mindestens sechs Punkte [>15%
der Skalenspannweite]) und

e sich innerhalb dieses Zeitraums
keiner klinisch-indizierten
Reintervention aufgrund des
Wiederauftretens der Striktur
einschlieRlich entsprechender
Symptomatik unterziehen
mussen (Strikturfreiheit).

Stimmen Sie mit der Uberlegung des
G-BA zum primaren Endpunkt und der
vorgeschlagenen Responseschwelle
Uberein? Falls nein, was ist aus lhrer
Sicht ein angemessener primarer
Endpunkt fiir die Erprobungsstudie
und welche validierten
Erhebungsinstrumente gibt es nach
Ilhrer Kenntnis fiir diesen von lhnen
vorgeschlagenen Endpunkt?

Bitte beschreiben Sie beziiglich der
von lhnen vorgeschlagenen
Erhebungsinstrumente die minimale
klinische Differenz zur Beurteilung des
Behandlungsergebnisses und belegen
Sie lhre Aussagen nach Moéglichkeit
mit geeigneten Studien.

12 Monate sind ein guter Endpunkt, unbedingt sollte dieser
jedoch nach 24 Monaten noch einmal wiederholt werden.

Die IPSS-Score-Verbesserung um mindestens 6 Punkte ist ein
sinnvolles MaR, sollte jedoch nicht das alleinige Mal3 sein, da der
IPSS-Score rein subjektive Verbesserungen misst und die Angaben
somit zwangslaufig intra- und interindividuelle Schwankungen
aufweisen. Unbedingt sollte die Uroflowmetrie praoperativ sowie
nach 12 und 24 Monaten herangezogen werden zusammen mit
der sonographischen Restharnbestimmung. Fir die Beurteilung
relevante Messergebnisse bei diesen beiden Erhebungs-
instrumenten leiten sich aus deren Definition ab:

Klinisch relevanter Restharn liegt dann vor, wenn mehr als 10%
des Miktionsvolumens im Anschluss an die Miktion in der Blase
verbleiben oder einfacher, wenn der Restharn hoher als 100ml
betragt. Insofern sollte der Restharn nach der Intervention < als
10% des Miktionsvolumens oder <100ml absolut betragen.

Bezliglich der Uroflowmetrie wirde ich die Parameter ,max.
Flussgeschwindigkeit in ml/s“ sowie ,Flusszeit” pra- und
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postoperativn. messen und die Differenzen dann als
Studienergebnis ausweisen. Im Vorhinein anzugeben, welche
Verbesserung beispielsweise der max. Flussgeschwindigkeit
signifikant ist oder nicht, ist schwierig bis unmoglich, da unter
anderem von der praoperativen Situation und auch von
psychovegetativen Einflissen abhangig. So ware beispielsweise
der Anstieg der max. Flussgeschwindigkeit von 3 auf 8ml/s eine
Verbesserung um tber 100%, ware klinisch jedoch immer noch als
hoch obstruktiv zu werten, wohingegen eine Verbesserung von 10
auf 15ml/s klinisch eine deutliche Verbesserung darstellt, obwohl
die Verbesserung nur 50% betragt.

Als sekundare Endpunkte sind (unter
anderem) zu erheben:

e Morbiditat (z. B. klinisch-
indizierte Reinterventionen,
Wiederauftreten der
Striktursymptomatik,
wiederkehrende
Harnwegsinfekte),

e gesundheitsbezogene
Lebensqualitat,

e unerwiinschte Ereignisse.

Stimmen Sie mit der Uberlegung des
G-BA zu den sekundadren Endpunkten
Uberein? Welche validierten
Erhebungsinstrumente zu  diesen
Endpunkten halten Sie fir geeignet?
Sollten Ihrer Meinung nach weitere
bzw. andere sekunddre Endpunkte
erganzend in der Erprobungsstudie
untersucht werden? In diesem Fall
benennen Sie bitte die
entsprechenden validierten
Erhebungsinstrumente.

Ein sekundarer Endpunkt, wie schon angegeben, ware nach 24
Monaten, dann gleiche Messinstrumente wie nach 12 Monaten.

Zu registrieren sind unerwiinschte Ereignisse wie Harnverhalt,
Harnwegsinfekte, Reinterventionen, wobei bezliglich letzteren
die Latenzzeiten zwischen einer konventionellen Sachse-
Urethrotomie und einer Sachse-Urethrotomie mit
Ballondilatation bis zu einer Reintervention verglichen werden
konnen.

Studientyp und Beobachtungszeitraum
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Die Erprobungsstudie ist als | Stimmen Sie mit der Uberlegung des | Ja.
randomisierte, kontrollierte  Studie | G-BA zum Studientyp Uberein? Falls
(RCT) multizentrisch durchzufihren. nein, welche Vorgaben zum
Studientyp sollten definiert werden?
Die Randomisierung sollte im Verhéltnis | Stimmen Sie mit der Uberlegung des | Ja.
1:1 erfolgen. G-BA zur Randomisierung (berein?
Falls nein, welche Einwdnde oder
Vorschlage haben Sie bzgl. dieser
Vorgabe?
Die  Studienteilnehmer und die | Stimmen Sie mit der Uberlegung des | Die Studienteilnehmer sollten verblindet sein, fiir die

weiterbehandelnden Personen sowie
die Endpunkterheber sollen verblindet
sein.

G-BA zur Verblindung (iberein? Falls
nein, welche Einwande oder
Vorschlage haben Sie gegen diese
Vorgaben?

weiterbehandelnden Personen sowie die Endpunkterheber ist
dies jedoch nicht notwendig.

Die patientenindividuelle
Nachbeobachtungszeit soll 12 Monate
betragen.

Eine Nachbeobachtungszeit von 12
Monaten (nach der Intervention) wird
als angemessen angesehen, da bei
Patienten mit Rezidivstrikturen das
Auftreten eines erneuten Rezidivs
nach einer Urethrotomia interna oft
bereits innerhalb dieses Zeitraums
erfolgt.

Stimmen Sie mit dieser Uberlegung
Uberein? Falls nein, welche Einwande
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oder Vorschlage haben Sie bzgl. dieser
Vorgabe?

Erfassung und Dokumentation bestimmter Parameter

Die Art und Anzahl weiterer | Stimmen Sie mit der Uberlegung des
therapeutischer  Interventionen  mit | G-BA liberein? Falls nein, welche
Bezug zur Grunderkrankung oder mit | Einwande oder Vorschldage haben Sie
moglichen Einfluss auf die zu erfassenden | bzgl. dieser Vorgabe?

Endpunkte sollten dokumentiert werden.

Ja

Erganzende Fragen

Wie viele Studienzentren in Deutschland kdamen fiir die Studie in Frage?

Mindestens 20.

Wie viele Studienzentren sollten initiiert werden, um die Studie in angemessener
Zeit abzuschlieRen?

Mindestens 10.

Welche MaBnahmen waren erforderlich, um eine zligige Rekrutierung zu
gewahrleisten?

Es sollte ein Studienleiter bestimmt werden, der wiederum direkt
verschiedene Klinikleiter anspricht. Da sich die Klinikleiter der
groReren deutschen urologischen Kliniken gut kennen und sich in
aller Regel gerne gegenseitig bei wissenschaftlichen
Fragestellungen unterstiitzen, ware damit die entscheidende
Voraussetzung gegeben.

Gibt es aus lhrer Sicht Aspekte zu bericksichtigen, welche die geplante
Studiendurchfiihrung erschweren kdnnten? (Beispielsweise geplante oder

Geplante laufende Studien Uberregionaler Art dirfte es im
Moment nicht geben. Da bisher zur Sachse-Urethrotomie sowie
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Ergianzende Fragen

laufende Studien mit Rekrutierung derselben Patientengruppen im zur offenen Urethraplastik keine sinnvollen etablierten

Indikationsgebiet der Erprobungsstudie)

Alternativen existieren, dirfte die Studiendurchfiihrung nicht
durch andere Studien erschwert werden.

Welche Anforderungen, insbesondere hinsichtlich der personellen, technischen
und rdumlichen Ausstattung, sind aus lhrer Sicht zur Erbringung der Methode im
Rahmen einer Studie zu stellen? Bitte bericksichtigen Sie hierbei auch mogliche
periprozedurale Risiken ihrer Anwendung.

Fir die Studie sind keinerlei besondere Anforderungen
erforderlich. Jede urologische Klinik hat einen Rontgen-
Arbeitsplatz mit Durchleuchtungsmoglichkeit, so dass die Studie
in jeder urologischen Klinik sofort begonnen werden kann.

Wird bei den genannten Eckpunkten die Versorgungsrealitdt in Hinblick auf die
Durchfliihrbarkeit der Erprobung und der Leistungserbringung angemessen
beriicksichtigt?

s. oben.

Bitte benennen Sie ggf. zusatzliche Aspekte, die im Rahmen der Erstellung der
Erprobungs-Richtlinie bertcksichtigt werden sollten.

Uberlegungen des G-BA zur nidherungsweisen Fallzahlschitzung

Wie lautet lhre Einschdtzung?

Fir die Fallzahl ist die GroRe des nachzuweisenden Effekts malRgeblich. Diese
wiederum hangt maligeblich von der Operationalisierung des primaren
Endpunkts (hier: IPSS Score und Strikturfreiheit) ab.

Unter Annahme einer Effektstarke von beispielsweise 15 % (80 % der Teilnehmer
erreichen den primaren Endpunkt in der Interventionsgruppe, 65 % in der
Kontrollgruppe), abgeleitet aus den Ergebnissen der Studien ROBUST-I' und

Eine Studie mit mehr als 100 auswertbaren Teilnehmern
erscheint mir unrealistisch. In Deutschland ist es zunehmend
schwierig, manchmal fast unmoglich, prospektiv randomisierte
Studien durchzufihren - insbesondere, wenn wie im
vorliegenden Fall der Patient eine Uberlegenheit der Dilatation
zusatzlich zur Sichturethrotomie vermuten konnte. Insofern

1Urotronic. ROBUST | Pilot Study (ROBUST) [online]. 2020 [Zugriff: 17.12.2020]. URL: https://clinicaltrials.gov/ct2/show/NCT03014726.
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Uberlegungen des G-BA zur niherungsweisen Fallzahlschitzung Wie lautet lhre Einschatzung?

ROBUST-II? sowie aus Daten zur Strikturfreiheit nach 12 Monaten in Abhangigkeit | erscheinen mir 100 Patienten sowohl von der

der Anzahl vorheriger Interventionen?, ergibt sich als grobe Approximation eine
Fallzahl in der Kategorie einer mittleren Studie (100 bis < 500).

Realisierungsmoglichkeit als auch inhaltlich ausreichend.

Schitzung der Overheadkosten der Erprobungsstudie (Beispiel)

Wie lautet lhre Einschitzung?

Fiir Studien mit mittlerer Fallzahl (hier: 400 Studienteilnehmer als
Kalkulationsgrundlage) und mittlerem Aufwand lasst sich ein studienspezifischer
Aufwand in Hohe von etwa 5500 € je Teilnehmer beziffern. Auf der Basis dieser
Annahmen lassen sich geschatzte Studienkosten von 2,2 Millionen € berechnen.

Dies hangt stark vom vorgesehenen Studienhonorar ab. Die
minimalen Kosten bei 100 Teilnehmern waren die Kosten des
Ballons fir 50 Teilnehmer, die zusatzlichen Kosten richten sich
dann in erster Linie nach dem Honorar.

2Urotronic. Re-establishing Flow Via Drug Coated Balloon For The Treatment Of Urethral Stricture Disease (ROBUST-II) [online]. 2019 [Zugriff: 17.12.2020]. URL:

https://clinicaltrials.gov/ct2/show/NCT03270384.

3Heyns CF, Steenkamp JW, De Kock ML et al. Treatment of male urethral strictures: is repeated dilation or internal urethrotomy useful? J Urol 1998; 160(2): 356-

358. https://dx.doi.org/10.1016/s0022-5347(01)62894-5.
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Kalms Consulting GmbH | Rheinstr. 45-46 | 12161 Berlin
Gemeinsamer Bundesausschuss

Dr. Angela Schuhrke

Abteilung Methodenbewertung & veranlasste Leistungen
Postfach 12 06 06

10596 Berlin

Beratungsverfahren iiber eine Richtlinie zur Erprobung gemaR § 137e SGB V in
Folge einer Bewertung nach § 137h Absatz 1 Satz 4 SGB V: Medikamenten-
beschichteter Ballonkatheter zur transurethralen Behandlung von
Harnréhrenstrikturen (BVh-20-002)

Einreichung weiterer klinischer Daten, Information zur einer geplanten RCT,
Einschatzung zu Eckpunkten einer Erprobungsstudie.

Sehr geehrte Frau Dr. Schuhrke,

mit diesem Schreiben kommt Urotronic der Aufforderung des G-BA zur Einreichung
weiterer klinischer Daten nach.

Daruber hinaus kénnen Sie diesem Schreiben Informationen (iber die Planung einer
weiteren RCT in Kooperation mit NIHR (National Institute of Health Research
https://www.nihr.ac.uk/) in UK entnehmen.

Dariiber hinaus finden Sie als Anlage die Einschatzung von Urotronic zu den
Eckpunkten einer Erprobungsstudie.

Zunachst zu den noch unveroffentlichten Resultaten der ROBUST-Studienserie:

ROBUST I-Studie 3-Jahresdaten:
Diesem Schreiben sind Abstracts beigefiigt, die bei den Kongressen der AUA (American
Urology Association), ICS (International Continence society) und WCE (World congress
of Endourology) 2021 eingereicht wurden.
Ausgewahlte Resultate seien hier in Kiirze erldutert: Nach 3 Jahren konnten 43 der 53
urspringlich in die Studie eingeschlossenen Patienten nachuntersucht werden.
e Es gab keine schwerwiegenden unerwiinschten Ereignisse im Zusammenhang
mit der Behandlung nach 3 Jahren.
e Die Freiheit von erneuten Eingriffen an der Studienstriktur nach 1, 2 und 3
Jahren betrug 83 % (40/48), 81 % (38/47) bzw. 77 % (33/43).
e Die Erfolgsrate (> 50% Verbesserung des IPSS und Freiheit von
Reinterventionen) nach 3 Jahren betrug 67 % (29/43), was mit den 2-Jahres-
Ergebnissen (68 %, 32/47) Ubereinstimmt.
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e Der IPSS verbesserte sich von einem Mittelwert von 25,2 bei Studienbeginn
auf 5,5 nach 3 Jahren (ungepaarter t-Test, p<0,001).
Weitere Resultate nach 3 Jahren Nachbeobachtungszeit bitten wir, den beigefligten
Abstracts zu entnehmen.

ROBUST llI-Studie vorladufige Daten:

Diesem Schreiben sind Abstracts beigefligt, die bei den Kongressen der AUA (American
Urology Association), ICS (International Continence society) und WCE (World Congress
of Endourology) 2021 eingereicht wurden. AuBerdem finden Sie als Anlage den
Studienbericht vom 20. April 2021. Diese Dokumente bittet Urotronic bis auf Weiteres
vertraulich zu behandeln. Die Kongressabstracts werden im September/Oktober
veroffentlicht werden. Urotronic geht davon aus, dass die Resultate der ROBUST Il
Studie gegen Ende des 2. oder Anfang des 3. Quartals publiziert werden.

Ausgewadhlte verfligbare Resultate seien hier in Kiirze erldutert:

Insgesamt wurden 127 Patienten (79 Optilume, 48 Kontrolle) mit einer Strikturlange <
3 cm und > 2 vorherigen endoskopischen Strikturbehandlungen im Verhaltnis 2:1
(Intervention:Kontrolle) randomisiert. Patienten waren bis zu 6 Monate nach dem
Eingriff verblindet. Der primédre Endpunkt, die Freiheit von Strikturen (als Passierbar-
keit fur ein 16 F flexibles Zystoskop, oder eine 14 F Katheter), wurde nach 6 Monaten
erhoben. Die Resultate nach 6 Monaten Nachbeobachtungszeit liegen vollstandig vor.
Der 12-Monatsdatensatz ist zurzeit noch unvollstandig. Es ist zu erwarten, dass die
Resultate in Verlauf der Beratung zu einer Erprobungsrichtlinie zur Verfliigung stehen
werden.

e Der Anteil der Probanden, die nach 6 Monaten strikturfrei blieben, betrug 74,6
% (50/67) in der Optilume DCB-Gruppe im Vergleich zu 26,8 % (11/41) in der
Kontrollgruppe (p<0,001). Die Ergebnisse waren in den Untergruppen mit 25
versus <5 vorherigen Strikturbehandlungen und fiir Lingen <2cm versus 22cm
konsistent.

e Die Kaplan-Meier-Schatzung fir die Rate der Freiheit von Wieder-
holungseingriffen bis zum 1-Jahres-Follow-up war fiir den Optilume DCB im
Vergleich zur Kontrolle signifikant hoher. Details zu dem Endpunkt Freiheit
von Reinterventionen sind unter 9.4.8 auf Seite 62 des Studienberichts der
ROBUST IlI-Studie dargestellt (Studienbericht RP1076rA ROBUST Il Interim
Clinical Study Report_27Apr21 — signed.pdf).

e In beiden Gruppen verbesserte sich der Symptomscore sofort nach dem
Eingriff. In der Kontrollgruppe ndherten sie sich nach einem Jahr jedoch wieder
dem Ausgangswert an.

e Bei keinem Probanden trat eine schwerwiegende auf das Medizinprodukt
zuriickzufihrende Komplikation auf.

Weitere Resultate bitten wir den Abstracts sowie dem Studienbericht zu entnehmen.

e Dariiber hinaus haben wir diesem Brief eine Ubersicht der ROBUST-Studien
beigefiigt, die ausgewihlte Aspekte vergleichend darstellt (LA1093rA Optilume®
DCB Clinical Program summary):

e Mittlere Anzahl an vorherigen Strikturbehandlungen

e Linge der Strikturen, Atiologie, anatomische Lokalisierung, Anteil Patienten
mit Harnverhalt vor dem Eingriff

e Gewabhlte Verfahren fir die Pradilation

e Im Fall von ROBUST-III die Vergleichsintervention

e Anatomischer Erfolg nach 6 Monaten im Vergleich

Page 2 of 5
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e Freiheit von Wiederholungseingriffen, soweit Resultate verfligbar sind.
e Durchschnittliche Resultate im IPSS.

Besteht die Notwendigkeit einer Erprobung der gegenstandlichen Methode?

Aus der Sicht von Urotronic ist eine Erprobung nicht notwendig, da die ROBUST IlI-
Studie nicht nur lauft, sondern bereits wesentliche Resultate vorliegen.

Bei der mit dem Ziel der FDA-Zulassung durchgefiihrten ROBUST llI-Studie handelt es
sich um eine hochwertige RCT. Dies méchten wir im Folgenden kurz ausfihren.

e Die Randomisierung erfolgte stratifiziert durch permutierte Blécke innerhalb
eines  Studienzentrums unter Verwendung eines elektronischen
Datenerfassungssystems (EDC). Sie erfolgte unmittelbar vor Beginn des
Behandlungs-/Kontrollverfahrens randomisiert. Damit sind die ad&dquate
Erzeugung der Randomisierungssequenz und die Verdeckung der Gruppen-
zuteilung gewahrleistet.

e Die Studienteilnehmer waren bis zur Erhebung des primaren Studienend-
punktes verblindet.

e Urotronic ist bewusst, dass die Nachuntersuchungen nicht verblindet waren.

o Der primadre Endpunkt ,Strikturfreiheit” als ungehinderte Passage
eines 16F Zystoskops ist jedoch ein objektives Kriterium, das ein
Verzerrungspotenzial ohne Verblindung des Nachuntersuchers eher
theoretisch erscheinen lasst.

o Bei dem IPSS handelt es sich um einen patientenberichteten
Endpunkt. Ein erhdhtes Verzerrungspotenzial ist fir diesen Endpunkt
nur durch den Patienten zu erwarten, der jedoch verblindet ist.

o Ebenso geht Urotronic davon aus, dass der Bedarf fiir eine
Reintervention unabhédngig von der Verblindung des Nachunter-
suchers ist.

e Urotronic ist sich der Tatsache bewusst, dass die Definition des Behandlungs-
verfahrens in der Kontrollgruppe (Ballondilatation, Urethrotomia interna oder
Bougierung nach Ermessen des Behandlers) dazu flihrt, dass diese nicht genau
dem Standardvorgehen im deutschen Gesundheitswesen (Urethrotomia
interna) entspricht. Aufgrund der wegweisenden Publikation von Steenkamp,
1997 geht man jedoch davon aus, dass sich die Wirksamkeit und die Rezidiv-
raten von Ballondilatation, Urethrotomia interna oder Bougierung bei der
Behandlung von Strikturen nicht wesentlich unterscheiden. Diese Studie von
Steenkamp ist nach wie vor wichtig flr die aktuell giiltigen Leitlinien, in denen
Empfehlungen bezlglich Urethrotomia interna und Dilatationsverfahren ohne
Unterscheidung zwischen den Verfahren ausgesprochen werden (Leitlinien
der EAU, SIU und AUA). Aus diesem Grund ist Urotronic davon liberzeugt, dass
die Resultate der ROBUST IlI-Studie trotz der Vergleichsintervention, die
scheinbar nicht dem Standardvorgehen in Deutschland entspricht, als
Grundlage fir eine Nutzenbewertung herangezogen werden sollten.

Als Schlussfolgerung hélt Urotronic aufgrund der Studienqualitdt der ROBUST llI-Studie
und den bereits oder in Kiirze vorliegenden Resultaten eine Erprobungsstudie fiir nicht
notwendig.

Geplante RCT: Adjunctive Local Drug Treatment at the Time of Endoscopic Surgery
for Recurrent Bulbar Urethral Stricture in Men (ReBUS)

Informationen zur geplanten ReBUS-Studie bitten wir dem angefligten Dokument
,»ReBUS Study”, einer Art Studiensynopse, zu entnehmen.
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Die Studie wurde durch die Studiengruppe initiiert, die auch die OPEN-Studie
durchgefihrt hat, eine ebenfalls durch NIHR geférderte RCT, in der Urethrotomia
interna und die Harnréhrenrekonstruktion verglichen wurde.

Zur Information bzgl. der zu erwartenden Studienqualitdt haben wir das Protokoll der
OPEN-Studie, sowie die publizierten Resultate beigefiigt (Stephenson, 2015 und
Goulao, 2020).

Zeitplan der ReBUS-Studie:

Die Studie soll am 1.1.2022 begonnen werden. Flr Set-up, eine interne Pilotierung,
Rekrutierung, Nachbeobachtungszeit (der primadre Endpunkt soll wie in der Open-
Studie nach 24 Monaten erhoben werden) und Analyse der Studiendaten sind in
Summe nach 64 Monaten geplant.

Urotronic wird dem G-BA weitere Resultate der ROBUST IlI-Studie sowie
Informationen zur Planung der ReBUS-Studie zur Verfligung stellen, sobald sie
Urotronic vorliegen.

Mit freundlichen GriiRen

v

Marco Kalms
Geschaftsfuhrer

Anlagen

Ordner: Fragebogen Ersteinschatzung Erprobungsstudie
e Fragebogen

e Literaturliste

e Ordner: Anlagen

Ordner: ROBUST-Studien-Informationen

Zur ROBUST | Studie

e ROBUSTI 3 yr Abstract AUA

e ROBUST | 3 yr Abstract_ICS 2021

e ROBUST I 3 yr Abstract WCE2021 FINAL

Zur ROBUST Il Studie

e ROBUST Ill 3 Abstract AUA

e ROBUST lll 3 Abstract_ICS 2021

e ROBUST Ill 3 Abstract WCE2021 FINAL

e Studienbericht RP1076rA ROBUST Il Interim Clinical Study Report_27Apr21 —
signed.pdf

Vergleichende Ubersicht ROBUST-Studien

e LA1093rA Optilume® DCB Clinical Program summary

Ordner: ReBUS-Studie
e ReBUS-Study.pdf
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Gelegenheit zur
Abgabe erster oot uss
Einschatzungen

zu Beratungen des Gemeinsamen Bundesausschusses uber
eine Richtlinie zur Erprobung:
Medikamentenbeschichteter Ballondilatationskatheter zur
transurethralen Behandlung von Harnrohrenstrikturen

Mit Beschluss vom 1. April 2021 hat der Gemeinsame Bundesausschuss (G-BA) als Ergebnis
eines Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 des Fiinften Buches Sozialgesetzbuch
(SGB V) festgestellt, dass fir die Methode

- Medikamentenbeschichteter Ballondilatationskatheter zur transurethralen
Behandlung von Harnréhrenstrikturen

weder der Nutzen noch die Schadlichkeit oder Unwirksamkeit als belegt anzusehen ist.

Fiir eine Methode nach § 137h Absatz 1 Satz 4 Nummer 3 SGB V entscheidet der G-BA
innerhalb von sechs Monaten nach dem Beschluss nach Absatz 1 Satz 4 lGber eine Richtlinie
zur Erprobung nach § 137e. Eine Prifung des Potentials der Methode erfolgt nicht. Deshalb
hat der G-BA mit dem vorgenannten Beschluss zugleich ein Beratungsverfahren Uber eine
Richtlinie zur Erprobung gemall § 137e SGB V fiir die gegenstandliche Methode eingeleitet.
Der Beschluss sowie die Tragenden Griinde sind auf den Internetseiten des G-BA
veroffentlicht.

Das Bewertungsverfahrens nach § 137h Absatz 1 Satz 4 SGB V erfolgte auf der Grundlage der
von einem Krankenhaus mit der Informationsibermittlung nach § 137h Absatz 1 Satz 1 SGB V
eingereichten Angaben und Unterlagen.

Um den G-BA in die Lage zu versetzen, eine abschlieBende Bewertung des Nutzens der
vorgenannten Methode durchzufiihren, sollen im Wege der Erprobung die hierfir nach den
§§ 135 und 137c SGBV i. V. m. den Vorgaben der Verfahrensordnung des G-BA (VerfO)
notwendigen Erkenntnisse flir die Bewertung des Nutzens der Methode gewonnen werden.
Die zu diesem Zweck notwendigen Studien sollen durch eine unabhangige wissenschaftliche
Institution (UWI) nach MaRgabe dieser Richtlinie entworfen, durchgefiihrt und ausgewertet
werden. Die Ausgestaltung des Studiendesigns ist — soweit nicht im Folgenden naher
bestimmt — von der UWI auf der Basis des Standes der wissenschaftlichen Erkenntnisse
vorzunehmen und zu begriinden.

GemaR 2. Kapitel § 6 der Verfahrensordnung des G-BA erhalten Sie Gelegenheit zur Abgabe
einer ersten Einschdtzung zum angekiindigten Beratungsgegenstand. Bitte verwenden Sie zur
Abgabe |hrer Einschatzung den nachfolgenden Fragebogen.

Bitte belegen Sie Ihre Ausfiihrungen jeweils durch Angabe von Quellen unter Nutzung der
beigefiigten Literaturliste (siehe Anlage). Bitte fligen Sie die Publikationen — soweit moglich —
in Kopie bei.

Wir bitten Sie, den Fragebogen als Word-Dokument und alle weiteren Unterlagen als PDF-
Dokumente per E-Mail an erprobungl37e@g-ba.de zu Gbersenden. Die Frist zur Abgabe lhrer
Einschatzung endet am 5. Mai 2021.
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Mit der Abgabe lhrer Einschatzung erklaren Sie sich damit einverstanden, dass diese, auch
auszugsweise, in einem Bericht des G-BA wiedergegeben werden kann, der mit Abschluss der
Beratung zu jedem Thema erstellt und der Offentlichkeit via Internet zugsnglich gemacht wird.

Funktion des Einschitzenden

Bitte geben Sie an, in welcher Funktion Sie diese Einschatzung abgeben (z. B. Verband,
Institution, Hersteller, Leistungserbringer, Privatperson).

Urotronic Inc. als Hersteller des fiir die Methode maligeblichen Medizinprodukts Optilume
Drug-coated urology balloon catheter

Urotronic Inc.

2495 Xenium Lane North
Plymouth, MN 55441 USA
USA

Kalms Consulting ist bevollmachtigt, im Rahmen des Verfahrens nach §137h SGB V zu
vertreten. Diese Vollmacht umfasst laut Nachricht des Gemeinsamen Bundesausschusses
vom 13. April 2021 auch das Folgeverfahren.
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Mit der Erprobungsstudie soll nachgewiesen werden, dass bei erwachsenen Mannern mit symptomatischer kurzstreckiger (< 2 cm) Rezidivstriktur der
anterioren Harnrohre die Behandlung mittels eines medikamentenbeschichteten Ballondilatationskatheters beziiglich des primaren Endpunktes aus
dem International Prostate Symptom Score (IPSS) und der Strikturfreiheitsrate liberlegen ist.

Uberlegungen des G-BA

Fragen des G-BA

Einschatzung

Population

In die Erprobungsstudie einzuschlieRen

sind erwachsene Manner mit
symptomatischer kurzstreckiger (< 2
cm) Rezidivstriktur der anterioren
Harnréhre.

Ist dies die aus lhrer Sicht treffende
Beschreibung der Studienpopulation?
Wenn nicht, wie sollte die
Studienpopulation definiert werden?

Sollten  Subpopulationen  gebildet
werden? (z.B. entsprechend der
Genese der Harnroéhrenstrikturen?

GemaR aktueller Gebrauchsanweisung vom Februar 2021 wird
der Optilume medikamentenbeschichtete Ballonkatheter (DCB)
fiir die Behandlung von Mannern > 18 Jahren mit storenden Harn-
wegssymptomen bei Rezidivstrikturen der anterioren Harnrohre
verwendet. Er dient zur Verwendung als Dilatationsballon fiir
Einzel-, Tandem- oder diffuse Harnréhrenstrikturen mit einer
Ldnge von £3 cm oder als Ergdanzungstherapie mit anderen
Dilatationsprodukten und/oder -verfahren.!

Die Studienpopulation sollte diesen Kriterien, also der aktuellen
Zweckbestimmung, folgen und ware somit im Einklang mit den
vorliegenden Studienprotokollen der ROBUST-Studienserien,
insbesondere der Studien |, Il und 1112

1 Siehe Gebrauchsanweisung
2 Informationen zu den Studien ROBUST | und Il sind der ibermittelten Information im Rahmen des §137h-Verfahrens zu entnehmen. Das Protokoll der ROBUST Il Studie ist dem
Fragebogen beigefiigt.
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Urotronic mdchte an dieser Stelle auf die neue, im April 2021
veroffentlichte Leitlinie der European Association of Urology
hinweisen. Unter 6.2.1.3.5 auf Seite 28 findet sich die ,strong
recommendation”, penile Harnréhrenstrikturen nicht mittels
Urethrotomia interna zu behandeln.® Urotronic schligt vor,
dieser Empfehlung zu folgen und eine penile Lokalisierung der
Striktur  als  Ausschlusskriterium  aufzunehmen. Diese
Einschrankung spiegelt weitestgehend die diesbeziiglichen
Patientencharakteristika in der ROBUST-Studienserie wider, die
zu 100% bulbare Strikturen in ROBUST | und Il und zu lediglich
10,1% penile Strikturen in ROBUST Ill umfasste.*

Intervention

Im Rahmen der Studienplanung durch
eine UWI soll unter Einbezug klinischer
Expertise konkretisiert werden, ob und
ggf. mit welchem Verfahren bei stark

Verfahren zur Pradilatation stellen die
Urethrotomia interna, die Dilatation
mit unbeschichteten Ballonkathetern
und die Aufbougierung mit Kathetern

Das Produkt hat erst im September 2020 die CE-Zertifizierung
erhalten. AnschlieBend stand die Covid-19 Situation einer
schnellen Einfihrung in Markt entgegen. Daher ist es zu friih, von
einem Standardvorgehen zur Pradilatation im Kontext der

stenotischen Strikturen unmittelbar vor | zunehmender  GrofRe  dar. Im | gegenstandlichen Methode im deutschen Versorgungskontext zu
der Behandlung mit einem | deutschen Versorgungskontext | sprechen.
medikamentenbeschichteten | kommt in erster Linie  die | |m Gegensatz zu dem Vorgehen in den USA, ist die Verwendung
Ballondilatationskatheter eine | Urethrotomia  interna  fiir  die | ynpeschichteter Ballons zur Dilatation von Harnréhrenstrikturen
Pradilatation der Striktur erfolgen soll. | Pradilatation zum Einsatz. in Deutschland nicht als Standard etabliert. Daher ist zu erwarten,
dass die Pradilatation, falls notwendig, Gberwiegend durch eine
3 Lumen, N., Campos-Juanatey, F., Dimitropoulos, K., Greenwell, T., Martins, F. E., Osman, N., . .. Verla, W. (2021). EAU Guidelines on Urethral Stricture. Retrieved from

https://uroweb.org/wp-content/uploads/EAU-Guidelines-on-Urethral-Strictures1-2021.pdf
4 Ubersicht ROBUST-Studien: LA1093rA Optilume® DCB Clinical Program summary - Siehe Ubersicht auf Seite 4.
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Stimmen Sie mit der Uberlegung des
G-BA lberein, dass im Rahmen der
Studienplanung durch eine UWI
festgelegt werden sollte, ob und ggf.
mit  welchem  Verfahren eine
Pradilatation von stark stenotischen
Strikturen erfolgen soll? Falls nein,
welche Vorgaben zur Pradilatation
sollten lhrer Meinung nach definiert
werden?

Urethrotomia interna, bei Nahe zum Harnrohrensphinkter als
Aufbougierung durchgefiihrt werden wird.

Aus diesem Grund schlagen wir vor, die Wahl des Verfahrens zur
Pradilatation dem Ermessen der behandelnden Urologen zu
Uberlassen.

Eine Subgruppenanalyse des Interventionsarms der ROBUST-III-
RCT> auf Basis der Resultate nach 6 Monaten ergab, dass das
gewahlte Pradilationsverfahren keinen Einfluss auf die Rate an
Patienten, die frei von Strikturen waren, hatte. Auch diese
Beobachtung spricht dafiir, den behandelnden Studienzentren
keine Vorgaben zu machen und die Wahl des Vorgehens dem
Ermessen der Studienarzte zu liberlassen.

Die Prifintervention ist die Behandlung
mit einem medikamentenbeschichteten
Ballondilatationskatheter.

Stimmen Sie mit der Uberlegung des
G-BA zur Intervention Uberein? Falls
nein, wie wirden Sie die Intervention
definieren?

Wir stimmen der Uberlegung des G-BA zur Intervention unein-
geschrankt zu.

Vergleichsintervention (Kontrolle)

Die Vergleichsintervention ist die

Urethrotomia interna.

Stimmen Sie mit der Uberlegung des
G-BA  zur  Vergleichsintervention
Uberein? Falls nein, wie wiirden Sie die
Vergleichsintervention definieren?

Wir stimmen mit der Uberlegung der G-BA zur Vergleichstherapie
Uberein.

Aus der Sicht von Urotronic ist es nicht notwendig, dass Genese,
Rezidivsituation und Strikturlange der Harnrohrenstriktur bei der
Wahl der Vergleichsintervention eine Rolle spielen.

> Siehe Dokument: Subgruppenanalyse Pradilatationsverfahren: t11-2_primary_subgroup_dilation_pool_ITT.pdf
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Sollten andere/weitere
Vergleichsinterventionen
beriicksichtigt werden?

Inwieweit sollten Genese,
Rezidivsituation und Strikturlange der
Harnrohrenstriktur bei der Wahl der
Vergleichstherapie als moglicherweise
hierfir relevante Faktoren
beriicksichtigt werden?

So zeigt beispielsweise die aktuelle Auswertung der ROBUST IlI-
Studie konsistente Resultate bzgl. der Outcomes unabhangig
davon, ob die Strikturen < 2 cm oder > 2 cm (Einschlusskriterium
war eine Lange von < 3m) waren, bzw. ob < oder > 5 vorherige
Dilatationsverfahren durchgefiihrt worden waren®.

Endpunkte

Der primdre Endpunkt ist der Anteil an
Patienten, die

e nach 12 Monaten eine
Verbesserung im IPSS-Score im
Vergleich zum Ausgangswert
aufweisen (Verbesserung um
mindestens sechs Punkte [>15%
der Skalenspannweite]) und

e sich innerhalb dieses Zeitraums
keiner klinisch-indizierten
Reintervention aufgrund des

Stimmen Sie mit der Uberlegung des
G-BA zum primdren Endpunkt und der
vorgeschlagenen  Responseschwelle
Uberein? Falls nein, was ist aus lhrer

Sicht ein angemessener primarer
Endpunkt fir die Erprobungsstudie
und welche validierten

Erhebungsinstrumente gibt es nach
Ihrer Kenntnis fir diesen von lhnen
vorgeschlagenen Endpunkt?

Urotronic stimmt dem Endpunkt, der eine Kombination von
Symptomverbesserung und Freiheit von klinisch indizierten
Reinterventionen vorsieht, zu.

Urotronic mochte darauf hinweisen, dass bei dem IPSS-Score die
minimale klinisch relevante Differenz vom Ausgangswert
abhangen kann (Barry et al J Urol 1995)7, ist sich allerdings der
Tatsache bewusst, dass sich diese Publikation auf die gutartige
VergrolRerung der Prostata und deren Symptomatik bezieht. Ein
klinisch  bedeutsamer Schwellenwert hangt also vom
Ausgangswert des IPSS ab. Urotronic schlagt deshalb vor, einen
Schwellenwert von >30% Verbesserung im Vergleich zum

6 ROBUST 111 3 Abstract_ICS 2021, eingereicht.

7 Barry, M. J., Williford, W. O., Chang, Y., Machi, M., Jones, K. M., Walker-Corkery, E., & Lepor, H. (1995). Benign Prostatic Hyperplasia Specific Health Status Measures in Clinical
Research: How Much Change in the American Urological Association Symptom Index and the Benign Prostatic Hyperplasia Impact Index is Perceptible to Patients? The Journal of
Urology, 154(5), 1770-1774. doi:10.1016/s0022-5347(01)66780-6
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Wiederauftretens der Striktur
entsprechender

einschliel3lich
Symptomatikunterziehen
mussen (Strikturfreiheit).

Bitte beschreiben Sie bezilglich der
von lhnen vorgeschlagenen
Erhebungsinstrumente die minimale
klinische Differenz zur Beurteilung des
Behandlungsergebnisses und belegen
Sie lhre Aussagen nach Mdglichkeit mit
geeigneten Studien.

Ausgangswert zu wahlen, der auch von der United States Food
and Drug Administration fir Studien mit Produkten zur
Behandlung der BPH empfohlen wird®. Dieser Schwellenwert
basiert auf der Arbeit von Roehrborn und Kollegen aus dem Jahr
2012, die die Beziehung von Symptomverbesserung gemald IPSS
und Patientenzufriedenheit ermittelt haben.®

Als sekundare Endpunkte sind (unter

anderem) zu erheben:

e Morbiditat (z. B.
indizierte
Wiederauftreten
Striktursymptomatik,
wiederkehrende
Harnwegsinfekte),

e gesundheitsbezogene
Lebensqualitat,

e unerwiinschte Ereignisse.

klinisch-
Reinterventionen,

Stimmen Sie mit der Uberlegung des
G-BA zu den sekunddren Endpunkten
Uberein? Welche validierten
Erhebungsinstrumente zu  diesen
Endpunkten halten Sie fiir geeignet?
Sollten lhrer Meinung nach weitere
bzw. andere sekunddre Endpunkte
erganzend in der Erprobungsstudie
untersucht werden? In diesem Fall
benennen Sie bitte die
entsprechenden validierten
Erhebungsinstrumente.

Urotronic halt die Erhebung mehrerer sekundarer Endpunkte fir
geeignet:

Sicherheit:

e Haufigkeit der berichteten Arten von unerwiinschten
Ereignissen (z. B. Harnwegsinfektion, Hamaturie, Harnsymp-
tome, akuter Harnverhalt)

e Haufigkeit von Wiederholungseingriffen, einschlieflich
intermittierendem Katheterismus und Wiederholung der
Dilatation/Urethrotomie oder Durchfihrung einer Urethro-
plastik.

Wirksamheit

8 FDA-Dokument Select Updates for Guidance for the Non-Clinical and Clinical Investigation of Devices Used for the Treatment of Benign Prostatic Hyperplasia (BPH)
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/select-updates-guidance-non-clinical-and-clinical-investigation-

devices-used-treatment-benign

2 Roehrborn CG, Wilson TH, Black LK. Quantifying the contribution of symptom improvement to satisfaction of men with moderate to severe benign prostatic hyperplasia: 4-year
data from the CombAT trial. J Urol. 2012 May;187(5):1732-8. doi: 10.1016/j.juro.2011.12.083. Epub 2012 Mar 15. PMID: 22425127.
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e Verwendung eines Patient Reported Outcome Measure, der
speziell fur Harnréhrenstrikturen entwickelt wurde.© Dieser
Fragebogen ist auch in deutscher Sprache validiert.!?

e Berichterstattung Uber Symptom-Scores (IPSS, PROM) im
Zeitverlauf, mit der Maligabe, dass bei Patienten mit einer
Reintervention der studierten Striktur keine weitere
Symptombeurteilung erfolgt oder der schlechteste vorherige
Wert zugewiesen wird, um das klinische Versagen der ersten
Intervention zu reflektieren.

Studientyp und Beobachtungszeitraum

Die Erprobungsstudie ist als
randomisierte, kontrollierte  Studie
(RCT) multizentrisch durchzufiihren.

Stimmen Sie mit der Uberlegung des
G-BA zum Studientyp Uberein? Falls
nein, welche Vorgaben zum
Studientyp sollten definiert werden?

Zustimmung

Die Randomisierung sollte im Verhaltnis
1:1 erfolgen.

Stimmen Sie mit der Uberlegung des
G-BA zur Randomisierung (iberein?
Falls nein, welche Einwande oder
Vorschldge haben Sie bzgl. dieser
Vorgabe?

Zustimmung

10 Jackson, M. J., Sciberras, J., Mangera, A., Brett, A., Watkin, N., N'Dow J, M., ... Mundy, A. R. (2011). Defining a patient-reported outcome measure for urethral

u Kluth, L. A., Dahlem, R., Becker, A., Schmid, M., Soave, A., Rosenbaum, C., ... Ahyai, S. A. (2016). Psychometric validation of a German language version of a PROM for urethral
stricture surgery and preliminary testing of supplementary ED and Ul constructs. World J Urol, 34(3), 369-375. doi: 1007/s00345-015-1610-8
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Die  Studienteilnehmer  und die
weiterbehandelnden Personen sowie
die Endpunkterheber sollen verblindet
sein.

Stimmen Sie mit der Uberlegung des
G-BA zur Verblindung Uberein? Falls
nein, welche Einwande oder
Vorschlage haben Sie gegen diese
Vorgaben?

Wir stimmen zu, dass Patienten, behandelnde Arzte und die
Erhebung der Endpunkte so weit wie moglich verblindet werden
sollten. Urotronic ist sich jedoch auch bewusst, dass diese
Anforderung erheblichen zusatzlichen Aufwand fiir die Kliniken,
die Patienten in die Studie einbringen, nach sich zieht

Die patientenindividuelle
Nachbeobachtungszeit soll 12 Monate
betragen.

Eine Nachbeobachtungszeit von 12
Monaten (nach der Intervention) wird
als angemessen angesehen, da bei
Patienten mit Rezidivstrikturen das
Auftreten eines erneuten Rezidivs
nach einer Urethrotomia interna oft
bereits innerhalb dieses Zeitraums
erfolgt.

Stimmen Sie mit dieser Uberlegung
Uberein? Falls nein, welche Einwande
oder Vorschlage haben Sie bzgl. dieser
Vorgabe?

Urotronic ist der Meinung, dass der primadre Endpunkt nach 12
Monaten erhoben werden sollte, jedoch sollte auch eine
langerfristige Nachbeobachtung (z.B. 3 Jahre) in Betracht gezogen
werden, um die Dauerhaftigkeit der Ergebnisse besser bewerten
zu kénnen.
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Erfassung und Dokumentation bestimmter Parameter

Die Art und Anzahl weiterer
therapeutischer  Interventionen  mit
Bezug zur Grunderkrankung oder mit
moglichen Einfluss auf die zu erfassenden
Endpunkte sollten dokumentiert werden.

Stimmen Sie mit der Uberlegung des
G-BA Uberein? Falls nein, welche
Einwdnde oder Vorschlage haben Sie
bzgl. dieser Vorgabe?

Urotronic stimmt zu, dass die Haufigkeit und die Art vorheriger
Interventionen mit Bezug auf die in der Studie untersuchte
Harnréhrenstriktur erhoben werden sollte.

Urotronic empfiehlt auBerdem, weitere wichtige Informationen
zur Krankengeschichte zu erfassen, wie z. B. die Atiologie der
Strikturentwicklung, die Vorgeschichte anderer urologischer
Erkrankungen (z. B. Krebserkrankungen, BPH, Kontrakturen des
Blasenhalses, iberaktive Blase, Inkontinenz usw.)

Erganzende Fragen

Wie viele Studienzentren in Deutschland kdmen fiur die Studie in Frage?

Laut NUB-Aufstellung des InEK haben 85 Kliniken die NUB-
Anfrage ,Medikamentebeschichteter Ballonkatheter bei sympto-
matischer Harnrohrenstriktur” eingereicht. Diese kommen also
grundsatzlich als Studienzentren in Frage.

Laut WeiRe Liste (www.weisse-liste.de) behandelten im Jahr
2019 39 Kliniken in Deutschland 60 oder mehr Patienten mit einer
Hauptdiagnose der Gruppe N35, also einer Harnréhrenver-
engung. Insgesamt behandelten 539 Kliniken Patienten mit
dieser Indikation. Hinzu kommen deutschlandweit 3.411 Falle mit
der Hauptdiagnose N99.1 Harnréhrenstriktur nach medizinischen
Mafinahmen. Die Fallzahlen der 4-Steller der Diagnosecodes sind
der weilSen Liste jedoch nicht zu entnehmen,
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Erganzende Fragen

Wie viele Studienzentren sollten initiiert werden, um die Studie in angemessener
Zeit abzuschlieRen?

Um eine EffektgroRe von 15% detektieren kdnnen, ware eine
StichprobengréRe von etwa 350 Probanden notwendig. Um diese
Anzahl in einem Uberschaubaren Zeitraum rekrutieren zu
kénnen, wiirde Urotronic empfehlen, ca. 35 Zentren mit jeweils
10 Patienten in die Studie einzubeziehen. Wird die
durchschnittliche Anzahl von Probanden je Studienzentrum aus
der ROBUST IlI-Studie zugrunde gelegt (5,77), waren 61
Studienzentren notwendig, um die oben genannte Anzahl an
Probanden zu rekrutieren.

Urotronic mochte an dieser Stelle darauf hinweisen, dass die
NUB-Anfrage zu der neuen Methode Uberraschend den Status 2
erhalten hat. Kliniken kénnen also kein zusatzliches Budget fiir
die Methode verhandeln, und konnen die Methode im Rahmen
des DRG-Systems nicht wirtschaftlich erbringen. Diese Situation
kdnnte der Rekrutierung einer hoheren Anzahl an Probanden je
Zentrum im Weg stehen.

Welche MaBnahmen waéren erforderlich, um eine zligige Rekrutierung zu
gewadhrleisten?

Es ware erforderlich solche Zentren in die Studie einzubeziehen,
die eine hohe Anzahl von Patienten mit Harnrohrenstriktur
behandeln bzw. die eine relevante Anzahl an Urethrotomien
durchfiihren.

Gibt es aus lhrer Sicht Aspekte zu berlcksichtigen, welche die geplante
Studiendurchfiihrung erschweren konnten? (Beispielsweise geplante oder

Patienten konnten aufgrund ihrer rezidivierenden Erkrankung
der Randomisierung kritisch gegentiiberstehen, nachdem sie sich
zuvor einer oder mehreren Urethrotomien unterzogen haben.
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Erganzende Fragen

laufende Studien mit Rekrutierung derselben Patientengruppen im Dies kann dazu fiihren, dass die Patienten eher versuchen, eine
Indikationsgebiet der Erprobungsstudie) Behandlung mit der gegenstandlichen Methode auBerhalb der
Studie zu erhalten, oder dass sie sich fir die invasivere,
aufwandigere plastische Rekonstruktion der Harnréhre entschei-
den.

Urotronic weist auch an dieser Stelle darauf hin, dass die NUB-
Anfrage zu der neuen Methode Uberraschend mit dem Status 2
beschieden wurde. Kliniken kdnnen also kein zusatzliches Budget
fur die Methode verhandeln, und konnen daher die Methode im
Rahmen des DRG-Systems nicht wirtschaftlich erbringen. Diese
Situation kann die geplante Studiendurchfiihrung erschweren.

Welche Anforderungen, insbesondere hinsichtlich der personellen, technischen | Die Anforderungen der Prozedur sind vergleichbar mit denen der
und raumlichen Ausstattung, sind aus lhrer Sicht zur Erbringung der Methode im | Urethrotomia interna.

Rahmen einer Studie zu stellen? Bitte bericksichtigen Sie hierbei auch mogliche
periprozedurale Risiken ihrer Anwendung.

Wird bei den genannten Eckpunkten die Versorgungsrealitat in Hinblick auf die | Insgesamt beriicksichtigen die genannten Eckpunkte aus Sicht
Durchflihrbarkeit der Erprobung und der Leistungserbringung angemessen | von Urotronic die Versorgungsrealitat in angemessener Weise.
bericksichtigt?

Bitte benennen Sie ggf. zusatzliche Aspekte, die im Rahmen der Erstellung der | Klicken Sie hier, um einen Text einzugeben.
Erprobungs-Richtlinie berlcksichtigt werden sollten.




Anlage 4 zuTOP 8.3.3

Fragebogen Gemeinsamer

Bundesausschuss

Uberlegungen des G-BA zur niherungsweisen Fallzahlschitzung Wie lautet lhre Einschatzung?

Fiir die Fallzahl ist die GroRe des nachzuweisenden Effekts maRgeblich. Diese | Urotronic erwartet eine Erfolgsrate zwischen 70% und 80% ftr
wiederum hingt maRgeblich von der Operationalisierung des primaren | Optilume und zwischen 55% und 65% fiir die Urethrotomie je

Endpunkts (hier: IPSS Score und Strikturfreiheit) ab. nach Charakteristik der Patientenpopulation.
Daraus leitet sich ebenfalls eine StudiengrofRe in der mittleren

Unter Annahme einer Effektstarke von beispielsweise 15 % (80 % der Teilnehmer )
Kategorie ab.

erreichen den primaren Endpunkt in der Interventionsgruppe, 65% in der
Kontrollgruppe), abgeleitet aus den Ergebnissen der Studien ROBUST- 1*? und
ROBUST-II'* sowie aus Daten zur Strikturfreiheit nach 12 Monaten in
Abhédngigkeit der Anzahl vorheriger Interventionen#, ergibt sich als grobe
Approximation eine Fallzahl in der Kategorie einer mittleren Studie (100 bis <
500).

Schitzung der Overheadkosten der Erprobungsstudie (Beispiel) Wie lautet lhre Einschatzung?

Fir Studien mit mittlerer Fallzahl (hier: 400 Studienteilnehmer als | Urotronic stimmt der Kalkulation der Kosten fiir den studien-
Kalkulationsgrundlage) und mittlerem Aufwand lasst sich ein studienspezifischer | spezifischen Aufwand im Rahmen der obigen Annahmen zu den
Aufwand in Hohe von etwa 5500 € je Teilnehmer beziffern. Auf der Basis dieser | Fallzahlschatzungen zu.

Annahmen lassen sich geschatzte Studienkosten von 2,2 Millionen € berechnen.

2Urotronic. ROBUST | Pilot Study (ROBUST) [online]. 2020 [Zugriff: 17.12.2020]. URL: https://clinicaltrials.gov/ct2/show/NCT03014726.
BUrotronic. Re-establishing Flow Via Drug Coated Balloon For The Treatment Of Urethral Stricture Disease (ROBUST-II) [online]. 2019 [Zugriff: 17.12.2020]. URL:

https://clinicaltrials.gov/ct2/show/NCT03270384.
4Heyns CF, Steenkamp JW, De Kock ML et al. Treatment of male urethral strictures: is repeated dilation or internal urethrotomy useful? J Urol 1998; 160(2): 356-
358. https://dx.doi.org/10.1016/s0022-5347(01)62894-5.
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Aktuelle Dokumente zum maRgeblichen Medizin-Produkt und Literatur
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10.
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Gebrauchsanweisung Stand Februar 2021: Optilume manual_all languages _Feb2021_RevD_v3.pdf
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Verla, W. (2021). EAU Guidelines on Urethral Stricture. Retrieved from https://uroweb.org/wp-
content/uploads/EAU-Guidelines-on-Urethral-Strictures1-2021.pdf

Ubersicht ROBUST-Studien: LA1093rA Optilume® DCB Clinical Program summary.pdf

Subgruppenanalyse Pradilatationsverfahren ROBUST-III: t11-
2 _primary_subgroup_dilation_pool ITT.pdf

Resultate ROBUST-IIl: ROBUST IIl Abstract_ICS 2021.pdf

Barry, M. J., Williford, W. O., Chang, Y., Machi, M., Jones, K. M., Walker-Corkery, E., & Lepor, H.
(1995). Benign Prostatic Hyperplasia Specific Health Status Measures in Clinical Research: How Much
Change in the American Urological Association Symptom Index and the Benign Prostatic Hyperplasia
Impact Index is Perceptible to Patients? The Journal of Urology, 154(5), 1770-1774.
doi:10.1016/s0022-5347(01)66780-6

FDA-Dokument Select Updates for Guidance for the Non-Clinical and Clinical Investigation of Devices
Used for the Treatment of Benign Prostatic Hyperplasia (BPH) https://www.fda.gov/regulatory-
information/search-fda-guidance-documents/select-updates-guidance-non-clinical-and-clinical-

investigation-devices-used-treatment-benign

Roehrborn CG, Wilson TH, Black LK. Quantifying the contribution of symptom improvement to
satisfaction of men with moderate to severe benign prostatic hyperplasia: 4-year data from the
CombAT trial. J Urol. 2012 May;187(5):1732-8. doi: 10.1016/j.juro.2011.12.083. Epub 2012 Mar 15.
PMID: 22425127.

Jackson, M. J., Sciberras, J., Mangera, A., Brett, A., Watkin, N., N'Dow J, M., ... Mundy, A. R. (2011).
Defining a patient-reported outcome measure for urethral

Kluth, L. A., Dahlem, R., Becker, A., Schmid, M., Soave, A., Rosenbaum, C,, . .. Ahyai, S. A. (2016).
Psychometric validation of a German language version of a PROM for urethral stricture surgery and
preliminary testing of supplementary ED and Ul constructs. World J Urol, 34(3), 369-375. doi:
1007/s00345-015-1610-8Roehrborn et al., 2012
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1.0 DEVICE DESCRIPTION
1.1 Balloon Catheter
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2.0 INTENDED USE

The Optilume Urethral Drug Coated Balloon (DCB) Catheter is intended for the treatment
of strictures in the anterior urethra in adult males.

3.0 INDICATIONS FOR USE

The Optilume Urethral DCB Catheter is used to treat men 218 years of age with both-
ersome urinary symptoms associated with recurrent anterior urethral stricture. Itis
designed to be used as a dilation balloon for a single, tandem or diffuse anterior urethral
stricture of <3 cm in length or used as an adjunctive therapy with other dilation devices
and/or procedures.

4.0 CONTRAINDICATIONS
The Urethral Drug Coated Balloon (DCB) Dilation Catheter is contraindicated for use in:

e Patients with known hypersensitivity to paclitaxel or structurally related
compounds.
e Patients with lesions that cannot be crossed with a 0.038” guidewire.

5.0 WARNINGS

e The urethral DCB is supplied STERILE for single use only. Do not reprocess or res-
terilize. Reprocessing and resterilizing could increase the risk of patient infection
and risk of compromised device performance.

e The foil pouch and the outer surface of the inner pouch are NON-STERILE. The
CONTENTS of the inner pouch are STERILE. Use Immediately once the foil pouch
has been opened.

e Do not use this device if there is infection in the Urethra (UTI) or Bladder. Infec-
tion must be cleared before treating the stricture with the Optilume DCB.

e The DCB should be used only by physicians who are experienced and knowledge-
able of the clinical and technical aspects of urethral balloon dilatation.

® Prior to use of the DCB, physicians should read and understand the instructions
for use. Failure to follow the indications, contraindications, restrictions, warnings
and precautions may result in complications.

e Do not use after the “Use By” date.

e The DCB contains paclitaxel, a known genotoxin. Men should have protected sex
(wear a condom) for 30 days post treatment.

e Monitor for signs of anaphylaxis or hypersensitivity to Paclitaxel

e Never use air or any gaseous medium to inflate the DCB.

e When in use the DCB should be manipulated under direct visualization via cystos-
copy or high quality fluoroscopic observation.

e Do not manipulate the DCB in an inflated state.

e [f resistance is encountered at any time during the insertion procedure, do not
force passage. Resistance may cause damage to device or lumen. Carefully with-
draw the catheter.

e Men with sexual partners of childbearing potential should use condom
for at least 90 days post-treatment.

e Adverse reaction to the paclitaxel and symptoms observed derived primarily from
IV infusion studies of the drug in treating cancer subjects include

1111-002 Rev D
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o Chromosomal abnormalities and the risk of cancer

o Fetal harm when a pregnant woman is exposed

o Anaphylaxis and hypersensitivity with paclitaxel

o Inhibition of the healing of the urethra post procedure

O Mpyelosuppression including: neutropenia, leukopenia,
thrombocytopenia, anemia

o  Arrhythmia

o Peripheral neuropathy

O Myalgia or Arthralgia

o Alopecia

O Hypotension

o Nausea, vomiting or diarrhea

o Elevated bilirubin, ALP and AST

o Potential effect on the liver and kidneys is unknown and

have not been studied

The amount of the paclitaxel delivered locally during the Optilume DCB procedure is
much lower than a single dose of systemic chemotherapy provided to cancer patients
and the drug appears to be essentially remain localized in the urethra.

6.0 PRECAUTIONS

e Always inflate with a sterile liquid (Sterile Saline or 50% contrast mixture).

Never inflate with air, carbon dioxide or any other gas. The DCB should not be
inflated beyond the rated burst pressure (RBP). Do not overinflate the balloon.

e Balloon catheters are intended for use by physicians trained and experienced
in techniques for balloon catheter dilation.

e To ensure proper regulation of balloon pressure, use of a balloon inflation
device with pressure gauge is recommended.

e Aspirate the balloon completely before gently removing the device from the
urethra. Using excessive force to withdraw the balloon can inflict trauma to
tissue.

e Carefully inspect the DCB and package prior to use. Do not use the catheter
if it is damaged or if the size, shape or condition is unsuitable for the intended
procedure.

e Do not immerse or wipe the balloon section of the DCB with any fluid as the
integrity of the drug coating may be damaged or compromised. Replace any
DCB where the balloon has come in contact with fluids prior to use.

e Use dry sterile gloves or dry gauze pads to handle the DCB prior to use. Care
should be taken to minimize contact with the coated balloon portion of the device.

e Never inflate the DCB outside the body or prior to reaching the target stricture as
it may disrupt the coating integrity.

e Do not attempt to pass the DCB through a smaller French size cystoscope than

indicated on the label.

The DCB working length must cover the entire target stricture length.

e For proper drug delivery to the target stricture, allow the coating to hydrate in
the urethra for a minimum of 60 seconds prior to inflation and maintain inflation
of the DCB for a minimum of 5 minutes. To optimize stricture dilatation, longer
inflation times > 5 minutes may be performed at the discretion of the operator.
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e |f the product has a failure prior to, or during inflation replace DCB and inflate per
procedure. If failure is after inflation to RBP do not repeat DCB procedure.

e After use, this product may be a potential biohazard. Handle and dispose of in
accordance with accepted medical practice and applicable local regulations.

e Healthcare practitioners should avoid using latex gloves to prevent possible
allergic reactions by patients who are allergic to latex.

e Urethral lumen preparation of the target lesion, using the appropriate lumen
preparation method as determined by the treating physician, is required prior to
the use of the Optilume DCB.

e Lumen preparation using only pre-dilatation with an uncoated balloon catheter or
DVIU was studied in the Robust | clinical study.

® |n clinical studies, visual confirmation of significant stricture (<12F urethral
diameter) via cystoscopy or urethrogram was required and enrollment was
restricted to patients exhibiting subjective and objective symptoms of urethral
stricture (International Prostate Symptom Score [IPSS] >13, peak urinary flow rate
<15 mL/sec). Subjects had undergone at least one prior endoscopic treatment
before enrolling in the clinical studies.

e Safety and effectiveness data have not been established during the clinical study
to support the treatment of strictures in patients with:

o BPH

o Radical prostatectomy

O Pelvic radiation

O Botox treatment

O More than 1 stricture

O Previous urethroplasty within the anterior urethra

O Bacterial urethritis or gonorrhea

o Presence of a penile implant artificial sphincter or urethra/prostatic stent

o Known neurogenic bladder, sphincter abnormalities, or poor detrusor
muscle function.

o Diagnosed with Lichen Sclerosis, or previous hypospadias repair.

o History within the last 5 years of carcinoma of the bladder or prostate

o Stricture due to balanitis xerotica obliterans (BXO)

o Urethral tumors or penile cancer

7.0 USE IN SPECIAL POPULATIONS

The safety and effectiveness of the Urethral DCB has not been established in pediatric
patients (< 18 years of age) or in women. Use of the Urethral DCB in patients > 18 years of
age and older is at the discretion of the physician.

8.0 POSSIBLE COMPLICATIONS

Possible complications associated with the use of the Optilume DCB Catheter are similar
to the ones associated with standard urethra dilation procedures. Possible complica-
tions may include, but are not limited to:

® Pain and tenderness
e Bladder spasm from Foley catheter placement
e Tissue Trauma in surrounding structures, including urethral damage
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Hematuria

Drug reactions, allergic reaction to contrast medium used during diagnostic ure-
throgram

Urinary Tract Infection

Tissue perforation

Stricture recurrence requiring further surgery

Incontinence

Dysuria

Fever

Urinary retention

9.0 DRUG INFORMATION

O

MECHANISM OF ACTION

The Urethral DCB coating contains paclitaxel, an anti-mitotic pharmaceutical
agent that specifically binds to and stabilizes microtubules. Paclitaxel has been
reported to inhibit smooth muscle cell and fibroblast proliferation and mi-
gration as well as secretion of extracellular matrix. The combination of these
effects may result in the inhibition of urothelium hyperplasia and therefore
stricture recurrence.

DRUG INTERACTIONS

Formal drug interaction studies have not been conducted for the Urethral
DCB. The respective instructions for use for all drugs used in conjunction
with the DCB should be consulted for interactions with paclitaxel.

HSITON3

Consideration should be given to the potential for systemic and local drug
interactions in the urethra in a patient who is taking a drug with known
interactions to paclitaxel or when deciding to initiate drug therapy in a
patient who has been treated with the DCB. The metabolism of paclitaxel

is catalyzed by cytochrome P450 isoenzymes CYP2C8 and CYP3A4 and itis a
substrate of P-glycoprotein. Potential drug interactions may occur with any drug
that affects these isoenzymes. In the absence of formal drug interaction
studies, caution should be exercised when administering paclitaxel.

CARCINOGENICITY, GENOTOXICITY AND REPRODUCTIVE TOXICOLOGY

No long-term studies have been performed to evaluate the carcinogenic
potential of the drug paclitaxel or of the Optilume DCB, and there are no
adequate and well-controlled studies published in pregnant women or in

men intending to father children. Paclitaxel inhibits cell proliferation by
interacting with microtubules, and one consequence is the loss of whole
chromosomes during cell division. This indirect action is consistent with positive
responses in vitro and in vivo micronucleus genotoxicity assays, which detect
DNA fragments. Positive results have also been reported for chromosomal
aberrations in primary human lymphocytes. It is not known whether paclitaxel
has a separate direct action on DNA in the generation of DNA strand breaks or
fragments. It is negative in assays for gene mutation, including salmonella and

CHO/HPRT.
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Studies performed in rats and rabbits receiving IV paclitaxel during organogen-
esis revealed evidence of maternal toxicity, embryotoxicity, and fetotoxicity

at dosages of 1 and 3 mg/kg, respectively (approximately 13 and 39 times the
dose provided by the Optilume DCB coated with 5.5 mg paclitaxel (10mm x
50mm balloon) adjusted for body weight). No teratogenicity was observed in
gravid rats receiving daily IV paclitaxel doses of 1 mg/kg (a daily dose of approx-
imately 13 times the dose of the Optilume DCB (10mm x 50mm), adjusted for
bodyweight).

The treating physician should balance the potential medical benefits of the
Optilume DCB Catheter against these genotoxic and reproductive risks.

WARNING: The Urethral DCB contains paclitaxel, a known genotoxin. Men
should have protected sex (wear a condom) for 30 days’ post treatment.

10.0 HOW SUPPLIED

The Optilume DCB catheter is supplied STERILE for single use only (ethylene oxide
sterilization). The DCB is in a double pouch packaging system (foil and Tyvek pouches)
contained within a single unit box.

11.0 STORAGE

The Urethral DCB should be stored at room temperature in a dry location in its original
packaging. The device should be used prior to the “Use by” date on the packaging.

12.0 RECOMMENDED ITEMS

Prepare the following items using sterile technique:
e Appropriately sized guidewire with flexible tip (refer to product labeling)
e Cystoscope (flexible preferred)
e Sterile saline
® 10 cc syringe
e Two-way stopcock
e Inflation device with manometer
e Contrast media — Note: Optional for use with fluoroscopic guided procedures

13.0 DIRECTIONS FOR USE
13.1 PRIORTO USE

Peri Procedural Medication

It is recommended that physicians follow guidelines for pre-procedure medica-
tions and preparation for an endoscopic procedure, including the administration
of a pre-procedure antibiotic as appropriate. Oral NSAIDs are also recommended
to be given prior to the procedure.

If a urinary tract infection (UTI) is present at the time of treatment, the patient
must be treated until the infection is cured before the treatment procedure can
take place.
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TARGET STRICTURE PREPARATION

Urethral pre-dilation of the target stricture, using the appropriate preparation
method as determined by the treating physician (Uncoated dilation balloon or
DVIU), is recommended for highly stenosed and difficult to cross strictures prior to
the use of the Optilume DCB. Conduct a pre-dilation to “yield” the stricture. This
is defined as the dilated stricture lumen diameter >20F or >50% larger than the
non-dilated stricture lumen.

DEVICE SIZING

Verify the selected DCB balloon diameter at nominal pressure is the same or
slightly greater than the diameter of the healthy urethra adjacent to the distal
edge of the stricture. The balloon diameter divided by the distal healthy adjacent
urethra is defined as the stretch ratio.

Bulbar Urethra Sizing

For Bulbar strictures do not exceed a 1.3 stretch ratio of balloon diameter to distal
heathy urethra. If the size of the urethra falls between available device sizes, use
the larger size provided that the stretch ratio is less than or equal to 1.3. If the
next larger size produces a stretch ratio greater than 1.3, use the smaller device.

Penile Urethral Sizing

For Penile urethral strictures select the balloon diameter that best matches the
distal healthy urethra. The stretch ratio of the penile urethra must not exceed 1:1.
If the size of the urethra falls in-between available balloon sizes, select the smaller
balloon size. DO NOT EXCEED 1:1 stretch ratio.

For both the penile urethra and the bulbar urethra the DCB balloon length
should be longer than the stricture length to be treated. The balloon length
must extend approximately 0.5-1 cm beyond the stricture on both sides.

For example, if the stricture length is 2 cm, choose a DCB balloon that is 3 cm.

BALLOON CATHETER PREPARATION

Evacuate Air from DCB Catheter. The balloon lumen of the catheter contains
air and the air must be displaced to make certain that only liquid fills the
balloon while the catheter is in the urethra.

1.  Attach stopcock in the open position to the balloon inflation connector.

2. Attach half saline filled syringe to the stopcock.

3. With syringe tip down draw back plunger to full volume of syringe (this
creates maximum negative pressure) and hold until no air bubbles can be
seen coming out of the saline in the syringe. Repeat as needed to purge the
air from the catheter and replace it with saline. Keep plunger back, turn
stopcock to maintain vacuum and remove syringe. Half fill an inflation de-
vice with normal saline or 1:1 contrast: saline if using fluoroscopy, and purge
air from the line.

4.  Attach inflation device to the stopcock on the balloon catheter, turn stop-
cock and pull vacuum on the inflation device.

OPTILUME DCB INSERTION

1. Position a 0.038” guidewire with the flexible tip coiled in the bladder with the
aid of a cystoscope.

Page 6 of 8



13.6

Remove the balloon protector from the tip of the DCB catheter.

Caution: Care should be exercised when passing a balloon coated with pacli-
taxel through any cystoscope system. Minimize excessive handling and do not
touch the balloon. Do not wipe the balloon with dry, wet or lubricated gauze,
or any solvent which could damage the integrity of the drug coated balloon.
Advance the DCB catheter within the working channel of the cystoscope.
Alternately, place the guidewire and balloon catheter separate from the
cystoscope working channel for side by side placement.

Use the cystoscope to guide the placement of the DCB. Alternatively position
the DCB with fluoroscopy by using the radiopaque markers located under the
balloon body/cone transition.

Caution: Do not advance the guidewire or the balloon dilation catheter if
resistance is met without first determining the cause of resistance and taking
remedial action.

OPTILUME DCB INFLATION

Caution: Inflation devices are capable of attaining very high pressures with min-
imal effort. The use of an inflation device with a high-pressure gauge is strongly
recommended to optimize dilatation force to yield the urethral stricture and allow
drug penetration into the yielded urothelium.

1.
2.

Ensure that the urethra is flushed with saline.

Position the DCB across the stricture with the cystoscope distal to the balloon
(away from the bladder) to visualize the proper placement of the balloon
across the stricture. Leave the balloon in position uninflated for a minimum
of 1 minute prior to inflation. Check that the balloon radiopaque markers are
in the correct position using fluoroscopy.

Inflate the balloon to the rated burst pressure using the inflation device. Do
not exceed rated burst pressure (RBP) of the balloon. Maintain pressure for a
minimum of 5 minutes, or until desired dilation is achieved.

Deflate balloon by applying vacuum to the balloon with the inflation device.
When the balloon is completely deflated, withdraw guidewire and DCB slow-
ly. If slight resistance is felt when the balloon is being removed gently rotate
the catheter to help the balloon fold around the catheter shaft and facilitate
withdrawal.

Caution: If resistance is encountered when removing a guidewire through a
catheter through a cystoscope, STOP and remove them together at the same
time as a complete unit to prevent damage to the guidewire, catheter or
patient anatomy.

If the product has a failure prior to, or during inflation (but less than RBP)
replace DCB and inflate per procedure. If failure is after inflation to RBP do
not repeat DCB procedure.

Insert a 12-14 Fr lubricious Foley catheter and leave in place for a minimum
of 2 days or per standard of care, whichever is greater.
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18Fr (6mm) x 30mm
(ATM) kPa (mm)
Pressure Balloon
6.0 600 Nominal 6.11 (18Fr)
8.0 800 6.23
10.0 1000 6.34
12.0 1200 RBP 6.45
18Fr (6mm) x 50mm
(ATM) kPa (mm)
Pressure Balloon
6.0 600 Nominal 5.87 (18Fr)
8.0 800 6.03
10.0 1000 6.16
12.0 1200 RBP 6.25
24 Fr (8mm) x 30mm
(ATM) kPa (mm)
Pressure Balloon
6.0 600 Nominal 7.98 (24Fr)
8.0 800 8.16
10.0 1000 8.32
12.0 1200 RBP 8.46
24 Fr (8mm) x 50mm
(ATM) kPa (mm)
Pressure Balloon
6.0 600 Nominal 8.00 (24Fr)
8.0 800 8.20
10.0 1000 8.37
12.0 1200 RBP 8.54

HSITON3
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30 Fr (10mm) x 30mm

(ATM) (mm)
Pressure kPa Balloon
6.0 600 Nominal 9.83 (30 Fr)
8.0 800 10.09
10.0 1000 RBP 10.29
30 Fr (10mm) x 50mm
(ATM) (mm)
Pressure kPa Balloon
6.0 600 Nominal 9.98 (30 Fr)
8.0 800 10.23
10.0 1000 RBP 10.44

Caution: The rated burst pressure should not be exceeded. Refer to product label for
rated burst pressures. Inflation beyond the rated burst pressure may cause the balloon
to rupture. If loss of pressure within the balloon occurs during inflation or if balloon
ruptures during dilation, immediately discontinue the procedure. Deflate the balloon
carefully and remove from urethra. Do not re-inflate.

14.0 WARRANTY

Urotronic warrants that reasonable care has been used in the design and manufacture
of this product. This warranty is in lieu of and excludes all other warranties not expressly
set forth herein, whether express or implied by operation of law or otherwise, including,
but not limited to, any implied warranties for a particular purpose. Handling, storage,
cleaning and sterilization of this device as well as other factors relating to the patient,
diagnosis, treatment, surgical procedures and other matters beyond Urotronic’s control
directly affect the device and the results obtained from its use. Urotronic’s obligation
under this warranty is limited to the repair or replacement of this device and Urotronic
shall not be liable for any incidental or consequential loss, damage or expense directly or
indirectly arising from the use of this device. Urotronic assumes no liability with respect
to devices reused, reprocessed or re-sterilized and makes no warranties, express or im-
plied, including but not limited for a particular purpose, with respect to such devices.

1111-002 Rev D
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15.0 SYMBOLS USED IN THE DEVICE LABELS

Quantity of 1 per box

B ooy Caution: Federal law restricts this device to sale by or on the order of
a physician.
Indicates the date when the medical device was
manufactured.

Do not resterilize

Do not re-use

Do not use if package is damaged

Fragile

K*@n® &

Use-by date

2
oz
N

NI

Keep away from sunlight

Keep Dry

Manufacturer

Does not contain latex

Temperature limit 15°C - 30°C

=

Caution: Consult instructions for use

Sterilized using ethylene oxide

Catalog number

[}

EEg| B~@E

Lot number

N
M

CE Marked per the Medical Device Directive 93/42/EEC of the
European Union (Notified Body #1434)

| EC IREPI

European Union Authorized Representative

Urotronic, Inc.
2495 Xenium Lane North
Minneapolis, MN 55441

USA

EC

MDSS GmbH

REP | schiffgraben 41

30175 Hannover, Germany
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1.0 DESCRIPTION DU DISPOSITIF

1.1 Cathéter a ballonnet

Le cathéter urétral a ballonnet a élution médicamenteuse Optilume est un cathéter
coaxial, compatible avec un guide de 0,038 po (0,97 mm) et un cystoscope souple, avec

deux lumieres et un embout biseauté atraumatique. Le cathéter a ballonnet a

élution

médicamenteuse est utilisé pour exercer une force radiale visant a diluer les parties

rétrécies de I'urétre (sténoses). Lextrémité distale du cathéter est munie d’un

ballonnet

gonflable semi-compliant qui est enduit d’un revétement exclusif contenant la substance
active, le paclitaxel. Le revétement médicamenteux couvre la longueur utile du corps du

ballonnet. Le dispositif comporte deux repéres radio-opaques qui indiquent la
utile du ballonnet.

Embout biseauté

atraumatique Raccord de gonflage

de type Luer

Revétement de paclitaxel

L2

S T

Ballonnet gonflable semi-compliant

Lumiere du guide

longueur

Repeéres

LONGUEUR UTILE
75¢cm

de 0,038 po

Le dispositif est stérilisé a I'oxyde d’éthyléne a I'intérieur d’'une poche Tyvek. Apres la
stérilisation, le cathéter ensaché est scellé a I'intérieur d’'une poche en aluminium avec
un produit déshydratant et placé dans une boite unitaire. Chaque cathéter est livré avec
une gaine protectrice qui recouvre la partie ballonnet a élution médicamenteuse du
cathéter. Un tableau de conformité du ballonnet figure sur I'étiquette de la poche Tyvek.

1.2 Revétement médicamenteux

Le revétement médicamenteux est composé de la substance active, le paclitaxel,

et d’excipients. Le revétement médicamenteux couvre la longueur utile du
ballonnet du cathéter. Le revétement médicamenteux est réparti de maniere
uniforme sur la surface du ballonnet, a une concentration de 3,5 ug/mm?2. La
principale caractéristique fonctionnelle du revétement médicamenteux est de
permettre la libération du paclitaxel dans I'urothélium pendant le gonflage du
ballonnet.

Matrice de dosage du cathéter a ballonnet a élution médicamenteuse

Référence catalogue ng/nr:]%r)e I(_rc’r)’r:ﬁ)ueur ?ngg? de paclitaxel
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5

3ISIVONVYL
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2.0 USAGE PREVU

Le cathéter urétral a ballonnet a élution médicamenteuse Optilume est destiné au traite-
ment des sténoses de |'uretre antérieur chez I’homme adulte.

3.0 INDICATIONS THERAPEUTIQUES

Le cathéter urétral a ballonnet a élution médicamenteuse Optilume est utilisé pour trai-
ter des hommes agés de 18 ans et plus souffrant de symptdmes urinaires génants asso-
ciés a une sténose urétrale antérieure récurrente. Il est congu pour étre utilisé comme
ballonnet de dilatation pour une sténose urétrale antérieure unique, tandem ou diffuse
d’une longueur de <3 cm ou comme traitement d’appoint avec d’autres dispositifs et/ou
procédures.

4.0 CONTRE-INDICATIONS

L'utilisation du cathéter de dilatation urétrale a élution médicamenteuse est contre-indiquée :
e Chez les patients qui présentent une hypersensibilité connue au paclitaxel ou a
des composés ayant une affinité structurelle.
e Patients présentant des lésions qui ne peuvent traversées avec un guide de 0,038 po.

5.0 AVERTISSEMENTS

e Réservé a un usage unique, le cathéter urétral a ballonnet a élution
médicamenteuse est fourni STERILE. Ne pas retraiter ni restériliser.

Le retraitement et la restérilisation pourraient accroitre le risque d’infection
pour le patient et compromettre les performances du dispositif.

e La poche en aluminium et la surface extérieure de la poche interne NE sont PAS
STERILES. Le CONTENU de la poche interne est STERILE. Utiliser immédiatement
apres l'ouverture de la poche en aluminium.

e Ne pas utiliser ce dispositif en présence d’une infection de l'urétre (infection
urinaire) ou de la vessie. Uinfection doit étre éliminée avant de traiter la sténose
a l'aide du cathéter a ballonnet a élution médicamenteuse Optilume.

e Le cathéter a ballonnet a élution médicamenteuse doit étre utilisé uniquement
par des médecins expérimentés qui maitrisent les aspects aussi bien cliniques
que techniques de la dilatation urétrale par ballonnet.

e Avant d’utiliser le cathéter a ballonnet a élution médicamenteuse, les médecins
doivent lire le mode d’emploi et s’assurer de I'avoir compris. Le non-respect des
indications, contreindications, limitations, avertissements et précautions peut
entrainer des complications.

e Ne pas utiliser aprés la date de péremption.

e Le cathéter a ballonnet a élution médicamenteuse contient du paclitaxel, une
génotoxine connue. Les hommes doivent avoir des rapports sexuels protégés
(port d’un préservatif) pendant les 30 jours suivant le traitement.

e Surveiller I'apparition de signes d’anaphylaxie ou d’hypersensibilité au paclitaxel

e Ne jamais utiliser d’air ou de gaz pour gonfler le ballonnet a élution médicamenteuse.

e Pendant son utilisation, le ballonnet a élution médicamenteuse doit étre
manipulé sous visualisation directe, soit par cystoscopie, soit sous guidage
radiographique de grande qualité.

e Ne pas manipuler le ballonnet a élution médicamenteuse une fois qu’il est gonflé.

e Siune résistance se fait sentir a un moment ou a un autre durant la procédure
d’insertion, ne pas forcer le passage. Toute résistance risque d’endommager le
dispositif ou la lumiére. Retirer délicatement le cathéter.
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e Les hommes dont les partenaires sexuelles présentent un risque de grossesse
doivent utiliser des préservatifs pendant au moins 90 jours apres le traitement.
e Les réactions indésirables au paclitaxel et les symptomes observés
principalement dans le cadre d’études impliquant une perfusion IV de ce
médicament pour traiter des sujets atteints de cancer incluent :
O Aberrations chromosomiques et risque de cancer

O Atteinte foetale en cas d’exposition d’'une femme enceinte

O Anaphylaxie et hypersensibilité au paclitaxel

O Inhibition de la cicatrisation de I'uretre apres la procédure
Myélosuppression, notamment : neutropénie, leucopénie,
thrombopénie, anémie

O Arythmie

O Neuropathie périphérique

O Myalgie ou arthralgie

O Alopécie

O Hypotension

O Nausées, vomissements ou diarrhée

O Taux élevé de bilirubine, ALP et AST

O Leffet potentiel sur le foie et les reins reste inconnu et n’a pas été étudié.
La quantité de paclitaxel administré localement pendant la procédure a I'aide du cathé-
ter a ballonnet a élution médicamenteuse Optilume est largement inférieure a une seule
dose de chimiothérapie systémique administrée aux patients atteints de cancer, et le
médicament semble rester principalement localisé dans I'uretre.

6.0 PRECAUTIONS

e Gonfler systématiquement le ballonnet avec un liquide stérile (sérum
physiologique stérile ou mélange a 50 % de sérum physiologique et de produit
de contraste). Ne jamais gonfler le ballonnet avec de I'air, du dioxyde de carbone
ou tout autre gaz. Le ballonnet a élution médicamenteuse ne doit pas étre
gonflé au-dela de la pression de rupture nominale (PRN). Ne pas gonfler
excessivement le ballonnet.

e Lutilisation des cathéters a ballonnet est réservée aux médecins formés aux
techniques de dilatation par cathéter a ballonnet et ayant une solide expérience
en la matiere.

e Lutilisation d’un dispositif de gonflage du ballonnet avec manometre est
recommandée afin de garantir le réglage adéquat de la pression du ballonnet.

e Aspirer complétement le ballonnet avant de retirer délicatement le dispositif
de l'uretre. L'usage d’une force excessive pour retirer le ballonnet peut
provoquer des lésions tissulaires.

e Inspecter soigneusement le ballonnet a élution médicamenteuse et 'emballage
avant utilisation. Ne pas utiliser le cathéter s’il est endommagé ou si ses
dimensions, sa forme ou son état sont inadaptés a la procédure envisagée.

e Ne pas immerger la partie ballonnet du cathéter dans du liquide et ne pas
I'essuyer afin de ne pas endommager ni altérer l'intégrité du revétement
médicamenteux. Remplacer tout cathéter dont le ballonnet est entré en contact
avec des liquides avant utilisation.

e Utiliser des gants stériles secs ou des compresses de gaze seches pour
manipuler le cathéter a ballonnet a élution médicamenteuse avant utilisation.
Veiller a limiter les contacts avec la partie ballonnet enduite de médicament du
dispositif.
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¢ Ne jamais gonfler le ballonnet a élution médicamenteuse en dehors du corps ou O Sténose provoquée par un kraurosis penis
avant d’avoir atteint la sténose cible, car ceci risquerait d’altérer I'intégrité du O Tumeurs urétrales ou cancer pénien
revétement.
* Ne pas tenter d’introduire |le cathéter a ballonnet a élution médicamenteuse 7.0 UTILISATION CHEZ DES POPULATIONS PARTICULIERES
dans un cystoscope présentant un calibre French inférieur a celui indiqué sur . e , , . oL o ,
I'étiquette. Linnocuité et I'efficacité du cathéter urétral a ballonnet a élution médicamenteuse n‘ont

pas été établies chez les patients pédiatriques (4gés de moins de 18 ans) ni chez les
femmes. Lutilisation du cathéter urétral a ballonnet a élution médicamenteuse chez des
patients agés de 18 ans et plus est laissée a la discrétion du médecin.

e Lalongueur utile du ballonnet a élution médicamenteuse doit recouvrir la
sténose cible sur toute sa longueur.

e Pour une diffusion adéquate du médicament vers la sténose cible, laisser le
revétement s’hydrater dans 'uretre pendant au moins 60 secondes avant le

gonflage et laisser gonfler le ballonnet & élution médicamenteuse pendant au 8.0 COMPLICATIONS POSSIBLES

moins 5 minutes. Afin d'optimiser la dilatation de la sténose, l'opérateur peut Les complications possibles associées a Iutilisation du cathéter a ballonnet a élution

opter pour une durée de gonflage supérieure a 5 minutes. médicamenteuse Optilume sont similaires a celles associées aux procédures de dilata-
* Sile produit affiche un dysfonctionnement avant ou pendant le gonflage, tion urétrale standard. Les complications possibles peuvent inclure, sans toutefois s’y

remplacer le ballonnet a élution médicamenteuse et gonfler ce dernier selon la limiter :

procédure. Si le dysfonctionnement se produit aprés le gonflage a la pression de e Douleur et sensibilité

rupture nominale, ne pas recommencer la procédure avec le ballonnet.
e Apres utilisation, ce produit peut présenter un risque biologique. La

manipulation et la mise au rebut du produit doivent s’effectuer conformément Hématurie

aux pratiques médicales validées et aux réglementations locales en vigueur. Réactions médicamenteuses, réaction allergique au produit de contraste
e Les professionnels de santé doivent éviter de porter des gants en latex afin de injecté durant I'urétrographie a visée diagnostique

Spasmes de la vessie provoqués par la mise en place de la sonde de Foley
Lésions tissulaires des structures avoisinantes, notamment des lésions urétrales

prévenir d’éventuelles réactions allergiques chez les patients allergiques au latex. e Infection urinaire
e Une préparation de la lumiere urétrale de la Iésion cible, au moyen de la e Perforation tissulaire
méthode de préparation de lumiére appropriée et déterminée par le médecin e Resténose nécessitant une intervention chirurgicale ultérieure
traitant, s'impose avant 'utilisation du cathéter a ballonnet a élution e Incontinence
médicamenteuse Optilume. e Dysurie
e Une préparation de lumiere limitée a une prédilatation avec un cathéter a e Fievre
ballonnet non enduit ou une urétrotomie interne sous controle visuel a été e Rétention urinaire
étudiée lors de I’étude clinique Robust I.
* Dans les études cliniques, la confirmation visuelle d’une sténose significative 9.0 INFORMATIONS CONCERNANT LE MEDICAMENT
(diamétre urétral <12F) par cystoscopie ou urétrogramme était nécessaire et le ,
recrutement était limité aux patients présentant des symptémes subjectifs et ° MECA!\"SME D'ACT'ON, L o o
objectifs de sténose urétrale (International Prostate Symptom Score [IPSS]>13, Le revétement du cathéter urétral a ballonnet a élution médicamenteuse
débit urinaire maximal <15 ml/s). Les sujets avaient déja subi au moins un contient du paclitaxel, une substance active antimitotique qui se lie
traitement endoscopique avant de participer aux études cliniques. specifiquement aux microtubules et les stabilise. Il a été démontre que le -
e Les données de sécurité et d’efficacité n‘ont pas été établies au cours de I'étude paclitaxel inhibe la prolifération et la migration des cellules du muscl’e lisseet  Rrol
clinique pour soutenir le traitement des sténoses chez les patients présentant des fibroblastes ainsi que la sécrétion de la matrice extracellulaire. Lassociation =
les conditions suivantes : de ces effets peut induire I'inhibition de I'hyperplasie de I'urothélium et évite E
O HBP ainsi la resténose. >
O Prostatectomie radicale o  INTERACTIONS MEDICAMENTEUSES (%)
O Rayonnement pelvien Aucune étude officielle sur les interactions médicamenteuses n’a été menée m
O Traitement & base de botox avec le cathéter urétral a ballonnet a élution médicamenteuse. Les notices
O Plusd’l sténose respectives de tous les médicaments administrés en concomitance avec le
O Urétroplastie précédente dans l'urétre antérieur cathéter a ballonnet a élution médicamenteuse doivent &tre consultées pour
O Urétrite ou gonorrhée bactérienne connaitre les interactions avec le paclitaxel.
O Présence d’une prothése pénienne, d’'un sphincter artificiel ou d’un
stent urétral/prostatique Il convient de prendre en considération le risque d’interactions médicamenteuses
O Vessie neurogeéne, aberrations sphinctériennes ou systémiques et locales sur I'urétre chez un patient a qui I'on administre un
dysfonctionnement du détrusor connu(es) médiclament qui présente des intgractions connues avec le paclitaxel ou Iorsc!uel )
O Diagnostic de lichen scléreux ou réparation d’hypospadias antérieur I'on décide de commencer un traitement medicamenteux chez un patient qui a été
O Antécédents de cancer de la vessie ou de la prostate au cours traité avec le cathéter a ballonnet a élution médicamenteuse. Le métabolisme du

des 5 derniéres années paclitaxel est catalysé par les isoenzymes CYP2C8 et CYP3A4 du cytochrome P450 et
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il s’agit d’un substrat de la glycoprotéine P. Il existe un risque d’interaction médica-
menteuse avec tout médicament qui affecte ces isoenzymes. En I'absence d’études
officielles sur les interactions médicamenteuses, il convient de faire preuve de pru-
dence lors de I'administration de paclitaxel.

e CANCEROGENICITE, GENOTOXICITE ET TOXICOLOGIE DE LA REPRODUCTION

Aucune étude n’a été menée sur le long terme pour évaluer le potentiel cancé-
rogéne du médicament paclitaxel ou du cathéter a ballonnet a élution médica-
menteuse Optilume, et aucune étude adéquate et bien controlée concernant des
femmes enceintes ou des hommes envisageant une paternité prochaine n’a été
publiée. Le paclitaxel inhibe la prolifération des cellules en interagissant avec les
microtubules. Il en résulte, entre autres, la perte de chromosomes entiers pendant
la division cellulaire. Cette action indirecte concorde avec les réponses positives des
dosages de génotoxicité in vitro et in vivo, qui détectent les fragments d’ADN. Des
résultats positifs ont également été signalés pour les aberrations chromosomiques
de lymphocytes humains primaires. Il n’est pas déterminé si le paclitaxel a une
action directe isolée sur ’ADN lors de la génération de ruptures de brins ou de frag-
ments d’ADN. Le résultat est négatif lors des dosages de mutation génique, notam-
ment salmonelle et CHO/HPRT.

Des études réalisées sur des rats et des lapins ayant absorbé du paclitaxel par intra-
veineuse pendant leur organogéneése ont révélé des signes de toxicité maternelle,
d’embryotoxicité et de foetotoxicité a des dosages de 1 et 3 mg/kg, respectivement
(environ 13 et 39 fois la dose administrée par le cathéter a ballonnet a élution médi-
camenteuse Optilume enduit de 5,5 mg de paclitaxel (ballonnet de 10 mm x 50 mm)
et ajustée en fonction du poids corporel). Aucune tératogénicité n’a été observée
chez des rates gravides ayant absorbé des doses de paclitaxel par intraveineuse de 1
mg/kg (dose quotidienne correspondant a environ 13 fois la dose du cathéter a bal-
lonnet a élution médicamenteuse Optilume (10 mm x 50 mm), ajustée en fonction
du poids corporel).

Le médecin traitant doit mettre en balance les avantages médicaux potentiels du ca-
théter a ballonnet a élution médicamenteuse Optilume et ces risques génotoxiques
et pour la reproduction. AVERTISSEMENT : le cathéter urétral a ballonnet a élution
médicamenteuse contient du paclitaxel, une génotoxine connue. Les hommes
doivent avoir des rapports sexuels protégés (port d’un préservatif) pendant les

30 jours suivant le traitement.

10.0 PRESENTATION

Réservé a un usage unique, le cathéter a ballonnet a élution médicamenteuse Optilume
est fourni STERILE (stérilisation a 'oxyde d’éthyléne). Le cathéter a ballonnet a élution
médicamenteuse est livré dans un emballage a deux poches (poches en aluminium et
Tyvek) placé dans une boite unitaire.

11.0 CONSERVATION

Le cathéter urétral a ballonnet a élution médicamenteuse doit étre conservé a tempéra-
ture ambiante, dans un endroit sec, dans son emballage d’origine. Le dispositif doit étre
utilisé avant la date de péremption imprimée sur 'emballage.

12.0 MATERIEL RECOMMANDE

Préparer le matériel suivant en adoptant une technique stérile :
® Guide de taille appropriée a embout souple (consulter I'étiquette de produit)
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Cystoscope (de préférence souple)

Sérum physiologique stérile

Seringue 10 ml

Robinet deux voies

Dispositif de gonflage avec manomeétre

Produit de contraste — Remarque : facultatif, a utiliser pour les procédures sous
guidage radioscopique

13.0 INSTRUCTIONS D’UTILISATION
13.1 AVANT L'UTILISATION

Traitement périprocédural

Il est recommandé au médecins de respecter les directives applicables aux traitements
périprocéduraux et a la préparation d’une intervention sous endoscopie, notamment
I'administration d’un antibiotique avant I'intervention, s’il y a lieu. Il est également re-
commandé d’administrer des AINS avant la procédure.

En présence d’une infection urinaire (IU) au moment du traitement, le patient doit étre
traité jusqu’a guérison totale de I'infection pour que I'intervention puisse avoir lieu.

13.2 PREPARATION DE LA STENOSE CIBLE

Il est recommandé de procéder a une prédilatation urétrale de la sténose cible, au
moyen de la méthode de préparation appropriée et déterminée par le médecin traitant
(ballonnet de dilatation non enduit ou urétrotomie interne sous contrdle visuel) pour les
sténoses conséquentes ou difficiles a traverser avant |'utilisation du cathéter a ballonnet
a élution médicamenteuse Optilume. Réaliser une prédilatation pour « ouvrir » la sté-
nose. Il s’agit la du diametre de la lumiére de sténose dilatée >20 F ou >50 % plus
grande que la lumiére de sténose non dilatée.

13.3 DIMENSIONS DU DISPOSITIF

Vérifier que le diameétre du ballonnet a élution médicamenteuse sélectionné, lorsqu’il
est a une pression nominale, a une taille identique ou légérement supérieure au
diametre de I'urétre sain adjacent au bord distal de la sténose. Le diametre du ballonnet
divisé par celui de I'urétre sain adjacent au bord distal se définit comme le rapport d’étirement.

Dimension pour l'urétre bulbaire

Pour les sténoses bulbaires, ne pas dépasser un rapport d’étirement de 1,3 entre le
diamétre du ballonnet et celui de I'uretre sain distal. Si la dimension de I'urétre se situe
entre deux tailles de dispositif disponibles, utiliser la plus grande taille a condition que le
rapport d’étirement soit inférieur ou égal a 1,3. Si la taille supérieure du produit donne
un rapport d’étirement supérieur a 1,3, utiliser le dispositif le plus petit.

Dimension pour l'urétre pénien

Pour les sténoses de I'urétre pénien, sélectionner le diametre de ballonnet qui corres-
pond le mieux a I'urétre sain distal. Le rapport d’étirement de |'urétre pénien ne doit
pas dépasser 1:1. Si la dimension de l'uréetre se situe entre deux tailles de ballonnet
disponibles, sélectionner la plus petite taille de ballonnet. NE PAS DEPASSER un rapport
d’étirement de 1:1.

Tant pour l'uretre pénien que pour l'urétre bulbaire, la longueur du ballonnet a élution

médicamenteuse doit étre supérieure a la longueur de la sténose a traiter. La longueur

du ballonnet doit dépasser d’environ 0,5 a 1 cm des deux cOtés de la sténose. A titre
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d’exemple, si la sténose mesure 2 cm, choisir un ballonnet a élution médicamenteuse pénétration du médicament dans I'urothélium ouvert.
de 3 cm. 1. Veiller a rincer l'urétre avec du sérum physiologique.
13.4 PREPARATION DU CATHETER A BALLONNET 2. Positionner le cathéter a ballonnet a élution médicamenteuse sur la sténose
, avec le cystoscope en position distale par rapport au ballonnet (a distance
Evacuer I'air du cathéter a ballonnet a élution médicamenteuse. La lumiére du ballonnet de la vessie) pour visualiser le bon positionnement du ballonnet sur la
du cathéter contient de I'air qui doit &tre évacué afin de s’assurer que le ballonnet est sténose. Laisser le ballonnet en position dégonflée pendant au moins 1 m
uniquement rempli de liquide lorsque le cathéter se trouve dans l'urétre. nute avant le gonflage. Vérifier que les marqueurs radio-opaques du
1. Fixer le robinet en position ouverte sur le raccord de gonflage du ballonnet ballonnet sont correctement positionnés sous guidage radioscopique.
2. Raccorder une seringue remplie & moitié de sérum physiologique au robinet 3. Gonfler le ballonnet a la pression de rupture nominale a I'aide du dispositif
3. Avec 'embout de la seringue vers le bas, tirer le piston jusqu’a atteindre le de gonflage. Ne pas dépasser la pression de rupture nominale (PRN) du
plein volume de la Seringue (ce qu| crée une dépression maxima|e) et ba”onnet. Maintenir |a preSSion pendant au moins 5 minutes ou jusqu’é
maintenir en position jusqu’a ce que plus aucune bulle d’air ne sorte du sérum I'obtention de la dilatation souhaitée.
physiologique dans la seringue. Répéter cette opération si nécessaire pour p 4. Dégonfler le ballonnet en appliquant une dépression sur le ballonnet a

ger l'air du cathéter et le remplacer par le sérum physiologique. Maintenir le I'aide du dispositif de gonflage. Une fois le ballonnet complétement
piston en arriére, tourner le robinet pour maintenir la dépression et retirer la dégonflé, retirer lentement le guide et le cathéter a ballonnet a élution
seringue. Remplir 3 moitié un dispositif de gonflage avec du sérum médicamenteuse. Si une légére résistance se fait sentir lorsque le
physiologique normal, ou avec un mélange de produit de contraste et de sérum ballonnet est retiré, tourner délicatement le cathéter pour mieux
physiologique 3 parts égales en cas dutilisation du guidage radioscopique, et enrouler le ballonnet autour du corps du cathéter et faciliter le retrait.

purger l'air de la ligne. Mise en garde : si une résistance se fait sentir durant le retrait du guide
4. Fixer le dispositif de gonflage sur le robinet du cathéter a ballonnet, tourner le a travers le cathéter et d travers le cystoscope, ARRETER et retirer
robinet et appliquer une dépression sur le dispositif de gonflage. simultanément les deux d’un seul tenant pour éviter d’endommager le

. . guide, le cathéter ou de provoquer des lésions anatomiques sur le patient.
13.5 INSERTION DU BALLONNET A ELUTION MEDICAMENTEUSE OPTILUME
5. Sile produit affiche un dysfonctionnement avant ou pendant le gonflage,

1. Introdu!re un guide de Q,O38 po avec 'embout souple enroulé dans la vessie remplacer le ballonnet a élution médicamenteuse et gonfler ce dernier
sous guidage cystoscopique. S o selon la procédure. Si le dysfonctionnement se produit aprés le gonflage a

2. Retirerla gaine de_ protection du ballonnet de I'extrémité du cathéter a ballon la pression de rupture nominale, ne pas recommencer la procédure avec le
net a élution médicamenteuse. ballonnet.
Mise en garde : faire preuve de prudence lors du passage d’un ballonnet enduit 6. Insérer une sonde de Foley lubrifiée 12-14 Fr et la laisser en place pendant au
de paclitaxel dans un cystoscope. Réduire au minimum toute manipulation moins 2 jours ou selon ce que la norme de prudence recommande, le délai le
excessive et ne pas toucher le ballonnet. Ne pas essuyer le ballonnet avec de la plus long prévalant.
gaze séche, humide ou lubrifiée ou avec n’‘importe quel solvant susceptible de 3
détériorer I'intégrité du ballonnet 3 élution médicamenteuse. 13.7 TABLEAU DE CONFORMITE

3. Faire progresser le cathéter a ballonnet a élution médicamenteuse a I'intérieur 18Fr (6mm) x 30mm -
du canal opératoire du cystoscope. Le cas échéant, placer le guide et le cathéter (ATM) Pression kPa (mm) Ballonnet g
a ballonnet séparément du canal opératoire du cystoscope pour une mise e B
place cote 3 cote. 6,0 600 Nominale 6,11 (18 Fr) E

4. Utiliser le cystoscope pour guider le positionnement du cathéter a ballonnet a 8,0 800 6,23 >
élution médicamenteuse. Il est également possible de positionner le cathéter a 10.0 1000 6.34 7,
ballonnet a élution médicamenteuse par guidage radioscopique a l'aide des ! d m
marqueurs radio-opaques situés sous la zone entre le corps et le cone du ballonnet 12,0 1200 PRN 6,45
Mise en garde : ne pas faire progresser le guide ou le cathéter de dilatation a 18Fr (6mm) x 50mm
ballonnet si une résistance se fglt sen,t'u.' sans avoir tout d’abord déterminé la (ATM) Pression kPa (mm) Ballonnet
cause de la résistance et y avoir remédié.

6,0 600 Nominale 5,87 (18 Fr)
13.6 GONFLAGE DU BALLONNET A ELUTION MEDICAMENTEUSE OPTILUME 8,0 800 6,03

Mise en garde : les dispositifs de gonflage peuvent atteindre des pressions trés éle- 10,0 1000 6,16

vées sans déployer d’effort particulier. L'utilisation d’un ballonnet de gonflage avec

un manomeétre haute pression est fortement recommandée pour optimiser la force 12,0 1200 PRN 6,25

de dilatation nécessaire a I'ouverture de la sténose urétrale et permettre la
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24Fr (8mm) x 30mm
(ATM) Pression kPa (mm) Ballonnet
6,0 600 Nominale 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 PRN 8,46
24Fr (8mm) x 50mm
(ATM) Pression kPa (mm) Ballonnet
6,0 600 Nominale 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 PRN 8,54
30Fr (10mm) x 30mm
(ATM) Pression kPa (mm) Ballonnet
6,0 600 Nominale 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 PRN 10,29
30Fr (10mm) x 50mm
(ATM) Pression kPa (mm) Ballonnet
6,0 600 Nominale 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 PRN 10,44

Mise en garde : la pression de rupture nominale ne doit pas étre dépassée. Consulter
I’étiquette du produit pour connaitre les pressions de rupture nominales. Tout gonflage
au-dela de la pression de rupture nominale peut provoquer la rupture du ballonnet.

Si une chute de pression se produit a I'intérieur du ballonnet pendant le gonflage ou
que le ballonnet se rompt pendant la dilatation, arréter immédiatement la procédure.
Dégonfler soigneusement le ballonnet et le retirer de I'urétre. Ne pas regonfler.

14.0 GARANTIE

Urotronic garantit que la conception et la fabrication de ce produit ont fait I'objet d’une
diligence raisonnable. Cette garantie remplace et exclut toute autre garantie non ex-
pressément énoncée aux présentes, expresse ou implicite en vertu de la loi ou non, y
compris, sans toutefois s’y limiter, toute garantie implicite d'adéquation a un usage par-
ticulier. La manipulation, la conservation, le nettoyage et la stérilisation de ce dispositif
ainsi que d’autres facteurs ayant trait au patient, comme le diagnostic, le traitement, les
interventions chirurgicales et autres éléments indépendants du contrdle d’Urotronic, se
répercutent directement sur le dispositif et sur les résultats découlant de son utilisation.
Les obligations d’Urotronic aux termes de cette garantie se limitent a la réparation ou au
remplacement de ce dispositif et Urotronic décline toute responsabilité en cas de perte,
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de dommages ou de frais accessoires ou indirects découlant, directement ou indirecte-
ment, de 'utilisation de ce dispositif. Urotronic décline toute responsabilité en cas de
réutilisation, retraitement ou restérilisation des dispositifs et n’offre aucune garantie,
expresse ou implicite, y compris, sans toutefois s’y limiter, d’adéquation a un usage parti-
culier, en rapport avec lesdits dispositifs.

15.0 SYMBOLES UTILISES SUR LES ETIQUETTES DU DISPOSITIF

@ Un dispositif par boite

Mise en garde : la loi fédérale limite la vente de ce dispositif par
un médecin ou sur ordonnance médicale.

30
&

Indique la date a laquelle le dispositif médical a été fabriqué.

Ne pas restériliser

Ne pas réutiliser

Ne pas utiliser si I'emballage est endommagé

Fragile

A utiliser avant le

Tenir a I'abri de la lumiére du soleil

Conserver au sec

Fabricant

Ne contient pas de latex

Limite de température entre 15 °C et 30 °C

Mise en garde : consulter le mode d’emploi

Stérilisé a I'oxyde d’éthylene

Référence catalogue

5[E[f][5~[@ R HET e efe:

Numéro de lot

m

€ Marqué CE selon la directive 93/42/CEE relative aux dispositifs
434 | médicaux de I'Union européenne (organisme notifié n°1434)

m
8]

@ Représentant autorisé de I’'Union européenne

Urotronic, Inc.

M 2495 Xenium Lane North
Minneapolis, MN 55441
USA

1434

MDSS GmbH
EC | REP | schifigraben 41
30175 Hannover, Germany
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1.0 PRODUKTBESCHREIBUNG
1.1 Ballonkatheter

Der Optilume medikamentenbeschichtete Harnréhren-Ballonkatheter (Drug Coated Bal-
loon, DCB) besteht aus einem 0,038-Zoll-Fiihrungsdraht (0,97 mm) und einem flexiblen,
mit einem Zystoskop kompatiblen Over-the-Wire-Katheter (OTW) mit einem doppellumi-
gen Design und einer konischen atraumatischen Spitze. Der DCB wird zur Auslibung ra-
dialer Kraft zur Dilatation enger Harnréhrenbereiche (Strikturen) verwendet. Das distale
Ende des Katheters verfligt tiber einen inflatierbaren halbnachgiebigen Ballon, der mit
einer firmeneigenen Beschichtung versehen ist, die den aktiven Wirkstoff Paclitaxel ent-
halt. Die Medikamentenschicht bedeckt die gesamte Arbeitslange des Ballonkdrpers. Das
Produkt verfligt Uber zwei rontgendichte Markierungsstreifen, die die Arbeitslange des

Ballons markieren.

Atraumatische konische Spitze Luer-Lock-Inflationsport

Paclitaxel-Beschichtung

Halbnachgiebiger inflatierbarer Ballon

Flihrungsdrahtlumen

Markierungsstreifen

/~ NUTZBARE LANGE
75¢cm

Das Produkt wird mit Ethylenoxid in einem Tyvek-Beutel sterilisiert. Nach der

Sterilisation wird der Katheter noch im Beutel in einem Folienbeutel mit einem

Trocknungsmittel versiegelt und als Einzeleinheit in einen Karton verpackt.
Jeder DCB wird mit einer Schutzhiille geliefert, die den Bereich des

medikamentenbeschichteten Ballons des Katheters bedeckt. Eine Ubersicht

zur Ballon-Compliance befindet sich auf dem Etikett des Tyvek-Beutels.

1.2 Medikamentenbeschichtung

0,038 Zoll (0,97 cm)

dHDS1N3ad

Die Medikamentenbeschichtung besteht aus dem aktiven Arzneimittelwirkstoff Paclita-
xel. Die Medikamentenschicht bedeckt die gesamte Arbeitslange der Ballonkomponente
des Katheters. Die Medikamentenschicht ist gleichmaRig mit einer Konzentration von
3,5 ug/mm? iber die Ballonoberflache hinweg verteilt. Das wesentliche Funktionsmerk-
mal der Medikamentenbeschichtung ist die Abgabe von Paclitaxel an das Urothel wah-

rend der Balloninflation.

DCB-Dosiertabelle

Bestellnummer Durchmesser (Fr/mm) | Lange (mm) Paclitaxel-Dosis (mg)
1110-06030C 18.0/6.0 30 2.0
1110-06050C 18.0/6.0 50 33
1110-08030C 24.0/8.0 30 2.6
1110-08050C 24.0/8.0 50 4.4
1110-10030C 30.0/10.0 30 33
1110-10050C 30.0/10.0 50 5.5
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2.0 VERWENDUNGSZWECK
Der Optilume medikamentenbeschichtete Harnréhren-Ballonkatheter (DCB) dient zur
Behandlung von Strikturen in der anterioren Harnrohre bei erwachsenen Mannern.

3.0 INDIKATIONEN

Der Optilume Harnrohren-DCB-Katheter wird zur Behandlung von Mdnnern 218 Jahren
mit storenden Harnwegssymptomen mit Rezidivstrikturen der anterioren Harnréhre ver-
wendet. Er dient zur Verwendung als Dilatationsballon fiir Einzel-, Tandem- oder diffuse
Harnréhrenstrikturen mit einer Lange von <3 cm oder als Erganzungstherapie mit anderen
Dilatationsprodukten und/oder -verfahren.

4.0 KONTRAINDIKATIONEN
Der medikamentenbeschichtete Harnrohren-Ballondilatationskatheter (Drug Coated
Balloon, DCB) ist in folgenden Fallen kontraindiziert:
e Patienten mit bekannter Uberempfindlichkeit gegeniiber Paclitaxel oder
strukturell verwandten Verbindungen.
e Patienten mit Lasionen, die nicht mit einem 0,038-Zoll-Fiihrungsdraht (0,97 mm)
durchdrungen werden kénnen.

5.0 WARNHINWEISE

e Der Harnréhren-DCB wird STERIL zur Einmalverwendung geliefert. Nicht
wiederaufbereiten oder erneut sterilisieren. Das Wiederaufbereiten oder
erneute Sterilisieren kann das Risiko einer Patienteninfektion und das Risiko
einer beeintrachtigten Produktleistung erhohen.

¢ Der Folienbeutel und die AuBenflache des Innenbeutels sind UNSTERIL. Der
INHALT des Innenbeutels ist STERIL. Nach dem Offnen des Folienbeutels sofort
verwenden.

e Liegt eine Harnwegs- oder Blaseninfektion vor, dieses Produkt nicht verwenden.
Vor der Behandlung der Striktur mit dem Optilume DCB missen Infektionen ab
geklart werden.

e Der DCB darf nur von Arzten verwendet werden, die hinsichtlich der klinischen
und technischen Aspekte der Ballondilatation der Harnréhre tber Erfahrung und
Kenntnis verfligen.

e Vor der Verwendung des DCB miissen Arzte die Gebrauchsanweisung gelesen
und verstanden haben. Werden die Indikationen, Kontraindikationen, Einschran
kungen, Warnungen und Vorsichtsmafnahmen nicht beachtet, so kann dies zu
Komplikationen fiihren.

¢ Nicht nach dem Verfallsdatum verwenden.

e Der DCB enthélt Paclitaxel, einen bekanntermaBen genotoxischen Wirkstoff.
Manner sollten innerhalb von 30 Tagen nach der Behandlung nur geschitzten
Geschlechtsverkehr (mit Kondom) haben.

o Auf Anzeichen von Anaphylaxie oder Uberempfindlichkeit gegeniiber Paclitaxel
achten.

e Den DCB keinesfalls mit Luft oder Gas inflatieren.

e Wahrend der Verwendung darf der DCB nur unter direkter Visualisierung mittels
Zystoskopie oder hochqualitativer réntgenologischer Bildgebung bedient
werden.

e Den DCB nicht im inflatierten Zustand bedienen.
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e |st beim Einflihren zu irgendeinem Zeitpunkt Widerstand spirbar, darf keine
Ubermalige Kraft angewendet werden. Der Widerstand kann zur Beschddigung
des Produkts oder des Lumens fiihren. Den Katheter vorsichtig herausziehen.

e Manner, deren Sexualpartnerinnen empfangnisbereit sind, sollten fir
mindestens 90 Tage nach der Behandlung Kondome benutzen..

e Unerwinschte Reaktionen auf Paclitaxel sowie Symptome, die vorwiegend aus
IV-Infusionsstudien fiir das Medikament zur Behandlung von Probanden mit
Krebs gewonnen wurden, sind u. a.

Chromosomale Anomalien und Krebsrisiko

Fruchtschaden bei Kontakt mit schwangeren Frauen

Anaphylaxie und Uberempfindlichkeit gegen Paclitaxel

Heilungsverzogerung der Harnréhre nach dem Eingriff

Myelosuppression u. a. mit Neutropenie, Leukopenie, Thrombozyto-

penie, Anamie

Arrhythmie

Periphere Neuropathie

Myalgie oder Arthralgie

Alopezie

Hypotonie

Ubelkeit, Erbrechen oder Durchfall

Erhohtes Bilirubin, ALP und AST

Eine potenzielle Wirkung auf Leber und Nieren ist unbekannt und

wurde nicht untersucht.

O O0OO0OO0OO0

OO0OO0OO0OO0OO0OO0O0

Die Menge an wahrend des Verfahrens mit dem Optilume DCB lokal verabreichtem
Paclitaxel ist weit niedriger als eine Einzeldosis systemischer Chemotherapie fiir
Krebspatienten. Zudem scheint das Medikament 6rtlich begrenzt in der Harnréhre
zu verbleiben.

6.0 VORSICHTSMASSNAHMEN

o Stets mit steriler FlUssigkeit (sterile Kochsalzlosung oder 50%ige Kontrastmittel-
Mischung) inflatieren. Keinesfalls mit Luft, Kohlenstoffdioxid oder einem
anderem Gas inflatieren. Der DCB darf nicht Giber den Nennberstdruck
hinweg inflatiert werden Den Ballon nicht ibermaRig inflatieren.

e Ballonkatheter sind fiir die Verwendung von Arzten bestimmt, die
hinsichtlich der Techniken zur Ballonkatheterdilatation geschult wurden
und entsprechende Erfahrung haben.

e Um eine korrekte Regelung des Ballondrucks zu gewahrleisten, wird eine
Balloninflationsvorrichtung mit Druckanzeige empfohlen.

¢ Die Flussigkeit vollstandig aus dem Ballon ablassen, bevor das Produkt vorsichtig
aus der Harnréhre entfernt wird. Wird (ibermaRige Kraft beim Herausziehen des
Ballons verwendet, kann dies zur Verletzung von Gewebe fiihren.

e Vor der Verwendung den DCB und die Verpackung sorgfaltig Uberprifen. Den
Katheter nicht verwenden, wenn er beschadigt ist oder wenn GréRe, Form oder
Zustand nicht fir den gewinschten Eingriff geeignet sind.

¢ Den Ballonteil des DCB nicht in Flussigkeit tauchen oder abwischen, da dadurch
die Unversehrtheit der Medikamentenbeschichtung beschadigt oder
beeintrachtigt werden kann. Kommt der Ballon vor der Verwendung mit
Flussigkeit in Kontakt, den DCB austauschen.
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Zur Handhabung des DCB vor der Verwendung trockene, sterile Handschuhe
und trockene Tupfer verwenden. Der Kontakt mit dem beschichteten Ballonteil
des Produkts sollte nach Moglichkeit minimiert werden.

Den DCB keinesfalls auRerhalb des Kérpers oder vor dem Erreichen der
Zielstriktur inflatieren, da andernfalls die Unversehrtheit der Beschichtung
beeintrachtigt werden kann.

Nicht versuchen, den DCB durch ein Zystoskop einer geringeren French-GroRRe
zu schieben, als auf dem Etikett angegeben ist.

Die Arbeitslange des DCB muss der Gesamtlange der Zielstriktur entsprechen.
Um eine ausreichende Medikamentenabgabe an die Zielstriktur zu
gewadhrleisten, muss die Beschichtung in der Harnréhre mindestens 60
Sekunden befeuchtet werden, bevor der DCB fiir mindestens 5 Minuten
inflatiert wird. Um die Dilatation der Striktur zur optimieren, kénnen nach
Ermessen des Anwenders Inflationszeiten >5 Minuten zum Einsatz kommen.
Tritt vor oder nach dem Inflatieren ein Produktversagen auf, den DCB ersetzen
und gemaR Anweisung inflatieren. Tritt das Versagen nach dem Inflatieren bis
zum Nennberstdruck auf, das DCB-Verfahren nicht wiederholen.

Nach der Verwendung kann das Produkt biogefihrlich sein. In Ubereinstimmung
mit der anerkannten medizinischen Praxis und den anwendbaren Richtlinien vor
Ort handhaben und entsorgen.

Medizinische Fachkrafte sollten keine Latexhandschuhe verwenden, um
moglichen allergischen Reaktionen von Patienten mit Latexallergie vorzubeugen.
Vor dem Gebrauch des Optilume DCB muss das Harnréhrenlumen der Zielldsion
vorbereitet werden. Hierbei ist das entsprechende Verfahren des behandelnden
Arztes zur Lumenvorbereitung anzuwenden.

In der medizinischen Studie Robust | wurde die Lumenvorbereitung mit einem
unbeschichteten Ballonkatheter oder direkter visueller interner Urethrotomie
untersucht.

In klinischen Studien war eine visuelle Bestatigung einer signifikanten

Striktur (€12 F Harnréhrendurchmesser) mittels Zystoskopie oder Urethrogramm
erforderlich und die Aufnahme war auf Patienten beschrankt, die subjektive und
objektive Symptome einer Harnrohrenstriktur aufwiesen (International Prostate
Symptom Score [IPSS] >13, Spitzenharnflussrate <15 ml/sec). Die Patienten
hatten sich vor der Aufnahme in die klinischen Studien mindestens einer
vorherigen endoskopischen Behandlung unterzogen.

Uber die Sicherheit und Wirksamkeit bei der Behandlung von Strikturen bei
Patienten mit folgenden Zustanden wurden in der klinischen Studie keine Daten
erhoben:

Prostatahypertrophie (BPH)

Radikale Prostatektomie

Strahlentherapie des Beckens

Botox-Behandlung

Mehr als 1 Striktur

Vorherige Urethroplastie innerhalb der anterioren Harnréhre
Bakterielle Urethritis oder Gonorrhoe

Penisimplantat, kiinstlicher Ringmuskel oder Harnréhren-/Prostata-
Stent

Neurogene Blase, Anomalien des Ringmuskels oder mangelhafte
Funktion des Entleerungsmuskels.

OO0OO0OO0OO0OO0OO0O0
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O Diagnose einer Lichen-Sklerose oder vorherige Hypospadie-Rekonst-
ruktion

O Innerhalb der letzten 5 Jahre Karzinom der Blase oder Prostata

O  Striktur aufgrund von Balanitis xerotica obliterans (BXO)

O Tumoren der Harnrohre oder Peniskrebs

7.0 VERWENDUNG BEI SPEZIELLEN POPULATIONEN

Die Sicherheit und Wirksamkeit des Harnrohren-DCB wurde fiir pddiatrische Patienten
(<18 Jahre) oder Frauen nicht nachgewiesen. Die Anwendung des Harnrohre-DCB bei Pa-
tienten 218 Jahre erfolgt im Ermessen des Arztes.

8.0 MOGLICHE KOMPLIKATIONEN

Mogliche Komplikationen in Zusammenhang mit der Verwendung des Optilume DCB-
Katheters dhneln denen in Zusammenhang mit standardmaRigen Dilatationsverfahren
der Harnrohre. Mogliche Komplikationen kénnen unter anderem Folgendes beinhalten:

Schmerzen und Druckempfindlichkeit

Blasenkrampfe durch Legung eines Foley-Katheters

Gewebetrauma in umgebenden Strukturen inkl. Schaden an der Harnréhre
Hamaturie

Medikamentenreaktionen, allergische Reaktion auf das wahrend des
diagnostischen Urethrogramms verwendete Kontrastmittel
Harnwegsinfektion

Gewebeperforation

Rezidivstriktur, wodurch ein weiterer Eingriff erforderlich ist
Inkontinenz

Dysurie

Fieber

Harnverhalt

dHDS1N3ad

9.0 INFORMATIONEN ZUM WIRKSTOFF

©)

WIRKMECHANISMUS

Die Beschichtung des Harnrohren-DCB enthalt Paclitaxel, einen antimitoti-
schen Arzneimittelwirkstoff, der spezifisch an Mikrotubuli bindet und diese
stabilisiert. Berichten zufolge hemmt Paclitaxel die Proliferation und Migration
von Fibroblasten und glatten Muskelzellen sowie die Sekretion extrazellularer
Matrix. Die Kombination dieser Wirkweisen kann zur Hemmung einer Hyper-
plasie des Urothels und damit zur Hemmung einer Rezidivstriktur fihren.

WECHSELWIRKUNGEN MIT ANDEREN MEDIKAMENTEN

Flr den Harnréhren-DCB wurden bislang keine formellen Wechselwirkungs-
studien durchgeflhrt. Hinsichtlich Wechselwirkungen mit Paclitaxel sollten die
entsprechenden Gebrauchsanweisungen fiir alle in Verbindung mit dem DCB
verwendeten Medikamente zurate gezogen werden.

Dabei miissen auch mogliche systemische oder lokale Wechselwirkungen

mit Medikamenten in der Harnréhre von Patienten beachtet werden, die ein
Medikament mit bekannten Wechselwirkungen mit Paclitaxel einnehmen,
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oder wenn entschieden wird, eine Medikamententherapie bei einem Patien-
ten einzuleiten, der mit dem DCB behandelt wurde. Die Verstoffwechselung
von Paclitaxel wird von den Isoenzymen CYP2C8 und CYP3A4 der Cyto-
chrom-P450-Familie katalysiert. Es ist ein Substrat des P-Glykoproteins. Mog-
liche Medikamentenwechselwirkungen kdnnen mit jedem Medikament auf-
treten, das einen Einfluss auf diese Isoenzyme hat. Da keine formalen Studien
zu Medikamentenwechselwirkungen vorliegen, sollte bei der Anwendung von
Paclitaxel umsichtig vorgegangen werden.

O KARZINOGENITAT, GENOTOXIZITAT UND REPRODUKTIONSTOXIKOLOGIE
Es gibt keine langfristigen Studien lber das krebserzeugende Potenzial des
Medikaments Paclitaxel oder des Optilume DCB, und es wurden keine
angemessenen und kontrollierten Studien an schwangeren Frauen oder Man-
nern mit Zeugungswunsch veroffentlicht. Paclitaxel hemmt die Zellprolifera-
tion durch Wechselwirkung mit Mikrotubuli. Eine Folge davon ist der Verlust
ganzer Chromosomen bei der Zellteilung. Diese indirekte Wirkweise entspricht
dem positiven Ansprechen auf Gentoxizitats-Tests des Mikronukleus in vitro
und in vivo zum Erkennen von DNA-Fragmenten. Auch bei Chromosomenaber-
rationen in primaren menschlichen Lymphozyten wurden positive Ergebnisse
gemeldet. Es ist nicht bekannt, ob Paclitaxel eine separate Direktwirkung auf
die DNA bei der Entstehung von DNA-Strangbriichen oder -fragmenten hat. Es
testet negativ auf Genmutationen, u. a. Salmonellen und CHO/HPRT.

Studien an Ratten und Kaninchen, denen wahrend der Organbildung Paclitaxel
intravends verabreicht wurde, ergaben Hinweise auf maternale Toxizitat, Emb-
ryotoxizitdt und Fetotoxizitat bei Dosierungen von 1 bzw. 3 mg/kg (ca. das 13-
bzw. 39-Fache der durch den Optilume DCB mit 5,5 mg Paclitaxel-Beschich-
tung verabreichten Dosis (10 x 50 mm Ballon) an Korpergewicht angepasst).
Bei trachtigen Ratten, die taglich intravends Paclitaxel-Dosierungen von 1 mg/
kg erhielten (eine Tagesdosis von dem rund 13-Fachen der Dosis des Optilume
DCB (10 x 50 mm) an Kérpergewicht angepasst), wurde keine Teratogenizitat
beobachtet.

Der behandelnde Arzt muss die méglichen medizinischen Vorteile des Op-
tilume DCB-Katheters gegen diese genotoxischen und Fortpflanzungsrisiken
abwagen. WARNHINWEIS: Der Harnréhren-DCB enthélt Paclitaxel, einen be-
kanntermaflen genotoxischen Wirkstoff. Manner sollten innerhalb von 30 Ta-
gen nach der Behandlung nur geschiitzten Geschlechtsverkehr (mit Kondom)
haben.

10.0 LIEFERUMFANG

Der Optilume DCB-Katheter wird STERIL und nur zur Einmalverwendung geliefert (Sterili-
sation mit Ethylenoxid). Der DCB befindet sich in einer Doppelbeutel-Verpackung (Folien-
und Tyvek-Beutel), die in einer Einzelbox verpackt ist.

11.0 LAGERUNG

Der Harnrohren-DCB muss bei Raumtemperatur an einem trockenen Ort in der Origi-
nalverpackung aufbewahrt werden. Das Produkt muss vor dem auf der Packung aufge-
brachten Verfallsdatum verwendet werden.
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12.0 EMPFOHLENE HILFSMITTEL
Die folgenden Hilfsmittel mit steriler Technik vorbereiten:
® Fihrungsdraht geeigneter GroRRe mit flexibler Spitze (siehe Produktetikettierung)
® Zystoskop (vorzugsweise flexibel)
® Sterile Kochsalzlosung
® 10-ml-Spritze
® Zweiwege-Absperrhahn
® |nflationsvorrichtung mit Manometer
® Kontrastmittel — Hinweis: Optional zur Verwendung mit rontgenologisch gefiihr-
ten Verfahren

13.0 GEBRAUCHSANLEITUNG
13.1 VOR DEM GEBRAUCH

Verfahrenstechnische Medikamente

Arzten wird die Beachtung der Richtlinien fiir Arzneimittel vor dem Eingriff und fiir endo-
skopische Verfahren empfohlen. Dazu gehort bei Bedarf auch die Gabe eines Antibioti-
kums vor dem Eingriff. Auch die Gabe von NSAID vor dem Eingriff wird empfohlen.

Liegt zum Zeitpunkt der Behandlung eine Harnwegsinfektion vor, muss der Patient be-
handelt werden, bis die Infektion auskuriert ist, bevor das Verfahren durchgefiihrt wer-
den kann.

13.2 VORBEREITUNG DER ZIELSTRIKTUR

Bei stark stenotischen und schwierig zu durchdringenden Strikturen wird dringend
empfohlen, vor dem Gebrauch des Optilume DCB die Zielstriktur in der Harnrohre
vorzudilatieren (entsprechend dem vom behandelnden Arzt bestimmten
Vorbereitungsverfahren, z. B. unbeschichteter Dilatationsballon oder DVIU). Eine
Vordilatation durchfiihren, um die Striktur aufzudehnen. Dies ist definiert als ein
Lumendurchmesser der dilatierten Striktur, der um >20 F oder >50 % groRer als das
nicht dilatierte Lumen der Striktur ist.

13.3 AUSWAHL DER PRODUKTGROSSE

Uberpriifen, ob der ausgewahlte Durchmesser des DCB-Ballons bei Nenndruck
gleich grol} wie oder etwas groRer als der Durchmesser der an das distale Ende

der Striktur angrenzenden gesunden Harnrohre ist. Der Ballondurchmesser geteilt
durch die distal angrenzende gesunde Harnrohre ist als Dehnungsverhaltnis definiert.

Auswahl der GréBe der bulbaren Harnréhre

Fir bulbéare Strikturen darf das Dehnungsverhaltnis von Ballondurchmesser zu
distaler gesunder Harnréhre 1,3 nicht Gberschreiten. Wenn die GréRRe der
Harnrohre zwischen den GréRen verfligbarer Produkte liegt, die nachstgroRere
GroRe verwenden, vorausgesetzt, dass das Dehnungsverhiltnis kleiner als oder
gleich 1,3 ist. Wenn die nachstgrofRere GroRe ein Dehnungsverhaltnis von mehr als
1,3 ergibt, das nachstkleinere Produkt verwenden.

Auswahl der GroBe der penilen Harnrdhre

Fir penile Harnréhrenstrikturen den Ballondurchmesser wahlen, der fir die distale
gesunde Harnrohre am besten geeignet ist. Das Dehnungsverhaltnis der penilen
Harnrohre darf 1:1 nicht Uberschreiten. Wenn die GroRe der Harnréhre zwischen den
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GroRen verfugbarer Ballons liegt, die ndchstkleinere BallongrofRe wahlen. Das
Dehnungsverhiltnis von 1:1 NICHT UBERSCHREITEN.

Sowohl fiir die penile als auch die bulbare Harnrohre sollte der DCB-Ballon langer als die
zu behandelnde Striktur sein. Die Ballonldnge muss an beiden Seiten um ca. 0,5-1 cm
Giber die Striktur hinausragen. Wenn die Strikturlange beispielsweise 2 cm betragt, einen
3 cm langen DCB-Ballon wahlen.

13.4 VORBEREITUNG DES BALLONKATHETERS

Luft aus dem DCB-Katheter entfernen. Das Ballonlumen des Katheters enthélt Luft,
die entfernt werden muss, damit der Ballon ausschlief3lich mit Flissigkeit gefllt wird,
wahrend sich der Katheter in der Harnréhre befindet.

1. Absperrhahn in offener Position mit dem Balloninflatationsanschluss verbinden.

2. Eine zur Halfte mit Kochsalzlosung gefiillte Spritze an den Absperrhahn
anschlieRen.

3. Spritze nach unten halten und den Kolben vollstandig zurtickziehen (fir
maximalen Unterdruck) und halten, bis keine Luftblasen mehr aus der
Kochsalzlésung in der Spritze austreten. Nach Bedarf wiederholen, um die
Luft aus dem Katheter zu entfernen und durch Kochsalzlosung zu ersetzen.
Kolben zuriickgezogen halten, Absperrhahn zum Beibehalten des Unterdrucks
drehen und Spritze abziehen. Eine Inflationsvorrichtung zur Halfte mit normaler
Kochsalzlésung oder bei Verwendung von Fluoroskopie im Verhaltnis 1:1 mit
Kontrastmittel und Kochsalzlésung fillen und Luft aus der Leitung entfernen.

4. Die Inflationsvorrichtung mit dem Absperrhahn am Ballonkatheter verbinden,
Absperrhahn drehen und Unterdruck auf die Inflationsvorrichtung ausiiben.

13.5 EINFUHREN DES OPTILUME DCB
1. Einen 0,038”-FUhrungsdraht mit flexibler Spitze aufgerollt in der Blase zysto
skopisch positionieren.
2. Ballonschutz von der Spitze des DCB-Katheters entfernen.

Vorsicht: Bei der Passage eines mit Paclitaxel beschichteten Ballons durch ein
Zystoskopsystem muss vorsichtig vorgegangen werden. Uberméfige Bewegung
minimieren und den Ballon nicht beriihren. Den Ballon nicht mit trockener,
feuchter oder mit Gleitmittel versehener Gaze oder mit einem Lésungsmittel
abwischen, das die Unversehrtheit des medikamentenbeschichteten Ballons
beeintrdchtigen kénnte.

3. DCB-Katheter im Arbeitskanal des Zystoskops vorschieben. Alternativ kénnen
der Flihrungsdraht und der Ballonkatheter nicht im Arbeitskanal des Zystos
kops, sondern neben dem Zystoskop positioniert werden.

4. Die Positionierung des DCB mittels Zystoskop unterstiitzen. Andernfalls den DCB
mittels Fluoroskopie anhand der réntgendichten Markierungen unter dem
Ubergang von Ballonteil/Konus positionieren.

Vorsicht: Den Fiihrungsdraht oder den Ballondilatationskatheter bei
Widerstand nicht vorschieben, bevor die Ursache des Widerstands bestimmt
und beseitigt wurde.

13.6 INFLATIEREN DES OPTILUME DCB
Vorsicht: Inflationsvorrichtungen kénnen bei minimalem Aufwand sehr hohe Driicke
erzielen. Zur Optimierung der Inflationskraft wird dringend die Verwendung einer
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Inflationsvorrichtung mit einem Hochdruckmesser empfohlen, um die Harnréhrenstrik-
tur aufzudehnen und das Eindringen des Medikaments in das aufgedehnte Urothel zu
ermdglichen.

1. Darauf achten, dass die Harnréhre mit Kochsalzlésung gespiilt wurde.

2. Den DCB mit dem Zystoskop distal zum Ballon (von der Blase abgewandt) Giber
der Striktur positionieren, um die richtige Position des Ballons tiber der
Striktur sichtbar zu machen. Den Ballon vor dem Inflatieren mindestens 1
Minute leer lassen. Mittels Fluoroskopie tGberpriifen, ob die Position der
rontgendichten Ballonmarkierungen korrekt ist.

3. Den Ballon mit der Inflationsvorrichtung auf Nennberstdruck inflatieren.

Den Nennberstdruck des Ballons nicht Gberschreiten. Den Druck mindestens
5 Minuten lang oder bis zur gewiinschten Dilatation beibehalten.

4. Den Ballon entleeren, indem er mit der Inflationsvorrichtung leer gesaugt wird.
Ist der Ballon vollstdndig entleert, den Fiihrungsdraht und den DCB langsam
herausziehen. Ist beim Zuriickziehen des Ballons ein leichter Widerstand
spirbar, den Katheter vorsichtig drehen, damit sich der Ballon um den
Katheterschaft falten kann und das Herausziehen erleichtert wird.

Vorsicht: Ist beim Herausziehen eines Fiihrungsdrahts durch den Katheter durch
ein Zystoskop ein Widerstand spiirbar, SOFORT ANHALTEN und die Instrumente
gleichzeitig als Einheit herausziehen, um eine Beschddigung von
Flihrungsdraht, Katheter oder Anatomie des Patienten zu vermeiden.

5. Tritt vor oder wahrend dem Inflatieren (aber unterhalb des

Nennberstdrucks) ein Produktversagen auf, den DCB ersetzen und gemaR g
Anweisung inflatieren. Tritt das Versagen nach dem Inflatieren bis zum [
Nennberstdruck auf, das DCB-Verfahren nicht wiederholen. ]
6. Einen befeuchteten Foley-Katheter (12—14 Fr) einfiihren und mindestens ﬂ
2 Tage oder gemdR Standardversorgung liegen lassen (ldngerer Zeitraum gilt). fa's
13.7 COMPLIANCE-TABELLE "
18Fr (6mm) x 30 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 Nennberstdruck 6,45
18Fr (6mm) x 50 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 Nennberstdruck 6,25
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24Fr (8mm) x 30 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 Nennberstdruck 8,46
24Fr (8mm) x 50 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 Nennberstdruck 8,54
30Fr (10mm) x 30 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 Nennberstdruck 10,29
30Fr (10mm) x 50 mm
(atmospharischer) Druck kPa Ballon (mm)
6,0 600 Nenndruck 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 Nennberstdruck 10,44

Vorsicht: Der Nennberstdruck darf nicht Gberschritten werden. Die Nennberstdriicke
sind dem Produktetikett zu entnehmen. Ein Inflatieren Gber den Nennberstdruck hinaus
kann zum ReiRen des Ballons flihren. Sinkt der Druck im Ballon wahrend des Inflatie-
rens ab oder reiflt der Ballon wahrend der Dilatation, das Verfahren umgehend abbre-
chen. Die Luft vorsichtig aus dem Ballon ablassen und ihn aus der Harnréhre entfernen.
Nicht erneut inflatieren.

14.0 GEWAHRLEISTUNG

Urotronic gewdhrleistet, dass bei der Entwicklung und Herstellung dieses Produkts ange-
messene Sorgfalt angewendet wurde. Diese Gewahrleistung ersetzt samtliche anderen,
hierin nicht ausdriicklich aufgefiihrten Gewahrleistungen, ob ausdriicklich oder still-
schweigend durch ein Rechtssystem oder anderweitig bestehend, einschlieBlich, jedoch
nicht beschrankt auf, etwaige stillschweigenden Gewahrleistungen Uiber die Eignung

zu einem bestimmten Zweck. Handhabung, Aufbewahrung, Reinigung und Sterilisation
dieses Produkts sowie weitere Faktoren hinsichtlich Patient, Diagnose, Behandlung,
chirurgischer Verfahren und anderer Sachverhalte auRerhalb der Kontrolle von Urot-

1111-002 Rev D

Anlage 4 zuTOP 8.3.3

ronic kdnnen das Produkt und damit erzielten Ergebnisse unmittelbar beeintrachtigen.
Die Verpflichtung von Urotronic im Rahmen dieser Gewahrleistung beschrankt sich auf
die Reparatur oder den Ersatz des Produkts und Urotronic ist nicht haftbar fir jegliche
zufalligen oder zwangslaufigen Verluste, Schaden oder Aufwendungen, die direkt oder
indirekt aus der Verwendung dieses Produkts entstehen. Urotronic tibernimmt keine
Haftung fur wiederverwendete, wiederaufbereitete oder erneut sterilisierte Produkte
und Gbernimmt keine ausdriicklichen oder stillschweigenden Haftungen, einschlieRlich,
jedoch nicht beschrankt auf, Gewéahrleistungen Gber die Eignung zu einem bestimmten
Zweck hinsichtlich solcher Produkte.

15.0 SYMBOLE AUF DEN PRODUKTETIKETTEN

| Anzahl: 1 pro Box

B Vorsicht: Laut US-Bundesgesetz darf dieses Produkt nur an Arzte oder
auf deren Anordnung verkauft werden.

Verweist auf das Datum, an dem das Medizinprodukt hergestellt wurde.

Nicht erneut sterilisieren

Nicht wiederverwenden

Bei beschadigter Verpackung nicht verwenden

Zerbrechlich

Verfallsdatum

RO

S @R[

Vor direkter Sonneneinstrahlung schitzen

Vor Néasse schitzen

Hersteller

Latexfrei

Temperaturgrenzwert: 15 °C—30 °C

AEE] Vorsicht: Gebrauchsanweisung beachten

E0| | mit Ethylenoxid sterilisiert

rencd
Bestellnummer

Lor Losnummer

c E CE-Kennzeichnung gemaR der Medizinprodukterichtlinie 93/42/EWG
434 | der Europdischen Union (Benannte Stelle Nr. 1434)

Bevollmachtigter Vertreter in der Europaischen Union

MDSS GmbH C €
EC I REP | schiffgraben 41
1434

30175 Hannover, Germany

Urotronic, Inc.

N 2495 Xenium Lane North
Minneapolis, MN 55441
USA
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1.0 DESCRIPCION DEL DISPOSITIVO
1.1 Catéter con baldn

El catéter uretral con baldn recubierto de farmaco (DCB) Optilume es un catéter coax-

ial compatible con una guia de 0,97 mm (0,038 pulg.) y un cistoscopio flexible con un
disefo de doble luz y una punta cénica atraumatica. El DCB se emplea para ejercer una
fuerza radial con el fin de dilatar segmentos uretrales estrechos (estenosis). El extremo
distal del catéter dispone de un baldn inflable semidistensible con un recubrimiento pat-
entado que contiene el principio activo paclitaxel. El recubrimiento farmacolégico abarca
toda la longitud util del cuerpo del balén. El dispositivo cuenta con dos bandas marcado-
ras radiopacas que indican la longitud util del balon.

= Punta conica atraumatica Puerto de inflado de tipo luer
/

/

Recubrimiento de paclitaxel

= & =
| ™~ Balén inflable semidistensible ol 0}
| Luz para la guia de \
Bandas marcadoras 0,97 mm (0,038 pulg.)
/ LONGITUD UTIL ™
' \_ 75cm

El dispositivo se esteriliza con 6xido de etileno en una bolsa de Tyvek. Una vez esteriliza-
do, el catéter embolsado se sella en una bolsa laminada con un desecante y se envasa
en una caja de cartén individual. Cada DCB se suministra con una funda protectora que
cubre la parte del catéter que aloja el baldn recubierto de farmaco. La etiqueta de la
bolsa de Tyvek incluye un grafico de la distensibilidad del balon.

1.2 Recubrimiento farmacolégico

El recubrimiento farmacoldgico se compone del principio activo paclitaxel y los
excipientes, abarca la longitud util del baldn del catéter y se distribuye de manera
uniforme por toda la superficie del balén con una concentracion de 3,5 ug/mm?.

La principal caracteristica funcional del recubrimiento farmacolégico es que permite
administrar el paclitaxel al urotelio mientras se infla el baldn.

m

wn

Tabla de dosificacién de los DCB g

Numero de Didmetro Longitud Dosis de %’

referencia (Fr/mm) (mm) paclitaxel (mg) -
1110-06030C 18.0/6.0 30 2.0
1110-06050C 18.0/6.0 50 3.3
1110-08030C 24.0/8.0 30 2.6
1110-08050C 24.0/8.0 50 4.4
1110-10030C 30.0/10.0 30 3.3
1110-10050C 30.0/10.0 50 5.5
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2.0 USO PREVISTO

El catéter uretral con baldén recubierto de farmaco (DCB) Optilume estd concebido para
el tratamiento de la estenosis en la uretra anterior en hombres adultos.

3.0 INDICACIONES DE USO

El catéter uretral con DCB Optilume se usa para tratar a hombres mayores de 18 afios
con sintomas urinarios molestos asociados a estenosis uretral anterior recurrente. Esta
diseflado para su uso como balén de dilatacidn para una estenosis uretral Unica, en tan-
dem o difusa de <3 cm de longitud o para su uso como tratamiento coadyuvante junto a
otros dispositivos de dilatacidn o intervenciones.

4.0 CONTRAINDICACIONES

El catéter de dilatacion uretral con baldn recubierto de farmaco (DCB) estd contraindica-
do para tratar a:
e Pacientes con hipersensibilidad conocida al paclitaxel o a otras sustancias con una
estructura similar.
e Pacientes con lesiones que no se puedan atravesar con una guia de 0,97 mm
(0,038 pulg.).

5.0 ADVERTENCIAS

e EI DCB uretral se suministra ESTERIL para un solo uso. No reprocesar ni
reesterilizar. El reprocesamiento y la reesterilizacion pueden aumentar el riesgo
de infeccion del paciente y de que el dispositivo no funcione correctamente.

¢ La bolsa laminada y la superficie externa de la bolsa interna NO SON ESTERILES.
El CONTENIDO de la bolsa interna es ESTERIL. Una vez abierta la bolsa laminada,
usar inmediatamente.

e No emplear este dispositivo si existe infeccidn en la uretra (IVU) o la vejiga. La
infeccion se debera resolver antes de tratar la estenosis con el DCB Optilume.

e EI DCB solo debe ser manipulado por médicos con experiencia y conocimientos
sobre los aspectos clinicos y técnicos de la dilatacidon uretral con balon.

e Antes de utilizar el DCB, el médico debe leer y comprender las instrucciones de
uso. Si no se siguen las indicaciones, contraindicaciones, restricciones,
advertencias y precauciones, pueden producirse complicaciones.

e No utilizar después de la fecha de caducidad.

e EI DCB contiene paclitaxel, una genotoxina conocida. Los hombres deberdn
mantener relaciones sexuales con proteccion (con preservativo) durante los 30
dias posteriores al tratamiento.

e Es preciso hacer un seguimiento para detectar posibles signos de anafilaxia o
hipersensibilidad al paclitaxel.

e No emplear en ningln caso aire ni ningln otro medio gaseoso para inflar el DCB.

e Durante su uso, el DCB deberd manipularse con visualizacion directa por
cistoscopia u observacion fluoroscépica de alta calidad.

e No manipular el DCB cuando esté inflado.

¢ Sise advierte resistencia en cualquier momento durante el procedimiento de
insercion, no se debe forzar el avance. La resistencia puede provocar dafios en el
dispositivo o en la luz. Retirar el catéter con mucho cuidado.

e Los hombres con pareja en edad fértil deben usar preservativo durante al menos
90 dias después del tratamiento.
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e Entre las reacciones adversas al paclitaxel y los sintomas observados, derivados
principalmente de los estudios de infusidn intravenosa del farmaco para el
tratamiento de sujetos con cancer, se encuentran los siguientes:

o Aberraciones cromosomicas y riesgo de cancer

o Sise ve expuesta una mujer embarazada, dafios al feto

o Anafilaxis e hipersensibilidad al paclitaxel

o Inhibicidn de la cicatrizacidn de la uretra tras la intervencion

o Mielosupresion, por ejemplo: neutropenia, leucopenia, trombocitopenia,
anemia

o Arritmia

o Neuropatia periférica

o Mialgia o artralgia

o Alopecia

o Hipotensién

o Ndauseas, vomitos o diarrea

o Elevacion de la bilirrubina, fosfatasa alcalina y aspartato-aminotransferasa

o Los posibles efectos sobre el higado y los rifiones se desconocen y no han

sido estudiados.
La cantidad de paclitaxel administrada localmente durante la intervencion del DCB
Optilume es muy inferior a una Unica dosis de quimioterapia sistémica administrada a
los pacientes de cancer, y el farmaco parece permanecer esencialmente localizado en la
uretra.

6.0 PRECAUCIONES

e Inflar el balén siempre con un liquido estéril (solucién salina o una mezcla al 50 %
con un medio de contraste). No inflar nunca con aire, didxido de carbono ni
ningun otro gas. No deberad inflarse el DCB por encima de la presién de estallido
nominal (RBP). No inflar el balon en exceso.

e Los catéteres con baldn estdn disefiados para ser manipulados por médicos con
formacion y experiencia en las técnicas de dilatacion mediante catéter con balén.

e Para garantizar que se regule adecuadamente la presion del baldn, se recomienda
emplear un dispositivo de inflado con mandmetro.

e Aspirar el baldn por completo antes de retirar suavemente el dispositivo de
la uretra. Un exceso de fuerza al retirar el balén puede provocar
traumatismos en los tejidos.

e Inspeccionar atentamente el DCB y el embalaje antes de usarlo. No emplear
el catéter si presenta dafios o si su tamafio, forma o estado no resultan
adecuados para la intervencion prevista.

e No sumergir ni limpiar con ningun liquido la parte del DCB donde va alojado
el baldn, ya que puede verse afectada o dafiada la integridad del
recubrimiento farmacolégico. Sustituir cualquier DCB cuyo baldn haya
entrado en contacto con liquidos antes de su uso.

e Emplear guantes estériles secos o apdsitos de gasa secos para manipular el
DCB antes de utilizarlo. Hay que procurar reducir al minimo el contacto con
la parte del dispositivo donde se aloja el baldn recubierto.
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No inflar nunca el DCB fuera del cuerpo ni antes de alcanzar la estenosis que

se vaya a tratar ya que se puede alterar la integridad del recubrimiento.

No intentar introducir el DCB por un cistoscopio de un calibre French inferior al
que se indica en la etiqueta.

La longitud util del DCB debe abarcar toda la longitud de la estenosis que se vaya
a tratar.

Para garantizar una liberacion adecuada del farmaco en la estenosis que se vaya
a tratar, dejar que el recubrimiento se hidrate en la uretra durante un minimo de
60 segundos antes de inflar el DCB y mantenerlo inflado durante un minimo de 5
minutos. Si el facultativo lo considera oportuno, para optimizar la dilatacién de la
estenosis puede mantenerse el baldn inflado durante mas de 5 minutos.

Si el producto presenta algun fallo antes o durante el inflado, sustituir el DCB e
inflarlo siguiendo el procedimiento. Si el fallo se produce después de inflar el
baldn a la RBP, no repetir la intervencion con el DCB.

Después de su uso, este producto puede constituir un riesgo bioldgico. Manipular
y desechar siguiendo las practicas médicas aceptadas y la legislacion local
vigente.

Los profesionales sanitarios deberan evitar utilizar guantes de latex para prevenir
posibles reacciones alérgicas de los pacientes con alergia al latex.

Antes de utilizar el DCB Optilume, es necesario preparar la luz uretral de la lesion
que se vaya a tratar, empleando un método adecuado de preparacién de la luz,
segun lo determine el médico a cargo del paciente.

La preparacion de la luz empleando Unicamente predilatacién con un catéter con
balén sin recubrimiento o UIVD ha sido analizada en el estudio Robust .

En los estudios clinicos, se requirid la confirmacion visual de una estenosis
significativa (didametro uretral <12 F) mediante cistoscopia o uretrogramay la
inscripcion se restringid a los pacientes que presentaban sintomas subjetivos y
objetivos de estenosis uretral (Puntuacién internacional de sintomas prostaticos
[IPSS] >13, indice de flujo urinario maximo <15 ml/s). Los sujetos se habian
sometido al menos a un tratamiento endoscépico previo antes de inscribirse en
los estudios clinicos.

Los datos de seguridad y eficacia no han sido establecidos durante este estudio
clinico para respaldar el tratamiento de las estenosis en pacientes con:

o HBP

Prostatectomia radical

Irradiacion pélvica

Tratamiento con bdtox

Mas de 1 estenosis

Uretroplastia previa en la uretra anterior

Uretritis bacteriana o gonorrea

Presencia de implante de pene/esfinter artificial o stent uretral/prostatico
Vejiga neurogénica conocida, anomalias del esfinter o deficiencias
funcionales del musculo detrusor.

Diagndstico de liquen escleroso o reparacién de hipospadias previa.
Antecedentes de carcinoma de vejiga o prostata en los 5 afios anteriores
Estenosis debida a balanitis xerdtica obliterante (BXO)

Tumores uretrales o cancer de pene

O O O O 0O 0O O o

O O O o
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7.0 USO EN POBLACIONES ESPECIALES

La seguridad y la eficacia del DCB uretral no han sido establecidas en pacientes pediatri-
cos (<18 afios de edad) ni en mujeres. El uso del DCB uretral en pacientes de >18 afios
de edad queda a discrecién del médico.

8.0 POSIBLES COMPLICACIONES

Las posibles complicaciones asociadas al uso del catéter con DCB Optilume son similares
a las que se asocian a las intervenciones habituales de dilatacion uretral. Las posibles
complicaciones pueden abarcar, entre otras:
e Dolor y sensibilidad a la palpacion
e Espasmo vesical por la colocacién de una sonda de Foley
e Traumatismo tisular en las estructuras circundantes, por ejemplo, daiios uretrales
e Hematuria
e Reacciones adversas al medicamento, reaccién alérgica al medio de contraste
empleado durante la uretrografia diagndstica
¢ Infeccidn de las vias urinarias
e Perforacion de los tejidos
e Recurrencia de la estenosis que obliga a realizar una nueva intervencion
quirurgica
¢ |ncontinencia
e Disuria
e Fiebre
e Retencidn urinaria

9.0 INFORMACION SOBRE EL FARMACO

o MECANISMO DE ACCION
El recubrimiento del DCB uretral contiene paclitaxel, un agente antimitdtico que
se une especificamente a los microtubulos y los estabiliza. Se ha notificado
que el paclitaxel inhibe la proliferacién y la migracion de las células del
musculo liso y los fibroblastos, asi como las secreciones de la matriz
extracelular. La combinacion de estos efectos puede reducir la hiperplasia
urotelial y, por tanto, evitar la recurrencia de las estenosis.

o INTERACCIONES FARMACOLOGICAS
No se han realizado estudios formales de interacciones farmacoldgicas con
el DCB uretral. Deben consultarse las respectivas instrucciones de uso de
todos los far macos empleados junto con el DCB para conocer sus
interacciones con el paclitaxel.

m
h
>
P
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o

Es preciso tener en cuenta las posibles interacciones farmacoldgicas sistémicas

y locales en la uretra de un paciente que esté tomando un farmaco con
interacciones conocidas con el paclitaxel o cuando se decide comenzar una
farmacoterapia en un paciente que ha sido tratado con el DCB. El metabolismo
del paclitaxel se cataliza por las isoenzimas CYP2C8 y CYP3A4 del citocromo P-450
y es un sustrato de la glicoproteina P. Pueden producirse interacciones
farmacoldgicas con cualquier farmaco que afecte a estas isoenzimas. A falta de
estudios formales de interacciones farmacoldgicas, es necesario administrar el

paclitaxel con precaucion. .
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o CARCINOGENICIDAD, GENOTOXICIDAD Y TOXICIDAD PARA LA
REPRODUCCION
No se han llevado a cabo estudios a largo plazo para evaluar el potencial
carcinogénico del fdrmaco paclitaxel ni del DCB Optilume, y no se han
publicado estudios adecuados y bien controlados en mujeres embarazadas o en
hombres con intencidon de tener hijos. El paclitaxel inhibe la proliferacion celular
interactuando con los microtubulos, y una consecuencia de ello es la pérdida
de cromosomas completos durante la division celular. Esta accion indirecta es
coherente con las respuestas positivas en los ensayos in vitro e in vivo de
genotoxicidad de micronucleos, en los que se detectan fragmentos de ADN.
Estos resultados positivos también se han observado en lo referente a
aberraciones cromosdmicas en linfocitos humanos primarios. Se desconoce si el
paclitaxel ejerce alguna accién directa por separado sobre el ADN en la
generacioén de roturas o fragmentos de cadenas de ADN. Da negativo en los
ensayos de mutacidn de genes, como el de la Salmonella o el de CHO/HPRT.

Estudios realizados en ratas y conejos a los que se administré paclitaxel
intravenoso durante la organogénesis, revelaron evidencias de toxicidad
maternal, embriotoxicidad y fetotoxicidad a dosis de 1y 3 mg/kg,
respectivamente (aproximadamente 13 y 39 veces la dosis que administra el
DCB Optilume con un revestimiento de 5,5 mg de paclitaxel [balon de 10 mm x
50 mm)] ajustadas al peso corporal). No se observé teratogenicidad en ratas
prefiadas a las que se administré paclitaxel intravenosos en dosis diarias de

1 mg/kg (una dosis diaria de aproximadamente 13 veces la dosis del DCB
Optilume [10 mm x 50 mm)], ajustada al peso corporal).

El médico a cargo del paciente debera sopesar los posibles beneficios médicos
del catéter con DCB Optilume frente a estos riesgos genotoxicos y reproductivos.
ADVERTENCIA: El DCB uretral contiene paclitaxel, una genotoxina conocida. Los
hombres deberan mantener relaciones sexuales con proteccién (con
preservativo) durante los 30 dias posteriores al tratamiento.

10.0 PRESENTACION

El catéter con DCB Optilume se suministra ESTERIL para un solo uso (esterilizacién con
Oxido de etileno). EI DCB se presenta en un sistema de envase de doble bolsa (una lami-
nada y una de Tyvek) dentro de una caja de cartén individual.

11.0 CONSERVACION

El DCB uretral debe conservarse a temperatura ambiente, en un lugar seco y en su en-
vase original. El dispositivo debe usarse antes de la fecha de caducidad que figura en el
envase.

12.0 ELEMENTOS RECOMENDADOS

Preparar los siguientes elementos mediante una técnica estéril:
e Una guia del tamafio adecuado con punta flexible (consultar el etiquetado del
producto)

1111-002 Rev D

Anlage 4 zuTOP 8.3.3

e Un cistoscopio (preferentemente uno flexible)

e Solucidn salina estéril

e Jeringa de 10 cc

¢ Llave de paso de dos vias

¢ Dispositivo de inflado con mandmetro

e Medios de contraste. Nota: Opcionales para su uso en intervenciones guiadas
con fluoroscopia

13.0 INSTRUCCIONES DE USO
13.1  ANTES DE SU UTILIZACION

Medicacidn perioperatoria

Se recomienda a los médicos que sigan las pautas de medicacion preoperatoria y de
preparacion de una intervencion endoscdépica, incluida la administracion de algun an-
tibidtico preoperatorio seglin proceda. También se recomienda administrar AINE orales
antes de la intervencién.

Si existe infeccidn de las vias urinarias (IVU) en el momento del tratamiento, se debe tra-
tar al paciente hasta curarle la infeccién, antes de poder llevar a cabo esta intervencion.

13.2  PREPARACION DE LA ESTENOSIS QUE SE VAYA A TRATAR

La predilatacion uretral de la estenosis que se vaya a tratar, mediante un método de
preparacion adecuado segun lo determine el médico a cargo del paciente (baldn de
dilatacién sin revestimiento o UIVD), estd recomendada para las estenosis muy pro-
nunciadas y dificiles de atravesar, antes del uso del DCB Optilume. Lleve a cabo una
predilatacion para que la estenosis “ceda”. Estos casos se definen como aquellos con un
diametro de la luz de la estenosis dilatada >20 F 0 >50 % mayor que la luz de la estenosis
no dilatada.

13.3 TAMARNOS DEL DISPOSITVO

Verifique que el didametro del balén DCB seleccionado a la presién nominal sea el mismo
o ligeramente mayor que el diametro de la uretra sana adyacente al borde distal de la
estenosis. El diametro del baldn dividido por la uretra sana adyacente distal se define
como la relaciéon de estiramiento.

Dimensionamiento de la uretra bulbar

Para estenosis bulbares que no superan una relacién de estiramiento de 1,3 entre el
diametro del baldon y la uretra distal sana. Si el tamafio de la uretra se encuentra entre
dos tamanos de dispositivo disponibles, utilice el tamafio mas grande siempre que

la relacién de estiramiento sea menor o igual que 1,3. Si el siguiente tamafio mas
grande produce una relacién de estiramiento superior a 1,3, utilice el dispositivo

mas pequefio.

Dimensionamiento de la uretra del pene

Para las estenosis uretrales del pene, seleccione el didmetro de balén que mejor se
adapte a la uretra sana distal. La relacion de estiramiento de la uretra del pene no
debe exceder de 1:1. Si el tamafio de la uretra se encuentra entre dos tamafios de
baldn disponibles, seleccione el tamaiio de baldon mds pequeiio. NO SUPERE la
relacion de estiramiento de 1:1.
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Tanto para la uretra del pene como la uretra bulbar, la longitud del balén DCB debe ser
mayor que la de la estenosis que se vaya a tratar. La longitud del balén debe extenderse
aproximadamente 0,5-1 cm mas alla de la estenosis a ambos lados. Por ejemplo, si la
longitud de la estenosis es de 2 cm, elija un balén DCB de 3 cm.

13.4 PREPARACION DEL CATETER CON BALON

Evacue del catéter con DCB el aire. La luz del balén del catéter contiene aire y es nece-
sario desplazarlo para asegurarse de que el baldn se llene solo de liquido mientras el
catéter se encuentre dentro de la uretra.

1. Fijar la llave de paso en posicidn abierta al conector de inflado del baldn.

2. Conectar una jeringa medio llena de solucion salina a la llave de paso.

3. Con la punta de la jeringa hacia abajo, tirar del émbolo hasta alcanzar el
volumen total de la jeringa (creando asi presién negativa maxima) y retenerlo
hasta que dejen de verse burbujas de aire saliendo de la solucidn salina de la
jeringa. Repetir segun sea necesario para purgar el aire del catéter y sustituirlo
con solucion salina. Mantener el émbolo atras, girar la llave de paso para
mantener el vacio y retirar la jeringa. Llenar a medias un dispositivo de inflado
con solucion salina isoténica, o una proporcion 1:1 de medio de contraste:
solucidén salina en caso de que se emplee fluoroscopia, y purgar el aire de la via.

4. Conectar el dispositivo de inflado a la Ilave de paso del catéter con baldn, girar la
llave de paso y hacer el vacio en el dispositivo de inflado.

13.5 INSERCION DEL DCB OPTILUME
1. Colocar con un cistoscopio una guia de 0,97 mm (0,038 pulg.) con la punta
flexible enrollada en la vejiga.
2. Retirar de la punta del catéter con DCB el protector del baldn.

Precaucion: Es necesario actuar con cuidado al pasar un balon recubierto de
paclitaxel por cualquier cistoscopio. Minimizar la manipulacion excesiva y no
tocar el balon. No limpiar el balén con gasa seca, humeda ni lubricada, ni con
ningun disolvente que pudiera dafiar la integridad del baldon recubierto de
fdrmaco.

3. Empujar el catéter con DCB por el interior del canal de trabajo del cistoscopio.
Otra posibilidad es colocar la guia y el catéter con baldn fuera del canal de trabajo
del cistoscopio para poder situarlos en paralelo.

4. Utilice el cistoscopio para guiar la colocacion del DCB. También puede ajustar
la posicion del DCB mediante fluoroscopia, sirviéndose de los marcadores radi
opacos ubicados debajo de la zona de transicion entre el cuerpo del balén y el
cono.

Precaucion: No empujar la guia ni el catéter de dilatacion con baldn si se
encuentra resistencia sin antes determinar su causa y tomar las medidas
correctoras oportunas.

13.6 INFLADO DEL DCB OPTILUME

Precaucion: Los dispositivos de inflado pueden alcanzar presiones muy altas con un mini-
mo esfuerzo. Es muy recomendable emplear un dispositivo de inflado con un mandmetro
de alta presion para optimizar la fuerza de dilatacion de modo que la estenosis uretral
ceda y permita la penetracion del farmaco en el urotelio cedido.

1. Asegurese de lavar la uretra con solucién salina.
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2. Situar el DCB a lo largo de la estenosis con el cistoscopio distal al baldn
(alejado de la vejiga) para poder visualizar la correcta colocacion del balén a lo
largo de la estenosis. Dejar el baldn en posicion desinflado durante un minimo
de 1 minuto antes de inflarlo. Comprobar que los marcadores radiopacos del
baldén se encuentren en la posicion correcta mediante fluoroscopia.

3. Inflar el baldn a la presidn de estallido nominal (RBP) empleando el dispositivo de
inflado. No superar la presion de estallido nominal (RBP) del balén. Mantener la
presidon durante un minimo de 5 minutos o hasta obtener la dilatacion que se
desee.

4. Desinflar el balén aplicando vacio al mismo con el dispositivo de inflado. Cuando
el baldn esté totalmente desinflado, retirar la guia y el DCB lentamente. Si se
advierte una leve resistencia al retirar el baldn, girar suavemente el catéter para
permitir que el baldn se pliegue alrededor del eje del catéter y facilitar asi la
retirada.

Precaucion: Si se advierte resistencia al retirar una guia a través de un catéter
introducido en un cistoscopio, DEJAR DE TIRAR y retirarlos juntos al mismo
tiempo como si fuesen una unidad para evitar dafios en la guia, el catéter o

la anatomia del paciente.

5. Si el producto presenta algun fallo antes o durante el inflado (por debajo de
la RBP), sustituir el DCB e inflarlo siguiendo el procedimiento. Si el fallo se
produce después de inflar el baldn a la RBP, no repetir la intervencion con el DCB.
6. Introducir una sonda de Foley de 12-14 Fr lubricada y dejarla en su sitio durante
un minimo de 2 dias o lo que marque el protocolo estandar, eligiendo la duracién
mayor entre ambas.

13.7 GRAFICO DE DISTENSIBILIDAD

18 Fr (6 mm) x 30 mm

(ATM) Presién kPa (mm) Balén
6,0 600 Nominal 6,11 (18 Fr)
8,0 800 6,23 0
10,0 1000 6,34 g
12,0 1200 RBP 6,45 pa]
(@)
-
18 Fr (6 mm) x 50 mm
(ATM) Presién kPa (mm) Balén
6,0 600 Nominal 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 RBP 6,25
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24 Fr (8 mm) x 30 mm

(ATM) Presion kPa (mm) Baldn
6,0 600 Nominal 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 RBP 8,46

24 Fr (8 mm) x 50 mm

(ATM) Presién kPa (mm) Balén
6,0 600 Nominal 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54

30 Fr (10 mm) x 30 mm

(ATM) Presién kPa (mm) Balén
6,0 600 Nominal 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29

30 Fr (10 mm) x 50 mm

(ATM) Presion kPa (mm) Baldn
6,0 600 Nominal 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Precaucion: No debe superarse la presion de estallido nominal. Consultar la etiqueta
del producto para conocer las presiones de estallido nominales. Inflar el balén con una
presion mayor que la presion de estallido nominal puede provocar su rotura. Si se pro-
duce una pérdida de presion en el baldn durante el inflado o si este se rompe durante la
dilatacion, interrumpir inmediatamente la intervencion. Desinflar el balon con cuidado y
retirarlo de la uretra. No volver a inflarlo.

14.0 GARANTIA

Urotronic garantiza que se han tomado las precauciones oportunas en el diseiio y la fab-
ricacion de este producto. Esta garantia sustituye y excluye cualquier otra garantia que
no se haya indicado expresamente en el presente documento, ya sea prevista por la ley
explicita o implicitamente o de cualquier otro modo, entre otras, toda garantia implicita
para un fin particular. La manipulacion, conservacion, limpieza y esterilizacion de este
dispositivo, ademas de otros factores relacionados con el paciente, el
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diagnéstico, el tratamiento, las intervenciones quirurgicas y otros aspectos que escap-
en al control directo de Urotronic afectan directamente al dispositivo y los resultados
obtenidos de su uso. La obligacidon de Urotronic de acuerdo con esta garantia se limita

a la reparacidn o sustitucion de este dispositivo, y Urotronic no serd responsable de
ningun dafio o perjuicio fortuito o consecuente, ni de ningun gasto que se derive directa
o indirectamente del uso de este dispositivo. Urotronic no asume ninguna responsabili-
dad con respecto a los dispositivos reutilizados, reprocesados o reesterilizados ni ofrece
ninguna garantia sobre ellos, ya sea explicita o implicita, para un fin determinado o para
otro propdsito.

15.0 SIMBOLOS EMPLEADOS EN LAS ETIQUETAS DEL DISPOSITIVO
@ Cantidad: 1 unidad por caja

Precaucidn: La legislacion federal restringe la venta de este
dispositivo solo a médicos o por prescripcion facultativa.

50
2

Indica la fecha de fabricacion del producto sanitario.

No reesterilizar

No reutilizar

No utilizar si el envase esta dafiado

Fragil

1@ ® %

Fecha de caducidad

-

7.1? Mantener alejado de la luz solar

Mantener seco

Fabricante

No contiene latex

Limite de temperatura: 15 °C- 30 °C

Precaucidn: Consultar las instrucciones de uso

Esterilizado con dxido de etileno

B[ ~® K

Numero de referencia

,..
o
=

Numero de lote

c E Marcado CE segun la Directiva de dispositivos médicos 93/42/CEE de
434 1 la Unidn Europea (organismo notificado n.2 1434)

E Representante autorizado en la Unién Europea

MDSS GmbH C €
EC I REP | schiffgraben 41
1434

30175 Hannover, Germany

Urotronic, Inc.

N 2495 Xenium Lane North
Minneapolis, MN 55441
USA
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1.0 DESCRICAO DO DISPOSITIVO
1.1 Cateter de baldo

O Cateter de Baldo Revestido por Farmaco (DCB) Uretral Optilume é um fio-guia de

0,97 mm (0,038") e um cateter de passagem sobre o fio-guia (OTW) compativel com
cistoscopio flexivel, com um design de duplo [imen e uma ponta cénica atraumatica. O
Baldo Revestido por Farmaco (DCB) é utilizado para exercer forga radial e dilatar segmen-
tos estreitos da uretra (estenoses). A extremidade distal do cateter possui um bal3o in-
suflavel semi-conformavel, o qual tem um revestimento exclusivo que contém paclitaxel
como principio ativo. O revestimento de farmaco cobre o comprimento de trabalho do
corpo do baldo. O dispositivo possui duas bandas de marcagdo radiopacas que indicam o
comprimento de trabalho do baldo.

— Ponta conica atraumatica Porta de insuflagdo tipo Luer
/

/

Revestimento de paclitaxel

= 't —
| Baldo insuflavel semi-conformével . S~ ok \
| LUmen do fio- \
Bandas de marcacao quia de 0,038

/" COMPRIMENT ™\
\_ OUTIL75cm

O dispositivo é esterilizado utilizando éxido de etileno numa bolsa de Tyvek. Apds a
esterilizacdo, o cateter na bolsa de Tyvek é selado numa bolsa de folha de aluminio
com dessecante e colocado dentro de uma caixa de cartdo individual. Cada Cateter
de DCB é fornecido com uma bainha protetora que cobre a parte do baldo revestido
por farmaco do cateter. O rétulo da bolsa de Tyvek apresenta uma tabela de
conformacdo do baldo.

'
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1.2 Revestimento de farmaco

O revestimento de farmaco consiste no ingrediente ativo paclitaxel e excipientes. O
revestimento de farmaco cobre o comprimento de trabalho do componente do baldo
do cateter. O revestimento de farmaco esta distribuido uniformemente pela superficie
do baldo a uma concentragdo de 3,5 ug/mm?. A principal caracteristica funcional do
revestimento de farmaco é permitir a libertacdo de paclitaxel para o urotélio durante a
insuflacdo do bal3o.

Matriz de dosagem do DCB

Numero de Diametro Comprimento Dose de
catalogo (Fr/mm) (mm) paclitaxel (mg)
1110-06030C 18.0/6.0 30 2.0
1110-06050C 18.0/6.0 50 3.3
1110-08030C 24.0/8.0 30 2.6
1110-08050C 24.0/8.0 50 4.4
1110-10030C 30.0/10.0 30 33
1110-10050C 30.0/10.0 50 5.5
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2.0 UTILIZAGAO PREVISTA

O Cateter de Baldo Revestido por Farmaco (DCB) Uretral Optilume destina-se ao trata-
mento de estenoses na uretra anterior em adultos do sexo masculino.

3.0 INDICAGOES DE UTILIZAGAO

O Cateter DCB Uretral Optilume é utilizado para tratar homens 218 anos de idade com
sintomas urinarios incomodos, associados a estenose recorrente na uretra anterior. Foi
concebido como um baldo de dilatagdo para uma estenose uretral Unica, paralela ou
difusa anterior com <3 cm de comprimento ou para utilizagdo como terapia coadjuvante
com outros dispositivos de dilatacdo e/ou procedimentos.

4.0 CONTRAINDICACOES

O Cateter de Baldo Uretral de Dilatagdo Revestido por Farmaco (DCB) esta contraindica-
do para utilizagdo em:
e Pacientes com hipersensibilidade conhecida ao paclitaxel ou compostos

estruturalmente relacionados.

e Pacientes com lesbes que ndo possam ser atravessadas com um fio-guia

de 0,038

5.0 ADVERTENCIAS

e O Cateter de DCB Uretral é fornecido ESTERIL apenas para uma Unica utilizacdo.
N3o reprocessar nem reesterilizar. O reprocessamento e a reesterilizagdo podem
aumentar o risco de infecdo do paciente e o risco de comprometimento do
desempenho do dispositivo.

A bolsa de folha de aluminio e a superficie externa da bolsa interior estdo no
estado NAO ESTERIL. O CONTEUDO da bolsa interior esta ESTERIL. Utilizar
imediatamente depois de abrir a bolsa de folha de aluminio.

N&o utilizar este dispositivo em caso de infe¢do na uretra (ITU) ou na bexiga.
Dever-se-a eliminar a infecdo antes de tratar a estenose com o Cateter de DCB
Optilume.

O Cateter de DCB sé6 deve ser utilizado por médicos experientes e conhecedores
dos aspetos clinicos e técnicos da dilatagdo por baldo uretral.

Antes de utilizarem o Cateter de DCB, os médicos devem ler e compreender as
instrugGes de utilizagdo. O ndo cumprimento das indica¢des, contraindicagdes,
restricbes, adverténcias e precauc¢des pode dar origem a complicacdes.

Ndo utilizar apds o prazo de validade.

O Cateter de DCB contém paclitaxel, uma genotoxina conhecida. Os homens
devem ter relagGes sexuais protegidas (usar um preservativo) durante 30 dias
apods o tratamento.

Monitorizar o paciente quanto a sinais de anafilaxia ou hipersensibilidade ao
paclitaxel.

Nunca utilizar ar nem nenhum meio gasoso para insuflar o DCB.

Quando estiver a ser utilizado, o DCB deve ser manuseado sob visualiza¢do direta
por cistoscopia ou observacdo fluoroscopica de alta qualidade.

N3do manusear o DCB no estado insuflado.

Se sentir resisténcia em qualquer momento durante o procedimento de insergdo,
ndo forcar a passagem. A resisténcia pode provocar danos no dispositivo ou no
[Umen. Retirar o cateter cuidadosamente.
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e Os homens com parceiras sexuais em idade fértil devem usar um preservativo
durante, no minimo, 90 dias apds o tratamento.

As reacdes adversas ao paclitaxel e os sintomas observados com origem,
principalmente, em estudos de infusdo endovenosa do farmaco para o
tratamento de individuos com cancro, incluem

o Anomalias cromossémicas e risco de cancro

o Riscos para o feto quando uma mulher gravida é exposta

o Anafilaxia e hipersensibilidade ao paclitaxel

o Inibicdo da cura da uretra apds o procedimento

o Mielossupressao, incluindo: neutropenia, leucopenia, trombocitopenia,
anemia

o Arritmia

o Neuropatia periférica

o Mialgia ou artralgia

o Alopecia

o Hipotensao

o Nauseas, vomitos ou diarreia

o Niveis elevados de bilirrubina, ALP e AST

o O possivel efeito no figado e rins é desconhecido e ndo foi estudado.

A quantidade de paclitaxel administrado localmente durante o procedimento com
o Cateter de DCB Optilume é muito inferior a uma dose Unica de quimioterapia
sistémica administrada a pacientes com cancro e o farmaco parece permanecer
localizado, essencialmente, na uretra.

6.0 PRECAUCOES

Insuflar sempre com um liquido estéril (solugdo salina estéril ou mistura de
contraste a 50%). Nunca insuflar com ar, diéxido de carbono ou qualquer

outro gas. O DCB ndo deve ser insuflado para além da pressdo de rutura

nominal (RBP). Nao insuflar o baldo em demasia.

Os cateteres de baldo destinam-se a ser utilizados por médicos formados

e experientes em técnicas de dilatagdo por cateter de baldo.

Para garantir uma regulagao adequada da pressao do baldo, é recomendavel
utilizar um dispositivo de insuflagdo de baldo com mandémetro.

Aspirar o baldo completamente antes de remover cuidadosamente o dispositivo
da uretra. O uso de forca excessiva para retirar o baldo pode traumatizar o tecido.
Antes da utilizagdo, inspecionar cuidadosamente o Cateter de DCB e a
embalagem. N3o utilizar o cateter se estiver danificado ou se o tamanho, a forma
ou o estado ndo forem adequados para o procedimento pretendido.

N&do mergulhar nem limpar a parte do DCB com nenhum liquido, uma vez que a
integridade do revestimento de farmaco pode ficar danificada ou comprometida.
Substituir qualquer Cateter de DCB em que o baldo tenha entrado em contacto
com fluidos antes da utilizagao.

Usar luvas estéreis secas ou gazes secas para manusear o Cateter de DCB ante da
utilizagdo. Deve ter-se cuidado para minimizar o contacto com a parte do baldo
revestido do dispositivo.

Nunca insuflar o DCB fora do corpo ou antes de atingir a estenose-alvo, pois
pode comprometer a integridade do revestimento.
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N3o tentar passar o DCB através de um cistoscopio de tamanho (Fr) inferior

ao indicado no rétulo.

O comprimento de trabalho do DCB deve cobrir todo o comprimento da
estenose-alvo.

Para a correta administragdo do farmaco na estenose-alvo, deixar o revestimento
hidratar-se na uretra durante 60 segundos, no minimo, antes da insuflacdo e
manter a insuflacdo do DCB durante 5 minutos, no minimo. Para otimizar a
dilatacdo da estenose, pode utilizar-se um tempo de insuflagdo mais longos >5
minutos, ao critério do operador.

Se o produto tiver uma falha antes ou durante a insuflagdo, substituir o Cateter
de DCB e insuflar em conformidade com o procedimento pretendido. Se a falha
ocorrer apos a insuflacdo até a RBP, ndo repetir o procedimento do DCB.

Ap0s a utilizacdo, este produto pode constituir um potencial risco bioldgico.
Manusear e eliminar de acordo com a pratica médica aceite e os regulamentos
locais aplicaveis.

Os profissionais de saude devem evitar usar luvas de latex para impedir eventuais
reacOes alérgicas por parte de pacientes que sejam alérgicos ao latex.

A preparacdo do limen uretral da lesdo-alvo, utilizando o método de preparacdo
adequado do lumen, determinado pelo médico responsavel, é necessaria antes
da utilizacdo do Cateter de DCB Optilume.

A preparagdo do lumen utilizando apenas pré-dilatagdo com um cateter de balao
ndo revestido ou DVIU (uretrotomia interna sob visdo direta) foi estudada no
ensaio clinico Robust I.

Em ensaios clinicos, a confirmacdo visual de uma estenose significativa (<12F de
diametro uretral) por cistoscopia ou uretrograma era obrigatdria e a inscricdo

foi limitada a pacientes com sintomas subjetivos e objetivos de estenose uretral
(Classificagdo Internacional de Sintomas da Prdstata - International Prostate
Symptom Score) [IPSS] >13, pico da taxa de fluxo urindrio <15 ml/seg). Os
individuos tinham realizado pelo menos um tratamento endoscépico prévio antes
da sua inscrigdo nos ensaios clinicos.

N&o foram obtidos dados de seguranca e eficacia durante o ensaio clinico para
apoiar o tratamento de estenoses em pacientes com:

o HBP

o0 Prostatectomia radical

o Radioterapia pélvica

o Tratamento com Botox

o Mais do que 1 estenose

o Uretroplastia anterior na uretra anterior

o Uretrite bacteriana ou gonorreia

o Presenca de implante peniano, esfincter artificial ou stent da uretra/prostata

o Bexiga neurogénica, anomalias do esfincter ou ma fun¢do do musculo
detrusor conhecidos

o Diagnosticado com liquen escleroso ou reparagao anterior de hipospadia

o Historial anterior, nos ultimos 5 anos, de carcinoma da bexiga ou da prostata

o Estenose devida a balanite xerdtica obliterante (BXO)

o Tumores uretrais ou cancro do pénis
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7.0 UTILIZACAO EM POPULACOES ESPECIAIS

A seguranca e eficacia do Cateter de DCB Uretral ndo foram estabelecidas em pacientes
pediatricos (<18 anos de idade) ou em mulheres. A decisdo da utilizagdo do Cateter de
DCB Uretral em pacientes com >18 anos de idade ou mais velhos cabe ao médico.

8.0 POSSIVEIS COMPLICACOES

As possiveis complicagdes associadas a utilizacdo do Cateter de DCB Optilume sdo idénti-
cas as associadas aos procedimentos padrdo de dilatagdo da uretra. As possiveis compli-
cagdes podem incluir, entre outras:

e Dor e sensibilidade

e Espasmo vesical devido a colocacdo de um cateter Foley

e Traumatismo do tecido em estruturas circundantes, incluindo lesdes na uretra

e Hematuria

e Reag¢des medicamentosas, reacao alérgica ao meio de contraste utilizado

durante o uretrograma de diagndstico

¢ Infegdo do trato urinario

e Perfuracdo do tecido

e Recidiva de estenose que obrigue a cirurgia adicional

¢ Incontinéncia

e Disuria

e Febre

e Retencgdo urindria

9.0 INFORMACAO FARMACOLOGICA
o MECANISMO DE ACAO

O revestimento do Cateter de DCB Uretral contém paclitaxel, um agente
antimitético que se liga especificamente aos microtubulos e os estabiliza.
Foi relatado que o paclitaxel inibe a proliferacdo e a migra¢do de células
musculares lisas e de fibroblastos, bem como a secrecdo de matriz
extracelular. A combinacdo destes efeitos pode resultar na inibicdo da
hiperplasia do urotélio e, por conseguinte, da recidiva da estenose.
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o INTERAGOES MEDICAMENTOSAS

N3o foram realizados estudos formais de interagdes medicamentosas para o
Cateter de DCB Uretral. As instrugbes de utilizacdo de todos os medicamentos
utilizados em conjunto com o DCB devem ser consultadas quanto as interagdes
com paclitaxel.

Deve considerar-se a possibilidade de ocorréncia de interagdes medicamentosas
sistémicas e locais na uretra num paciente que esteja a tomar um medicamento
com interagdes conhecidas com o paclitaxel ou quando se decidir iniciar a terapia
medicamentosa num paciente que foi tratado com o DCB. O metabolismo do
paclitaxel é catalisado pelas isoenzimas CYP2C8 e CYP3A4 do citocromo P450 e

€ um substrato da glicoproteina-P. Podem ocorrer interagdes medicamentosas
com qualquer medicamento que afete estas isoenzimas. Na auséncia de estu-
dos formais de interagdes medicamentosas, deve ter-se cuidado ao administrar
paclitaxel.
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o CARCINOGENICIDADE, GENOTOXICIDADE E TOXICOLOGIA REPRODUTIVA

N3o foram realizados estudos de longo prazo para avaliar o potencial carcinogéni-
co do Cateter de DCB Optilume, e ndo existem estudos adequados e bem contro-
lados publicados relativos a mulheres gravidas ou a homens que pretendam ter
filhos. O paclitaxel inibe a proliferacdo celular ao interagir com microtubulos, e
uma consequéncia é a perda de cromossomas durante a divisdo celular. Esta acdo
indireta é consistente com respostas positivas in vitro e ensaios de genotoxicidade
do micronucleo in vivo, que detetam fragmentos de ADN. Também foram relata-
dos resultados positivos para aberragdes cromossémicas em linfocitos humanos
primarios. N3o se sabe se o paclitaxel tem uma agdo direta separada no ADN no
que se refere a geracdo de quebras ou fragmentos dos filamentos de ADN. E nega-
tivo em ensaios de mutacgdo genética, incluindo salmonela e CHO/HPRT.

Estudos realizados em ratos e coelhos aos quais foi administrado paclitaxel por via
endovenosa durante organogénese, revelaram evidéncia de toxicidade materna,
embriotoxicidade e fetotoxicidade em dosagens de 1 e 3 mg/kg, respetivamente
(aproximadamente 13 e 39 vezes a dose fornecida pelo Cateter de DCB Optilume
revestido com 5,5 mg de paclitaxel [baldo de 10 mm x 50 mm] ajustada ao peso
corporal). Nao foi observada teratogenicidade em ratas gravidas as quais foram
administradas diariamente doses endovenosas de paclitaxel de 1 mg/kg (uma
dose didria de aproximadamente 13 vezes a dose do Cateter de DCB Optilume

[10 mm x 50 mm], ajustada ao peso corporal).

O médico responsavel deve contrabalangar os possiveis beneficios médicos do
Cateter de DCB Optilume contra estes riscos genotoxicos e reprodutivos.
ADVERTENCIA: O Cateter de DCB Uretral contém paclitaxel, uma genotoxina
conhecida. Os homens devem ter rela¢des sexuais protegidas (usar um
preservativo) durante 30 dias apds o tratamento.

10.0 APRESENTACAO

O Cateter de DCB Optilume é fornecido ESTERIL apenas para uma Unica utilizacdo
(esterilizagdo com dxido de etileno). O Cateter de DCB esta acondicionado num sistema
de embalagem de bolsa dupla (bolsa de folha de aluminio e bolsa de Tyvek), estando
inserido numa caixa individual.

11.0 ARMAZENAMENTO

O Cateter de DCB Uretral deve ser armazenado a temperatura ambiente, num local seco,
na sua embalagem original. O dispositivo deve ser utilizado antes do prazo de validade
indicado na embalagem.

12.0 ITENS RECOMENDADOS

Prepare os seguintes itens utilizando a técnica estéril:
¢ Fio-guia de tamanho apropriado com ponta flexivel (consultar o rétulo do
produto)
e Cistoscopio (preferencialmente flexivel)
¢ Solucgdo salina esterilizada
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e Seringa de 10 cc

e Torneira de duas vias

e Dispositivo de insuflagdo com mandmetro

e Meio de contraste — Nota: Opcional para utilizagdo com procedimentos sob
orientagao fluoroscopica.

13.0 INDICACOES DE UTILIZAGAO
13.1 ANTES DA UTILIZACAO
Medicagao peri-procedimento

Recomenda-se que os médicos sigam as diretrizes quanto a medicac¢do peri-procedi-
mento e a preparagao para um procedimento endoscdpico, incluindo a administragdo de
antibidtico peri-procedimento conforme adequado. Também se recomenda a adminis-
tragdo de AINEs orais antes do procedimento.

Em caso de presenca de infe¢do do trato urinario (ITU) no momento do tratamento, o
paciente deve ser tratado até a cura da infe¢do antes de se poder realizar o procedimen-
to de tratamento.

13.2 PREPARAGAO DA ESTENOSE-ALVO

A pré-dilatagdo uretral da estenose-alvo, utilizando o método de preparagdo adequado
determinado pelo médico responsével (baldo de dilatagdo ndo revestido ou DVIU), é
recomendada para estenoses gravemente estenosadas e dificeis de atravessar antes da
utilizacdo do Cateter de DCB Optilume. Realizar uma pré-dilatacdo para “fazer ceder” a
estenose. Isto é definido como o didmetro do lumen da estenose dilatada >20F ou >50%
maior do que o limen da estenose ndo dilatada.

13.3 SELECAO DO TAMANHO DO DISPOSITIVO

Verificar se o didmetro selecionado do baldo do Cateter de DCB a pressdao nominal
é igual ou ligeiramente superior ao diametro da uretra saudavel adjacente a
extremidade distal da estenose. O diametro do baldo dividido pela uretra distal
sauddvel adjacente é definido como o racio de distensao.

Calculo das dimensdes da uretra bulbar

No caso de estenoses bulbares, ndo exceder um racio de distensdo 1,3 de diametro

do baldo em relacdo a uretra distal sauddvel. Se o tamanho da uretra se encontrar

os tamanhos de dispositivo disponiveis, utilize o tamanho maior desde que o racio

de distensdo seja inferior ou igual a 1,3. Se o tamanho maior seguinte produzir um racio
de distensdo superior a 1,3, utilize o dispositivo mais pequeno.

Cdlculo das dimensdes da uretra peniana

No caso de estenoses da uretra peniana, selecione o diametro do baldo que melhor
corresponde a uretra distal saudavel. O racio de distensdo da uretra peniana ndao
deve exceder 1:1. Se o tamanho da uretra se encontrar entre os tamanhos de baldo
disponiveis, selecione o tamanho de baldo mais pequeno. NAO EXCEDER um racio de
distensdo de 1:1.

No caso da uretra peniana e da uretra bulbar, o comprimento do baldo DCB ndo deve
ser maior do que o comprimento da estenose a tratar. O comprimento do baldo deve
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estender aproximadamente 0,5-1 cm para além da estenose em ambos os lados. Por
exemplo, se o comprimento da estenose for de 2 cm, escolha um baldo DCB de 3 cm.

13.4 PREPARACAO DO CATETER DE BALAO

Evacuar o ar do Cateter de DCB. O limen do baldo do cateter contém ar e este deve ser

expelido para garantir que apenas liquido enche o baldo enquanto o cateter se encontra

na uretra.

1.
2.
3.

Fixar a torneira na posi¢ao aberta no conector de insuflagao do baldo.

Fixar a seringa cheia até metade com solugdo salina na torneira.

Com a ponta da seringa voltada para baixo, retrair o @mbolo até a seringa estar
cheia (o que cria pressdo negativa maxima) e segurar até ndo se ver mais bolhas
de ar a sair da solucdo salina na seringa. Repetir conforme necessario para pu
gar o ar do cateter e substituir com solugdo salina. Manter o émbolo retraido,
rodar a torneira para manter o vacuo e remover a seringa. Encher um dispositivo
de insuflagdo até meio com solugdo salina normal, ou com meio de contraste e
solucdo salina na proporcdo de 1:1 em caso de fluoroscopia, e purgar o ar da
linha.

. Fixar o dispositivo de insuflacdo na torneira no cateter de baldo, rodar a torneira

e criar vacuo no dispositivo de insuflagdo.

13.5 INSERGAO DO CATETER DE DCB OPTILUME

1.

2.

Posicionar um fio-guia de 0,038” com a ponta flexivel enrolada na bexiga com a
ajuda de um cistoscépio.
Retirar o protetor do baldo da ponta do Cateter de DCB.

Atengdo: Ter cuidado ao passar um baldo revestido com paclitaxel através de
qualquer sistema de cistoscopio. Minimizar o manuseamento excessivo e ndo
tocar no baldo. Néo limpar o baldo com gaze seca, molhada ou lubrificada nem
nenhum solvente que possa danificar a integridade do baldo revestido por
fdrmaco.

. Avancar o Cateter de DCB no interior do canal de trabalho do cistoscépio.

Alternativamente, colocar o fio-guia e o cateter de baldo separados do canal de
trabalho do cistoscdpio para uma colocagao lado a lado.

. Utilizar o cistoscépio para orientar a colocagao do Cateter de DCB. Em

alternativa, posicionar o Cateter de DCB sob fluoroscopia, utilizando os
marcadores radiopacos localizados por baixo da transi¢do do corpo do
baldo/cone.

Atengdo: NdGo avancgar o fio-guia nem o cateter de baldo de dilatagéio se sentir
resisténcia, sem primeiro determinar a sua causa e tomar medidas corretivas.

13.6 INSUFLAGAO DO CATETER DE DCB OPTILUME

Atengdo: Os dispositivos de insufla¢éo sdo capazes de atingir pressées muito
elevadas com um esfor¢co minimo. Recomenda-se vivamente a utilizagdo de um
dispositivo de insuflagdo com um mandmetro de alta presséo para otimizar a
forga de dilatagdo, com vista a fazer ceder a estenose uretral e permitir a pene
tragcdo do fdrmaco no urotélio que cedeu.

1. Assegurar que a uretra € irrigada com solucdo salina.
2. Posicionar o Cateter de DCB na estenose com o cistoscopio distal ao baldo

1111-002 Rev D

. Inserir um cateter Foley lubrificado de 12-14 Fr e deixar no local durante, no
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(afastado da bexiga) para visualizar a correta colocacdo do baldo na estenose.
Deixar o baldo posicionado e nao insuflado durante, no minimo, 1 minuto antes
da insuflagdo. Verificar se os marcadores radiopacos do baldo estdo na posicao
correta, por meio de fluoroscopia.

. Insuflar o baldo até a pressao de rutura nominal utilizando o dispositivo de

insuflacdo. Ndo exceder a pressao de rutura nominal (RBP) do baldo. Manter a
pressdo durante 5 minutos, no minimo, ou até atingir a dilatagdo desejada.

. Esvaziar o baldo aplicando vacuo ao baldo com o dispositivo de insuflacdo.

Quando o baldo estiver completamente vazio, retirar lentamente o fio-guia e o
Cateter de DCB. Se sentir uma ligeira resisténcia quando o baldo estiver a ser
removido, girar o cateter suavemente para ajudar o baldo a dobrar-se a volta da
haste do cateter e facilitar a remocao.

Atengdo: Se sentir resisténcia ao remover um fio-guia através de um cateter por
meio de um cistoscopio, PARAR e remové-los ao mesmo tempo, como uma
unidade completa, para evitar danos no fio-guia, no cateter ou na anatomia do
paciente.

. Se o produto tiver uma falha antes ou durante a insuflagdo (mas inferior a RBP),

substituir o Cateter de DCB e insuflar em conformidade com o procedimento pre
tendido. Se a falha ocorrer apds a insuflacdo até a RBP, ndo repetir o procedimen
to com o Cateter de DCB.

minimo, 2 dias ou segundo o padrdo de cuidados, o que for mais longo.

o
o
)
-
c
(q)
C
m
wn

13.7 TABELA DE CONFORMAGAO
18 Fr (6 mm) x 30 mm
(ATM) Pressdo kPa (mm) Baldo
6,0 600 Nominal 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 RBP 6,45
18 Fr (6 mm) x 50 mm
(ATM) Pressao kPa (mm) Balao
6,0 600 Nominal 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 RBP 6,25
24 Fr (8 mm) x 30 mm
(ATM) Pressdo kPa (mm) Balao
6,0 600 Nominal 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 RBP 8,46

Pagina 7 de 8

p



24 Fr (8 mm) x 50 mm

(ATM) Pressdo kPa (mm) Baldo
6,0 600 Nominal 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54
30 Fr (10 mm) x 30 mm
(ATM) Pressdo kPa (mm) Baldo
6,0 600 Nominal 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
30 Fr (10 mm) x 50 mm
(ATM) Pressao kPa (mm) Balao
6,0 600 Nominal 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Atengdo: A pressdo de rutura nominal ndo deve ser excedida. Consultar o rotulo do
produto para saber as pressées de rutura nominais. A insuflagéo para além da presséo
de rutura nominal pode provocar o rompimento do baldo. Se ocorrer a perda de pressédo
no interior do baléo durante a insuflagdo ou se o balGo se romper durante a dilatagdo,
interromper imediatamente o procedimento. Esvaziar o baldo cuidadosamente e retird-lo
da uretra. Ndo voltar a insuflar.

14.0 GARANTIA

A Urotronic garante que adotou cuidados razoaveis na concecdo e no fabrico deste
produto. Esta garantia substitui e exclui todas as restantes garantias ndo expressamente
estabelecidas no presente documento, sejam explicitas ou implicitas, decorrentes da
legislagdo ou ndo, incluindo, entre outras, quaisquer garantias implicitas de adequagdo

a um determinado fim. O manuseamento, o armazenamento, a limpeza e a esterilizagdo
deste dispositivo, bem como outros fatores relacionados com o paciente, diagndstico,
tratamento, procedimentos cirurgicos e outros fora do ambito de controlo da Urotron-
ic, afetam diretamente o dispositivo e os resultados obtidos com a sua utilizagdo. A
obrigacdo da Urotronic ao abrigo desta garantia esta limitada a reparagao ou substitu-
icdo deste dispositivo e a Urotronic ndo sera responsavel por quaisquer perdas, danos ou
despesas incidentais ou consequentes, decorrentes direta ou indiretamente da utilizagao
deste dispositivo. A Urotronic ndo assume qualquer responsabilidade em relagdo aos
dispositivos reutilizados, reprocessados ou reesterilizados e ndo oferece qualquer garan-
tia, seja explicita ou implicita, incluindo, entre outras, garantias para um determinado
fim, em relagdo a esses dispositivos.
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15.0 SIMBOLOS UTILIZADOS NOS ROTULOS DO DISPOSITIVO

| Quantidade de 1 por caixa

Bronw Atencdo: A lei federal s6 permite a venda deste dispositivo a médicos
ou mediante receita médica.

Indica a data em que o dispositivo médico foi fabricado.

N3o reesterilizar

N3o reutilizar

N3o utilizar se a embalagem estiver danificada

Fragil

Prazo de validade

I

ZD

Manter afastado da luz solar

ANV

Manter seco

Fabricante

N&o contém latex

@R

Limite de temperatura 15 °C- 30 °C

Atencdo: Consultar as instrugdes de utilizagdo

-
=

STERLEEO] Esterilizado com dxido de etileno
Numero de catélogo
LOT Numero de lote

m

E Marca CE de acordo com a Diretiva relativa a dispositivos médicos
L 93/42/CEE da Unido Europeia (Organismo notificado n.2 1434)

r
®

Representante autorizado da Unido Europeia

E

Urotronic, Inc.

2495 Xenium Lane North
Minneapolis, MN 55441
USA

1434

MDSS GmbH
EC | REP | schiffigraben 41

30175 Hannover, Germany
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1.0 DESCRIZIONE DEL DISPOSITIVO

1.1 Catetere a palloncino

Sommario

Il catetere uretrale a palloncino con rivestimento di farmaco (DCB) Optilume & un ca-

tetere over-the-wire (OTW) compatibile con cistoscopio flessibile e dotato di filo guida

da 0,97 mm (0,038”), con doppio lume e punta smussa atraumatica. || DCB e utilizzato al
1.2 RIVESTIMENTO DI FARMACO fine di esercitare una forza radiale per dilatare segmenti uretrali stretti (stenosi). Les-

2.0 USO PREVISTO tremita distale del catetere & dotata di un palloncino gonfiabile semi-compliante con

3.0  INDICAZIONI PER LUSO oo rivestimento brevettato contenente il farmaco attivo paclitaxel. Il rivestimento di farma-

co ricopre la lunghezza operativa del corpo del palloncino. Il dispositivo € dotato di due

1.0 DESCRIZIONE DEL DISPOSITIVO . .
11 CATETERE A PALLONCINO ....ciitiiiiiiiiiiictcstccic ettt

4.0 CONTROINDICAZIONI ...cuuiieeiireeirireneiieeeetrneessnesesssssssssssssssnsssssnsssssnsssssnsssssnnssssnnnsns 4 . o . .
fasce radiopache che indicano la lunghezza operativa del palloncino.
5.0 AVVERTENZE ...ccuuuiiiiiiiinnniiiiiiniiensiiiiinnnssssssiiimssesssssssmmmssssssssssssssssssssssssssssssssssssnnssssss 4
6.0 PRECAUZION I ..uueuemecnercnceeneeseaesseaesseaesseasssesessesessasessesessasessesensssensssensssensssensssenssens 4 — Punta smussa atraumatica Porta di gonfiaggio in stile Luer
7.0 USO IN POPOLAZIONI SPECIALI ..cotiirirneiiiniinrnnniiniiinsnssiisinieesssssssmmssssssssssssssssssss 5 /

8.0  POSSIBILI COMPLICANZE.................. | Rivestimento in paclitaxel

9.0 INFORMAZIONI SUL FARMACO..
10.0 MODALITA DI FORNITURA.........
11.0 CONSERVAZIONE ......ccoccumrrerriinnnee
12.0 ARTICOLI CONSIGLIATI ..............
13.0 ISTRUZIONI PER L'USO................

=
| Palloncino gonfiabile semi-compliante e / \
| Lume del filo guida da

Fasce 0,97 mm (0,038
/7 LUNGHEZZA
' \UTILIZZABILE 75 cm

131 PRIMA DELLUSO cccoicirmeiveeeimeeessseesseesssssessse s sssssssssssssssssssssssses e 6 S B S .
13.2  PREPARAZIONE DELLA STENOSI TARGET vvoeereeeeeeeeeeeeeeeesesessssesessesseeessesesenes 6 Il dispositivo viene sterilizzato con ossido di etilene in una busta in Tyvek. Dopo la ster-
ilizzazione, il catetere imbustato viene sigillato in una busta in alluminio con essicante e
13.3 DIMENSIONI DEL DISPOSITIVO cuuuiieeeeeeeeee et eeesea e 6 contenuto in una scatola singola. Ciascun DCB viene fornito con una guaina protettiva
13.4  PREPARAZIONE DEL CATETERE A PALLONCINO w..coommreermmreernereessneeesseseesnnnes 6 che ricopre la parte del catetere con il palloncino con rivestimento di farmaco. La tabella
13.5  INSERIMENTO DEL DCB OPTILUME ..c.cutuieiriiieiiieieininiecieienenseseeeieieneneeseeaes 7 di compliance del palloncino si trova sull’etichetta della busta in Tyvek.
13.6 GONFIAGGIO DELDCB OPTILUME .covieieieeeeeeeeeeeeeeeeeeee e 7
137 TABELLA DI COMPLIANCE oo eeeeeeoeeeeseeeeeeeeenenesensseseseeeeeeeeeeee 7 1.2 Rivestimento di farmaco
18.0 GARANZIA ..ccouveveeereeeeteesssssssssesssessssssssssessssssssssassssssessasssassbssssssasssasssassassassssssaens 8 Il rivestimento di farmaco & composto dal principio attivo paclitaxel e da eccipienti. Il
15.0 SIMBOLI UTILIZZAT!I NELLE ETICHETTE DEL DISPOSITIVO......... 8 riVeSﬁmentO dl farmaco riCOpre |a |Unghezza Operal'iva del pa||0ncin0 del catetere.

Il rivestimento di farmaco é distribuito uniformemente su tutta la superficie del
palloncino a una concentrazione di 3,5 ug/mm?. La caratteristica funzionale
principale del rivestimento di farmaco é consentire il rilascio di paclitaxel all’'urotelio

durante il gonfiaggio del palloncino. E

Matrice del dosaggio del DCB E

Numero di Diametro Lunghezza Dose di g

catalogo (Fr/mm) (mm) paclitaxel (mg)

1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 33
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5
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2.0 USO PREVISTO

Il catetere uretrale a palloncino con rivestimento di farmaco (DCB) Optilume é destinato
al trattamento delle stenosi nell'uretra anteriore nei maschi adulti.

3.0 INDICAZIONI PER L'USO

Il catetere uretrale DCB Optilume & indicato per il trattamento di pazienti maschi con eta
>18 anni con sintomi urinari fastidiosi associati a stenosi uretrale anteriore ricorrente. E
progettato per essere utilizzato come palloncino di dilatazione di stenosi uretrale anteri-
ore singola, doppia o diffusa con una lunghezza <3 cm, oppure come terapia aggiuntiva
con altri dispositivi e/o procedure di dilatazione.

4.0 CONTROINDICAZIONI

L'uso del catetere uretrale per dilatazione a palloncino con rivestimento di farmaco
(DCB) & controindicato nei seguenti casi:
e Pazienti con ipersensibilita nota a paclitaxel o a composti strutturalmente
correlati.
e Pazienti con lesioni che non possono essere attraversate con un filo guida da
0,97 mm (0,038”).

5.0 AVVERTENZE

e || DCB uretrale e fornito STERILE ed e esclusivamente monouso. Non
ricondizionare né risterilizzare. Il ricondizionamento e la risterilizzazione
potrebbero aumentare il rischio di infezione per il paziente e il rischio di
compromettere le prestazioni del dispositivo.

e La busta in alluminio e la superficie esterna della busta interna NON sono sterili.
Il CONTENUTO della busta interna & STERILE. Dopo aver aperto la busta in
alluminio, utilizzarne immediatamente il contenuto.

e Non utilizzare questo dispositivo se e presente un’infezione dell’'uretra (UTI) o
della vescica. Eliminare I'infezione prima di trattare la stenosi con il DCB
Optilume.

¢ |l DCB deve essere utilizzato solo da medici esperti e con una conoscenza
approfondita degli aspetti clinici e tecnici della dilatazione uretrale con
palloncino.

e Prima di utilizzare il DCB, i medici devono leggere e comprendere le istruzioni
per I'uso. La mancata osservanza di istruzioni, controindicazioni, limitazioni,
avvertenze e precauzioni puo portare a complicanze.

e Non utilizzare dopo la data di scadenza.

¢ || DCB contiene paclitaxel, una genotossina nota. Gli uomini devono avere
rapporti sessuali protetti (utilizzo del preservativo) per 30 giorni dopo il trattamento.

e Monitorare I'eventuale presenza di segni di anafilassi o ipersensibilita a paclitaxel.

e Per gonfiare il DCB non utilizzare mai aria né altri mezzi gassosi.

e Quando utilizzato, il DCB deve essere manipolato con visualizzazione diretta
mediante cistoscopia o sotto osservazione fluoroscopica con apparecchiature di
alta qualita.

e Non manipolare il DCB quando gonfio.

e Qualora si incontri resistenza in qualunque momento durante la procedura di
inserimento, non forzare il passaggio. La resistenza puo causare danni al
dispositivo o al lume. Estrarre attentamente il catetere.
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e Gli uomini con partner potenzialmente fertili devono utilizzare il preservativo
per almeno 90 giorni dopo il trattamento.

e Tra le reazioni avverse al paclitaxel e i sintomi osservati derivati principalmente
da studi con infusione EV sul farmaco durante il trattamento di soggetti affetti da
cancro sono comprese:

Anomalie cromosomiche e rischio cancerogeno

Danno al feto in caso di esposizione di una donna in gravidanza
Anafilassi e ipersensibilita a paclitaxel

Inibizione della guarigione dell’uretra dopo la procedura

Nella mielosoppressione sono incluse: neutropenia, trombocitopenia, anemia
Aritmia

Neuropatia periferica

Mialgia o artralgia

Alopecia

Ipotensione

Nausea, vomito o diarrea

Livelli elevati di bilirubina, ALP e AST

Non sono noti e non sono stati studiati potenziali effetti su fegato e reni

O O OO 0O 0O O O O o oo

o

La quantita di paclitaxel erogato localmente durante la procedura con DCB Optilume

e notevolmente inferiore a una dose singola di chemioterapico sistemico somministra-
to a pazienti affetti da cancro e sembra che il farmaco resti essenzialmente localizzato
nell’'uretra.

6.0 PRECAUZIONI

e Gonfiare sempre utilizzando un liquido sterile (soluzione salina sterile o miscela
di contrasto al 50%). Non gonfiare mai con aria, anidride carbonica né altri gas.
I DCB non deve essere gonfiato oltre la pressione nominale di scoppio (RBP).
Non gonfiare eccessivamente il palloncino.

e | cateteri a palloncino sono indicati per I'uso da parte di medici qualificati ed
esperti nelle tecniche di dilatazione con catetere a palloncino.

e Per garantire la corretta regolazione della pressione del palloncino, e
necessario utilizzare un dispositivo di gonfiaggio del palloncino dotato di
manometro.

e Aspirare completamente il palloncino prima di rimuovere delicatamente il
dispositivo dall’uretra. L'uso di una forza eccessiva per estrarre il palloncino
puo causare un trauma ai tessuti.

e Ispezionare attentamente il DCB e la confezione prima dell’utilizzo. Non
utilizzare il catetere se & danneggiato o se la sua dimensione, forma o
condizione non e idonea alla procedura prevista.

e Non immergere né pulire con alcun liquido la sezione a palloncino del DCB,
poiché il rivestimento di farmaco potrebbe danneggiarsi o risultare
compromesso. Sostituire qualsiasi DCB qualora il palloncino sia entrato a
contatto con dei liquidi prima dell’'uso.

e Utilizzare guanti sterili asciutti o tamponi di garza asciutti per manipolare il DCB
prima dell’uso. Prestare attenzione al fine di ridurre il contatto con la parte del
dispositivo in cui si trova il palloncino con rivestimento.
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¢ Non gonfiare mai il DCB all’esterno del corpo o prima di raggiungere la stenosi 7.0 USO IN POPOLAZIONI SPECIALI
target, poiché tale operazione puo compromettere I'integrita del rivestimento.

e Non tentare di introdurre il DCB attraverso un cistoscopio con misura in French
inferiore a quella indicata sull’etichetta.

e Lalunghezza operativa del DCB deve coprire I'intera lunghezza della stenosi

La sicurezza e I'efficacia del DCB uretrale non sono state stabilite in pazienti pediatrici
(<18 anni d’eta) o nelle donne. L'utilizzo del DCB uretrale in pazienti di eta 218 anni é a
discrezione del medico.

target.

e Per favorire il corretto rilascio di farmaco nella stenosi target, lasciare idratare 8.0 POSSIBILI COMPLICANZE
il rivestimento nell’'uretra per un minimo di 60 secondi prima del gonfiaggio Le possibili complicanze associate all’utilizzo del catetere DCB Optilume sono simili a
e mantenere il gonfiaggio del DCB per un minimo di 5 minuti. Per ottimizzare la quelle associate alle procedure standard per la dilatazione dell’uretra. Le possibili
dilatazione della stenosi, tempi di gonfiaggio piu lunghi >5 minuti devono essere complicanze possono includere, ma non sono limitate a:
eseguiti a discrezione dell'operatore. e Dolore e sensibilita

¢ Se il prodotto presenta un guasto prima o durante il gonfiaggio, sostituire il DCB e Spasmo della vescica da inserimento del catetere Foley
e gonfiarlo secondo la procedura. Se il guasto si verifica dopo il gonfiaggio alla e Trauma tissutale nelle strutture circostanti, compreso danno uretrale
RBP, non ripetere la procedura con DCB. e Ematuria

e Dopo l'utilizzo, questo prodotto pud costituire un potenziale rischio biologico. e Reazioni da farmaco, reazione allergica al mezzo di contrasto utilizzato durante
Manipolare e smaltire in conformita con le pratiche mediche accettate e le I'uretrografia diagnostica
normative locali applicabili. ¢ Infezione delle vie urinarie

Perforazione dei tessuti
Stenosi ricorrente che richiede ulteriore intervento chirurgico

e Gli operatori sanitari devono evitare I'uso di guanti in lattice al fine di prevenire
possibili reazioni allergiche da parte dei pazienti allergici al lattice.

e Prima di utilizzare il DCB Optilume & necessario preparare il lume uretrale della ¢ Incontinenza
lesione target, utilizzando I'idoneo metodo di preparazione secondo le indicazioni e Disuria
del medico curante. e Febbre

¢ La preparazione del lume mediante solo predilatazione con un catetere a Ritenzione urinaria

palloncino non rivestito o DVIU e stata esaminata nello studio clinico Robust I.
e Negli studi clinici, era necessaria la conferma visiva di una stenosi significativa

(diametro uretrale <12F) tramite cistoscopia o uretrografia e I'arruolamento & 9.0 INFORMAZIONI SUL FARMACO

stato limitato ai pazienti che presentavano sintomi soggettivi e oggettivi di stenosi o MECCANISMO D’AZIONE
uretrale (International Prostate Symptom Score [IPSS] >13, velocita di flusso Il rivestimento del DCB uretrale contiene paclitaxel, un farmaco antimitotico che
urinario di picco <15 mL/sec). | soggetti sono stati sottoposti adalmenoun fissa e stabilizza in modo specifico i microtubuli. E stato riscontrato che paclitaxel
precedente trattamento endoscopico prima dell'arruolamento negli studi clinici. inibisce la proliferazione e la migrazione dei fibroblasti e delle cellule dei muscoli
* Non sono stati definiti i dati di sicurezza ed efficacia durante lo studio clinico per lisci, nonché la secrezione di matrice extracellulare. La combinazione di questi
supportare il trattamento di stenosi in pazienti affetti da: effetti pud causare l'inibizione dell’iperplasia uroteliale e, di conseguenza, la
o IPB ricorrenza di stenosi.
0 Prostatectomia radicale —
.. . o INTERAZIONI DEL FARMACO -]
o Radiazione pelvica >
o Trattamento con Botox Non sono stati gondott.'l st'udl formqll sull |\nteraZ|one? tra farmaci con il DC!3 -
o Pitudilstenosi uretrale. Per le interazioni con paclitaxel, & necessario consultare le istruzioni =3
) ) ) per I'uso di tutti i farmaci utilizzati in combinazione con il DCB. 2
o Precedente uretroplastica all’interno dell’uretra anteriore (@)
o Uretrite batterica o gonorrea Occorre valutare il potenziale rischio di interazioni, sia sistemiche che locali,
o Presenza di protesi peniena, sfintere artificiale o uretra/stent prostatico tra farmaci ngll uretra in pazienti che assumono un farr'ngc'o con |ntera2|9n!
. . lie dello sfi funzionalita del note con paclitaxel, oppure al momento di decidere di iniziare una terapia in
0 \Vescica neurogenica nota, anomalie dello sfintere o scarsa funzionalita de pazienti che sono stati trattati con il DCB. Il metabolismo di paclitaxel &
muscolo detrusore catalizzato dagli isoenzimi CYP2C8 e CYP3A4 del citocromo P450 e si tratta di
Diagnosi di Lichen Sclerosus o precedente riparazione di ipospadia un substrato della P-glicoproteina. Potenziali interazioni tra farmaci possono

verificarsi con qualsiasi farmaco che agisce su questi isoenzimi. In assenza di
studi formali sull’interazione tra farmaci, € necessario prestare attenzione
durante la somministrazione di paclitaxel.

Anamnesi di carcinoma della vescica o della prostata negli ultimi 5 anni
Stenosi dovuta a balanite xerotica obliterante (BXO)
Tumori uretrali o cancro penieno

o O O O
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o CANCEROGENICITA, GENOTOSSICITA E TOSSICOLOGIA RIPRODUTTIVA

Non & stato eseguito alcuno studio a lungo termine al fine di valutare il poten-
ziale di cancerogenicita del farmaco paclitaxel o del DCB Optilume e non vi sono
studi adeguati e ben controllati pubblicati su donne in gravidanza o in uomini che
intendono procreare. Paclitaxel inibisce la proliferazione cellulare interagendo con
i microtubuli e la perdita degli interi cromosomi durante la divisione cellulare &
una conseguenza. Questa azione indiretta & coerente con le risposte positive dei
test in vitro e in vivo sulla genotossicita del micronucleo, che rilevano i frammenti
di DNA. Sono stati riferiti anche risultati positivi per aberrazioni cromosomiche nei
linfociti umani primari. Non & noto se paclitaxel abbia un’azione separata diretta
sul DNA nel generare rotture dei filamenti o frammenti di DNA. Risulta negativo
nei test per mutazione genica, tra cui salmonella e CHO/HPRT.

Gli studi eseguiti su ratti e conigli riceventi paclitaxel per endovena durante
I'organogenesi hanno rivelato evidenza di tossicita materna, embriotossicita e
fetotossicita rispettivamente ai dosaggi di 1 e 3 mg/kg (circa 13 e 39 volte la dose
erogata dal DCB Optilume rivestito con 5,5 mg di paclitaxel (palloncino da 10 mm
x 50 mm) aggiustata per peso corporeo). Non e stata osservata alcuna teratoge-
nicita in ratti gravidi riceventi dosi giornaliere di paclitaxel per endovena di 1 mg/
kg (una dose giornaliera di circa 13 volte la dose di DCB Optilume (10 mm x 50
mm) aggiustata per peso corporeo).

I medico curante deve equilibrare i potenziali benefici medici del catetere DCB
Optilume con questi rischi genotossici e riproduttivi. AVWERTENZA: il DCB uretrale
contiene paclitaxel, una genotossina nota. Gli uomini devono avere rapporti
sessuali protetti (utilizzo del preservativo) per 30 giorni dopo il trattamento.

10.0 MODALITA DI FORNITURA

Il catetere DCB Optilume é fornito STERILE ed e esclusivamente monouso (sterilizzazione
mediante ossido di etilene). Il DCB & contenuto in un sistema di confezionamento a dop-
pia busta (busta in alluminio e in Tyvek), contenuto all’interno di una confezione singola.

11.0 CONSERVAZIONE

Il DCB uretrale deve essere conservato nella sua confezione originale, a temperatura
ambiente e in un ambiente asciutto. Il dispositivo deve essere utilizzato prima della data
di scadenza indicata sulla confezione.

12.0 ARTICOLI CONSIGLIATI

Preparare i seguenti articoli utilizzando una tecnica sterile:
¢ Filo guida della misura appropriata con punta flessibile (fare riferimento
all’etichettatura del prodotto)
Cistoscopio (preferibilmente flessibile)
Soluzione salina sterile
Siringa da 10 cc
Rubinetto a due vie
Dispositivo di gonfiaggio con manometro
Mezzi di contrasto — Nota: opzionali, da utilizzare con procedure guidate da
fluoroscopia
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13.0 ISTRUZIONI PER L'USO
13.1 PRIMA DELL'USO

Medicazione periprocedurale

Si raccomanda che i medici si attengano alle linee guida per le medicazioni e la preparaz-
ione preprocedurali e per una procedura endoscopica, tra cui la somministrazione di un
antibiotico preprocedurale, laddove appropriato. Si raccomandano anche FANS orali da
somministrare prima della procedura.

Qualora sia presente un’infezione delle vie urinarie (UTI) al momento del trattamento, il
paziente deve essere trattato fino alla guarigione dell’infezione prima di poter applicare
la procedura di trattamento.

13.2 PREPARAZIONE DELLA STENOSI TARGET

Prima di utilizzare il DCB Optilume si raccomanda di eseguire la predilatazione uretrale
della stenosi target, utilizzando I'idoneo metodo di preparazione secondo le indicazioni
del medico curante (palloncino per dilatazione non rivestito o DVIU) per stenosi di eleva-
to livello o di difficile attraversamento. Eseguire la predilatazione per “aprire” la stenosi.
Si tratta del diametro del lume di stenosi dilatata >20 F o >50% maggiore rispetto al lume
di stenosi non dilatata.

13.3 DIMENSIONI DEL DISPOSITIVO

Verificare che il diametro del palloncino del DCB selezionato alla pressione nominale sia
identico o leggermente pil grande del diametro dell’'uretra sana, adiacente al margine
distale della stenosi. Si definisce “coefficiente di elasticita” il diametro del palloncino
diviso per il diametro dell’uretra sana adiacente.

Dimensioni dell’'uretra bulbare

In caso di stenosi bulbare, non superare un coefficiente di elasticita di 1,3 del diametro
del palloncino rispetto all’'uretra sana adiacente. Se la dimensione dell’uretra ricade tra
due dimensioni disponibili del dispositivo, utilizzare la dimensione pil grande purché il
coefficiente di elasticita sia inferiore o uguale a 1,3. Se la dimensione piu grande suc-
cessiva comporta un coefficiente di elasticita superiore a 1,3, usare il dispositivo con la
dimensione piu piccola.

Dimensioni dell’uretra peniena

In caso di stenosi uretrale peniena, selezionare il diametro del palloncino che si abbina
meglio all’uretra sana distale. Il coefficiente di elasticita dell’'uretra peniena non deve
essere maggiore di 1:1. Se la dimensione dell’uretra ricade tra due dimensioni
disponibili del palloncino, selezionare la dimensione del palloncino piu piccola tra le due.
NON SUPERARE il coefficiente di elasticita di 1:1.

Per 'uretra sia peniena che bulbare il palloncino del DCB deve avere una lunghezza
superiore a quella della stenosi da trattare. La lunghezza del palloncino deve estendersi
di circa 0,5-1 cm oltre la stenosi su entrambi i lati. Ad esempio, se la lunghezza della
stenosi e 2 cm, scegliere un palloncino del DCB da 3 cm.

13.4 PREPARAZIONE DEL CATETERE A PALLONCINO

Eliminare I'aria dal catetere DCB. Il lume del palloncino del catetere contiene aria,
che deve essere rimossa al fine di garantire che solo il liquido riempia il palloncino
mentre il catetere si trova nell’'uretra.
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1. Collegare il rubinetto, in posizione aperta, al connettore di gonfiaggio del
palloncino.

. Collegare al rubinetto la siringa riempita per meta con soluzione salina sterile.

3. Tenendo la punta della siringa verso il basso, tirare indietro lo stantuffo per
riempire il volume della siringa, creando una pressione massima negativa, e
mantenere in questa posizione fino a quando non si vedono piu uscire delle
bollicine d’aria dalla soluzione salina nella siringa. Ripetere se necessario per
eliminare I'aria dal catetere e sostituirla con soluzione salina. Tenendo lo
stantuffo retratto, ruotare il rubinetto per mantenere il vuoto e rimuovere la
siringa. Riempire per meta un dispositivo di gonfiaggio con normale soluzione
salina o con liquido di contrasto e soluzione salina in rapporto 1:1 se si utilizza la
fluoroscopia, ed eliminare I'aria dalla linea.

4. Collegare il dispositivo di gonfiaggio al rubinetto sul catetere a palloncino, ruotare
il rubinetto e creare il vuoto nel dispositivo di gonfiaggio.

N

13.5 INSERIMENTO DEL DCB OPTILUME

1. Con l'aiuto di un cistoscopio, posizionare nella vescica un filo guida da 0,97 mm
(0,038”) con la punta flessibile avvolta.
2. Rimuovere la protezione del palloncino dalla punta del catetere DCB.

Attenzione: prestare attenzione durante il passaggio del palloncino rivestito con
paclitaxel attraverso qualsiasi cistoscopio. Ridurre al minimo la manipolazione e
non toccare il palloncino. Non pulire il palloncino con garze asciutte, bagnate o
lubrificate, né con alcun solvente, poiché tale operazione puo danneggiare I'in
tegrita del palloncino con rivestimento di farmaco.

3. Far avanzare il catetere DCB all’interno del canale operativo del cistoscopio. In
alternativa, posizionare il filo guida e il catetere a palloncino fianco a fianco, in
posizione separata dal canale operativo del cistoscopio.

4. Utilizzare il cistoscopio per aiutarsi nel posizionamento del DCB. In alternativa,
posizionare il DCB con l'ausilio della fluoroscopia mediante i marker radiopachi
posizionati sotto I'area di transizione tra il palloncino e il cono.

Attenzione: se si avverte resistenza, non far avanzare il filo guida né il catetere
per dilatazione a palloncino senza prima determinare la causa della resistenza e
aver risolto il problema.

13.6 GONFIAGGIO DEL DCB OPTILUME

Attenzione: i dispositivi di gonfiaggio sono in grado di raggiungere pressioni
molto elevate con il minimo sforzo. L'uso di un dispositivo di gonfiaggio con un
manometro ad alta pressione é fortemente raccomandato per ottimizzare la forza
di dilatazione per aprire la stenosi uretrale e consentire la penetrazione all’interno
dell’urotelio aperto.

1. Assicurarsi che I'uretra sia irrorata con soluzione salina.

2. Posizionare il DCB nella stenosi con il cistoscopio posto distalmente al palloncino
(distante dalla vescica) per visualizzare il corretto posizionamento del palloncino
nella stenosi. Lasciare il palloncino in posizione sgonfia per almeno 1 minuto
prima del gonfiaggio. Verificare che la posizione dei marker radiopachi del
palloncino sia corretta, utilizzando la fluoroscopia.
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3. Gonfiare il palloncino alla pressione nominale di scoppio utilizzando il dispositivo
di gonfiaggio. Non superare la pressione nominale di scoppio (RBP) del
palloncino. Mantenere la pressione per almeno 5 minuti o fino a ottenere la
dilatazione desiderata.

4. Sgonfiare il palloncino applicando I'aspirazione utilizzando un dispositivo di gon

fiaggio. Quando il palloncino & completamente sgonfio, estrarre lentamente il filo
guida e il DCB. Se si avverte una lieve resistenza quando si tira il palloncino,
ruotare delicatamente il catetere per aiutare il palloncino ad arrotolarsi sull’asta
del catetere e facilitare I'estrazione.

Attenzione: se si avverte resistenza mentre si rimuove il filo guida attraverso un
catetere attraverso un cistoscopio, INTERROMPERE la procedura e rimuoverli
insieme contemporaneamente come un’unita completa, al fine di prevenire danni
al filo guida o al catetere, o lesioni anatomiche a carico del paziente.

5. Se il prodotto presenta un guasto prima o durante il gonfiaggio (ma inferiore alla

RBP), sostituire il DCB e gonfiarlo secondo la procedura. Se il guasto si verifica
dopo il gonfiaggio alla RBP, non ripetere la procedura con DCB.

6. Inserire un catetere Foley liscio da 12-14 Fr e lasciarlo in posizione per almeno 2

giorni o secondo lo standard di cura, in base a quale delle due opzioni &
maggiore.

13.7 TABELLA DI COMPLIANCE

18 Fr (6 mm) x 30 mm

Pressione (ATM) kPa Palloncino (mm)
6,0 600 Nominale 6,11 (18 Fr)
8,0 800 6,23
10,0 1.000 6,34
12,0 1.200 RBP 6,45

18 Fr (6 mm) x 50 mm

Pressione (ATM) kPa Palloncino (mm) —
6,0 600 Nominale 5,87 (18 Fr) ;
8,0 800 6,03 E
10,0 1.000 6,16 <
12,0 1.200 RBP 6,25 o

24 Fr (8 mm) x 30 mm

Pressione (ATM) kPa Palloncino (mm)
6,0 600 Nominale 7,98 (24 Fr)
8,0 800 8,16
10,0 1.000 8,32
12,0 1.200 RBP 8,46
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24 Fr (8 mm) x 50 mm

Pressione (ATM) kPa Palloncino (mm)
6,0 600 Nominale 8,00 (24 Fr)
8,0 800 8,20
10,0 1.000 8,37
12,0 1.200 RBP 8,54
30 Fr (10 mm) x 30 mm
Pressione (ATM) kPa Palloncino (mm)
6,0 600 Nominale 9,83 (30 Fr)
8,0 800 10,09
10,0 1.000 RBP 10,29
30 Fr (10 mm) x 30 mm
Pressione (ATM) kPa Palloncino (mm)
6,0 600 Nominale 9,98 (30 Fr)
8,0 800 10,23
10,0 1.000 RBP 10,44

Attenzione: non superare la pressione nominale di scoppio. Per le pressioni nominali
di scoppio, fare riferimento all’etichetta del prodotto. Il gonfiaggio oltre la pressione
nominale di scoppio puo causare la rottura del palloncino. Se si verifica una perdita
di pressione all’interno del palloncino durante il gonfiaggio o se il palloncino si rompe
durante la dilatazione, interrompere immediatamente la procedura. Sgonfiare
attentamente il palloncino e rimuoverlo dall’'uretra. Non gonfiare nuovamente.

14.0 GARANZIA

Urotronic garantisce che é stata utilizzata ragionevole accuratezza nella progettazione e
nella realizzazione di questo prodotto. Questa garanzia sostituisce ed esclude qualsiasi
altra garanzia non espressamente indicata nel presente documento, esplicita o implicita,
imposta per legge o altro, inclusa, a titolo esemplificativo ma non esaustivo, qualsiasi ga-
ranzia implicita per uno scopo particolare. La manipolazione, la conservazione, la pulizia
e la sterilizzazione di questo dispositivo, nonché altri fattori correlati a paziente, diagno-
si, trattamenti, interventi chirurgici e altre questioni al di fuori del controllo di Urotronic
influiscono direttamente sul dispositivo e sui risultati ottenuti mediante il suo utilizzo. Gli
obblighi di Urotronic nell’lambito della presente garanzia sono limitati alla riparazione o
sostituzione di questo dispositivo e Urotronic non sara responsabile di perdite, danni o
spese accidentali o consequenziali, direttamente o indirettamente derivanti dall’utilizzo
di questo dispositivo. Urotronic non si assume alcuna responsabilita in merito al riuti-
lizzo, ricondizionamento o risterilizzazione dei dispositivi e non rilascia alcuna garanzia,
esplicita o implicita, inclusa, a titolo esemplificativo ma non esaustivo, per uno scopo
particolare, per quanto riguarda questi dispositivi.
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15.0 SIMBOLI UTILIZZATI NELLE ETICHETTE DEL DISPOSITIVO

2l

Quantita: 1 per scatola

By ooy Attenzione: la legge federale limita la vendita di questo dispositivo
ai medici o su prescrizione medica

Indica la data in cui il dispositivo medico é stato prodotto

Non risterilizzare

M
&
@ Non riutilizzare
®

Non utilizzare se la confezione & danneggiata

I Fragile

g Data di scadenza

e

7.1? Tenere al riparo dalla luce del sole

Conservare all’asciutto

Produttore

Non contiene lattice

Limite di temperatura 15 °C- 30 °C

Sterilizzato con ossido di etilene

Numero di catalogo

ADE_I Attenzione: consultare le istruzioni per I'uso

Numero di lotto

m

E Marchio CE secondo la Direttiva sui dispositivi medici 93/42/CEE
434 | dell'Unione Europea (Organismo Notificato n. 1434)

Rappresentante autorizzato per I'Unione Europea

Urotronic, Inc.

d 2495 Xenium Lane North
Minneapolis, MN 55441
USA

1434

MDSS GmbH
EC | REP | schiffgraben 41

30175 Hannover, Germany
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1.0 BESCHRIJVING HULPMIDDEL
InhOUdSOpgave 1.1 Ballonkatheter
1.0 BESCHRIJVING HULPMIDDEL..eeeemoooeoeeesonnn De Optilume urethrale geneesmiddel-gecoate ballondilatatiekatheter (DCB, drug coated

balloon) bestaat uit een 0,038” (0,97 mm) voerdraad en een flexibele over-de-draad-
katheter (OTW, over-the-wire), geschikt voor een cystoscoop, met een dubbel lumen en
een tapse atraumatische punt. De DCB wordt gebruikt voor het uitoefenen van radiale
2.0  BEOOGD GEBRUIK ..oevriiirrinsinsissisiisissesnsinens kracht om vernauwde urethrale segmenten (stricturen) te dilateren. Het distale uiteinde
3.0  INDICATIES VOOR GEBRUIK...ccisiruiiruiircesiesniinetsesscssessssesssnsssssssessssssssnsssssssnens 4 van de katheter is voorzien van een semi-soepele opblaasbare ballon die is gecoat met
4.0 CONTRA-INDICATIES woveeeeeeeeeeeenenssnn een bedrijfseigen coating die het actieve geneesmiddel paclitaxel bevat. De geneesmid-
5.0  WAARSCHUWINGEN oo delcoating is over de gehele werklengte van de ballonromp aanwezig. Het hulpmiddel is
voorzien van twee radiopake markeringsbanden waarmee de werklengte van de ballon

1.1 BALLONKATHETER ..ottt
1.2 GENEESMIDDELCOATING

6.0  VOORZORGSMAATREGELEN ......cevreeeeeceeecseeesseecsssssssssssssssnsssensssensssssssssssssssssssens 4 .
. wordt aangeduid.
7.0  GEBRUIK BIJ SPECIALE GROEPEN PATIENTEN w.ecvueuneeeeeeeeeencesencsseessessssessssessssesessens 5
8.0  MOGELIJKE COMPLICATIES «.oovveeereeseveeesessesessssesessessessssssssesssssssssessssssssessesssssessessen 5 — Atraumatische tapse punt Luer-inflatiepoort
9.0  INFORMATIE OVER HET GENEESIMIDDEL weerveeeeeeeeeemeeeeneeeeeesesesessesessssessssessssessssens 5 / . .
/ Paclitaxel-coating
10.0  WIIZE VAN LEVERING «.eueereeeeeteeeeeeeeseeseseseseseseaseseasssseseseassseasasessasessnsessasessasessassssases 6 B
T o 11 1YY T 6 ~ e
" Semi-soepele opblaasbare ballon
12.0 AANBEVOLEN PRODUCTEN w..cueeeeeeeeeeeeseseeeesseeseseesssssssessesssnsessesssnssssssssasnsssessssssnseses 6 '| pele op 0,038
13.0  GEBRUIKSAANWIZING weevvereereeeeeeeeeseeseeseessesessessssssnsessessssssnssessessensssasesensensesssesenses 6 Markeringsbanden voerdraadlumen
131 VOOR GEBRUIK ettt st s s se st ssseennsneenas 6 /BRUIKBARE LENGTE
13.2  VOORBEREIDEN VAN DE DOELSTRICTUUR 6 ' \_  75cm
13.3  KEUZE VAN DE JUISTE MAAT VOOR HET HULPMIDDEL «.oeeeereeeeeeereereeeenn. 6 utomiddel behul . e Crald seerd
134 VOORBEREIDEN VAN DE BALLONKATHETER covvvvvoeeeeeeeeeeeeeeeeeeeeeeoseoseeseeeeees 6 Het hulpmiddel is met behulp van ethyleenoxide in een Tyvek-zakje gesteriliseerd.

Na sterilisatie wordt de katheter in het zakje verzegeld in een foliezakje met

3SANVT43A3IN

13.5  INBRENGEN VAN DE OPTILUME DCB w7 droogmiddel en in een doosje voor één exemplaar verpakt. Elke DCB wordt
13.6  OPBLAZEN VAN DE OPTILUME DCB ....ooovveeceereeeeneeeseesseessessseessesssessseesieeons 7 geleverd met een beschermhuls die het met geneesmiddel gecoate ballondeel
13.7  COMPLIANTIESCHEMA ....ootitiietieiteteeete ettt ettt 7 van de katheter bedekt. Op het etiket op het Tyvek-zakje staat een

1.0 GARANTIE «..oucevererteesresssesseessassssesssassssesssasssssessesssassssssssassssesssasssssessasssasassasssaessssssanes 8 balloncompliantieschema.

15.0 ETIKETTERINGSSYMBOLEN .....ccoitttuuuiiiiiiinnnniiiiiiieenniiiiiiiesmmiimmssssiismssssssssssses 8

1.2 Geneesmiddelcoating

De geneesmiddelcoating bestaat uit de actieve farmaceutische stof paclitaxel en hulp-
stoffen. De geneesmiddelcoating bedekt de werklengte van het ballononderdeel van
de katheter. De geneesmiddelcoating is gelijkmatig verdeeld over het ballonopperviak
in een concentratie van 3,5 pg/mm?. De belangrijkste functionele eigenschap van de
geneesmiddelcoating is de afgifte van paclitaxel aan het urotheel wanneer de ballon
opgeblazen is.

Doseringsmatrix DCB

Catalogusnummer Diameter Lengte Dosis paclitaxel
(Fr/mm) (mm) (mg)
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5
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2.0 BEOOGD GEBRUIK

De Optilume urethrale geneesmiddel-gecoate ballonkatheter (DCB) is bedoeld voor de
behandeling van stricturen in de anterieure urethra bij volwassen mannen.

3.0 INDICATIES VOOR GEBRUIK

De Optilume urethrale DCB-katheter wordt gebruikt voor het behandelen van mannen

> 18 jaar met hinderlijke urinaire klachten in verband met herhaaldelijk optredende
strictuur van de anterieure urethra. De katheter is ontworpen voor gebruik als dilatatie-
ballon voor één, tandem of diffuse anterieure urethrastrictuur met een lengte < 3 cm, of
voor gebruik als aanvullende therapie met andere dilatatiehulpmiddelen en/of -ingrepen.

4.0 CONTRA-INDICATIES

De urethrale geneesmiddel-gecoate ballondilatatiekatheter (DCB) is gecontra-indiceerd
voor gebruik bij:

Patiénten met een bekende overgevoeligheid voor paclitaxel of structureel
aanverwante bestanddelen.

Patiénten met laesies die niet kunnen worden gekruist met een 0,038”
voerdraad.

5.0 WAARSCHUWINGEN

De urethrale DCB wordt STERIEL geleverd en is uitsluitend bedoeld voor eenmalig
gebruik. Niet herverwerken of hersteriliseren. Herverwerking en hersterilisatie
kunnen het risico op infectie bij de patiént en het risico op een minder goede
werking van het hulpmiddel vergroten.

Het foliezakje en het uitwendige oppervlak van het binnenzakje zijn NIET STERIEL.

De INHOUD van het binnenzakje is STERIEL. Gebruik het hulpmiddel onmiddellijk
na het openen van het foliezakje.

Gebruik dit hulpmiddel niet indien sprake is van een infectie in de urethra (UWI)
of in de blaas. De infectie moet verdwenen zijn voordat de strictuur met de
Optilume DCB kan worden behandeld.

De DCB mag uitsluitend worden gebruikt door artsen met ervaring in en kennis
van de klinische en technische aspecten van urethrale ballondilatatie.
Voorafgaand aan het gebruik van de DCB moet de arts de gebruiksaanwijzing
gelezen en begrepen hebben. Het niet volgen van de indicaties, contra-indicaties,
beperkingen, waarschuwingen en voorzorgsmaatregelen kan resulteren in
complicaties.

Niet gebruiken na de uiterste gebruiksdatum.

De DCB bevat paclitaxel, een bekend genotoxine. Mannen moeten gedurende
30 dagen na de behandeling bescherming (een condoom) gebruiken tijdens de
geslachtsgemeenschap.

Let op tekenen van anafylaxie of overgevoeligheid voor paclitaxel.

Gebruik nooit lucht of een ander gasvormig medium om de DCB op te blazen.
Tijdens gebruik moet de DCB onder directe visualisatie middels cystoscopie of
hoogwaardige fluoroscopie worden gemanipuleerd.

Manipuleer de DCB nooit in opgeblazen staat.

Als er op enig moment tijdens het inbrengen weerstand wordt ervaren, mag het
opvoeren niet worden geforceerd. Weerstand kan het hulpmiddel of het lumen
beschadigen. Trek de katheter voorzichtig terug.
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e Mannen met seksuele partners die zwanger kunnen worden, moeten een con
doom gebruiken gedurende een periode van ten minste 90 dagen na de
behandeling.

¢ De bijwerkingen van paclitaxel en de waargenomen symptomen zijn
voornamelijk afgeleid uit onderzoek naar intraveneuze infusie van het
geneesmiddel voor de behandeling van kankerpatiénten en omvatten:

o chromosomale afwijkingen en risico op kanker;

schade aan de foetus, bij blootstelling van zwangere vrouwen;

anafylaxie en overgevoeligheid voor paclitaxel;

remming van de genezing van de urethra na de ingreep;

myelosuppressie waaronder neutropenie, leukopenie, trombocytopenie,

anemie;

aritmie;

perifere neuropathie;

myalgie of artralgie;

alopecie;

hypotensie;

misselijkheid, braken of diarree;

verhoogde bilirubine, ALP en AST;

de mogelijke gevolgen voor de lever en nieren zijn onbekend en niet be

studeerd.

De hoeveelheid paclitaxel die tijdens de Optilume DCB-ingreep plaatselijk wordt af-

gegeven, is aanzienlijk kleiner dan één dosis voor systemische chemotherapie zoals

verstrekt aan kankerpatiénten, en het geneesmiddel lijkt voornamelijk in de urethra
gelokaliseerd te blijven.

O O 0o

O 0O O0OO0OO0OO0OO0oOOo

6.0 VOORZORGSMAATREGELEN

e Altijd opblazen met een steriele vloeistof (steriele fysiologische
zoutoplossing of een 50%-contrastmengsel). Nooit opblazen met lucht,
kooldioxide of een ander gas. De DCB mag niet verder worden opgeblazen
dan de aangegeven barstdruk (rated burst pressure, RBP). Blaas de ballon
niet te ver op.

¢ Ballonkatheters zijn bedoeld voor gebruik door getrainde artsen met
ervaring in de technieken voor ballonkatheterdilatatie.

e Gebruik van een balloninflatiehulpmiddel met drukmeter voor het goed
reguleren van de ballondruk wordt aanbevolen.

e Aspireer de ballon volledig alvorens het hulpmiddel voorzichtig uit de urethra te
verwijderen. Het uitoefenen van overmatige kracht om de ballon terug te trekken
kan weefseltrauma veroorzaken.

e Inspecteer de DCB en de verpakking zorgvuldig voorafgaand aan het gebruik.
Gebruik de katheter niet als deze beschadigd is of als de grootte, vorm of
toestand ongeschikt is voor de beoogde ingreep.

¢ Het ballondeel van de DCB niet onderdompelen in of afnemen met vloeistof,
omdat dit de integriteit van de geneesmiddelcoating kan beschadigen of
aantasten. Vervang een DCB indien de ballon voorafgaand aan het gebruik in
contact is geweest met vloeistof.

e Gebruik droge, steriele handschoenen of droge gaasjes om de DCB voorafgaand
aan het gebruik te hanteren. Contact met het gecoate ballondeel van het hulp
middel moet zo veel mogelijk worden beperkt.
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7.0 GEBRUIK BIJ SPECIALE GROEPEN PATIENTEN

De veiligheid en werkzaamheid van de urethrale DCB zijn niet vastgesteld voor pedia-
trische patiénten (< 18 jaar) of voor vrouwen. Gebruik van de urethrale DCB bij patiénten
> 18 jaar oud wordt ter discretie van de arts gelaten.

e Blaas de DCB nooit op buiten het lichaam of voordat de doelstrictuur wordt
bereikt, omdat hierdoor de integriteit van de coating kan worden verstoord.

e Probeer de DCB niet op te voeren door een cystoscoop met een kleinere
French-maat dan aangegeven op het etiket.

e De werklengte van de DCB moet de volledige lengte van de doelstrictuur
bedekken.

e Voor een goede geneesmiddelafgifte aan de doelstrictuur moet de coating
minimaal 60 seconden in de urethra hydrateren alvorens de DCB op te blazen.
Handhaaf de inflatie van de DCB ten minste 5 minuten. Voor een optimale
strictuurdilatatie kan naar goeddunken van de gebruiker een inflatieduur
van > 5 minuten worden aangehouden.

8.0 MOGELIUKE COMPLICATIES

De mogelijke complicaties die worden geassocieerd met het gebruik van de Optilume
DCB-katheter zijn gelijk aan de complicaties die worden geassocieerd met standaard-
dilatatieprocedures van de urethra. De mogelijke complicaties kunnen onder andere het
volgende omvatten:

e Als er sprake is van een defect voorafgaand aan of tijdens de inflatie, vervangt e pijn en gevoeligheid;
u de DCB en blaast u deze op zoals nodig voor de ingreep. Als het defect na het e blaasspasme als gevolg van plaatsing van de Foley-katheter;
opblazen tot de RBP plaatsvindt, herhaalt u de DCB-ingreep niet. o weefseltrauma in omringende structuren, inclusief urethraletsel;
e Na gebruik kan dit product een potentieel biologisch gevaar vormen. Hanteer dit e hematurie;
product en voer dit product af in overeenstemming met de geaccepteerde e geneesmiddelreacties, allergische reactie op contrastmiddel dat is gebruikt
medische praktijk en toepasselijke lokale regelgeving. tijdens diagnostisch urethrogram;
e Zorgverleners moeten het gebruik van latex handschoenen vermijden om e urineweginfectie;
mogelijke allergische reacties bij patiénten met een allergie voor latex te o weefselperforatie;
voorkomen. e terugkerende strictuur die aanvullende operatie vereist;
e Voorafgaand aan gebruik van de Optilume DCB moet de doellaesie in het e incontinentie;
urethralumen worden voorbereid met een gepaste, door de behandelend arts e strangurie;
te bepalen methode voor lumenpreparatie. e koorts;
¢ |n het klinisch onderzoek Robust | werd lumenpreparatie met alleen predilatatie e urineretentie.

met een ongecoate ballonkatheter of DVIU bestudeerd.

¢ In klinische onderzoeken was visuele bevestiging van significante vernauwing
(< 12F urethrale diameter) via cystoscopie of urethrogram vereist en inschrijving
was beperkt tot patiénten die subjectieve en objectieve symptomen van
urethrastrictuur vertoonden (International Prostate Symptom Score [IPSS] > 13,
maximale urinestroomsnelheid < 15 ml/sec). De proefpersonen hadden ten

9.0 INFORMATIE OVER HET GENEESMIDDEL
o WERKINGSMECHANISME

De urethrale DCB-coating bevat paclitaxel, een antimitotisch farmaceutisch
middel dat specifiek bindt aan microtubuli en deze stabiliseert. Van paclitaxel is

3SANVT43A3IN

minste één eerdere endoscopische behandeling ondergaan voordat ze aan de
klinische onderzoeken deelnamen.

Dit klinische onderzoek gaf geen ondersteunende veiligheids- en
werkzaamheidsgegevens voor de behandeling van structuren bij patiénten met:

gemeld dat het de proliferatie en migratie van gladde spiercellen en fibroblasten
alsmede de secretie van extracellulaire matrix remt. De combinatie van deze
effecten kan resulteren in de remming van urotheelhyperplasie en daarmee

van het opnieuw ontstaan van stricturen.

o BPH;

o radicale prostatectomie; o GENEESMIDDELENINTERACTIE

o bekkenbestraling; Voor de urethrale DCB heeft geen formeel onderzoek naar geneesmiddeleninterac-

o botoxbehandeling; tie plaatsgevonden. De respectievelijke gebruiksaanwijzingen voor alle geneesmid-

o meerdan 1 strictuur; delen die worden gebruikt in combinatie met de DCB moeten worden geraadpleegd

o eerdere urethroplastiek in de anterieure urethra; voor mogelijke interacties met paclitaxel.

o bacteriéle urethritis of gonorroe;

o aanwezigheid van een penisprothese, sfincterprothese of urethra-/prostaatstent; Rekening dient te worden gehouden met de kans op systemische en lokale genee-

o bevestiging van neurogene blaas, sfincterafwijkingen of slechte werking van smiddelinteracties in de urethra bij een patiént die een geneesmiddel gebruikt met
de detrusor; een bekende interactie met paclitaxel of bij de besluitvorming een geneesmiddelbe-

o diagnose van lichen sclerosus of eerdere correctie voor hypospadie; handeling te starten bij een patiént die met de DCB is behandeld. Het metabolisme

o voorgeschiedenis in de afgelopen 5 jaar van blaas- of prostaatcarcinoom; van paclitaxel betreft katalysatie door cytochroom P450 iso-enzymen CYP2C8 en

o strictuur vanwege balanitis xerotica obliterans (BXO); CYP3A4; het is een substraat van P-glycoproteine. Er zou geneesmiddeleninteractie

o urethratumoren of peniskanker. kunnen optreden met elk geneesmiddel dat deze iso-enzymen beinvloedt. Vanwege
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het ontbreken van formeel onderzoek naar de geneesmiddeleninteractie is bij het
toedienen van paclitaxel voorzichtigheid geboden.
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o CARCINOGENICITEIT, GENOTOXICITEIT EN REPRODUCTIEVE TOXICOLOGIE
Er zijn geen langetermijnonderzoeken uitgevoerd om de mogelijke carcinogeniteit
van het geneesmiddel paclitaxel of van de Optilume DCB te evalueren, en er zijn
geen adequate en goed-gecontroleerde onderzoeken gepubliceerd over zwangere
vrouwen of mannen die kinderen wensten te verwekken. Paclitaxel remt de celpro-
liferatie via interactie met microtubuli. Een van de gevolgen hiervan is dat de hele
chromosomen tijdens de celsplitsing verloren gaan. Deze indirecte werking is consis-
tent met de positieve respons bij assays van de micronucleaire genotoxiciteit in vitro
en in vivo, waarbij DNA-fragmenten werden aangetroffen. Er zijn tevens positieve
resultaten gemeld voor chromosomale afwijkingen in primaire humane lymfocyten.
Het is niet bekend of paclitaxel op een afzonderlijke wijze direct inwerkt op het DNA
bij de generatie van breuken of fragmenten van DNA-strengen. Het is negatief in
assays voor genmutatie, inclusief salmonella en CHO/HPRT.

Bij onderzoek met ratten en konijnen die paclitaxel intraveneus kregen toegediend
tijdens de organogenese werd bewijs gezien van maternale toxiciteit, embryotoxic-
iteit en fetotoxiciteit bij doses van respectievelijk 1 en 3 mg/kg (circa 13 en 39 keer
de dosis die wordt afgegeven door de Optilume DCB met coating met 5,5 mg pacli-
taxel [ballon van 10 mm x 50 mm], aangepast voor lichaamsgewicht). Er werd geen
teratogeniciteit waargenomen bij zwangere ratten die een dagelijkse intraveneuze
paclitaxeldosis van 1 mg/kg ontvingen (dagelijkse dosis van circa 13 keer de dosis
van de Optilume DCB [10 mm x 50 mm)], aangepast voor lichaamsgewicht).

De behandelend arts moet de mogelijke medische voordelen van de Optilume
DCB-katheter afwegen tegen deze risico's op genotoxiciteit en risico's voor de voort-
planting. WAARSCHUWING: De urethrale DCB bevat paclitaxel, een bekend geno-
toxine. Mannen moeten gedurende 30 dagen na de behandeling bescherming (een
condoom) gebruiken tijdens de geslachtsgemeenschap.

10.0 WIJZE VAN LEVERING

De Optilume DCB-katheter wordt STERIEL geleverd (ethyleenoxidesterilisatie) en is
uitsluitend bedoeld voor eenmalig gebruik. De DCB is verpakt in twee zakken (folie en
Tyvek) in een doos met één exemplaar.

11.0 OPSLAG

De urethrale DCB moet in de originele verpakking op een droge locatie bij kamertem-
peratuur worden opgeslagen. Het hulpmiddel moet worden gebruikt vooér de uiterste
gebruiksdatum op de verpakking.

12.0 AANBEVOLEN PRODUCTEN

Maak de volgende producten gereed met gebruikmaking van een steriele techniek:
e voerdraad met flexibele tip van de juiste maat (zie productetiket);
cystoscoop (bij voorkeur flexibel);
steriele fysiologische zoutoplossing;
spuit van 10 ml;
tweewegkraantje;
inflatiehulpmiddel met manometer;
contrastmedium (optioneel voor gebruik met fluoroscopisch geleide ingrepen).
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13.0 GEBRUIKSAANWUZING
13.1 VOOR GEBRUIK
Perioperatieve medicatie

Artsen wordt aangeraden de richtlijnen voor perioperatieve medicatie en voorbereiding
voor een endoscopische ingreep in acht te nemen, inclusief preoperatieve toediening
van een antibioticum waar gepast. Tevens wordt aangeraden voor aanvang van de in-
greep orale NSAID's te geven.

Bij urineweginfectie (UWI) ten tijde van de behandeling moet de patiént worden behan-
deld totdat de infectie is genezen voordat de behandeling kan plaatsvinden.

13.2 VOORBEREIDEN VAN DE DOELSTRICTUUR

Voorafgaand aan gebruik van de Optilume DCB in sterk gestenoteerde en moeilijk te
passeren stricturen moet de doellaesie in de urethra worden gedilateerd met een
gepaste preparatiemethode ter keuze van de behandelend arts (niet-gecoate dilatatie-
ballon of DVIU). Verricht voordilatatie om de strictuur te laten 'meegeven'. Dit wordt
gedefinieerd als dilatatie van de strictuur tot een lumendiameter die > 20 F of > 50%
groter is dan het lumen van de niet-gedilateerde strictuur.

13.3 KEUZE VAN DE JUISTE MAAT VOOR HET HULPMIDDEL

Controleer of de diameter van de geselecteerde DCB bij de nominale druk hetzelfde
is als of iets groter is dan de diameter van de gezonde urethra naast de distale rand
van de strictuur. De ballondiameter gedeeld door de naastgelegen distale gezonde
urethra wordt de uitrekratio genoemd.

Maatbepaling bulbaire urethra

Voor bulbaire stricturen mag de uitrekratio van 1,3 van de ballondiameter ten opzichte
van de distale gezonde urethra niet worden overschreden. Als de grootte van de urethra
tussen twee beschikbare maten valt, moet de grotere maat worden gebruikt, mits de
uitrekratio minder is dan of gelijk is aan 1,3. Als de eerstvolgende grotere maat result-
eert in een uitrekratio van meer dan 1,3 moet het kleinere hulpmiddel worden gebruikt.

Maatbepaling peniele urethra

Voor peniele urethrale stricturen moet de ballondiameter worden gekozen die het beste
overeenkomt met de distale gezonde urethra. De uitrekratio van de peniele urethra mag
niet groter zijn dan 1:1. Als de grootte van de urethra tussen twee beschikbare ballon-
maten valt, moet de kleinere ballonmaat worden gebruikt OVERSCHRIJD de 1:1 uitrekra-
tio NIET.

Voor zowel de peniele urethra als de bulbaire urethra moet de lengte van de DCB groter
zijn dan de lengte van de te behandelen strictuur. De ballon moet zo lang zijn dat deze
aan weerszijden van de strictuur circa 0,5-1 cm uitsteekt. Dit betekent bijvoorbeeld dat
voor een strictuurlengte van 2 cm een DCB van 3 cm moet worden gekozen.

13.4 VOORBEREIDEN VAN DE BALLONKATHETER

Verwijder de lucht uit de DCB-katheter. Het ballonlumen van de katheter bevat lucht
en deze lucht moet worden verwijderd om er zeker van te zijn dat de ballon alleen met
vloeistof wordt gevuld wanneer de katheter in de urethra zit.
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1. Sluit het kraantje in open stand aan op de aansluiting voor het opblazen van de 3. Blaas met het inflatiehulpmiddel de ballon op tot de nominale barstdruk.
ballon. Overschrijd de aangegeven barstdruk (rated burst pressure, RBP) van de ballon

2. Sluit een spuit die voor de helft gevuld is met fysiologische zoutoplossing aan op niet. Houd de druk ten minste 5 minuten in stand, of totdat de gewenste mate
het kraantje. van dilatatie is verkregen.

3. Houd de spuitpunt omlaag, trek de plunjer over het gehele volume van de spuit 4. Leeg de ballon door met het inflatiehulpmiddel onderdruk op de ballon uit te
terug (waardoor maximale onderdruk wordt opgebouwd) en houd deze druk in oefenen. Nadat de ballon helemaal geleegd is, trekt u de voerdraad en DCB
stand totdat er geen luchtbellen meer uit de fysiologische zoutoplossing in de langzaam terug. Als u lichte weerstand ondervindt terwijl u de ballon verwijdert,
spuit komen. Herhaal dit naar vereist om alle lucht uit de katheter te verwijderen draait u de katheter voorzichtig zodat de ballon zich om de katheterschacht
en deze door fysiologische zoutoplossing te vervangen. Houd de plunjer uitget wikkelt, waardoor het terugtrekken wordt vergemakkelijkt.
rokken, sluit het kraantje om de onderdruk in stand te houden, en verwijder de
spuit. Vul het inflatiehulpmiddel voor de helft met normale fysiologische
zoutoplossing of met 1:1 contrastmiddel:fysiologische zoutoplossing als u
fluoroscopie gebruikt, en verwijder de lucht uit de lijn.

4. Sluit het inflatiehulpmiddel aan op het kraantje op de ballonkatheter, open het
kraantje en trek vacuiim op het inflatiehulpmiddel.

Let op: Als u weerstand ondervindt wanneer u een voerdraad door een katheter via
een cystoscoop verwijdert, STOP dan en verwijder deze samen tegelijkertijd als één

geheel om beschadiging van de voerdraad, katheter of anatomie van de patiént te

voorkomen.

5. Als er voorafgaand aan of tijdens het opblazen (tot minder dan de RMP) een
productdefect optreedt, vervangt u de DCB en blaast u deze op zoals vereist voor
de ingreep. Als het defect na het opblazen tot de RBP plaatsvindt, herhaalt u de
DCB-ingreep niet.

6. Plaats een Foley-katheter met glijmiddel van 12-14 Fr en laat deze ten minste 2
dagen zitten, of volgens de zorgnorm, afhankelijk van de periode die het langste is.

13.5 INBRENGEN VAN DE OPTILUME DCB

1. Positioneer met behulp van een cystoscoop een voerdraad van 0,038 inch met de
flexibele tip opgerold in de blaas.
2. Verwijder de ballonbescherming van de tip van de DCB-katheter.

Let op: Voorzichtigheid is geboden bij het opvoeren van een met paclitaxel 13.7 COMPLIANTIESCHEMA

gecoate ballon door een cystoscoopsysteem. Beperk het hanteren tot een min- %
imum en raak dg ballon niet aan. Veeg de b.a//on niet af.met e.en.droog, nat of 18 Fr (6 mm) x 30 mm ()
bevochtigd gaasje, of met een oplossingsmiddel dat de integriteit van de genee- m
smiddel-gecoate ballon kan beschadigen. (ATM) Druk kPa (mm) Ballon I:E
3. Voer de DCB-katheter op in het werkkanaal van de cystoscoop. Of plaats de 6,0 600 Nominaal 6,11 (18 Fr) >
voerdraad en ballonkatheter separaat van het cystoscoopwerkkanaal, voor 8,0 800 6,23 %
laatsi t elkaar.
plaatsing naast elkaar. 10,0 1000 6.34 ‘r’r}

4. Gebruik de cystoscoop om de plaatsing van de DCB te begeleiden. Of plaats de
DCB onder fluoroscopie onder raadpleging van de radiopake markeringen onder 12,0 1200 RBP 6,45
de romp/kegel-overgang van de ballon.

Let op: Voer de voerdraad of de ballondilatatiekatheter niet verder op als u weer- 18 Fr (6 mm) x 50 mm

stand ondervindt zonder eerst de oorzaak van de weerstand te bepalen en deze te (ATM) Druk kPa (mm) Ballon
verhelpen. 6,0 600 Nominaal 5,87 (18 Fr)
13.6 OPBLAZEN VAN DE OPTILUME DCB 8,0 800 6,03
Let op: Inflatiehulpmiddelen kunnen met minimale inspanning een zeer hoge druk 10,0 1000 6,16

genereren. Het gebruik van een inflatiehulpmiddel met een hogedrukmeter wordt 12,0 1200 RBP 6,25
ten zeerste aanbevolen om de dilatatiekracht te optimaliseren, zodat de urethra-
strictuur wordt opgeheven en het geneesmiddel in het opgerekte urotheel kan

24 Fr (8 mm) x 30 mm

doordringen.
(ATM) Druk kPa (mm) Ballon
1. Zorg dat de urethra met fysiologische zoutoplossing is gespoeld. inaal 5
2. Plaats de DCB in de strictuur met de cystoscoop distaal van de ballon (van de 6,0 600 Nominaa 7,98 (24 Fr)
blaas vandaan) om goede plaatsing van de ballon in de strictuur te kunnen 8,0 800 8,16
visualiseren. Laat de onopgeblazen ballon ten minste 1 minuut op zijn plaats
. : 10,0 1000 8,32
zitten voordat u deze opblaast. Controleer met behulp van fluoroscopie of de
positie van de radiopake ballonmarkeringen correct is. 12,0 1200 RBP 8,46
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24 Fr (8 mm) x 50 mm

(ATM) Druk kPa (mm) Ballon
6,0 600 Nominaal 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54
30 Fr (10 mm) x 30 mm
(ATM) Druk kPa (mm) Ballon
6,0 600 Nominaal 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
30 Fr (10 mm) x 50 mm
(ATM) Druk kPa (mm) Ballon
6,0 600 Nominaal 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Let op: De nominale barstdruk mag niet worden overschreden. Raadpleeg het produc-
tetiket voor de nominale barstdruk. Opblazen tot voorbij de nominale barstdruk kan
resulteren in het scheuren van de ballon. Als er sprake is van drukverlies in de ballon
tijdens het opblazen of als de ballon scheurt tijdens dilatatie, moet de ingreep onmiddel-
lijk worden gestaakt. Leeg de ballon voorzichtig en verwijder deze uit de urethra. Blaas
de ballon niet opnieuw op.

14.0 GARANTIE

Urotronic garandeert dat er redelijke zorg is betracht bij het ontwerpen en produceren
van dit product. Deze garantie komt in de plaats van en sluit alle overige garanties uit die
niet expliciet hierin zijn genoemd, expliciet dan wel impliciet van rechtswege of andersz-
ins, met inbegrip van maar niet beperkt tot impliciete garanties voor een bepaald doel.
Hantering, opslag, reiniging en sterilisatie van dit hulpmiddel, alsmede andere factoren
met betrekking tot de patiént, diagnose, behandeling, chirurgische ingrepen en andere
aangelegenheden buiten de controle van Urotronic zijn rechtstreeks van invloed op het
hulpmiddel en de resultaten die door het gebruik worden verkregen. De verplichting van
Urotronic volgens deze garantie beperkt zich tot reparatie of vervanging van dit hulp-
middel en Urotronic is niet aansprakelijk voor eventuele incidentele of gevolgschade,
beschadiging of onkosten die direct of indirect voortvloeien uit het gebruik van dit hulp-
middel. Urotronic aanvaardt geen aansprakelijkheid ten aanzien van hulpmiddelen die
opnieuw zijn gebruikt, herverwerkt of gehersteriliseerd, en biedt geen garantie, expliciet
dan wel impliciet, met inbegrip van maar niet beperkt tot voor een bepaald doel, ten
aanzien van dergelijke hulpmiddelen.
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15.0 ETIKETTERINGSSYMBOLEN

I Inhoud 1 per doos

Let op: Volgens de federale wetgeving van Verenigde Staten van
B o Amerika is de verkoop van dit hulpmiddel beperkt tot aan of in
opdracht van een arts.

Verwijst naar de datum waarop het medische hulpmiddel
is vervaardigd.

Niet hersteriliseren

Niet hergebruiken

Niet gebruiken als de verpakking beschadigd is

Breekbaar

K*® | 6@ [

Uiterste gebruiksdatum

Buiten bereik van zonlicht houden

l\\.L
N

Droog bewaren
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Anlage 4 zuTOP 8.3.3

1.0 BESKRIVELSE AF ANORDNINGEN
1.1 Ballonkateter

Indholdsfortegnelse

1.0 BESKRIVELSE AF ANORDNINGEN .....ocovveerereenessesnnsssanssssssssssssesssssssssssesssanessssanes 3 Optilume uretralt leegemiddelbelagt ballon (DCB)-kateter er et over-the-wire (OTW)-ka-
teter med et dobbeltlumen-design og en affaset, atraumatisk spids, som er kompatibelt

1.1 BALLONKATETER wovooveoeeeeeeeeeeeseesseeesssesssesessesseesssasseeesesesssesesesesesesssessssesesssees 3 med en 0,038” (0,07 mm)-guidewire og et fleksibelt cystoskop. Det har et dobbeltlu-
1.2 LZEGEMIDDELBELZEGNING weveeveeeeereeeeeeseeeeeeeeseseeeseseseseseeseseseseeseseses s seseses s 3 mendesign og en affaset, atraumatisk spids. DCB anvendes til at udgve radialkraft med
2.0  TILSIGTET BRUG .....citiiiiiitiiiiinncniinecenine e sansss s s s aasssssssssssssansnssssss s snnns 4 henblik pa dilatation af snaevre uretrasegmenter (strikturer). Kateterets distale ende er
3.0 INDIKATIONER ....ooeitieeertertesnessnesesssnsssesseessssssesssesssassssssesssessssssssssessassssessesssssssssssssnes 4 udformet med en semicompliant inflaterbar ballon, som er daekket af en patentbeskyttet
4.0  KONTRAINDIKATIONER ..evuvvereecrsissiseescssssssssssesssssssssesssssssssssssssessssssssssssesssssssassens 4 belaegning, der indeholder det aktive leegemiddel paclitaxel. Leegemiddelbelaegningen
5.0 ADVARSLER ..e.ouveetitcniscssc s sssssssssssss st ssssssssssstesssssssssssssessassssassssasssssssassssessssassassans 4 daekker ballonlegemets arbejdsleengde. Anordningen er udstyret med to rgntgenfaste
6.0 FORHOLDSREGLER ..c.vuvuvetritisissssstsssssssssssssssssessssssssssssssssssassasssssssssssssasssssssssassassans a4 markgrband, som angiver ballonens arbejdslangde.
7.0  ANVENDELSE HOS SZERLIGE POPULATIONER ....ccuvcmecnecnecncsssncseesssssnssssssssssssens 5 — Atraumatisk, affaset spids Inflationsport i luer-stil
8.0 MULIGE KOMPLIKATIONER ..euoueeieecrsissiesiesscsssssssssassssssssssssassssssssssssssssssssssnssnssassans 5 / , ,
9.0 LAEGEMIDDELOPLYSNINGER w.rveorveeeeeesseesseeeeeessssssssessssmsssssssssssssssssssssssssssmsssesssesseens 5 / Paclitaxel-belzegning
10.0 LEVERING .evvvveeeessseeseseesesesssssssssessssessssssssssssssessssssssssessssssssssssssssssesssssssssessssesssseess 6 S e ——
11,0 OPBEVARING coseeeverresssesesesesssssesssesssssessessssssessssssssssssssssssessssssssssssesssssssssesssssese 6 | Semi-bajelig oppumpelig ballon 0.038"-
12.0  ANBEFALEDE ARTIKLER......cemeeitititnsenncsnstssssessssnsssssssssssssssssensssssssssssensesssssssns 6 Markerband gﬁidewirelumen
13.0  BRUGERVEILEDNING woevrvriesieiectcssissisesssssssssssssssssssssssssssssssssssssssssssassasssssssssassassasees 6 /ANVENDELIG LENGDEY
131 INDEN BRUG oo seeseeesesesseeseseessseseseees et es s ssees e e sesessessseseseessseeeseen 6 ' \_ 75cm

13.2 KLARG@RING AF MALSTRIKTUREN .....oovuivuieieieeieseiessieseessss s sessssesssenssssans
133 BESTEMMELSE AF ANORDNINGENS ST@RRELSE
13.4 KLARG@RING AF BALLONKATETERET ...veveveueieniirieisirisieieieieieieene e

Anordningen er steriliseret med ethylenoxid i en Tyvek-pose. Efter sterilisering forsegles
det indpakkede kateter i en foliepose med tgrremiddel og opbevares i en aeske beregnet
til en enkelt enhed. Hver DCB leveres med en beskyttende sheath, som daekker kateter-

13.5 INDF@RING AF OPTILUME DCB ..ottt et eee e eeaeesene e 6 delen med den laegemiddelbelagte ballon. Der findes et ballon-complianceskema pé
13.6 FYLDNING AF OPTILUME DCB ....coeieeeeeeeeeeccttrttr e e e e e e e e e e e e e e e e e 7 Tyvek-posens maerkat.
13.7 COMPLIANCE-SKEMA ...ttt eeeeeseeeeees 7

18.0  GARANTI «ceoeeeteetestessesetes st s beessess s sass b s s s s e b s s s e b s s s s e b s s asbassbanes 8 1.2 Leegemiddelbelaegning

15.0 ANVENDTE SYMBOLER PA ANORDNINGENS ETIKETTER ..cococurverreesresresesassessessansens 8 Leegemiddelbelaegningen bestar af den aktive leegemiddelingrediens paclitaxel og

hjelpestoffer. Legemiddelbelaegningen dakker arbejdslaengden pa kateterets
ballonkomponent. Leegemiddelbelaegningen er jeevnt fordelt over ballonens
overflade med en koncentration pa 3,5 pug/mm?. Laegemiddelbelagningens
vaesentligste funktion er at frigive paclitaxel til uroteliet under fyldning af ballonen.

DCB-doseringsmatrix

Katalognummer Diameter Lengde Paclitaxeldosis
(Fr/mm) (mm) (mg)
1110-06030C 18.0/6.0 30 2.0
1110-06050C 18.0/6.0 50 3.3
1110-08030C 24.0/8.0 30 2.6
1110-08050C 24.0/8.0 50 4.4
1110-10030C 30.0/10.0 30 33
1110-10050C 30.0/10.0 50 5.5
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2.0 TILSIGTET BRUG

Optilume uretralt legemiddelbelagt ballon (DCB)-kateter er beregnet til behandling af
anteriore ureterstrikturer hos voksne maend.

3.0 INDIKATIONER

Optilume uretralt DCB-kateter bruges til at behandle maend > 18 ar med generende
urinvejssymptomer forbundet med recidiverende anterior ureterstriktur. Det er designet
til anvendelse som dilatationsballon til en enkelt, dobbelt eller diffus anterior ureterstrik-
tur med en lengde pa < 3 cm eller som adjuverende behandling sammen med andre
dilatationsanordninger og/eller procedurer.

4.0 KONTRAINDIKATIONER

Det uretrale leegemiddelbelagte ballon (DCB)-kateter er kontraindiceret til brug hos:
e Patienter med kendt overfglsomhed over for paclitaxel eller strukturelt
relaterede stoffer.
e Patienter med laesioner, der ikke kan krydses med en 0,038”-guidewire.

5.0 ADVARSLER

e Det uretrale DCB leveres STERILT og er udelukkende til engangsbrug. Ma ikke
genbehandles eller resteriliseres. Genbehandling og resterilisering kan gge
risikoen for patientinfektion og risikoen for at forringe anordningens ydeevne.

e Folieposen og den indvendige poses udvendige overflade er IKKESTERILE.
INDHOLDET af den indvendige pose er STERILT. Skal anvendes omgaende, nar
folieposen er blevet dbnet.

¢ Denne anordning ma ikke anvendes, hvis der er infektion i uretra (UTI) eller
blaeren. En infektion skal veere vaek inden behandling af strikturen med Optilume
DCB.

e DCB ma udelukkende anvendes af laeger, som har erfaring med og viden om de
kliniske og tekniske aspekter af uretral ballondilatation.

e Laegen skal leese og forsta brugsanvisningen inden anvendelse af DCB. Manglende
overholdelse af indikationer, kontraindikationer, begraensninger, advarsler og
forholdsregler kan medfgre komplikationer.

e Ma ikke anvendes efter udigbsdatoen.

e DCB indeholder paclitaxel, som er et kendt genotoksin. Mand skal have beskyttet
sex (have kondom pa) i 30 dage efter behandlingen.

¢ Monitorér for tegn pa anafylaksi eller overfglsomhed over for paclitaxel.

e Benyt aldrig luft- eller gasmedier til fyldning af DCB.

e Nar DCB er i brug, skal den handteres under direkte visualisering ved brug af
cystoskopi eller under fluoroskopi af hgj kvalitet.

e DCB ma ikke handteres i fyldt tilstand.

e Passage ma ikke forceres, hvis der mgdes modstand pa noget tidspunkt under
indfgringsproceduren. Modstand kan medfgre beskadigelse af anordningen eller
lumenet. Traek forsigtigt kateteret ud.

¢ Mand med seksuelle partnere i den fgdedygtige alder skal anvende kondom i
mindst 90 dage efter behandlingen.

e Bivirkninger over for paclitaxel og symptomer, der primaert er observeret i studier
af i.v-infusion af leegemidlet som behandling til forsggspersoner med cancer,
omfatter
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o Kromosomafvigelser og risiko for cancer

o Fosterskade, nar en gravid kvinde eksponeres

o Anafylaksi eller overfglsomhed over for paclitaxel

o Haemmet opheling af uretra efter indgrebet

o Myelosuppression, herunder: neutropeni, leukopeni, thrombocytopeni,
anami

o Arytmi

o Perifer neuropati

o Myalgieller artralgi

o Alopeci

0 Hypotension

o Kvalme, opkastning eller diarré

o Forhgjet bilirubin, ALP og ASAT

o En mulig indvirkning pa lever og nyrere er ukendt og er ikke blevet undersggt.

Maengden af paclitaxel, der gives lokalt under Optilume DCB-indgrebet, er meget lavere
end en enkelt dosis systemisk kemoterapi, der gives til cancerpatienter, og laegemidlet
synes hovedsageligt at forblive lokalt i uretra.

6.0 FORHOLDSREGLER

¢ Fyld altid med en steril vaeske (sterilt saltvand eller 50 % kontrastblanding). Fyld
aldrig med luft, kuldioxid eller andre luftarter. DCB ma ikke fyldes ud over det
nominelle spraangningstryk (RBP). Ballonen ma ikke fyldes for meget.

o Ballonkatetre er beregnet til anvendelse af laeger, som er uddannet i og har
erfaring med teknikker til ballonkateterdilatation.

e For at sikre korrekt regulering af ballontrykket anbefales brug af en
ballonfyldningsanordning med trykmaler.

e Aspirer ballonen fuldstaendigt, inden anordningen forsigtigt fjernes fra uretra.
Hvis ballonen traekkes for kraftigt ud, kan det forarsage vaevsskader.

¢ Efterse omhyggeligt DBC'en og pakningen inden brug. Kateteret ma ikke
anvendes, hvis det er beskadiget eller hvis dets stgrrelse, form eller tilstand
er uegnet til det tilsigtede indgreb.

¢ Ballonsektionen pa DCB ma ikke nedsaenkes i eller aftgrres med nogen form
for vaeske, da laegemiddelbelaegningen kan blive beskadiget eller forringet.
Udskift DCB, hvis ballonen har veeret i kontakt med vaesker inden brug.

e Brug tgrre, sterile handsker eller tgrre gazekompresser til handtering af DCB
inden brug. Der skal udvises forsigtighed for at minimere kontakten med
anordningens belagte ballondel.

e DCB ma aldrig fyldes uden for kroppen, eller inden den har naet
malstrikturen, da det kan beskadige belagningen.

¢ DCB ma ikke fgres gennem et cystoskop med en mindre French-stgrrelse
end den, der er angivet pa etiketten.

e DCB's arbejdsleengde skal deekke hele malstrikturens laengde.
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e For at opna korrekt administration af leegemidlet til malstrikturen skal
belagningen have tid til at hydrere i uretra i mindst 60 sekunder inden fyldning,
og fyldningen af DCB skal opretholdes i mindst 5 minutter. For at optimere
dilatation af strikturen kan der efter operatgrens skgn anvendes leengere
fyldningstider > 5 minutter.

e Hvis der forekommer fejl ved produktet inden eller under fyldning, skal DCB
udskiftes og fyldes i henhold til proceduren. Hvis fejlen opstar efter fyldning til
RBP, ma DCB-proceduren ikke gentages.

e Dette produkt kan efter brug udggre en potentiel biologisk risiko. Det skal
handteres og bortskaffes i henhold til godkendt medicinsk praksis og geeldende
lokale forskrifter.

e Sundhedspersonale bgr undga at benytte latexhandsker for at forhindre mulige
allergiske reaktioner hos patienter, som er allergiske over for latex.

e Det er ngdvendigt at forberede det uretrale lumen ved mallaesionen ved hjzlp
af den relevante lumenforberedelsesmetode som fastsat af den behandlende
leege, inden Optilume DCB tages i brug.

e Lumenforberedelse kun ved hjzelp af praedilatation med et ubelagt ballonkateter
eller DVIU er blevet undersggt i det kliniske studie Robust I.

o | kliniske studier var visuel bekraeftelse af signifikant striktur (< 12 F uretral
diameter) via cystoskopi eller uretrografi pakraevet, og indskrivning var
begranset til patienter, der udviste subjektive og objektive symptomer pa
ureterstriktur (international prostatasymptomscore [IPSS] > 13, maks.
urinstrgmning < 15 ml/sek.). Forsggspersonerne havde gennemgaet mindst én
tidligere endoskopisk behandling, fgr de tilmeldte sig de kliniske studier.

e Der er ikke fastlagt sikkerheds- og effektivitetsdata under den kliniske
undersggelse til stgtte for behandling af strikturer hos patienter med:

o BPH

o Radikal prostatektomi

o Straling af baekkenet

o Botox-behandling

o Mere end 1 striktur

o Tidligere uretraplastik i den forreste del af uretra

o Bakteriel urinrgrsbetaendelse eller gonoré

o Tilstedevaerelse af penisimplantat med kunstig sphincter eller stent i uretra/
prostata

o Kendt neurogen blaere, abnormiteter i sphincter eller darlig funktion af
detrusormusklen

o Diagnosticeret med Lichen sclerosus eller tidligere operation for hypospadi

o Carcinom i blzeren eller prostata inden for de seneste 5 ar

o Striktur pga. balanitis xerotica obliterans (BXO)

o Uretrale tumorer eller peniscancer

7.0 ANVENDELSE HOS SZARLIGE POPULATIONER

Sikkerheden og virkningen af det uretrale DCB er ikke fastlagt for paediatriske patienter
(< 18 ar) eller kvinder. Anvendelse af den uretrale DCB hos patienter > 18 ar sker efter
legens skgn.
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8.0 MULIGE KOMPLIKATIONER

Mulige komplikationer i forbindelse med brugen af Optilume DCB-kateteret er de samme
som dem, der forbindes med almene uretra-dilatationsprocedurer. Mulige komplika-
tioner kan omfatte, men er ikke begraenset til:

e Smerte og pmhed

Bleerespasme som fglge af anlaeggelse af Foley-kateter
Vaevstraume i omgivende strukturer, herunder skade pa uretra
Haematuri

Leegemiddelreaktioner, allergisk reaktion over for det kontrastmiddel, som
anvendes under diagnostisk urethrogram

Urinvejsinfektion

Veaevsperforation

Recidiverende striktur, som kraever yderligere operation
Inkontinens

Dysuri

Feber

Urinretention

9.0 LAGEMIDDELOPLYSNINGER

[o)

VIRKNINGSMEKANISME

Den uretrale DCB-belaegning indeholder paclitaxel, et anti-mitotisk laegemiddel,
som specifikt binder sig til og stabiliserer mikrotubuli. Der har veeret indberetninger
om, at paclitaxel heemmer glat muskelcelle- og fibroblast-proliferation og -migration
samt sekretion af ekstracelluleert matrix. Kombinationen af disse virkninger kan
forarsage haemning af urothelial hyperplasi og derfor af recidiverende striktur.

LAGEMIDDELINTERAKTIONER

Der er ikke udfgrt formelle interaktionsstudier med den uretrale DCB. Der henvises
til de respektive brugsanvisninger til alle lzegemidler, som benyttes sammen med
DCB, vedrgrende interaktioner med paclitaxel.

Der skal tages hgjde for potentialet for systemiske og lokale laegemiddelinterak-
tioner i uretra hos patienter, som tager et leegemiddel med kendte interaktioner
med paclitaxel, eller nar det besluttes at pabegynde leegemiddelbehandling

hos en patient, som er blevet behandlet med DCB. Metabolismen for paclitaxel
katalyseres af cytochrom-P450-isoenzymerne CYP2C8 og CYP3A4 og er et
substrat af P-glykoprotein. Potentielle leegemiddelinteraktioner kan forekomme
med ethvert leegemiddel, som indvirker pa disse isoenzymer. Som fglge af
manglende formelle interaktionsstudier skal der udvises forsigtighed ved
administration af paclitaxel.

CARCINOGENICITET, GENOTOKSICITET OG REPRODUKTIV TOKSIKOLOGI

Der er ikke udfgrt langvarige studier for at evaluere det carcinogene potentiale
af leegemidlet paclitaxel eller af Optilume DCB, og der er ingen passende og
velkontrollerede studier hos gravide kvinder eller hos maend, der har til hensigt
at fa bgrn. Paclitaxel haemmer celleproliferation ved at interagere med
mikrotubuli, og en konsekvens af dette er tabet af hele kromosomer under
celledeling. Denne indirekte virkning stemmer overens med positivt respons i
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in vitro- og in vivo-analyser af genotoksiciteten i mikronuklei, hvor DNA-fragmenter
kan detekteres. Der er ogsa indberettet positive resultater for kromosomafvigelser

i primzaere humane lymfocytter. Det vides ikke, om paclitaxel har en separat, direkte
indvirkning pa DNA i dannelsen af DNA-strengbrud eller -fragmenter. Det er negativt
i analyser for genmutation, herunder salmonella og CHO/HPRT.

Studier med rotter og kaniner, der fik paclitaxel i.v. under organogenese, paviste
maternel toksicitet, embryotoksicitet og fgtal toksicitet ved doser pa hhv. 1 og 3 mg/
kg (ca. 13 og 39 gange den dosis, der leveres af Optilume DCB belagt med

5,5 mg paclitaxel (10 mm x 50 mm ballon), justeret for kropsvaegt). Der blev ikke ob-
serveret teratogenicitet hos draegtige rotter, der fik daglige doser af paclitaxel i.v. pa
1 mg/kg (en daglig dosis pa ca. 13 gange dosis fra Optilume DCB (10 mm x 50 mm),
justeret for kropsvaegt).

Den behandlende lzege bgr opveje de potentielle medicinske fordele ved Optilume
DCB-kateteret mod disse genotoksiske risici og reproduktionsrisici. ADVARSEL: Den
uretrale DCB indeholder paclitaxel, som er et kendt genotoksin. Mand skal have
beskyttet sex (have kondom pa) i 30 dage efter behandlingen.

10.0 LEVERING

Optilume DCB-kateteret leveres STERILT og er udelukkende til engangsbrug (steriliser-
ing med ethylenoxid). DCB leveres i et emballagesystem med dobbeltpose (folie og
Tyvek-poser), som er pakket i en seske beregnet til en enkelt enhed.

11.0 OPBEVARING

Det uretrale DCB skal opbevares ved stuetemperatur pa et tgrt sted i den oprindelige
emballage. Anordningen skal anvendes inden udlgbsdatoen pa emballagen.

12.0 ANBEFALEDE ARTIKLER

Klarggr felgende emner ved brug af steril teknik:
e Guidewire i korrekt stgrrelse, med fleksibel spids (se produktmaerkningen)
Cystoskop (gerne fleksibelt)
Sterilt saltvand
10 ml-sprgjte
Tovejsstophane
Fyldningsanordning med manometer
Kontrastmiddel — Bemaerk: Valgfrit til brug ved fluoroskopivejledte indgreb

13.0 BRUGERVEJLEDNING
13.1 INDEN BRUG
Medicinering under indgrebet

Det anbefales, at laegerne fglger retningslinjerne for medicinering fgr indgrebet og
forberedelse til et endoskopisk indgreb, herunder administration af et antibiotikum fgr
indgrebet efter behov. Det anbefales ogsa at give orale NSAID inden indgrebet.

Ved tilstedevaerelse af urinvejsinfektion (UTI) pa behandlingstidspunktet, skal patienten
behandles, indtil infektionen er forsvundet, inden indgrebet kan foretages.
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13.2  KLARG@RING AF MALSTRIKTUREN

Uretral praedilatation af malstrikturen ved hjalp af den rette forberedelsesmetode som
fastsat af den behandlende laege (ubelagt dilatationsballon eller DVIU) anbefales ved
strikturer, der er kraftigt stenoserede og vanskelige at krydse, inden anvendelse af
Optilume DCB. Udfgr en praedilatation for at fa strikturen til at “give sig”. Dette defi-
neres som en dilateret striktur med en lumendiameter > 20 F eller > 50 % stgrre end det
ikke-dilaterede strikturlumen.

13.3 BESTEMMELSE AF ANORDNINGENS ST@RRELSE

Bekraeft, at diameteren pa den valgte DCB-ballon ved det nominelle tryk er lig med eller
lidt stgrre end diameteren pa den raske del af uretra, som stgder umiddelbart op til
strikturens distale afgreensning. Ballondiameteren divideret med den umiddelbart tilstg-
dende distale raske del af uretra, defineres som straekforholdet.

Valg af stgrrelse til uretra i bulbus

Ved strikturer i bulbus ma straekforholdet mellem ballondiameteren og den distale raske
uretra ikke veere stgrre end 1,3. Hvis uretras stgrrelse ligger mellem to tilgeengelige stor-
relser af anordningen, skal den stgrste af de to anordninger bruges, under forudsaetning
af at straekforholdet er mindre end eller lig med 1,3. Hvis den stgrste af de to anord-
ninger giver et straekforhold pa over 1,3, skal den mindre anordning bruges.

Valg af stgrrelse til uretra i penis

Ved uretrastrikturer i penis skal der vaelges den ballondiameter, der bedst matcher den
distale raske uretra. Straekforholdet for uretra i penis ma ikke veere stgrre end 1:1. Hvis
stgrrelsen af uretra ligger mellem tilgaengelige ballonstgrrelser, skal den mindste ballon-
stgrrelse veelges. Straekforholdet MA IKKE VAERE ST@RRE END 1:1.

DCB ballonen skal veere lzengere end den striktur, der skal behandles bade i uretra i penis
og i bulbus. Ballonens lzengde skal ga ca. 0,5-1 cm ud over strikturen pa begge sider.
Eksempel: Hvis strikturlengden er 2 cm, skal der vaelges en DCB ballon pa 3 cm.

13.4 KLARG@RING AF BALLONKATETERET

Tem DCB-kateteret for luft. Kateterets ballonlumen indeholder luft, og luften skal
fortraenges for at sikre, at ballonen udelukkende er fyldt med vaeske, mens kateteret
eriuretra.
1. Seet stophanen i aben position pa ballonens fyldningskonnektor.
2. Szt en sprgjte, som er halvt fyldt med saltvand, pa stophanen.
3. Treek — med sprgjtespidsen vendt nedad — stemplet tilbage til sprgjtens fulde
volumen (dette danner maksimalt undertryk), og hold det, indtil der ikke kan
ses luftbobler komme ud af saltvandet i sprgjten. Gentag efter behov for at
udtgmme luften fra kateteret og erstatte den med saltvand. Hold sprgjtestemplet
trukket tilbage, drej stophanen for at opretholde vakuum, og fjern sprgjten. Fyld
en fyldningsanordning halvt med normalt saltvand eller kontrastmiddel/saltvand
i forholdet 1:1, hvis der benyttes fluoroskopi, og tgm luften ud af slangen.
4. Szt fyldningsanordningen til stophanen pa ballonkateteret, drej stophanen,
og traek vakuum pa fyldningsanordningen.

13.5 INDF@RING AF OPTILUME DCB

1. Placer ved hjzelp af et cytoskop en 0,038” (0,97 mm) guidewire med den fleksible
spids oprullet i blaeren.
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2.

Fjern ballonbeskytteren fra spidsen af DCB-kateteret.

Forsigtig: Der skal udvises forsigtighed ved fremfgring af en ballon, som er belagt
med paclitaxel, gennem et hvilket som helst cystoskopisk system. Minimer
hdndteringen og undgad at rgre ved ballonen. Ballonen ma ikke aftgrres med tgr, vad
eller fugtet gaze eller nogen form for oplgsningsmiddel, som kan skade den laegem-
iddelbelagte ballons integritet.

3.

4.

13.6

Fremfgr DCB-kateteret inden i cystoskopets arbejdskanal. Alternativt placeres
guidewire og ballonkateter adskilt fra cystoskopets arbejdskanal med henblik pa
anlaeggelse side om side.

Brug cystoskopet til at guide placeringen af DCB. Alternativt placeres DCB med
fluoroskopi ved at bruge de rgntgenfaste markgrband, der sidder under
overgangen mellem ballonens legeme og konus.

Forsigtig: Guidewiren eller ballondilatationskateteret ma ikke fremfgres, hvis der
mgdes modstand, medmindre drsagen til modstanden fg@rst er blevet fastlagt, og
modstanden er blevet afhjulpet.

FYLDNING AF OPTILUME DCB

Forsigtig: Fyldningsanordninger kan opnd meget hgje tryk ved minimal anstrengelse.
Brug af en fyldningsanordning med hgjtryksmdler anbefales kraftigt for at optimere
dilatationskraften pd uretrastrikturen og muligggre indtraengen af laegemidlet i uroteliet
efter dilatation.

1.
2.

Se¢rg for, at uretra gennemskylles med saltvand.

Anbring DCB gennem strikturen med cystoskopet distalt for ballonen (vaek fra
blaeren) for at visualisere korrekt placering af ballonen gennem strikturen. Lad
ballonen vere i ikke-fyldt position i mindst 1 minut inden fyldning. Kontrollér, at
ballonens rgntgenfaste markgrer er i den korrekte position ved hjzlp af
fluoroskopi.

. Fyld ballonen til det nominelle spraengningstryk ved hjzelp af

fyldningsanordningen. Ballonens nominelle spraengningstryk (RBP) ma ikke
overskrides. Oprethold tryk i mindst 5 minutter, eller indtil den gnskede dilatation
er opnaet.

. Tom ballonen ved at anvende vakuum pa ballonen med fyldningsanordningen.

Nar ballonen er helt tgmt, traekkes guidewire og DCB langsomt ud. Hvis der
mgdes let modstand, nar ballonen fiernes, drejes kateteret forsigtigt for at hjeelpe
ballonen med at folde sig rundt om kateterskaftet, hvorved udtraekningen lettes.

Forsigtig: Hvis der m@gdes modstand, ndr en guidewire fjernes gennem et kateter
gennem et cystoskop, skal man STOPPE og fjerne dem sammen pd samme tid som
én enhed for at forhindre skader pd guidewiren, kateteret eller patientens
anatomi.

. Hvis der er fejl ved produktet inden eller under fyldning (men sa laenge trykket er

under RBP), udskiftes DCB, og ballonen fyldes ifglge proceduren. Hvis der sker en
fejl efter fyldning til RBP, ma DCB-proceduren ikke gentages.

. Indfgr et 12-14 Fr smurt Foley-kateter, og lad det sidde i mindst 2 dage eller ifglge

standardbehandling, hvad end der er laengst.
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(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 RBP 6,45
18 Fr (6 mm) x 50 mm
(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 5.87 (18 Fr)
8,0 800 6.03
10,0 1000 6.16
12,0 1200 RBP 6.25
24 Fr (8 mm) x 30 mm
(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 RBP 8,46
24 Fr (8 mm) x 50 mm
(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 8.00 (24 Fr)
8,0 800 8.20
10,0 1000 8.37
12,0 1200 RBP 8.54
30 Fr (10 mm) x 30 mm
(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
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30 Fr (10 mm) x 50 mm
(ATM) Tryk kPa (mm) Ballon
6,0 600 Nominelt 9.98 (30 Fr)
8,0 800 10.23
10,0 1000 RBP 10.44

Forsigtig: Det nominelle spraengningstryk ma ikke overskrides. Se produktetiketten
vedrgrende nominelle spraengningstryk. Fyldning ud over det nominelle
spraengningstryk kan fa ballonen til at briste. Indgrebet skal omgdende afbrydes,
hvis der opstar tryktab i ballonen under fyldning, eller hvis ballonen brister under
dilatation. Tgm forsigtigt ballonen, og fjern den fra uretra. Md ikke genopfyldes.

14.0 GARANTI

Urotronic garanterer, at der er blevet udvist rimelig omhu ved udformning og fremstilling
af dette produkt. Denne garanti treeder i stedet for og udelukker alle andre garantier,
som ikke udtrykkeligt er fremsat heri, hvad enten de er udtrykte eller underforstaede
ved lovkraft eller pd anden vis, herunder, men ikke begraenset til, enhver underforstaet
garanti til et specifikt formal. Handtering, opbevaring, renggring og sterilisering af denne
anordning samt andre faktorer, som vedrgrer patienten, diagnosen, behandlingen eller
de kirurgiske indgreb, samt andre forhold som Urotronic ikke har kontrol over, indvirker
direkte pa anordningen og de resultater, der opnas ved anvendelse af den. Urotronics
forpligtelse under denne garanti er begraenset til reparation eller udskiftning af denne
anordning, og Urotronic haefter ikke for nogen handelige skader eller fglgeskader, tab
eller omkostninger, som direkte eller indirekte opstar som fglge af brugen af denne
anordning. Urotronic patager sig intet erstatningsansvar, hvad angar genanvendte, gen-
behandlede eller resteriliserede anordninger, og giver ingen garantier, hverken udtrykte
eller underforstaede, herunder, men ikke begraenset til, til et specifikt formal, hvad angar
sadanne anordninger.
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15.0 ANVENDTE SYMBOLER PA ANORDNINGENS ETIKETTER

| 1 stk. pr. aeske

30
§

anordning til laeger eller pa en laeges bestilling.

Forsigtig: Fgderal lovgivning i USA begraenser salget af denne

Angiver den dato, den medicinske anordning blev fremstillet.

M3 ikke resteriliseres

Ma ikke genanvendes

M3 ikke anvendes hvis emballagen er beskadiget

Skrgbelig

*® |60 @

Udlgbsdato

A
(S
\

AN Beskyttes mod sollys
Opbevares tgrt
Fabrikant

Indeholder ikke latex

Temperaturgraense 15 °C - 30 °C

Forsigtig: Se brugsanvisningen

Steriliseret med ethylenoxid

Katalognummer

o

EEE%"?@‘%

Lotnummer

m

=
>
)
2

udstyr 93/42/E@F (bemyndiget organ nr. 1434)

E CE-maerket i henhold til Den Europaeiske Unions direktiv om medicinsk

Autoriseret repraesentant i Den Europaeiske Union

Urotronic, Inc.
2495 Xenium Lane North

Minneapolis, MN 55441

USA 1434

MDSS GmbH
EC | REP | schifigraben 41

30175 Hannover, Germany
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1.0 LAITTEEN KUVAUS
1.1 Pallokatetri

Sisallysluettelo

1.0 LAITTEEN KUVAUS w.ouoeerireenneceesssssssssssssssssssssssssssssssssssssssssssssssssssssssssssesssssssssneses 3 Virtsaputken ladkepinnoitettu Optilume-pallokatetri (DCB-katetri) on 0,97 mm:n (0,038
11 PALLOKATETRI 3 tuuman) ohjainlangan ja joustavan kystoskoopin kanssa yhteensopiva, langan yli vietdva
. ALLOKATETRI...oocrrcvmcstnssssnssssnssssrsrsesnsmssnssnsornseneon (OTW) katetri, jossa on kaksoisluumen ja kapeneva atraumaattinen kirki. DCB-katetria
1.2 LAAKEPINNOITE kadytetdan ahtaiden virtsaputkisegmenttien (striktuuroiden) laajentamiseen radiaa-

2.0 KAYTTOTARKOITUS ....couirunrimmsinrnssnsssssssssanss livoimaa kohdistamalla. Katetrin distaalipddssa on puolitaipuisa taytettdva pallo, joka
3.0 KAYTTOATHEET ...uctuiceteeeenetsssesetsssesteesssseststssssestssssssestssssssestsssssentsssnssensssssensssns 4 on paallystetty yksinoikeudella valmistetulla, vaikuttavaa ladkeainetta paklitakselia
8.0 VASTA-AIHEET coueuerverreesessssssassssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssasssssssanses 4 sisdltavalld pinnoitteella. Ladkepinnoite peittda pallon rakenteen tydskentelypituuden.
5.0 VAROITUKSETeeeveeeeeesememmasammssassassssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssss 4 Ecaittjessa on kaksi rontgenpositiivista merkkiraitaa, jotka ilmaisevat pallon tydskentelyp-
6.0 VAROTOIMET ooocevroevrsssssesssssssssssssssssssssseses ruuden. R
7.0 KAYTTO ERITYISRYHMILLE . ....vvveeerennrnennnnns [~ Alraumaattinen kapeneva karki Luer-tyylinen tayttoportt
/
8.0 MAHDOLLISET KOMPLIKAATIOT ......... )r Paklitakselipinnoite

9.0  LAAKETIEDOT ....cceetruruencernrnenenesessenenesssnnnenens

10.0 TOIMITUSTAPA.....ccoteerrerrerereeseesneeeaenns ~. e -

. . |~ Puolitaipuisa taytettava pallo = \
11.0 SAILYTTAMINEN... | 0,038 tuuman (0,97
12.0 SUOSITELTAVAT VALINEET Merkkiraidat mm:n) ohjainlangan
13.0 KAYTTOOHIEET ..ovverrrrecrrrrenrnrecnnnne | 7 OKAYTTOPITUUS luumen

13.1  ENNEN KAYTTOA \___ 75¢cm

132 KOHDESTRIKTUURAN VALMISTELU woovveeeeeeeeeeeeeeeeeeerseeseesseeeeeseessesesssseeeeessseee 6

133 LAITTEEN KOON MAARITTAMINEN wovovoreereeereoeeeeeeeeeeeseeeessesoeeesseseeesseessesse 6 Laite on steriloitu eteenioksidilla Tyvek-pussissa. Steriloinnin jélkeen pussissa oleva

katetri on suljettu foliopussiin kuivausaineen kanssa ja asetettu yhden laitteen

13.4 PALLOKATETRIN VALI\'/.II"STELU ........................................................................... 6 laatikkoon. Jokainen DCB katetri toimitetaan katetrin liékepinnoitetun pallo-osion
13.5 OPTILUME DCB:N S!.SAAl-\.lVHENTl ...................................................................... 7 peittavin suojuksen kanssa. Pallon yhteensopivuuskaavio sijaitsee Tyvek-pussin
13.6 OPTILUME DCB:N TAYTTAMINEN ...ctttiiieeiiiieee et ee e ee e s siianeee e 7 etiketissa.
13.7 YHTEENSOPIVUUSTAULUKKO ... .ttt eeeeeeeeee e e e e e e e e e eesess s 7

8.0 TAKUU  oooeereeeesssessessssessssssssessssssssssssssssssssssssssssssssssssssssssssssssssssssssssosssssssnensess 8 1.2 Laakepinnoite

15.0 LAITTEEN MERKINNOISSA KAYTETYT SYMBOLIT....cccectrrtrrerrerreereereessesnessessessessessenses 8 Ladkepinnoite koostuu vaikuttavasta ladkeaineesta paklitakselista ja apuaineista.

Ladkepinnoite peittda katetrin pallo-osan sen tydskentelypituudelta. Ladkepinnoite
peittaa pallon pinnan tasaisesti pitoisuudella 3,5 pg/mm?. Ladkepinnoitteen tarkein
toiminnallinen ominaisuus on, ettd se sallii paklitakselin vapautumisen uroteeliin pallon
tayttdmisen aikana.

DCB-katetrin annostelumatriisi

Luettelonumero Halkaisija Pituus Paklitakseliannos
(Fr/mm) (mm) (mg)
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5
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2.0 KAYTTOTARKOITUS
Virtsaputken ladkepinnoitettu Optilume-pallokatetri (DCB-katetri) on tarkoitettu aikuis-
ten miesten anteriorisen virtsaputken striktuuroiden hoitoon.

3.0 KAYTTOAIHEET

Virtsaputken Optilume-DCB-katetria kdytetdan sellaisten > 18-vuotiaiden miesten
hoitoon, joilla on anteriorisen virtsaputken toistuviin striktuuroihin liittyvia hairitsevia
virtsaoireita. Se on suunniteltu kaytettdvaksi pallolaajennuskatetrina hoidettaessa virtsa-
putken yksittaisia, diffuuseja tai tandem-striktuuroita, jotka ovat pituudeltaan < 3 cm, tai
lisdhoitona muiden laajennuslaitteiden ja/tai -toimenpiteiden kanssa.

4.0 VASTA-AIHEET

Virtsaputken ladkepinnoitettu pallolaajennuskatetri (DCB-katetri) on vasta-aiheinen
seuraavissa tapauksissa:
e potilaat, joilla on tunnettu yliherkkyys paklitakselille tai rakenteellisesti
samankaltaisille yhdisteille
¢ Potilaat, joilla on leesioita, joita ei voi ylittdd 0,97 mm:n (0,038 tuuman)
ohjainlangalla.

5.0 VAROITUKSET

e Virtsaputken DCB-katetri toimitetaan STERIILINA vain kertakdyttd6n. Ala kisittele
tai steriloi uudelleen. Uudelleenkasittely tai uudelleensterilointi voi lisata potilaan
infektioriskia ja laitteen vaarantuneen suorituskyvyn riskia.

e Foliopussi ja sisemman pussin ulkopinta ovat EPASTERIILEJA. Sisemman pussin
SISALTO on STERIILI. K&yta valittdmasti foliopussin avaamisen jilkeen.

o Al3 kayts tata laitetta, jos potilaalla on virtsatieinfektio (UTI) tai
virtsarakkoinfektio. Infektio on hoidettava ennen striktuuran hoitoa Optilume
DCB -katetrilla.

e DCB-katetria saavat kadyttaa vain laakarit, joilla on kokemusta ja tietamysta
virtsaputken pallolaajennuksen kliinisista ja teknisistd nakokohdista.

e Ennen DCB-katetrin kayttoa laakareiden on luettava ja ymmarrettava
kayttoohjeet. Kayttdaiheiden, vasta-aiheiden, rajoitusten, varoitusten ja
varotoimien noudattamatta jattdminen voi aiheuttaa komplikaatioita.

o Al3 kayta viimeisen kdyttdpaivan jalkeen.

e DCB-katetri sisaltaa paklitakselia, joka on tunnettu genotoksiini. Miehet saavat
harrastaa vain turvaseksia (heidan on kaytettava kondomia) 30 péivan ajan
hoidon jalkeen.

o Tarkkaile potilasta anafylaksian tai paklitakseliyliherkkyyden varalta.

o Al koskaan kaytd ilmaa tai mitd4n kaasua DCB-katetrin tdyttdmiseen.

e Kayton aikana DCB-katetria on kasiteltdava suorassa nakdyhteydessa virtsarakon
tahystyksen tai korkealaatuisen lapivalaisun avulla.

o Al3 kisittele DCB-katetria sen ollessa tdytetyssa tilassa.

e Jos tunnet vastustusta milloin tahansa sisddnvientitoimenpiteen aikana, ala vie
katetria sisdan vakisin. Vastustus voi vahingoittaa laitetta tai luumenia. Veda
katetri varovasti pois.

e Miesten, joiden seksikumppani voi tulla raskaaksi, on kdytettava kondomia
vahintaan 90 pdivaa hoidon jalkeen.
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e Paklitakselin aiheuttamat haittavaikutukset ja havaitut oireet on keréatty paaasi
assa syopapotilaille lddkkeen suonensisaista infuusiota kasittelevista
tutkimuksista, kuten:

kromosomipoikkeavuudet ja syopariski

sikibvauriot raskaana olevan naisen altistuessa

anafylaksia ja yliherkkyys paklitakselille

virtsaputken paranemisen estyminen toimenpiteen jalkeen
luuydinlama, kuten neutropenia, leukopenia, trombosytopenia, anemia
rytmihairio

perifeerinen neuropatia

lihaskipu tai nivelkipu

alopesia

matala verenpaine

pahoinvointi, oksentelu tai ripuli

kohonnut bilirubiini, ALP ja AST

mahdollisia vaikutuksia maksaan ja munuaisiin ei tunneta eika niita ole

tutkittu.
Paikallisesti annettavan paklitakselin médara Optilume DCB -toimenpiteen aikana on pal-
jon pienempi kuin yksittdinen annos syopapotilaille annettavassa systeemisessa kemoter-
apiassa, ja ladke vaikuttaa pdaasiallisesti jaavan paikallisesti vain virtsaputken alueelle.

O O OO OO0 OO 0o O o o

6.0 VAROTOIMET

o Tayta aina steriililld nesteella (steriililld keittosuolaliuoksella tai 50-
prosenttisella varjoaineseoksella). Ald koskaan téyta ilmalla, hiilidioksidilla
tai milladn muulla kaasulla. DCB katetria ei saa tayttaa nimellisen
murtumispaineen (RBP) yli. Al ylitdyta palloa.

o Pallokatetrit on tarkoitettu pallokatetrilaajennukseen koulutettujen ja
siind kokeneiden ldakareiden kayttoon.

e Pallon paineen asianmukaisen sadntelyn varmistamiseksi suositellaan
pallontayttolaitteen ja painemittarin kayttoa.

e Aspiroi pallo kokonaan tyhjdksi, ennen kuin poistat laitteen varovasti
virtsaputkesta. Liiallinen voimankaytto palloa pois vedettdessa voi aiheuttaa
kudosvaurion.

o Tarkista DCB-katetri ja pakkaus huolellisesti ennen kayttda. Al kiyta katetria, jos
se on vaurioitunut tai jos sen koko, muoto tai kunto ei sovellu aiottuun
toimenpiteeseen.

o Al3 upota DCB-katetrin pallo-osiota mihinkdan nesteeseen tai pyyhi sitd milldan
nesteelld, silla tama voi vahingoittaa ladkepinnoitetta tai vaarantaa sen. Vaihda
DCB-katetri, jos sen pallo on joutunut kosketuksiin nesteiden kanssa ennen
kayttoa.

o Kayta kuivia steriileja kasineita tai kuivia sideharsotaitoksia DCB-katetrin
kasittelyyn ennen kadyttda. Kontaktia laitteen pinnoitetun pallo-osion kanssa on
valtettava.

o Al3 tayta DCB-katetria kehon ulkopuolella tai ennen kohdestriktuuran
saavuttamista, silld tama voi heikentaa pinnoitteen eheytta.

Sivu 4/8



Anlage 4 zuTOP 8.3.3

o Al3 yrita viedd DCB-katetria etiketissa ilmaistua F-kokoa pienemman 7.0 KAYTTO ERITYISRYHMILLE
kystoskoopin lapi.

e DCB-katetrin tyoskentelypituuden on katettava kohdestriktuuran koko pituus.

e Jotta asianmukainen lddkkeenanto kohdestriktuuraan onnistuisi, anna
pinnoitteen hydratoitua virtsaputkessa vahintaan 60 sekunnin ajan ennen
tayttamista ja pida DCB-katetri taytettyna vahintdan 5 minuutin ajan. Striktuuran
laajennus voidaan optimoida pidentdmalla tayttoaikaa yli 5 minuuttiin

Virtsaputken DCB-katetrin turvallisuutta ja tehokkuutta ei ole vahvistettu pediatrisille
potilaille (< 18-vuotiaat) tai naisille. Virtsaputken DCB-katetrin kayttd > 18-vuotiaille ja
sitd vanhemmille on [dakarin harkinnan varaista.

8.0 MAHDOLLISET KOMPLIKAATIOT

toimenpiteen suorittajan harkinnan mukaan. Optilume-DCB-katetrin kayttdon liittyvat mahdolliset komplikaatiot ovat samankaltaisia
¢ Jos tuotteessa on vika ennen tayttda tai sen aikana, vaihda DCB-katetri uuteen ja kuin tavallisiin virtsaputken laajennustoimenpiteisiin liittyvit komplikaatiot. Mahdollisia
tayta se toimenpiteen mukaisesti. Jos vika havaitaan nimelliseen komplikaatioita voivat olla muun muassa seuraavat:
murtumispaineeseen tdyttamisen jalkeen, dla toista DCB-toimenpidetta. e kipu ja arkuus
e Kayton jalkeen tama tuote voi olla biovaarallinen. Kasittele ja havita hyvaksyttyjen ¢ Foley-katetrin asetuksesta johtuvat virtsarakon spasmit
ladketieteellisten kaytantojen ja paikallisten sddnndsten mukaisesti. e kudosvaurio ymparoivissa kudoksissa, kuten virtsaputken vauriot
e Terveydenhuollon ammattilaisten on valtettava lateksikdsineiden kdyttoa e hematuria
lateksille allergisten potilaiden mahdollisten allergisten reaktioiden valttamiseksi. o |adkereaktiot ja allergiset reaktiot virtsarakon diagnostisen réntgenkuvauksen
e Hoitavan ladkarin maarittama kohdeleesion mukainen virtsaputken luumenin aikana kaytettdville varjoaineelle
valmistelu soveltuvalla luumenin valmistelumenetelmalla on tehtdvad ennen e virtsatieinfektio
Optilume DCB -katetrin kayttoa. e kudoksen puhkeaminen
e Luumenin valmistelua vain esilaajentamalla pinnoittamattomalla pallokatetrilla e striktuuran uusiutuminen, joka edellyttads lisitoimenpidetta
tai uretromialla ndkékontrollissa (DVIU) tutkittiin kliinisessd Robust ¢ inkontinenssi
| -tutkimuksessa. e dysuria
o Kliinisissa tutkimuksissa huomattavan striktuuran (< 12 F:n virtsaputken e kuume
[dpimitta) visuaalinen varmistus oli tehtava kystoskopialla tai uretrogrammilla, ja e virtsaumpi.

tutkimukseen otettiin vain potilaita, joilla oli subjektiivisia ja objektiivisia
virtsaputken striktuuran oireita (International Prostate Symptom Score [IPSS] > e
13, virtsan huippuvirtausnopeus < 15 ml/s). TutkimushenkilGille oli tehty 9.0 LAAKETIEDOT
vahintdan yksi aiempi endoskooppinen hoito ennen kliinisiin tutkimuksiin o VAIKUTUSMEKANISMI
osallistumista.

e Kliinisen tutkimuksen aikana ei saatu turvallisuus- ja tehokkuustietoja, jotka
tukisivat striktuurojen hoitoa potilailla, joilla on jokin seuraavista:

Virtsaputken DCB-katetrin pinnoite sisaltda paklitakselia, antimitoottista
laakeainetta, joka sitoutuu spesifisti mikrotubuluksiin ja stabiloi niita.
Paklitakselin on raportoitu estdvan sileiden lihassolujen ja fibroblastien

© etu.rauh.asen I||kakasvu.(BPH) proliferaatiota ja migraatiota seka soluvaliaineen eritystd. Ndiden vaikutusten
o radikaali prostatektomia yhdistelma voi johtaa uroteelin liikkakasvuun ja tdman myo6ta striktuuran
o lantionalueen sadehoito uusiutumiseen.
o Botox-hoito o
o enemman kuin 1 striktuura 0  LAAKEYHTEISVAIKUTUKSET
fo) aiempi uretrop|astia anteriorisessa Virtsaputkessa Vil’tsaputken DCB‘katetreja kOSkeVia Vira”isia |éékeyhteisvaikutustutkimuksia
o bakteeriperdinen uretriitti tai tippuri ei ole tehty. Kaikkien DCB-katetrin kanssa yhdessa kaytettavien ladkkeiden
. L . R . kayttdohjeet on tarkistettava paklitakselia koskevien yhteisvaikutusten varalta.
o penisimplantti, keinotekoinen sulkija tai virtsaputken/eturauhasen stentti
0 tunnetut neurogeeniset virtsarakon/sulkijan poikkeavuudet tai alasvetajali Systeemisten ja virtsaputken paikallisten ladkeyhteisvaikutusten mahdollisuus
haksen heikko toiminta on otettava huomioon, jos potilas kdyttaa laakettd, jolla on tunnettuja

o diagnosoitu valkojakili tai aiempi hypospadian korjaus yhteisvaikutuksia paklitakselin kanssa, tai kun ollaan tekeméssa paatosta

L . . . . L DCB-katetrilla hoidetun potilaan lddkehoidon aloittamisesta. Paklitakselin
o viimeisen 5 vuoden aikainen virtsarakon tai eturauhasen karsinoomahistoria metabolia katalysoituu sytokromi P450-isoentsyymien CYP2C8 ja CYP3A4 avulla, ja
0 umpeuttavan terskatulehduksen (BXO) aiheuttama striktuura se on P-glykoproteiinin substraatti. Mahdollisia la4keyhteisvaikutuksia voi esiintya
o virstaputken kasvaimet tai penissyopa. minka tahansa ndihin isoentsyymeihin vaikuttavan ldadkkeen kanssa. Koska virallisia

ladkeyhteisvaikutustutkimuksia ei ole tehty, paklitakselin annossa on noudatettava
varovaisuutta.
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o KARSINOGEENISUUS, GENOTOKSISUUS JA LISAANTYMISTOKSIKOLOGIA

Paklitakselin tai virtsaputken Optilume DCB -katetrin karsinogeenisuuden mahdolli-
suutta arvioivia pitkaaikaisia tutkimuksia ei ole tehty, eikd asianmukaisia ja hyvin
kontrolloituja tutkimuksia kaytosta raskaana oleville naisille tai lapsen saamista
yrittaville miehille ole julkaistu. Paklitakseli estaa solujen proliferaation vaikuttamalla
mikrotubuluksiin, mistd mm. seuraa kokonaisten kromosomien menettaminen solu-
jen jakautumisen aikana. Tama epasuora vaikutus on yhtdpitava DNA-fragmentteja
havaitsevissa mikrotuman genotoksisuuden in vitro- ja in vivo -maarityksissa saatu-
jen positiivisten tulosten kanssa. Positiivisia tuloksia on raportoitu myos ensisijaisten
ihmisen lymfosyyttien kromosomipoikkeavuuksien osalta. Ei ole tiedossa, vaikutta-
ako paklitakseli erikseen suoraan DNA:han aiheuttamalla DNA-ketjun rikkoutumisia
tai fragmentteja. Sen tulokset ovat negatiivisia maaritettdessa geenimutaatiota,
kuten salmonella- ja CHO/HPRT-mutaatioita.

Tutkimuksissa, joissa rotille ja kaniineille annettiin paklitakselia suonensisdisesti
organogeneesin aikana, ilmeni todisteita toksisuudesta didille, alkiolle ja sikiclle
tutkittaessa 1 ja 3 mg/kg:n annoksia. (Ndma annokset ovat noin 13- ja 39-kertaisia
verrattuna kehonpainoon suhteutettuun annokseen, jonka 5,5 mg:lla paklitakselia
pinnoitettu Optilume DCB -katetri [10 x 50 mm:n pallo] antaa.) Teratogeenisyytta ei
havaittu raskaana olevilla rotilla, jotka saivat paivittdin paklitakseliannoksen 1 mg/
kg suonensisdisesti (pdivittdinen annos noin 13-kertainen verrattuna kehonpainoon
suhteutettuun annokseen, jonka Optilume DCB -katetri [10 x 50 mm] antaa).

Hoitavan ldaakarin on harkittavia mahdollisia Optilume DCB -katetrin kdytosta koitu-
via ladketieteellisia hydtyja nama genotoksisuuteen ja lisaantymiseen liittyvat riskit
huomioiden. VAROITUS: Virtsaputken DCB-katetri sisaltaa paklitakselia, joka on tun-
nettu genotoksiini. Miehet saavat harrastaa vain turvaseksia (heidan on kaytettava
kondomia) 30 péivan ajan hoidon jalkeen.

10.0 TOIMITUSTAPA

Optilume DCB -katetri toimitetaan STERIILINA vain kertakédyttdon (steriloitu eteenioksi-
dilla). DCB-katetri on kahden pussin pakkausjarjestelmassa (folio- ja Tyvek-pussit) yhden
laitteen laatikossa.

11.0 SAILYTTAMINEN

Virtsaputken DCB-katetria on sailytettavd huoneenlammassa kuivassa paikassa alku-
perdisessa pakkauksessaan. Laite on kaytettava ennen pakkaukseen merkittya viimeista
kayttopaivaa.

12.0 SUOSITELTAVAT VALINEET

Valmistele seuraavat valineet noudattaen steriilid menetelmaa:
e sopivan kokoinen ohjainlanka, jossa on joustava karki (katso tuotteen etiketti)
o kystoskooppi (mieluiten joustava)
o steriilid keittosuolaliuosta
e 10 cc:n ruisku
e kaksisuuntainen sulkuhana
e tdyttolaite, jossa on painemittari
e varjoainetta — huomautus: valinnainen lapivalaisuohjatuissa toimenpiteissa.
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13.0 KAYTTOOHJEET
13.1 ENNEN KAYTTOA
Ladkitys ennen toimenpidettd, sen aikana ja sen jdlkeen

On suositeltavaa, etta |dakarit noudattavat endoskooppisille toimenpiteille annettu-
ja ohjeistuksia ennen toimenpidettd annettavasta laakityksesta ja valmisteluista seka
tarpeen mukaan ohjeistuksiin kuuluvaa ohjeistusta ennen toimenpidettd annettavista
antibiooteista. Suun kautta annettavia NSAID-lddkkeitd suositellaan myds annettavaksi
ennen toimenpidetta.

Jos potilaalla on virtsatieinfektio (UTI) hoidon aikana, tata virtsatieinfektiota on hoidetta-
va, kunnes se on parantunut, ennen kuin hoitotoimenpide voidaan tehda.

13.2 KOHDESTRIKTUURAN VALMISTELU

Virtsaputken kohdestriktuuran esilaajennusta suositellaan erittdin stenosoituneille

ja vaikeasti ohitettaville striktuuroille hoitavan ldadkdrin madrittamalla menetelmalla
(pinnoittamaton laajennuspallo tai uretromia ndkokontrollissa [DVIU]) ennen Optilume
DCB -katetrin kayttoa. Tee esilaajennus striktuuran sivuun tydntamista varten. Taman
katsotaan onnistuneen, kun laajennetun striktuuran luumenin lapimitta on > 20 F tai >
50 % suurempi kuin laajentamattoman striktuuran luumen.

13.3 LAITTEEN KOON MAARITTAMINEN

Varmista, ettd valitun DCB-pallon halkaisija on nimellispaineessa sama tai hieman
suurempi kuin striktuuran distaalireunan viereisen terveen virtsaputken halkaisija. Pallon
halkaisijaa jaettuna viereisella distaalisella terveelld virtsaputkella kutsutaan venytyssuh-
teeksi.

Bulbaarisen virtsaputken koko

Bulbaarisissa striktuuroissa pallon halkaisijan venytyssuhde distaaliseen terveeseen
virtsaputkeen ei saa olla yli 1,3. Jos virtsaputken koko osuu saatavien laitekokojen
valiin, kdyta suurempaa laitekokoa, jos venytyssuhde on silld korkeintaan 1,3. Jos
suuremmalla koolla venytyssuhde on suurempi kuin 1,3, kdyta pienempaa laitetta.

Virtsaputken siitinosan koko

Valitse siittimessa olevissa virtsaputkistriktuuroissa pallon halkaisija, joka on
lahimpana distaalista tervetta virtsaputkea. Virtsaputken siitinosan venytyssuhde
ei saa ollayli 1:1. Jos virtsaputken koko osuu saatavien pallokokojen viliin, valitse
pienempi. ALA YLITA venytyssuhdetta 1:1.

Seka virtsaputken siitinosan etta bulbaarisen virtsaputken kohdalla DCB-pallon on
oltava hoidettavaa striktuuraa pidempi. Pallon pituuden on yletyttdva noin 0,5-1 cm
striktuuran yli sen molemmista pdista. Jos esimerkiksi striktuuran pituus on 2 cm,
valitse 3 cm:n DCB-pallo.

13.4 PALLOKATETRIN VALMISTELU

Tyhjenna ilma DCB-katetrista. Katetrin pallon luumen sisaltda ilmaa, ja ilma on korvattava
siten, ettd pallossa on vain nestettd katetrin ollessa virtsaputkessa.

1. Liita sulkuhana avoimessa asennossa pallon tayttoliittimeen.

2. Liita keittosuolaliuoksella puoliksi taytetty ruisku sulkuhanaan.
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3. Luo alipaine vetamalld méanta taakse ruiskun koko tilavuuteen ja pida siing,
kunnes ruiskussa olevassa keittosuolaliuoksessa ei ndy enaa ilmakuplia. Toista
tarvittaessa, kunnes kaikki ilma on poistettu katetrista ja korvattu suolaliuoksella.
Pidad manta takana, yllapida alipaine kaantamalla sulkuhanaa ja poista ruisku.
Tayta tayttolaite puoliksi normaalilla keittosuolaliuoksella tai 1:1-varjoaineella —
lapivalaisua kdytettdessa keittosuolaliuoksella — ja tyhjenna ilma linjasta.

4. Liita tayttolaite pallokatetrin sulkuhanaan, kdanna sulkuhanaa ja veda alipaine
tayttolaitteeseen.

13.5 OPTILUME DCB:N SISAANVIENTI

1. Vie 0,038 tuuman (0,97 mm:n) ohjainlanka, jossa on joustava karki, kystoskoopin
avulla kerélle virtsarakkoon.

2. Poista pallon suojus DCB-katetrin karjesta.

Huomio: Varovaisuutta on noudatettava, kun paklitakselilla paallystettya palloa
vieddaan minka tahansa kystoskooppijarjestelman lapi. Valta liiallista kasittelya
4laka kosketa palloa. Ala pyyhi palloa kuivalla, maralla tai liukastetulla harsolla tai
millaadn liuottimella, joka voi vahingoittaa lddkepinnoitetun pallon eheytta.

3. Vie DCB-katetria kystoskoopin tydskentelykanavaa pitkin. Voit myos asettaa
ohjainlangan ja pallokatetrin erilleen kystoskoopin tydskentelykanavasta
rinnakkain asetusta varten.

4. Ohjaa DCB-katetrin asettamista kystoskoopilla. Vaihtoehtoisesti voit asettaa
pallon lapivalaisussa kayttamalla pallon rungon/kartion alla olevia
rontgenpositiivisia merkkeja asettamisen apuna.

Huomio: Alé vie ohjainlankaa tai pallolaajennuskatetria eteenpdin, jos tunnet vastu-
stusta, ennen kuin olet mddrittdnyt vastustuksen syyn ja tehnyt korjaavat toimenpiteet.

13.6 OPTILUME DCB:N TAYTTAMINEN

Huomio: Téyttolaitteilla voidaan saavuttaa erittdin korkea paine hyvin véhdiselld vai-
valla. Tdyttélaitteen ja korkeapainemittarin kéyttéd suositellaan vakavasti, jotta laa-
jennusvoima voidaan optimoida niin, ettd virtsaputken striktuura antaa periksi ja Idéke
pddsee tunkeutumaan uroteelin.

1. Varmista, etta virtsaputki on huuhdeltu keittosuolaliuoksella.

2. Aseta DCB-katetri striktuuran mukaisesti niin, etta kystoskooppi on distaalisesti
palloon ndhden (kauimpana rakosta), jotta voit tarkistaa pallon oikean aset
tumisen striktuuran paalle. Jata tayttamaton pallo sijaintiin vahintddn 1 minuutin
ajaksi ennen pallon tayttamistd. Tarkista lapivalaisun avulla, ettd pallon
rontgenpositiiviset merkit ovat oikeassa kohdassa.

3. Tayta pallo nimelliseen murtumispaineeseen tiyttdlaitteen avulla. Al3 ylitd pallon
nimellistd murtumispainetta (RBP). Pida painetta ylla vahintdan 5 minuutin ajan
tai kunnes haluttu laajennus saavutetaan.

4. Tyhjenna pallo kohdistamalla siihen alipainetta tayttolaitteen avulla. Kun pallo
on tyhjentynyt kokonaan, veda ohjainlanka ja DCB-katetri hitaasti pois. Jos tunnet
lievaa vastustusta vetdessasi palloa pois, kierra katetria varovasti auttaaksesi
palloa taittumaan katetrin varren ympérille ja helpottaaksesi pois vetamista.

Huomio: Jos tunnet vastustusta poistaessasi ohjainlankaa katetrin ldpi ja kysto-
skoopin ldpi, estd ohjainlangan, katetrin tai potilaan anatomian vahingoittuminen
LOPETTAMALLA ja poistamalla ne yhté aikaa yhtend yksikkénd.
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5. Jos tuotteessa on vika ennen tayttoa tai sen aikana (tdyton ollessa alle nimellisen
murtumispaineen), vaihda DCB-katetri uuteen ja tdytd se toimenpiteen mukai
sesti. Jos vika havaitaan nimelliseen murtumispaineeseen tayttdmisen jalkeen, ala
toista DCB toimenpidetta.

6. Vie 12—14 Fr:n liukastettu Foley-katetri sisddn ja jata se paikalleen vahintaan 2
vuorokaudeksi tai hoitostandardin mukaiseksi ajaksi. Noudata pidempaa aikaa.

13.7 YHTEENSOPIVUUSKAAVIO

18 Fr (6 mm) x 30 mm

(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 RBP 6,45
18 Fr (6 mm) x 50 mm
(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 RBP 6,25
24 Fr (8 mm) x 30 mm
(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 RBP 8,46
24 Fr (8 mm) x 50 mm
(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54
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30 Fr (10 mm) x 30 mm
(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
30 Fr (10 mm) x 50 mm
(atm) Paine kPa (mm) Pallo
6,0 600 Nimellinen 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Huomio: Nimellistd murtumispainetta ei saa ylittédd. Katso nimelliset
murtumispaineet tuotteen etiketistd. Jos palloa téytetddn yli nimellisen
murtumispaineen, se voi rikkoutua. Jos paine pallon siséllé laskee tédyttdmisen
aikana tai pallo rikkoutuu laajennuksen aikana, keskeytd toimenpide vdlittémdsti.
Tyhjenné pallo varovasti ja poista se virtsaputkesta. Ald tdytd palloa uudelleen.

14.0 TAKUU

Urotronic takaa, ettd tdman tuotteen suunnittelussa ja valmistuksessa on noudatettu
kohtuullista huolellisuutta. Tama takuu korvaa ja sulkee pois kaikki muut takuut, joita
tdssa ei ole nimenomaisesti maaritetty, olivat ne sitten suoria tai epasuoria lain mukaan
tai muuten, mukaan lukien muun muassa kaikki epasuorat tiettya tarkoitusta koskevat
takuut. Taman laitteen kasittely, sdilytys, puhdistus ja sterilointi sekd muut potilaas-
een, diagnoosiin, hoitoon, kirurgisiin toimenpiteisiin ja muihin Urotronicin hallinnan
ulkopuolella oleviin seikkoihin liittyvat tekijat vaikuttavat suoraan laitteeseen ja sen
kaytosta saatuihin tuloksiin. Urotronicin tdman takuun mukainen velvollisuus rajoittuu
tdman laitteen korjaamiseen tai vaihtamiseen, eikd Urotronic ole vastuussa mistaan
satunnaisista tai valillisistda menetyksistd, vahingoista tai kuluista, jotka johtuvat suoraan
tai epdsuorasti tdman laitteen kaytosta. Urotronic ei ota mitdadn vastuuta uudelleen-
kaytetyistd, uudelleenkasitellyistd tai uudelleensteriloiduista laitteista eikd anna tallaisille
laitteille mitddn suoria tai epasuoria takuita, mukaan lukien muun muassa tiettya tarkoi-
tusta koskevat takuut.
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15.0 LAITTEEN MERKINNOISSA KAYTETYT SYMBOLIT

| 1 kpl laatikkoa kohden
B oo Huomio: Yhdysvaltain liittovaltion lain mukaan taman laitteen saa

myyda vain laakari tai laakarin maarayksesta.

limoittaa paivamaaran, jona ldakinnallinen laite on valmistettu.

Al3 steriloi uudelleen

Al kayta uudelleen

Al3 kayts, jos pakkaus on vaurioitunut

Sarkyvaa

Viimeinen kayttopaiva

Suojaa suoralta auringonvalolta

Pida kuivana

Valmistaja

Ei sisalla lateksia

Lampéatilaraja 15-30 °C

Huomio: Lue kdyttoohjeet

Steriloitu eteenioksidilla

B H g*@g%
K

Luettelonumero

-

oT

Eranumero

€

CE-merkinta laakinnallisista laitteista annetun Euroopan unionin
direktiivin 93/42/ETY mukaisesti (ilmoitettu laitos #1434)

Fn
Eé

Valtuutettu edustaja Euroopan unionin alueella

E

USA

Urotronic, Inc.
2495 Xenium Lane North
Minneapolis, MN 55441

C€

1434

EC I REP

MDSS GmbH
Schiffgraben 41
30175 Hannover, Germany
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1.0 LYSING A BUNADI
1.1 Blédruholleggur

Optilume lyfjahudadi blédruholleggurinn fyrir pvagras er 0,038” (0,97 mm) leidarvir og
sveigjanlegur yfir-virinn holleggur samhaefur vid blodrusja, af tvihola gerd og med fram-
mjéum averkaminnkandi enda. Holleggurinn er notadur vid ad beita geislaleegum krafti
til ad vikka Ut pvagferahluta (prengsli). Fjeerendi holleggs er utbuinn half-eftirgefanlegri

uppbldsanlegri blodru sem er hudud med eignarréttarvarinni hid sem inniheldur virka

lyfid paclitaxel. Lyfjahudin pekur sveigjanlega hluta bl6édrunnar. Bunadurinn er med tvo

geislapétta merkiborda sem syna pann hluta blédrunnar sem er sveigjanlegur.

Keilulaga oddur sem ekki veldur Luer tengi fyrir loftdeelu

/ averka

Paclitaxel huo

> i
|I " Half-eftirgefanleg uppblésanleg bladra
Merkibordar

LENGD PESS HLUTAR SEN)
: \_ERNOTABUR 75 cm

_—
0,038” braeddur

holleggur Hol/ras

BuUnadurinn er seefdur med etylenoxidi i Tyvek poka. Ad lokinni safingu er holleggurinn,

sem komid er fyrir i poka, péttlokadur i malmpynnupoka med rakadraegu purrkefni og
komid fyrir i 6skju sem gerd er fyrir eina einingu. Hver einstakur holleggur er Utbudinn

hlifdarhjup sem pekur lyfhidadan blédruhluta holleggsins. Tafla yfir samraemi fyrir bl66-

ru er @ merkimidanum a Tyvek pokanum.

1.2 Lyfjahtddun

Lyfjahddunin samanstendur af hinu virka lyfjaefni paclitaxel og hjalparefnum.
Lyfjahddunin pekur verklaega hluta blodrunnar sem fylgir holleggnum.
Lyfjahdduninni er dreift jafnt um yfirbordsflot blodrunnar i efnastyrk sem
nemur 3,5 pg/mm?2. Mikilvaegasti starfreeni eiginleiki lyfjahidarinnar er ad
gera losun paclitaxel kleifa i pvagfaerapekjuna medan bladran er blasin ut.

Skommtunartafla lyfhudadrar bl6dru

Vorulistanumer pvermal Lengd Paclitaxel
(Fr/mm) (mm) skammtur (mg)
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5

-
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2.0 ATLUD NOTKUN

Optilume lyfjahudadi blédruholleggurinn fyrir pvagras er setladur fyrir medferd a
prengslum i framanverdri pvagras fullordinna karlmanna.

3.0 ABENDINGAR UM NOTKUN

Optilume lyfjahudadi blédruholleggurinn fyrir pvagras er notadur til medferdar 4
karlménnum =18 ara ad aldri sem eru med truflandi pvagfaeraeinkenni sem tengjast
pralatum prengslum i framanverdri pvagras. Hann er hannadur til notkunar sem Gtvik-
kunarbladra fyrir ein, fleiri eda utbreidd prengsli i framanverdri pvagras <3 cm ad lengd
eda sem vidbdtarmedferd med 6drum Gtvikkunartaekjum og/eda adferdum.

4.0 FRABENDINGAR

Lyfhadadur blodruholleggur (DCB) fyrir Gtvikkun er med frabendingar vegna notkunar
hja:
e Sjuklingum sem eru med pekkt ofurnaemi gagnvart paclitaxel eda
efnasambdndum sem eru skyld ad uppbyggingu.
e Sjuklingar med vefjaskemmdir sem ekki er haegt ad fara i gegnum med 0,038”
leidarvir.

5.0 VIDVARANIR

e Holleggurinn er afhentur SEFDUR og einungis sem einnota. Ma ekki endurnyta
eda endursaefa. Endurnyting og endurszefing geetu aukid haettuna 4 ad sjuklingur
fai sykingu og dhaettuna a pvi ad bunadur starfi ekki sem skyldi.

e Malmpynnupokinn og ytra yfirbord innri poka er EKKI SEFT. INNIHALD innri poka
er SAFT. Notid umsvifalaust eftir ad buid er ad opna malmpynnupoka.

e Notid ekki pennan bunad sé um ad raeda sykingu i pvagras (UTI) eda
pvagbl6dru. Hreinsa skal sykingu adur en medferd vid prengslum a sér stad med
Optilume lyfhudadri bl6dru.

e Holleggurinn eetti einungis ad vera notadur af l&eknum sem eru med reynslu og
hafa pekkingu & kliniskum og teeknilegum hlidum pvagferautvikkunar med
blodru.

e Adur en holleggurinn er notadur zettu laeknar ad lesa og skilja leidbeiningar um
notkun hans. Vanraksla & ad fylgja leidbeiningum, frabendingum, takmorkunum,
vidvorunum og varudarreglum kann ad hafa i for med sér vandkvadi.

e Notid ekki eftir fyrningardagsetningu.

e Holleggurinn inniheldur paclitaxel sem er pekkt erfdaeiturefni. Karlar zettu ad
nota getnadarvorn (smokk) vid kynmok i 30 daga eftir medferd.

e Fylgist i sifellu med visbendingum um bradaofnaemi eda ofurnaemi gagnvart
Paclitaxel

e Notid aldrei loft eda gaskennd efni til ad blasa upp hollegginn.

e begar verid er ad nota hollegginn atti ad handstyra honum a grundvelli
myndbirtingar med blédruspeglun eda med skodun gegnum hagaeda
skyggnitaekni.

e Ekki feera til hollegginn pegar hann er uppblasinn.

e Komi fram vidnam eda moétstada a einhverjum timapunkti medan 4 uppsetningu
stendur 3 ekki ad pvinga bunadinn afram. Vionam kann ad orsaka skemmd &
bunadi eda holi. Geetid varudar pegar holleggurinn er dreginn ut.
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e Menn sem eiga bolfélaga sem eiga moguleika a ad verda barnshafandi skulu nota
smokk i a.m.k. 90 daga eftir medferd.

e Aukaverkun vid paclitaxel og einkenni sem tekid var eftir komu adallega fra
rannséknum IV bléndu lyfsins vid medferd krabbameinsvidfangsefna og innihalda

o Litningaafbrigdileiki og dhaetta 4 krabbameini

Fosturskadi pegar barnshafandi kona verdur fyrir vahrifum
Bradaofnami og ofurnaemi gagnvart paclitaxel

Hindranir a ad pvagrasin groi eftir adgerd

Mergbaeling ad medtaldri: daufkyrningafaed, hvitfrumnafaed, blodflagnafaed,
blédleysi

Hjartslattartruflun

Overulegur taugakvilli

Vodvaverkir eda lidverkir

Hartap

Lagprystingur

Ogledi, uppkost eda nidurgangur

Haekkadur gallraudi, ALP og AST

Moguleg ahrif & lifur og nyru eru 6pekkt og hafa ekki verid rannsokud.

O O O o

O O O O 0O 0O O O

Pad magn paclitaxel sem er gefid stadbundid medan 4 adgerd Optilume lyfhidadri
bl6dru stendur er mun minna en einstakur skammtur af kerfisbundinni lyfjamedferd
sem krabbameinssjuklingum er gefin og lyfid virdist i meginatridum vera stadbundid i
pvagrasinni.

6.0 VARUDARRADSTAFANIR

e Notid avallt seefdan vokva vid uppblastur (seeft saltvatn eda 50%
skuggaefnisblondu). Notid aldrei loft, kolefnistvioxid eda adrar gastegundir vid
uppblastur. Ekki & ad blasa hollegginn upp meira en sem nemur maldum
sprengiprystingi (RBP). Ofblasid ekki blodruna.

e Blddruholleggir eru aetladir til notkunar af leeknum sem hafa pjalfun og
reynslu i taekni er snyr ad utvikkun med blédruhollegg.

o Til ad tryggja rétt eftirlit med bl6édruprystingi er maelt med notkun
blodruuppblasturstaekis med prystingsmaeli.

e Sogid algerlega ur blédrunni adur en bunadur er fjarleegdur varlega ur
pvagras. Sé notad of mikid afl pegar bladra er fjarleegd getur pad valdid
skemmdum 4 vef.

e Skodid hollegginn vandlega svo og umbudir fyrir notkun. Notid ekki
hollegginn sé hann laskadur eda ef steerd, |6gun eda astand hans er
ovideigandi fyrir hina vaentanlegu adgerd.

e Ekki sokkva i neinn vokva eda purrka blodruhluta holleggsins med neinum
vokva par ed slikt getur skemmt eda vasett lyfhidina. Skiptid Gt holleggnum
ef bladra hefur komist i snertingu vid vokva fyrir notkun.

e Notid seefda hanska eda purrar grisjur til a6 medhondla hollegginn fyrir
notkun. Gaeta skal ad pvi ad ldgmarka alla snertingu vid hidada blédruna sem er
hluti bunadarins.
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Blasid aldrei hollegginn upp utan likamans, eda a6ur en komid er ad prengslum
peim sem adgerdinni er beint ad par sem slikt getur rofid hudunina.

Reynid ekki ad koma holleggnum i gegnum minni bl6drusja af franskri staerd
heldur en greint er fra @ midanum.

Hin virka lengd holleggsins verdur ad nd yfir alla lengd prengsla sem adgerd
midast vid.

Til pess ad rétt lyfjagjof ad markprengingunni geti att sér stad parf ad lata
hddunina soga til sin vatn i pvagrasinni i ad lagmarki 60 sekdndur fyrir uppblastur
og holleggurinn verdur ad vera uppblasinn i a.m.k. 5 minatur. Til ad hamarka
utvikkun prengsla getur stjornandi adgerdar akvedid ad halda holleggnum
uppblasnum lengur en i 5 minutur.

Komi upp bilun i bunadi fyrir eda medan a uppblaestri stendur verdur ad skipta
ut holleggnum og blasa upp ad nyju i samraemi vid verklag. Komi upp bilun eftir
uppblastur ad maeldum sprengiprystingi skal ekki endurtaka adgerdina med
hollegg.

Eftir notkun kann pessi vara ad fela i sér hugsanlega liffreedilega haettu.
Medhondlid og fargid i samraemi vid vidurkennt leeknisfraedilegt verklag og
gildandi 16g og reglur a vidkomandi stad.

Heilbrigdisstarfsmenn attu ad fordast ad nota latex hanska til pess ad koma i veg
fyrir hugsanleg ofnamisvidbrogd hja sjuklingum sem eru med ofnaemi fyrir latexi.
Undirbuningur holrdms pvagrasarinnar vegna skemmda sem na skal til, med

pvi ad nota videigandi undirbuningsadferdir holrums eins og skilgreindar eru af
medferdarlaekninum, er krafist 4dur en ad notkun a Optilume lyfhadudu
bl6drunni & sér stad.

Undirbuningur holrims med pvi ad nota einungis foritvikkun med blédruhollegg
sem er ekki hudadur eda DVIU, var rannsakadur i Robust | kliniskri rannsdkn.

i kliniskum rannséknum var krafist sjénraennar stadfestingar & verulegum
prengslum (<12F pvermal pvargrasar) med bl6drusja eda pvagrasarmynd og
patttaka var takmorkud vid sjuklinga sem syndu huglaeg og hlutlaeg einkenni
brengsla i pvagras (alpjodleg flokkun blodruhalskirtilseinkenna [IPSS] >13,
hamarkshradi pvagflaedis <15 mL/sek.). batttakendur hofdu undirgengist a.m.k.
eina holsjarmedferd adur en peir téku patt i klinisku rannséknunum.

Ekki fengust gogn ur klinisku rannsékninni sem sanna oryggi og skilvirkni fyrir
medferd a prengslum i sjuklingum med:

o Godkynja blodruhalskirtilsofvoxt

0 Rottekt blédruhalskirtilsnam

o Grindargeislun

o Bodtoxmedferd

o Meiraen 1 prengsli

o  Fyrri pvagrasarlogun innan fremri hluta pvagrasar

o Bakteriupvagrasarbolga eda lekandi

o Vidurvist redurigraadds gerviprengis eda stodnets pvagrasar/blodruhalskirtils

o bekkta taugraena pvagblodru, afbrigdileika prengis, eda litla virkni tamivodva
pvagblodru.

o Greinda hudskaeniherdingu, eda fyrri lagfeeringu a nedanras.

o Sogu um krabbamein a pvagblodru eda blédruhalskirtli innan sidustu 5 ara

o brengsli vegna herslisskorpnunarhufubdlgu

o /xli a pvagfeerum eda redurkrabbamein
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7.0 NOTKUN HJA BERSKJOLDUPUM HOPUM

Oryggi og skilvirkni lyfhudads blédruholleggs hefur ekki verid stadfest hja sjulkingum

barnalaekninga (<18 ara aldur) eda hja konum. Notkun & lyfhidudum blédruhollegg hja
sjuklingum >18 dra aldur og eldri er undir pagmaelsku laeknisins.

8.0 HUGSANLEGIR FYLGIKVILLAR

Hugsanlegir fylgikvillar sem tengjast notkun Optilume pvagfeeralyfhudads blédruholleggs
eru sambeerilegir vid pa sem tengjast stodludum pvagfaeravikkunaradferdum. Hugsanle-
gir fylgikvillar kunna ad vera, en takmarkast ekki vid:

e Verkur og eymsli

e bvagblédrukrampi vegna uppsetningar a Foley hollegg

e Skemmdir & vefjum i samsetningunum i kring, ad medtéldum skemmdum &
pvagfaerum

e Bl6dmiga

Vidbrogd vid lyfjum, ofnaemisvidbrogd vid skuggaefni sem notad er vid

bvagrasarmyndatoku vegna greiningar

bvagfaerasyking

Gotun a vef

Endurkoma prengsla sem kallar 4 frekari skur6adgerd

Lausheldni

bvaglatstregda

Hiti

bvagteppa

9.0 LYFJAUPPLYSINGAR

o)

VERKUNARMATI

HGBun holleggsins innihaldur paclitaxel sem er lyf sem vinnur gegn mitdsu og binst
sértaekt vid og kemur jafnvaegi & 6rpiplur. Tilkynnt hefur verid um ad paclitaxel hamli
fidlgun og fari sléttra védvafruma og trefjakimfruma, sem og seyti utanfrumuefnis.

Sambland pessara ahrifa kann ad leida til hdmlunar 4 ofvexti pvagfaerapekju
og pess vegna til endurkomu prengsla.

MILLIVERKANIR LYFJA

Formlegar rannsdknir & milliverkunum lyfja hafa ekki farid fram vegna
pvagfeaeralyfhudads blodruholleggs. Skoda parf notkunarleidbeiningar allra
lyfija sem notud eru i tengslum vid hollegginn vardandi milliverkanir vid
paclitaxel.

Taka parf tillit til hugsanlegra og stadbundinna lyfjamilliverkana i pvagfaerum
sjuklings sem tekur lyf sem er med pekkta milliverkun vid paclitaxel eda pegar
tekin er dkvordun um ad hefja lyfjamedferd hja sjuklingi sem hefur gengist undir
medferd med holleggnum. Efnaskipti paclitaxel eru hvott af sytékrém P450
samsaetuensimunum CYP2C8 og CYP3A4 og pad er hvarfefni P-glykdproétins.
Hugsanlegar lyfjamilliverkanir kunna ad eiga sér stad vid énnur lyf sem hafa
ahrif @ pessi samsaetuensim. bar sem ekki hafa farid fram formlegar rannsdknir
a milliverkunum lyfja skal geeta varudar vid notkun paclitaxel.

-

NYSNITSI
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o KRABBAMEINSVALDANDI VERKUN, ERFDAEITURHRIF OG EITURHRIF A Z£XLUN

Engar langtimarannsoknir hafa verid framkvaemdar til pess ad meta krabbameins-
valdandi moguleika lyfsins paclitaxel eda Optilume lyfhudada blodru og pad eru
engar fullnaegjandi eda vel stjérnadar rannsdknir sem hafa verid gefnar at vardandi
barnshafandi konur e8a menn sem hafa hug a ad fedra born. Paclitaxel hamlar fj6l-
gun a frumum med pvi ad verka 4 vixl vid 6rpipur, og ein afleiding er missir & heilum
litningum & medan a frumuskiptingu stendur. Pessi dbeina adgerd er i samraemi vid
jakvaeda svorun i kdnnunum & smakjarna erfdaeiturahrifa i tilraunaglasi og i lifan-
di likama, sem greinir erfaefniseiningar. Einnig hefur verid tilkynnt um jakvaedar
nidurstodur vid litningaafbrigdileika adallega i mannlegum eitilfrumum. bad er ekki
pbekkt hvort ad paclitaxel hafi adgreind bein ahrif 4 erfdaefni vid myndun skemmda
eda brots a erfdaefni. bad er neikvaett i kbnnunum a genastokkbreytingu, ad medt-
aldri salmonellu og CHO/HPRT.

Rannsoknir sem foru fram a rottum og kaninum sem fengu paclitaxel i 26 medan

a liffaramyndun sté6 syndu fram @ maddurlega eiturverkun, eiturverkun fosturvisa
og fosturskemmdir vid skammtastaerdir 1 og 3 mg/kg, eftir pvi sem vid a (hér um bil
13 og 39 sinnum su skammtastaerd sem veitt er af Optilume lyfhudadri blodru sem
hudud er med 5,5 mg paclitaxel (10 mm x 50 mm bladra) adlagad ad likamspyngd).
Ekki var tekid eftir neinni vansképun hja ungafullum rottum sem fengu daglega 1
mg/kg af paclitaxel i 220 (daglegur skammtur hér um bil 13 sinnum skammturinn af
Optilume lyfhidadri blodru (10 mm x 50 mm), adlagad ad likamspyngd).

Medferdarlaeknir skal jafna Ut mogulegan laeknisfreedilegan avinning af Optilume
pvagfeeralyfhidadri blodru gegn pessum erfdaeitrandi og aexlunardhaettum.
VIDVORUN: Holleggurinn inniheldur paclitaxel sem er pekkt erfdaeiturefni. Karlar
2ttu ad nota getnadarvorn (smokk) vid kynmok i 30 daga eftir medferd.

10.0 HVERNIG ER BUNADUR AFHENTUR

bvagfeeralyfhidada bladran er afhent S£FD og einungis sem einnota (sa&fing med etyle-
noxidi). Lyfhudada bladran er tvéfaldri pakkningu (malpynnu og Tyvek poka) sem komid
er fyrir i 6skju sem gerd er fyrir eina einingu.

11.0 GEYMSLA

Geyma eetti lyfhidada blédruhollegginn vid herbergishita & purrum stad i upprunalegum
umbudum. Nota skal bunadinn fyrir fyrningardagsetningu sem tilgreind er 4 umbudum a
eftir ,,notist fyrir”.

12.0 ATRIPI SEM RAPLOGP ERU

Undirbuid eftirfarandi atridi med seefdum adferdum:
e brad af videigandi steerd med hreyfanlegum oddi (sja merkingar a voru)
bvagblodrusja (sveigjanleg er aeskileg)
Seeft saltvatn
10 rimsentimetra sprauta
Tvidtta loki
Uppblastursteeki med prystingsmaeli
Skuggaefni — Athugid: Valkveett til nota med verklagi a grundvelli skyggnitaekni
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13.0 NOTKUNARLEIDBEININGAR
13.1 ADUR EN NOTKUN HEFST
Lyf fyrir adgerd

pad er mzelt med pvi ad leeknar fylgi leidbeiningum lyfs fyrir adgerd og undirbuning fyrir
holsjaradgerd, p.m.t. umsjén med syklalyfjum fyrir adgerd eins og videigandi er. Einnig er
maelt med pvi ad gefa NSAID munnlega fyrir adgerd.

Ef ad pvagfaerasyking er til stadar vid medferd, pa verdur sjuklingurinn ad fa medferd vid
henni og nd bata 4dur en medferdaradgerdin getur att sér stad.

13.2 UNDIRBUNINGUR PRENGSLA SEM NA SKAL TIL

Melt er med forutvikkun pvagfaera @ prengslum sem na skal til, med pvi ad nota
videigandi undirbuiningsadferdir sem skilgreindar eru af medferdarlaekninum (atvik-
kunarbladra sem er ekki hudud eda DVIU), fyrir prengsli sem hafa prengst mikid eda er
erfitt ad komast yfir, adur en Optilume lyfhidud bladra er notud. Stjérnid foratvikkun
til pess ad prengslin gefi eftir. betta er skilgreint sem utvikkad pvermal holrasar prengsla
>20F eda >50% steerra en holrds prengsla sem hefur ekki verid utvikkud.

13.3 STERDARMAT BUNADAR

Gangid ur skugga um pvermal valda DCB belgsins vid lagmarksprysting sé pad sama eda
adeins staerra en pvermal heilbrigdu pvagrasarinnar sem liggur ad fjarlaegu brun preng-
slanna. bvermal belgsins deilt med pvermali fjarlaegu heilbrigdu adliggjandi pvagrasarin-
nar er skilgreint sem Utpensluhlutfall.

Steerd midhluta pvagrasar (bulbar urethra)

Ef um er ad reeda prengsli i midhluta pvagrasar ma Gtpensluhlutfallid fyrir pvermal belgs
og fjarlaegrar pvagrasar ekki vera staerra en 1,3. Ef steerd pvagrdsarinnar fellur @ milli
faanlegra steerda teekisins, skal nota steerri steerdina ad pvi tilskildu ad utpensluhlutfallid
sé minna en eda jafnt og 1,3. Ef staerdin par fyrir ofan gefur Gtpensluhlutfall sem er
steerra en 1,3 4 ad nota minna taekid.

Steerd redurhluta pvagrasar (penile urethra)

Ef um er ad reeda prengsli i redurhluta pvagrasar 4 ad velja pvermal belgs sem passar
best vid fjarlaegu heilbrigdu pvagrasina. Utpensluhlutfall redurhluta pvagrasarinnar ma
ekki vera steerra en 1:1. Ef staerd pvagrasarinnar fellur @ milli faanlegra steerda belgsins,
skal nota minni belgstaerdina. EKKI MA FARA YFIR 1:1 Gtpensluhlutfallid.

Lengd DCB belgsins & ekki ad vera lengri en prengslin sem 4 ad medhondla, baedi hvad
vardar redurhluta og midhluta pvagrasar. Belgurinn parf ad na u.p.b. 0,5-1 cm fram yfir
prengslin & badum hlidum. Til deemis, ef prengslin eru 2 cm a ad velja DCB belg sem er 3 cm.

13.4 UNDIRBUNINGUR BLODRUHOLLEGGS

Loffteemid hollegg lyfhududu blédrunnar. Holrim blédrunnar i blédruholleggnum inni-
heldur loft og loftid parf ad faera ur stad til ad ganga ur skugga um ad einungis vokvi fylli
bl6druna medan holleggurinn er i pvagrasinni.

1. Tengid loka i opinni stodu vid uppblasturstengil bl6dru.

2. Tengid sprautu halffyllta med saltvatni vid loka.
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3. Dragid bulluna aftur med oddi sprautunnar sem nemur heildarraimmali

sprautunnar (petta myndar hamarks neikvaedan prysting) og haldid uns engar

loftbdlur sjast koma at ur saltvatnslausninni i sprautunni. Endurtakid eins og porf
er 4 til pess ad hreinsa loftid fra holleggnum og skiptid pvi ut fyrir saltlausn.
Haldid bullunni aftur, snuid lokanum til pess ad vidhalda loftteemi og fjarlaegid
sprautuna. Halffyllid uppblastursteeki med edlilegri saltlausn eda med 1:1
skuggaefni: saltlausn ef skygging er notud og hreinsid loft ur linunni.

. Festid uppblasturstaeki vid lokann a blédruholleggnum, snuid lokanum og dragid

lofttaemi & uppldsturstaekinu.

13.5 INNSETNING OPTILUME LYFHUDADRAR BLOBRU

1.

2.

Stadsetjid 0,038” pradhol med sveigjanlega oddinum sem er vafinn um bl6druna
med adstod blodrusja.
Fjarlaegid blédruvarann af oddi lyfhudada blédruholleggsins.

Varud: Geeta skal varudar pegar verid er ad feera bl6dru sem hudud er med pacli
taxel gegnum pvagblédrusja. Lagmarkid oparfa medhéndlun og snertid ekki
blédruna. burrkid ekki blédruna med purri, votri eda smurdri grisju, eda med
hvers konar leysi sem gaeti valdid skemmdum d lyfhudadri bl6drunni.

. Feerid fram lyfhidada blodruhollegginn innan i starfsras pvagblédrusjarinnar. Ad

60rum kosti er haegt ad hafa pradinn og hollegginn adgreindan fra vinnuras pvag
blédrusjarinnar og koma peim fyrir samsida.

. Notid pvagblédrusja til leidbeiningar um stadsetningu lyfhududu blédrunnar. Ad

60rum kosti skal stadsetja lyfhududu blodruna med skuggaefni med pvi ad nota
geislapétta merkiborda sem stadsettir eru undir bl6drunni/keilunni.

Varud: Feerid ekki fram pradinn eda blédruhollegg til utvikkunnar komi fram mot
stada dn pess fyrst ad dkvarda orsék motstédu og gripa til radstafana til urbota.

13.6 OPTILUME DALING LYFHUDADRAR BLODRU

Varud: Uppbldsturstaeki geta ndd mjég hdum prystingi med Idgmarks dreynslu. Eindregid

er meelt med notkun uppbldsturstaekis med hdprystimeeli til ad hdmarka utvikkunarafi
til ad yfirvinna pvagfeeraprengsli og til ad gera pad mégulegt ad lyf smjugi i gegn inn i
yfirunnu pvagfeerapekjuna.

1. Tryggid ad pvagrasin sé skolud med saltvatni.
2. Stadsetjid lyfhududu blédruna yfir prengslin med blédrusjana fjarleega fra

blodrunni (fra blodrunni) til pess ad sja almennilega stadsetningu blodrunnar yfir
prengslunum. Skiljid blédruna eftir @ sinum stad pegar ekki er buid ad blasa hana
upp, i a.m.k. 1 minttu adur en hdn er blasin upp. Notid skyggingu til ad sja hvort
geislapéttir merkibordar blodru séu rétt stadsettir.

. Blasid upp blédruna ad maeldum sprengiprystingi med pvi ad nota blédruuppblas

turstaekid. Farid ekki fram Ur sprengiprystingi blodrunnar. Vidhaldid prystingi ad
ldgmarki i 5 minutur par til aeskileg Utvikkun naest.

. Hleypid ur blédrunni med pvi ad beita sogi @ bl6druna med

bl6druupplasturstaekinu. begar blid er ad hleypa fullkomlega ur bl6drunni
dragid pa haegt ut pradinn og lyfhududu blédruna. Verdi vart vid érlitla motstodu
begar verid er ad fjarleegja blédruna skal haegt og rélega snda holleggnum til ad
hjalpa blodrunni vid ad vefjast um holleggsstokkinn og til ad audvelda utdratt.
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Varud: Verdi vart vid motstédu pegar verid er ad fjarleegja pradinn gegnum hol-
legg gegnum pvagblédrusjd, skal STOPVA og fiarlaegja binadinn allan samtimis
eins og fullkomna einingu til ad koma i veg fyrir skemmdir ¢ praedinum, hollegg-

num eda d likama sjuklings.

5. Ef ad upp kemur bilun i banadi fyrir eda medan a uppblaestri stendur (en minni
en maeldur sprengiprystingur) verdur ad skipta ut lyfhidudu blédrunni og blasa
upp ad nyju i samraemi vid verklag. Komi upp bilun eftir uppblastur ad maeldum
sprengiprystingi skal ekki endurtaka adgerdina med hollegg.

6. Setjid inn 12-14 Fr sleipan Foley hollegg og skiljid hann eftir 4 stad sinum i ad
ldgmarki 2 daga eda samkvaeemt hefdbundinni umonnun, hvort sem er
mikilvaegara.

13.7 TAFLA YFIR SAMRAMI

18 Fr (6 mm) x 30 mm

(LOFTPYNGD) kPa (mm)
brystingur Bladra
6,0 600 Nafngildi 6,11 (18Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 Mzeldur sprengiprystingur 6,45
18 Fr (6 mm) x 50 mm
(LOFTPYNGD) kPa (mm)
brystingur Bladra
6,0 600 Nafngildi 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 | Maeldur sprengiprystingur 6,25 )
m
=
24 Fr (8 mm) x 30 mm wn
(LOFTPYNGD) kPa (mm) é
brystingur Bladra
6,0 600 Nafngildi 7,98 (24Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 Maeldur sprengiprystingur 8,46
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24 Fr (8 mm) x 50 mm

(LOFTPYNGD) kPa (mm)
brystingur Bladra
6,0 600 Nafngildi 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 Mazeldur sprengiprystingur 8,54

30 Fr (10 mm) x 30 mm

(LOFTPYNGD) kPa (mm)

brystingur Bladra
6,0 600 Nafngildi 9,83 (30Fr)

8,0 800 10,09

10,0 1000 Mzeldur sprengiprystingur 10,29

30 Fr (10 mm) x 30 mm

(LOFTPYNGD) kPa (mm)

brystingur Bladra
6,0 600 Nafngildi 9,98 (30 Fr)

8,0 800 10,23

10,0 1000 Mzeldur sprengiprystingur 10,44

Varud: Ekki zetti ad fara yfir metinn sprengiprysting bl6dru. Skodid merkingu @ véru
vardandi sprengiprysting. Uppbldstur umfram metinn sprengiprysting getur valdid pvi ad
bladran springi. Eigi sér stad prystingsfall innan blé8runnar medan @ uppblaestri stendur
eda springi bladran vid utvikkun skal umsvifalaust haetta adgerdinni. Hleypa parf varlega
ur blédrunni og fjarleegja hana ur pvagrds. Ekki bldsa upp aftur.

14.0 ABYRGD

Urotronic dbyrgist ad edlileg adgaesla hefur verid hofé i frammi vardandi hénnun og
framleidslu pessarar voru. bessi dbyrgd kemur i stad og utilokar allar adrar abyrgdary-
firlysingar sem ekki hafa verid sérstaklega settar fram hér, hvort sem pzer eru beinar
eda Obeinar, a grundvelli laga eda 4 annan hatt, par 4 medal en an pess ad takamarkast
vid allar ébeinar abyrgdaryfirlysingar i sérstoku skyni. Medferd, geymsla, prif og seefing
pessa bunadar sem og adrir paettir sem tengjast sjuklingi, sjukdémsgreiningu, medferd,
verklagi vid skurdadgerd og 66rum pattum sem standa utan pess sem Urotronic getur
haft ahrif 4, hafa bein ahrif a bunad og nidurstodur sem fast vegna notkunar taekisins.
Skuldbinding Urotronic samkvaemt abyrgdaryfirlysingu pessari takmarkast vid vidgerd
eda ad skipt sé um bunad pennan og Urotronic skal ekki talid abyrgt fyrir neinum tilfal-
landi eda afleiddum skada, tjoni eda utgjoldum, sem leidir beint eda dbeint af notkun
pessa bunadar. Urotronic gengst ekki undir neina dbyrgd vardandi bunad sem er en-
durnotadur, endurunninn, eda endursaefdur og setur ekki fram neinar abyrgdaryfirlys-
ingar, beinar eda ébeinar, par 4 medal en takmarkast ekki vid sérstakan tilgang, ad pvi er
vardar slikan bunad.
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15.0 TAKN SEM NOTUD ERU A MERKIMIDUM BUNADAR

]

Magn 1 i kassa

By ooy

Varud: Alrikisloég takmarka pennan bidnad vid sélu af halfu eda
samkvaemt fyrirmaelum laeknis.

Tilgreinir dagsetningu pegar leekningataeki var framleitt.

M3 ekki endursaefa

M3 ekki endurnyta

Ma ekki nota ef umbudir eru skemmdar

Brotthaett

I 9®:

Notist fyrir

b Haldid fré sdlarljdsi
AN
Haldid purru
Framleidandi

Inniheldur ekki latex

Leyfilegt hitastig 15°C - 30°C

Varud: Lesid leidbeiningar um hvernig nota eigi taekid

Safid med etylenoxidi

EEE*@‘%
8]

Vorulistanimer

o
=

Lotunimer

'

€1434

CE-merking samkvaemt tilskipun Evrépusambandsins um laeekningataeki
93/42/EEC (tilkynntur adili nimer 1434)

Vidurkenndur fulltrdi Evrépusambandsins

Urotronic, Inc.
2495 Xenium Lane North
Minneapolis, MN 55441

USA

1434

EC

MDSS GmbH

REP | schiffgraben 41

30175 Hannover, Germany
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1.0 BESKRIVELSE AV ENHETEN
1.1 Ballongkateter

Innholdsfortegnelse

1.0 BESKRIVELSE AV ENHETEN ..oooevveesesnssssssssesssssssesssssssnesssssassssssssssssssssnsesssssssnsessesss 3 Optilume legemiddelbelagt uretralt ballongdilateringskateter (DCB) er et over-vaie-
ren-kateter (OTW) med dobbelt lumen og en avsmalnet, atraumatisk tupp, som er

1.1 BALLONGKATETER w.cooooeveeceeeeeiesesesessseeseseess s esssseesssse s s esesaesssssnens 3 kompatibelt med en 0,07 mm (0,038") ledevaier og et fleksibelt cytoskop. DCB brukes
1.2 LEGEMIDDELBELEGG......oucveeeeeereeeeeeeesenseseeesesessssessssesssssssssesssssesssesesssnsssssnens 3 til 4 pafgre radial kraft for 4 dilatere trange urinrgrssegmenter (strikturer). Kateterets
2.0 TILTENKT BRUK ...ttt 4 distale ende har en semifgyelig, fyllbar ballong som er belagt med et proprietzert belegg
3.0  INDIKASJONER FOR BRUK ...ccceivtiiiiiiititstesssssssssessessesssssessessessessssssssssssssssssssnsans 4 som inneholder virkestoffet paklitaksel. Legemiddelbelegget dekker arbeidslengden til
8.0  KONTRAINDIKASIONER ....ouvvuruerussesssnssssssssssssssssssssssssssssssssssssssssssssssssssssssasssassssnses 4 ballongens hoveddel. Enheten har to rgntgentette markgrband som angir ballongens
5.0 ADVARSLER ceooeeeeeeeaeaesmamasasssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssssses 4 arbeidslengde.
:.g ;oRLst;(ll:ch;gl;E::IREELcLi;E; s|ENTGRuppER ............................... : — Atraumatisk, avsmalnet tupp Fylingsport, luerstil
.0 BRUK HOS SPESIELLE PASIENTGRUPPER.......cccevueereereesessssessassasssssssassassssssessassansans !
8.0  MULIGE KOMPLIKASIONER ......euruerrsessensarssessssassassssssessssassassssssssassassassssassansaneas 5 / Paklitaksel-belegg
9.0  LEGEMIDDELINFORMASION ......uvurrrrerensarsaessssessansssssessessassassssssssassassasssssassassaneas 5 = b Ty
10.0  HVORDAN DET LEVERES .....vuevueereeuretstssesssessssssessassasssssessassasssssssassassasssnssassansanes 6 | T Semifayelig, fyllbar ballong =
1.0 OPPBEVARING.....vvvvvsesesssssssssssessessessssssssssssssessessessssssssssssssssssssssssssssssassssssssssssssssssnnnnns 6 ' . 0,038> ledevaier \
Markerband Lumen
12.0  ANBEFALT UTSTYR wucuvueruneeessssssssnsssssssssssssssssssssssssssssssssessssssssssssssssssassasssssssssasssnsanes 6
13.0  BRUKSANVISNING wc.vvversmmeeeesssmsessssssssssssssssssssssssssssssssssssssssssssssssssssssssssesssssssssasesses 6 , / BRUKBAR LENGDE )
130 FBRBRUK cooeeeeeeeeeeeeeeseeeeesseeesseesesseseessse s seeeeese et eeeeeses e seeeossseseseeeeseeese 6 N 75¢cm
132 KLARGI@BRING AV MALSTRIKTUR ..ooorveeeveeoceeeeeeeeceeeessseseeeseeesseesesesesseesesesenoes

133 ENHETENS ST@RRELSE coovovooorerorerrrererern E“thite”te_r Ster”isfert m(ladt ‘?ty'efncl’,kSid ien T\éVtEk'lfos?agttler Stlerli('li(sir.i“g blir
ateteret i posen forseglet i en foliepose med tgrkemiddel, og lukket inne i en
134 KLARGJARING AV BALLONGKATETER eske med éF; enhet. vaért DCB Ievef:es ien beskyttelseshylsegsom dekker den
13.5 INNFARING AV OPTILUME DCB...vteveeeeeeeeeeeeeeeeeee et eeee e e eeesneseveesenesnenas 6 legemiddelbelagte ballongdelen av kateteret. Et skjema med ballongens fgyelighet
13.6 FYLLING AV OPTILUME DCB...cooiiiiiiiiiiiiieeciite ettt 7 finnes pa etiketten pa Tyvek-posen.
13.7 FOYELIGHETSSKIEMA
14.0 GARANTI ccceirrenirrennsirnnnnnens

15.0 SYMBOLER SOM BENYTTES PA ENHETSETIKETTENE ...cvevevererererereneneresenenesesenesenes 8 Legemiddelbelegget bestar av virkestoffet paklitaksel og hjelpestoffer.
Legemiddelbelegget dekker arbeidslengden til kateterets ballongkomponent.
Legemiddelbelegget er jevnt fordelt over hele ballongoverflaten, med en
konsentrasjon pa 3,5 ug/mm?. Legemiddelbeleggets viktigste funksjonsegenskaper
er a frigjgre paklitaksel til urotelet under fylling av ballongen.

1.2 Legemiddelbelegg

Doseringsmatrise for DCB

Katalognummer Diameter Lengde Paklitakseldose
(Fr/mm) (mm) (mg)
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 30 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 30 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 30 5,5
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2.0 TILTENKT BRUK

Optilume legemiddelbelagt uretralt ballongdilateringskateter (DCB) skal brukes til behan-
dling av strikturer i det anteriore urinrgret hos voksne menn.

3.0 INDIKASJONER FOR BRUK

Optilume uretralt DCB-kateter brukes til & behandle menn >18 ar med plagsomme
urinveissymptomer forbundet med tilbakevendende anterior urinrgrsstriktur. Det er
utformet for a brukes som en dilateringsballong for en enkelt, tandem eller diffus ante-
rior urinrgrsstriktur pa <3 cm i lengde, eller som tilleggsbehandling sammen med andre
dilaterende enheter og/eller prosedyrer.

4.0 KONTRAINDIKASJONER

Det legemiddelbelagte ballongdilateringskateteret (DCB) er kontraindisert for bruk hos:
e pasienter med kjent overfglsomhet overfor paklitaksel eller strukturelt relaterte
stoffer
e pasienter med lesjoner som ikke kan krysses med en 0,038” ledevaier

5.0 ADVARSLER

e Urethralt DCB leveres STERILT og er kun til engangsbruk. Ma ikke reprosesseres
eller resteriliseres. Reprosessering og resterilisering kan gke risikoen for
pasientinfeksjon og risikoen for forringet enhetsytelse.

e Folieposen og den indre posens ytre overflate er IKKE-STERILE. INNHOLDET i den
indre posen er STERILT. Brukes umiddelbart etter at folieposen er dpnet.

e Denne enheten ma ikke brukes hvis det er infeksjon i urinrgret (UVI) eller blaeren.
Infeksjoner ma ha opphdgrt fgr strikturen behandles med Optilume DCB.

e DCB skal bare brukes av leger med erfaring i og kunnskap om de kliniske og
tekniske sidene ved urethral ballongdilatering.

e Fgr DCB brukes, skal leger lese og forsta bruksanvisningen. Dersom indikasjonene,
kontraindikasjonene, begrensningene, advarslene og forsiktighetsreglene ikke
folges, kan det fgre til komplikasjoner.

e Ma ikke brukes etter "Brukes innen"-datoen.

e DCB inneholder paklitaksel, et kjent gentoksin. Menn skal ha beskyttet sex
(bruke kondom) i 30 dager etter behandling.

o Overvak for tegn pa anafylakse eller overfglsomhet overfor paklitaksel.

o Bruk aldri luft eller gass til a fylle DCB.

e Nar DCB er i bruk, skal det manipuleres under direkte visualisering via cystoskopi
eller fluoroskopisk observasjon av hgy kvalitet.

¢ |kke manipuler DCB nar det er fylt.

¢ Hvis det mgtes motstand pa noe tidspunkt under innfgringsprosedyren, skal det
ikke fremtvinges passasje. Motstand kan forarsake skade pa enheten eller
lumenet. Trekk kateteret forsiktig tilbake.

e Menn med seksualpartnere i fertil alder bgr bruke kondom i minst 90 dager etter
behandling.
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e Bivirkningsreaksjoner pa paklitaksel og observerte symptomer stammer i
hovedsak fra studier av intravengs legemiddelinfusjon ved behandling av kreft og
inkluderer

Kromosomavvik og kreftrisiko

Fosterskade nar en gravid kvinne blir eksponert

Anafylaksi og overfglsomhet overfor paklitaksel

Svekket tilheling av urinrgret etter prosedyren

Myelosuppresjon, inkludert: ngytropeni, leukopeni, trombocytopeni, anemi
Arytmi

Perifer nevropati

Myalgi eller artralgi

Alopesi

Hypotensjon

Kvalme, brekninger eller diaré

Forhgyede verdier av bilirubin, ALP og ASAT

Potensiell effekt pa lever og nyrer er ikke kjent og har ikke blitt undersgkt.

O O OO OO0 OO 0o O o o

Mengden paklitaksel som leveres lokalt under Optilume DCB-prosedyren, er mye lavere
enn en enkeltdose med systemisk kjemoterapi som gis til kreftpasienter, og stoffet ser i
hovedsak ut til & forbli lokalisert i urinrgret.

6.0 FORSIKTIGHETSREGLER

e Fyll alltid med en steril vaeske (sterilt saltvann eller 50 % kontrastblanding). Fyll
aldri med luft, karbondioksid eller annen gass. DCB skal ikke fylles over det
nominelle sprengtrykket (RBP). Ikke overfyll ballongen.

e Ballongkatetre er ment for bruk av leger med opplaering og erfaring i
teknikker for dilatering med ballongkateter.

o For a sikre riktig regulering av ballongtrykket anbefales det a bruke en
ballongfyllingsenhet med trykkmaler.

e Aspirer ballongen fullstendig fgr enheten fiernes forsiktig fra urinrgret.

Bruk av overdreven kraft for & trekke ut ballongen kan pafgre skade pa vevet.

e Undersgk DCB og emballasjen ngye f@r bruk. Ikke bruk kateteret hvis det er
skadet, eller hvis stgrrelsen, formen eller tilstanden er uegnet for den
tiltenkte prosedyren.

¢ lkke nedsenk ballongdelen av DCB eller tgrk av den med vaeske, ettersom
integriteten til legemiddelbelegget kan bli skadet eller svekket. Bytt ut DCB
hvis ballongen har kommet i kontakt med vaeske fgr bruk.

o Bruk tgrre, sterile hansker eller tgrre gaskompresser til & handtere DCB fgr bruk.
Pass pa a@ minimere kontakt med den belagte ballongdelen av kateteret.

e Fyll aldri DCB utenfor kroppen eller fgr den nar malstrikturen, da dette kan skade
beleggets integritet.

o lkke prgv a fere DCB gjennom et cystoskop med mindre French-stgrrelse enn det
som er angitt pa etiketten.

¢ DCBs arbeidslengde ma dekke hele lengden til malstrikturen.
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e For riktig levering av legemiddel til malstrikturen skal belegget hydreres i 8.0 MULIGE KOMPLIKASJONER
urinrgret i minst 60 sekunder fgr fylling, og fyllingen av DCB skal opprettholdes i
minst 5 minutter. Etter legens skjgnn kan lengre fyllingstider (> 5 minutter) brukes
for a optimalisere dilatering av strikturen.

e Huvis produktet svikter fgr eller under fylling, skal DCB byttes ut og fylles i henhold
til prosedyren. Hvis svikten oppstar etter fylling til nominelt sprengtrykk, skal ikke
DCB-prosedyren gjentas.

o Etter bruk skal dette produktet behandles som potensielt biologisk farlig. Handter
og kasser i samsvar med akseptert medisinsk praksis og gjeldende lokale
forskrifter.

e For & forebygge mulige allergiske reaksjoner hos pasienter som er allergiske
overfor lateks, bgr helsepersonell unnga a bruke latekshansker.

e Klargjgring av det urethrale lumenet i mallesjonen ved bruk av en egnet metode
for lumenklargjgring som bestemmes av behandlende lege, er ngdvendig fgr bruk

Mulige komplikasjoner forbundet med bruk av Optilume DCB-kateter er tilsvarende kom-
plikasjonene som er forbundet med standardprosedyrer for urinrgrsdilatering. Mulige
komplikasjoner kan inkludere, men er ikke begrenset til:
e smerte og gmhet
blaerespasmer grunnet plassering av Foley-kateter
vevstraume i omkringliggende strukturer, inkludert urethral skade
hematuri
legemiddelreaksjoner, allergisk reaksjon overfor kontrastmiddel som brukes
under diagnostisk urethrogram
urinveisinfeksjon
vevsperforering
tilbakevending av striktur, som krever ytterligere kirurgi

av Optilume DCB. :jnlzczjr:'lnens
e Lumenklargjgring med kun predilatering med et ubelagt ballongkateter eller DVIU feyber

er blitt undersgkt i den kliniske studien Robust I.

o | kliniske studier ble det brukt cystoskopi eller rgntgenbilder av urinrgret for a
visuelt bekrefte den signifikante strikturen (<12F uretral diameter), og
studieinkludering var begrenset til pasienter som hadde subjektive og objektive s
symptomer pa urinrgrsstriktur (International Prostate Symptom Score [IPSS] >13,

urinretensjon

9.0 LEGEMIDDELINFORMASJON

maksimal urinflow <15 ml/sek). Deltakerne hadde veert gjennom minst én o VIRKNINGSMEKANISME
tidligere endoskopisk behandling fgr de ble inkludert i de kliniske studiene. Belegget pa urethralt DCB inneholder paklitaksel, et antimiotisk legemiddel
¢ Data for sikkerhet og effekt har ikke blitt fastslatt i den kliniske studien for 3 stgtte som spesifikt bindes til og stabiliserer mikrotubuli. Paklitaksel har veert
behandling av strikturer hos pasienter med: rapportert 3 hemme proliferasjon og migrasjon av glatte muskelceller og
o BPH fibroblaster samt utsondring av ekstracellulzer matriks. Kombinasjonen av
o Radikal prostatektomi disse effektene kan fgre til hemming av hyperplasi i urotelet, og derved
o  Straleskadet bekken tilbakevending av striktur.
o Botox-behandling o0 LEGEMIDDELINTERAKSJONER
o Merenn 1 striktur Det er ikke utfgrt formelle studier av legemiddelinteraksjoner for urethralt DCB.
o Tidligere uretroplastikk i anteriort urinrgr Derfor skal de respektive bruksanvi§ningeng for alle Iegem'idler som brukes
. . . sammen med DCB, konsulteres for interaksjoner med paklitaksel.
o Bakteriell uretritt eller gonoré
o Tilstedevaerelse av penisimplantat, kunstig sfinkter eller urethral/prostatisk Potensialet for systemiske og lokale legemiddelinteraksjoner i urinrgret skal
stent vurderes for pasienter som tar et legemiddel med kjente interaksjoner med
o Kjent nevrogen blaere, unormal sfinktertilstand eller nedsatt funksjon i pak!ltaksel, eller nar det avgjgres a starte opp Iegenjlddelbghand'llng aven
detrusormuskelen pasient som har fatt behandling med DCB. Metabolismen til paklitaksel
) . ] o . . katalyseres av cytokrom P450-isoenzymene CYP2C8 og CYP3A4, og det er et
o Diagnostisert lichen .SCIEFO'S“S eller tidligere reparasjon av hypo?spadol substrat av P-glykoprotein. Potensielle legemiddelinteraksjoner kan oppsta
o Anamnese med karsinom i blaere eller prostata i Igpet av de 5 siste arene med ethvert legemiddel som pavirker disse isoenzymene. Ved fraveer av
o Striktur som skyldes balanitis xerotica obliterans (BXO) formelle studier av legemiddelinteraksjoner skal det utvises forsiktighet nar
o Tumor i urethra eller peniskreft paklitaksel administreres.
o KARSINOGENITET, GENTOKSISITET OG REPRODUKSJONSTOKSIKOLOGI
7.0 BRUK HOS SPESIELLE PASIENTGRUPPER Ingen Ifangsik.tige stuglier har b]itt utfert for.é eva.luere det karsinoggne _

) ) . o ) . potensialet til legemidlet paklitaksel eller til Optilume DCB, og det finnes ingen
Sikkerhet og effekt av urethralt DCB er ikke fastslatt hos pediatriske pasienter (< 18 ar) tilstrekkelige og godt kontrollerte publiserte studier om gravide kvinner eller om
e”-er hOS kVInner. Bruk av Urethralt DCB hOS paSIenter >18 ar 0og eldre Skjer etter Iegens menn som plan|egger é b|| far‘ Paklitaksel hemmer ce”espredning Ved é interagere
skjgnn. med mikrotubuli, og én konsekvens er tap av hele kromosomer under celledeling.
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Denne indirekte virkningen er konsistent med positive responser i mikronukleusba-
serte gentoksisitetsanalyser in vitro og in vivo, som paviser DNA-fragmenter. Positive
resultater har ogsa blitt rapportert for unormale endringer i kromosomer i primaere
humane lymfocytter. Det er ikke kjent om paklitaksel har en separat direkte virkning
pa DNA ved generering av DNA-tradbrudd eller -fragmenter. Det er negativt i analy-
ser for genmutasjon, inkludert salmonella og CHO/HPRT.

Studier utfgrt pa rotter og kaniner som mottok i.v. paklitaksel under organogenese,
avdekket evidens for maternal toksisitet, embryotoksisitet og f@totoksisitet ved dos-
er pa henholdsvis 1 og 3 mg/kg (ca. 13 og 39 ganger dosen som leveres av Optilume
DCB belagt med 5,5 mg paklitaksel (10 mm x 50 mm ballong) justert for kroppsvekt).
Ingen teratogenisitet ble observert hos drektige rotter som mottok daglige i.v. pak-
litakseldoser pa 1 mg/kg (en daglig dose pa omtrent 13 ganger dosen til Optilume
DCB (10 mm x 50 mm), justert for kroppsvekt).

Den behandlende legen skal veie den potensielle medisinske nytten ved Optilume
DCB-kateteret opp mot disse gentoksiske og reproduktive risikoene. ADVARSEL: Det
urethrale DCB inneholder paklitaksel, et kjent gentoksin. Menn skal ha beskyttet sex
(bruke kondom) i 30 dager etter behandling.

10.0 HVORDAN DET LEVERES

Optilume DCB-kateteret leveres STERILT og er kun til engangsbruk (sterilisert med ety-
lenoksid). DCB-kateteret ligger i et emballasjesystem med to poser (folie- og Tyvek-pose)
i en eske med én enkelt enhet.

11.0 OPPBEVARING

Det urethrale DCB-kateteret skal oppbevares i romtemperatur pa et tgrt sted, i origina-
lemballasjen. Enheten skal brukes fgr "Brukes innen"-datoen pa emballasjen.

12.0 ANBEFALT UTSTYR

Klargjgr fglgende utstyr ved bruk av steril teknikk:
e Ledevaier av egnet stgrrelse med fleksibel tupp (se produktetiketten)
Cystoskop (fortrinnsvis fleksibelt)
Sterilt saltvann
10 ml sprgyte
Toveis stoppekran
Fyllingsenhet med manometer
Kontrastmiddel — Merk: Valgfritt for bruk med prosedyrer veiledet med
fluoroskopi
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13.0 BRUKSANVISNING
13.1 F@R BRUK
Periprosedyre-medisinering

Det anbefales at leger fglger retningslinjer for preprosedyre-medisinering og forbere-
delser fgr en endoskopisk prosedyre, inkludert administrering av et preprosedyre-antibi-
otikum etter behov. Det anbefales ogsa a gi perorale NSAID fgr prosedyren.

Hvis en urinveisinfeksjon (UVI) er til stede pa behandlingstidspunktet, ma pasienten
behandles inntil infeksjonen er kurert, fgr behandlingsprosedyren kan finne sted.

13.2 KLARGJ@RING AV MALSTRIKTUR

Urethral predilatering av malstrikturen ved bruk av en egnet klargjgringsmetode fastsatt
av behandlende lege (ubelagt dilateringsballong eller DVIU), anbefales for strikturer med
hgy grad av stenose eller som vanskelig kan passeres, fgr bruk av Optilume DCB. Utfgr en
predilatering for @ «utvide» strikturen. Dette er definert som en diameter pa den dilater-
te strikturens lumen > 20F eller > 50 % stgrre enn den ikke-dilaterte strikturens lumen.

13.3 ENHETENS ST@RRELSE

Kontroller at diameteren til valgt DCB-ballong ved nominelt trykk er den samme som,
eller litt stgrre enn, diameteren til det friske urinrgret som grenser opp mot den distale
kanten av strikturen. Ballongdiameteren delt pa det distale, friske, tilstptende urinrgret
defineres som strekkforholdet.

Stgrrelse pa bulbzert urinrgr

For bulbaere strikturer ma strekkforholdet mellom ballongdiameteren og det distale,
friske urinrgret ikke overskride 1,3. Hvis stgrrelsen pa urinrgret faller mellom tilg-
jengelige enhetsstgrrelser, bruker du den stgrste stgrrelsen forutsatt at strekkforholdet
er mindre enn eller lik 1,3. Hvis den neste st@rre stgrrelsen gir et strekkforhold som er
stgrre enn 1,3, bruker du den minste stgrrelsen.

Storrelse pa penilt urinrgr

For penile urinrgrsstrikturer velger du ballongdiameteren som passer best til det distale,
friske urinrgret. Strekkforholdet til det penile urinrgret ma ikke overskride 1:1. Hvis
stgrrelsen pa urinrgret faller mellom tilgjengelige ballongstgrrelser, velger du den minste
ballongstgrrelsen. Strekkforholdet pa 1:1 MA IKKE OVERSKRIDES.

For bade det penile og bulbzere urinrgret ma lengden pa DCB-ballongen veere lenger
enn lengden pa strikturen som skal behandles. Ballonglengden ma vaere omtrent
0,5—-1 cm lenger enn strikturen pa begge sider. Hvis strikturlengden for eksempel

er 2 cm, velger du en DCB-ballong som er 3 cm.

13.4 KLARGJ@RING AV BALLONGKATETER

Tgm ut luft fra DCB-kateteret. Kateterets ballonglumen inneholder luft. Denne
luften ma fjernes for a sikre at ballongen bare fylles med vaeske nar kateteret er
inne i urinrgret.

1. Fest stoppekranen i apen stilling til ballongens fyllingskobling.

2. Fest en sprgyte halvfull med saltvann til stoppekranen.
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3. Hold sprgytespissen ned og trekk tilbake stempelet til sprgytens fulle volum
(dette danner maksimalt undertrykk), og hold til det ikke lenger kommer
luftbobler ut av saltvannet i sprgyten. Gjenta etter behov for a tgmme luften fra
kateteret og bytte det ut med saltvann. Hold stempelet tilbake, vri pa stop
pekranen for a opprettholde vakuum, og fiern sprgyten. Fyll en fyllingsenhet
halv full med fysiologisk saltvann eller 1:1 kontrast:saltvann hvis det brukes
fluoroskopi, og tem luften fra slangen.

4. Fest fyllingsenheten til stoppekranen pa ballongkateteret, vri pa stoppekranen,
og trekk vakuum inn i fyllingsenheten.

13.5 INNF@RING AV OPTILUME DCB

1. Plasser en 0,97 mm (0,038") ledevaier med den fleksible tuppen kveilet opp i
bleeren ved hjelp av et cystoskop.
2. Fjern ballongbeskyttelsen fra tuppen av DCB-kateteret.

Forsiktig: Veer forsiktig ndr en ballong belagt med paklitaksel fares gjennom
ethvert cystoskopsystem. Minimer hdndteringen og ikke bergr ballongen. Ikke
tark av ballongen med tgrt, vatt eller smurt gasbind eller noe lgsemiddel som kan
skade integriteten til den legemiddelbelagte ballongen.

3. Fgr frem DCB-kateteret i cystoskopets arbeidskanal. Alternativt kan ledevaieren
og ballongkateteret plasseres atskilt fra cystoskopets arbeidskanal for plassering
side ved side.

4. Bruk cystoskopet til 3 veilede plasseringen av DCB. DCB kan ogsa plasseres med
fluoroskopi ved bruk av de rgntgentette markgrene som befinner seg under
overgangen der ballongens hoveddel blir kjegleformet.

Forsiktig: Ikke for frem ledevaieren eller ballongdilateringskateteret hvis du mgter
motstand, uten fgrst @ fastsld drsaken til motstanden og iverksette egnede tiltak.

13.6 FYLLING AV OPTILUME DCB

Forsiktig: Fyllingsenheter kan oppnd sveert hgyt trykk med minimal innsats. Det anbe-
fales sterkt G bruke en fyllingsenhet med hgytrykksmaler for G optimalisere dilatering-
skraften slik at urinr@rsstrikturen kan overkommes og legemiddel kan trenge inn i det
utvidede urotelet.

1. Sgrg for at urinrgret er skylt med saltvann.

2. Plasser DCB tvers over strikturen med cystoskopet distalt for ballongen (bort
fra blaeren) for a visualisere at ballongen far riktig plassering over strikturen. Hold
ballongen i posisjon uten fylling i minst 1 minutt fgr fylling. Kontroller ved hjelp av
fluoroskopi at ballongens rgntgentette markgrer er i riktig posisjon.

3. Fyll ballongen til det nominelle sprengtrykket ved hjelp av fyllingsenheten. Ikke
overskrid ballongens nominelle sprengtrykk (RBP). Oppretthold trykket i minst 5
minutter, eller til gnsket dilatering er oppnadd.

4. Tgm ballongen ved a pafgre vakuum pa ballongen med fyllingsenheten. Nar
ballongen er helt tgmt, trekkes ledevaieren og DCB langsomt ut. Hvis det mgtes
lett motstand nar ballongen fiernes, skal kateteret roteres forsiktig for a hjelpe
ballongen med a folde seg rundt kateterskaftet og forenkle uttrekkingen.

Forsiktig: Hvis det mgtes motstand ndr en ledevaier fiernes gjennom et kateter
gjennom et cystoskop, skal du STOPPE og fierne dem samlet, pd samme tid, som
en komplett enhet for G unnga skade pd ledevaieren, kateteret eller
pasientanatomien.
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5. Hvis produktet svikter fgr eller under fylling (men ved mindre enn RBP), skal DCB
byttes ut og fylles i henhold til prosedyren. Hvis svikten oppstar etter fylling til

nominelt sprengtrykk, skal ikke DCB-prosedyren gjentas.

6. Sett inn et 12—14 Fr glatt Foley-kateter, og la det vaere pa plass i minst 2 dager
eller ifglge standardbehandling, avhengig av hva som er lengst.

13.7 FQYELIGHETSSKIEMA

18 Fr (6 mm) x 30 mm

(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 RBP 6,45
18 Fr (6 mm) x 50 mm
(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 RBP 6,25
24 Fr (8 mm) x 30 mm
(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 7,98 (24 Fr)
8,0 800 8,16
10,0 1000 8,32
12,0 1200 RBP 8,46
24 Fr (8 mm) x 50 mm
(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54
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30Fr (10 mm) x 30 mm
(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
30Fr (10 mm) x 50 mm
(ATM) Trykk kPa (mm) Ballong
6,0 600 Nominelt 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Forsiktig: Det nominelle sprengtrykket ma ikke overskrides. Se produktetiketten

for nominelle sprengtrykk. Fylling over det nominelle sprengtrykket kan gjgre at
ballongen sprekker. Hvis trykket i ballongen minker under fylling, eller hvis ballongen
sprekker under dilatering, skal prosedyren avbrytes umiddelbart. Tégm ballongen forsiktig
og trekk den ut av urinrgret. Ikke fyll den pé nytt.

14.0 GARANTI

Urotronic garanterer at det er utvist rimelig forsiktighet under utforming og produksjon
av dette produktet. Garantien erstatter og utelukker alle andre garantier som ikke er ut-
trykkelig gitt i dette dokumentet, det vaere seg uttrykkelige eller underforstatte i kraft av
lov eller pa annen mate, inkludert, men ikke begrenset til, enhver underforstatt garanti
for et bestemt formal. Handtering, oppbevaring, rengjgring og sterilisering av denne
enheten samt andre faktorer vedrgrende pasient, diagnose, behandling, kirurgiske
prosedyrer og andre temaer utenfor Urotronics kontroll, bergrer enheten og resultater
oppnadd ved bruk av enheten direkte. Urotronics forpliktelse etter denne garantien be-
grenser seg til 3 reparere eller bytte ut denne enheten. Urotronic skal ikke vaere ansvarlig
for noe tilfeldig eller fglgemessig tap, skade eller kostnad som direkte eller indirekte
oppstar som fglge av bruk av denne enheten. Urotronic patar seg ikke noe ansvar for
enheter som er gjenbrukt, reprosessert eller resterilisert, og gir ingen garantier, uttryk-
te eller underforstatte, inkludert, men ikke begrenset til, for et bestemt formal nar det
gjelder slike enheter.
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15.0 SYMBOLER SOM BENYTTES PA ENHETSETIKETTENE

Mengde med 1 per boks

Forsiktig: Fgderal lov begrenser denne enheten til salg av eller etter

ordre fra en lege.

Angir datoen da den medisinske enheten ble produsert.

M3 ikke resteriliseres

M3 ikke gjenbrukes

Ma ikke brukes hvis emballasjen er skadet

Knuselig

R RERE

Brukes innen-dato

N
=

g

Holdes unna sollys

Holdes tgrt

Produsent

Inneholder ikke lateks

Temperaturgrense 15 °C-30 °C

E ~Q@KE >

Forsiktig: Se bruksanvisningen

sTERILEEO] | Sterilisert med etylenoksid
Katalognummer
Lothummer

CE-merket i henhold til direktiv 93/42/E@F om medisinsk utstyr

(meldt organ nr. 1434)

z]| M
HiNe
£

Autorisert representant fra EU

Urotronic, Inc.
2495 Xenium Lane North
Minneapolis, MN 55441

USA

MDSS GmbH

EC IREP Schiffgraben 41

30175 Hannover, Germany
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1.0 PRODUKTBESKRIVNING

1.1 Ballongkateter
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Optilume uretral, lakemedelsbelagd ballongkateter (DCB) &r en ledare och flexibel
cystoskopkompatibel over-the-wire-kateter (OTW) pa 0,97 mm med dubbla lumen och
avsmalnande atraumatisk spets. DCB-enheten fors in for att utova radiell kraft i syfte att
dilatera smala uretrala segment (strikturer). Kateterns distala ande ar forsedd med en
halveftergivlig fyllningsbar ballong som ar belagd med en egenutvecklad beldaggning som
innehaller den aktiva lakemedelssubstansen paklitaxel. Denna ldkemedelsbelaggning
tacker ballongens arbetslangd. Enheten har tva rontgentata markorband som indikerar

ballongens arbetslangd.

- Atraumatisk avsmalnande spets

f

/

Paklitaxelbeldggning

Fyliningsport av luertyp

> i
|I “~—— Halveftergivlig fyllningsbar ballong
Markdrband

/"..—"
/" ANVANDBAR
\_ LANGD 75 cm

Lumen

y
0,97 mm ledare

\

Enheten har steriliserats med etylenoxid i en Tyvek-pase. Efter steriliseringen férseglas
katetern i fodralet i en foliepase med torkmedel och placeras i en enstyckskartong. Varje
DCB-enhet levereras med ett skyddsholje som tacker kateterns ldkemedelsbelagda bal-
longdel. Ett diagram 6ver ballongens eftergivlighet finns pa etiketten pa Tyvek-pasen.

1.2 Ldkemedelsbeldggning

Lakemedelsbelaggningen bestar av den aktiva lakemedelssubstansen paklitaxel samt
hjalpamnen. Lakemedelsbelaggningen tacker hela arbetslangden pa kateterns ballong-
komponent. Lakemedelsbeldaggningen ar jamnt foérdelad 6ver ballongens yta med

en koncentration pa 3,5 ug/mm?. Likemedelsbeldggningens viktigaste funktion ar

att frisatta paklitaxel till urotelium under ballongvidgningen.

Doseringsmatris for DCB

Katalognummer Diameter Langd Paklitaxeldos
(Fr/mm) (mm) (mg)
1110-06030C 18,0/6,0 30 2,0
1110-06050C 18,0/6,0 50 3,3
1110-08030C 24,0/8,0 30 2,6
1110-08050C 24,0/8,0 50 4,4
1110-10030C 30,0/10,0 30 3,3
1110-10050C 30,0/10,0 50 5,5
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2.0 AVSEDD ANVANDNING

Optilume uretral, lakemedelsbelagd ballongkateter (DCB) ar avsedd for behandling av
strikturer i anterior uretra hos vuxna man.

3.0 ANVANDNINGSOMRADE

Optilume uretral DCB-kateter anvands for att behandla man =18 ar med besvarande
urinvdgssymptom, férknippade med recidiverande, anterior uretrastriktur. Den ar
utformad for att anvdandas som en dilatationsballong for en enkel, tandem eller diffus,
anterior uretrastriktur med en langd pa <3 cm, eller som en kompletterande behandling
med andra dilatationsenheter och/eller ingrepp.

4.0 KONTRAINDIKATIONER

Den uretrala lakemedelsbelagda ballongvidgningskatetern (DCB) &r kontraindicerad for
anvandning hos
e Patienter med kdnd 6verkanslighet for paklitaxel eller strukturellt beslaktade
sammansattningar.
e Patienter med lesioner som inte kan korsas med en 0,97 mm ledare.

5.0 VARNINGAR

¢ Den uretrala DCB-enheten levereras steril och endast fér engangsbruk. Den far ej
upparbetas eller omsteriliseras. Upparbetning och omsterilisering kan 6ka risken
for patientinfektion samt risken for aventyrad produktprestanda.

* Foliepasen och utsidan pa innerpasen ar ICKE-STERILA. INNEHALLET i innerpasen
ar STERILT. Anvand det omedelbart sa snart foliepasen har 6ppnats.

e Anvand inte produkten om infektion féreligger i uretra (UTI) eller urinblasan.
Infektionen maste ldkas innan strikturen behandlas med Optilume DCB.

e DCB-enheten far endast anvandas av lakare med erfarenhet och kdinnedom om
de kliniska och tekniska aspekterna av uretral ballongvidgning.

¢ Innan DCB-enheten anvands ska ldkaren ldsa och forsta bruksanvisningen.
Underlatelse att folja indikationerna, kontraindikationerna, restriktionerna,
varningarna och forsiktighetsatgarderna kan leda till komplikationer.

e Anvand inte produkten efter sista anvandningsdag.

e DCB-enheten innehaller paklitaxel, ett kdnt gentoxin. Méan ska ha skyddat sex
(anvdanda kondom) i 30 dagar efter behandlingen.

o Qvervaka patienten foér tecken pd anafylaxi eller dverkanslighet mot paklitaxel.

e Anvand aldrig luft eller nagon gasformigt medium for att fylla DCB-enheten.

e Under anvindningen ska DCB-enheten manipuleras under direkt visualisering via
cystoskopi eller fluoroskopisk observation med hog kvalitet.

¢ Manipulera inte DCB-enheten i fyllt tillstand.

e Om motstand patraffas vid nagon tidpunkt under insattningsforfarandet far
passage inte tvingas fram. Motstandet kan orsaka skador pa enheten eller dess
lumen. Dra forsiktigt tillbaka katetern.

e Man med sexpartners i fertil alder, bor anvanda kondom i minst 90 dagar efter
behandlingen.
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e Biverkningar av paklitaxel och observerade symtom, som framst harrorde fran
IV-infusionsstudier av lakemedIlet vid behandling av cancerpersoner, inkluderar

o Kromosomavvikelser och risk for cancer

Fosterskada nar en gravid kvinna exponeras

Anafylaxi och 6verkanslighet mot paklitaxel

Hamning av lakning av uretra efter ingreppet

Myelosuppression, inklusive: neutropeni, leukopeni, trombocytopeni, anemi
Arytmi

Perifer neuropati

Myalgi eller artralgi

Alopeci

Hypotension

Illamaende, krékningar eller diarré

Forhajt bilirubin, ALP och AST

Den potentiella effekten pa levern och njurarna ar okand och har inte

studerats.
Mangden paklitaxel, som levererades lokalt under Optilume DCB-ingreppet, ar mycket
lagre dn en enkel dos av systemisk kemoterapi, som ges till cancerpatienter, och lake-
med|let verkar vasentligen vara kvar i uretra.

O O OO 0O 0O OO0 0o o o

6.0 FORSIKTIGHETSATGARDER

o Fyll alltid ballongen med en steril vatska (steril koksaltlosning eller 50 %
kontrastblandning). Fyll den aldrig med luft, koldioxid eller ndgon annan gas.
DCB-enheten far inte fyllas utdver det angivna bristningstrycket (RBP). Overfyll
inte ballongen.

o Ballongkatetrar ar avsedda for anvandning av lakare med utbildning och
erfarenhet av teknikerna for ballongkatetervidgning.

e FOr att sdkerstalla korrekt reglering av trycket i ballongen rekommenderas att en
ballongfyllningsenhet och en tryckmatare anvands.

e Tom ballongen helt innan du forsiktigt avlagsnar enheten fran uretra. Att anvanda
for stor kraft for att dra tillbaka ballongen kan dsamka trauma pa vavnad.

¢ Inspektera noga DCB-enheten och férpackningen fore anvandning. Anvand inte
katetern om den ar skadad eller om dess storlek, form eller skick ar olampligt
for det tilltankta ingreppet.

e Sank inte ned ballongdelen pa DCB-enheten i, eller torka av den med, nagon
vatska eftersom lakemedelsbeldggningens integritet kan skadas eller
dventyras. Byt ut en DCB-enhet dar ballongen har kommit i kontakt med
vatskor fore anvandningen.

e Anvand torra sterila handskar eller torra gasvavskompresser for att hantera
DCB-enheten fore anvdandningen. Var forsiktig och minimera kontakten med
den belagda ballongdelen pa enheten.

¢ Fyll aldrig DCB-enheten utanfor kroppen eller innan den nar malstrikturen,
eftersom detta kan forstora beldggningens integritet.

e FoOrsok inte fora DCB-enheten genom ett cystoskop som har en mindre
storlek i French @n vad som anges pa etiketten.

e DCB-enhetens arbetslangd maste tacka hela malstrikturens langd.
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o For korrekt lakemedelstillforsel till malstrikturen ska belaggningen fa hydrera i 8.0 MOJLIGA KOMPLIKATIONER
uretra i minst 60 sekunder fore fylining och DCB-enheten sedan hallas fylld i
minst 5 minuter. For att optimera strikturdilatationen kan langre fyllningstider
pa >5 minuter anvandas enligt operatorens eget val.

e Om det blir ndgot fel pa produkten fore eller under fyllningen, ska DCB-enheten
bytas ut och ny fyllning utforas enligt beskrivet forfarande. Om felet uppstar efter
fyllning till angivet bristningstryck (RBP) ska DCB-férfarandet inte upprepas.

e Efter anvandning kan denna produkt utgora en potentiell biologisk risk. Hantera
och kassera den i enlighet med vedertagen medicinsk praxis och géallande lokala
foreskrifter.

e Vardpersonalen bor inte anvanda latexhandskar for att undvika allergiska

Mojliga komplikationer i samband med anvandningen av Optilume DCB-kateter liknar de
som ar forknippade med procedurer for uretradilatation av standardtyp. Mojliga komp-
likationer kan innefatta, men begransas inte till

e smarta och 6mhet
blasspasm fran placeringen av Foley-katetern
Vavnadstrauma i omgivande strukturer, inklusive uretraskada
hematuri
lakemedelsreaktioner, allergiska reaktioner mot det kontrastmedel som anvands
under diagnostiskt uretrogram

reaktioner hos patienter som ar allergiska mot latex. : Sar'lvnr:fgs};r:r?‘gtr]:gon
e Forberedelse av uretradppningens mallesion, med anvandning av lamplig o Aterfall av striktur som kréver férnyat ingrepp
forberedelsemetod for lumen, enligt vad som bestamts av den behandlande e inkontinens
lakaren, kravs fore anvandning av Optilume DCB. « Dysuri '
e Forberedelse av lumen, endast med anvandning av forutvidgning med en obelagd e Feber
ballongkateter eller DVIU, studerades i Robust | kliniska studie. e Urinretention

o | kliniska studier kravdes visuell bekraftelse av signifikant striktur (<12 F
urinrérsdiameter) via cystoskopi eller urinrogram och registrering var begransad
till patienter som uppvisade subjektiva och objektiva symptom pa uretrastriktur 9.0 LAKEMEDELSINFORMATION
(International Prostate Symptom Score [IPSS] >13, maximal urinflédeshastighet

<15 ml/sek). Patienterna hade genomgatt minst en tidigare endoskopisk 0 VERKNINGSMEKANISM

behandling innan de registrerades i de kliniska studierna.
o Sakerhets- och effektivitetsdata har inte faststallts under den kliniska studien for
att stodja behandlingen av strikturer hos patienter med:

Den uretrala DCB-beldggningen innehaller paklitaxel, en antimitotisk lakemedels-
substans som specifikt binds till och stabiliserar mikrotubuli. Paklitaxel har rapport-
erats hamma proliferering och migration av glatta muskelceller och fibroblastceller
samt utsondring av extracelluldr matris. Dessa effekter i kombination kan resultera i

o BPH
o Radikal prostataektomi hdamning av uroteliumhyperplasi och darmed aterfall av striktur.
o Backenstralnin ..
.g o LAKEMEDELSINTERAKTIONER
o Botoxbehandling
o Merin 1 striktur Inga formella studier pf‘:’\ Iékemedels,int.erakti(.).ner haf genomforts for d?n urgtrala
Tidi troplastik i anteri t DCB-enheten. Respektive bruksanvisningar for alla lakemedel som anvands i
o |gar.e ure rop astiktan erl?ra uretra samband med DCB-enheten bor konsulteras for interaktioner med paklitaxel.
o Bakteriell uretrit eller gonorré
o Narvaro av en artificiell sfinkter med penisimplantat eller uretra-/ Hansyn bor tas till risken for potentiella systemiska och lokala w
prostatastent lakemedelsinteraktioner i uretra hos en patient som man vet tar ett ldkemedel [P’
- . . . ol . med kdnda interaktioner med paklitaxel eller nar man fattar beslut om att m
o Kand neurogen blasa, sfinkteravvikelser eller dalig detrusormuskelfunktion. séitta in lakemedelsterapi for en patient som har behandlats med DCB -
o Diagnostiserad med Lichen-skleros, eller tidigare reparation av hypospadi. Paklitaxels metabolism katalyseras av de cytokroma P450-isoenzymerna ;‘
o Anamnes under de senaste 5 dren pa cancer i urinblasan eller prostata CYP2C8 och CYP3A4 och &r ett substrat av P-glykoprotein. Potentiella >
o Striktur pa grund av balanitis xerotica obliterans (BXO) ldkemedelsinteraktioner kan ske med varje lakemedel som paverkar dessa
o Uretratumérer eller peniscancer isoenzymer. | brist pé formella studier pa lakemedelsinteraktioner bor
forsiktighet iakttas vid administrering av paklitaxel.
.. " o KARCINOGENICITET, GENTOXICITET OCH REPRODUKTIONSTOXIKOLOGI
7.0 ANVANDNING | SARSKILDA POPULATIONER . . . . . . .
) . Inga langtidsstudier har utforts for att utvardera den carcinogena potentialen
Sakerheten och effekten av den uretrala DCB har inte faststallts hos barn (<18 ar) eller for lskemedlet paklitaxel eller av Optilume DCB, och darfér har inga adekvata
hps kvinnor. {-.\nva‘.ndning av den uretrala DCB hos patienter 218 &r och aldre sker enligt och vilkontrollerade studier publicerats fr gravida kvinnor och man som ska
lakarnas bedémning. bli fader. Paklitaxel hammar celltillvixt genom att interagera med mikrotubuli
och en konsekvens ar forlusten av hela kromosomer vid celldelning. Denna
indirekta verkan overensstammer med positiva resultat in vitro och in vivo for
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mikronukledra genotoxiska analyser, vilka detekterar DNA-fragment. Positiva
resultat har ocksa rapporterats for kromosomavvikelser hos primara, humana
lymfocyter. Det &r inte kdnt om paklitaxel har en separat, direkt verkan pa DNA
vid framstallande av DNA-strangbrott eller fragment. Det adr negativt vid
analyser for genmutation, inklusive salmonella och CHO/HPRT.

Studier, som utforts pa rattor och kaniner som fatt IV paklitaxel under organutveck-
ling, uppvisade bevis for forlossningstoxicitet, embryotoxicitet och fostertoxicitet vid
doseringar pa 1 respektive 3 mg/kg (cirka 13 och 39 ganger den dos som levererats
av Optilume DCB, belagd med 5,5 mg paklitaxel (10 mm x 50 mm ballong) med
justering for kroppsvikt). Ingen teratogenicitet observerades hos gravida rattor som
dagligen mottog IV paklitaxel-doser med 1 mg/kg (en daglig dos som &r cirka 13
ganger dosen fran den storsta Optilume DCB (10 mm x 50 mm), justerad for kroppsvikt).
Den behandlande ldkaren bor vaga de potentiella, medicinska férdelarna med Opti-
lume DCB-katetern mot dessa genotoxiska och reproduktionsrisker. VARNING: Den
uretrala DCB-enheten innehaller paklitaxel, ett kdnt gentoxin. Man ska ha skyddat
sex (anvanda kondom) i 30 dagar efter behandlingen.

10.0 LEVERANSFORM

Optilume DCB-katetern levereras STERIL och &r endast avsedd for engangsbruk (sterilise-
rad med etylenoxid). DCB-enheten levereras i ett forpackningssystem med dubbla pasar
(foliepase och Tyvek-pase), inneslutna i en enstycksforpackning.

11.0 FORVARING

Den uretrala DCB-enheten bor forvaras vid rumstemperatur pa en torr plats i sin orig-
inalférpackning. Enheten ska anvandas fore den “sista anvandningsdag” som anges pa
férpackningen.

12.0 REKOMMENDERADE ARTIKLAR

Forbered féljande artiklar med steril teknik:
e Ledare av lamplig storlek med flexibel spets (se produktens méarkning)

e Cystoskop (flexibelt ar att foredra)

e Steril koksaltlosning

e 10 ml spruta

e Tvavagskran

e Fyllningsanordning med manometer

e Kontrastmedel — Obs! Valfritt fér anvandning med fluoroskopiskt guidade
procedurer

13.0 ANVANDNINGSANVISNINGAR
13.1 FORE ANVANDNINGEN
Medicinering i samband med ingreppet

Det rekommenderas att lakare foljer riktlinjerna for mediciner fore ingreppet och
forberedelser for ett endoskopiskt ingrepp, inklusive administrering av ett antibioti-
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kum fore ingreppet, i forekommande fall. Orala NSAID rekommenderas ocksa att ges
fore ingreppet.

Om en urinvagsinfektion (UTI) forekommer vid behandlingstillfallet, maste patienten
behandlas tills infektionen botas innan behandlingsingreppet kan dga rum.

13.2 FORBEREDELSE AV MALSTRIKTUREN

Uretral forutvidgning av malstrikturen, med anvandning av lamplig férberedelse-
metod, som bestdmts av den behandlande lakaren (Obelagd utvidgningsballong
eller DVIU), rekommenderas for strukturer med manga stenoser och som &r svara
att korsa, fére anvandning av Optilume DCB. Genomfor en forutvidgning for att ”fa
fram” strikturen. Detta definieras som den dilaterade strikturens lumendiameter
>20 F eller >50 % storre an det icke-dilaterade strikturlumenet.

13.3 DIMENSIONERING AV ENHETEN

Verifiera att den valda DCB-ballongens diameter vid nominellt tryck har samma eller
nagot storre diameter dn den friska uretra, intill strikturens distala kant. Ballongens
diameter dividerad med frisk narliggande distal uretra definieras som tojningskvoten.

Storleksbestamning av bulbar uretra

For bulbéra strikturer som inte éverstiger en téjningskvot pa 1,3 mellan ballongens diam-
eter och distal, frisk uretra. Om uretras storlek faller mellan tillgangliga enhetsstorlekar
ska den storre storleken anvandas, forutsatt att téjningskvoten ar mindre an eller lika
med 1,3. Om nésta stérre storlek ger en tdjningskvot som 6verstiger 1,3 ska den mindre
enheten anvdndas.

Storleksbestamning av uretra i penis

For uretrastrikturer i penis ska den diameter pa ballongen som b&st motsvarar distal,
frisk uretra valjas. Tojningskvoten pa uretra i penis far inte 6verstiga 1:1. Om uretras
storlek faller mellan tillgangliga ballongstorlekar ska den mindre ballongstorleken valjas.
OVERSKRID INTE en tdjningskvot pa 1:1.

For bade uretra i penis och bulbar uretra ska DCB-ballongens langd inte vara langre an
den striktur som ska behandlas. Ballonglangden maste stracka sig ca 0,5—-1 cm bortom
strikturen pa bada sidor. Exempel: Om strikturens langd ar 2 cm, véalj en DCB-ballong som
ar3.cm.

13.4 FORBEREDELSE AV BALLONGKATETER

Tom luften ur DCB-katetern. Kateterns ballonglumen innehaller luft, och denna luft
maste avlagsnas for att sakerstalla att endast vatska fyller ballongen medan katetern
befinner sig i uretra.

1. Anslut kranen i 6ppet lage till ballongfyliningskopplingen.

2. Anslut sprutan, till halften fylld med koksaltlésning, till kranen.

3. Hall ned sprutspetsen och dra tillbaka kolven till sprutans fulla volym (detta
skapar ett maximalt undertryck) och vanta sedan tills inga luftbubblor ses komma
ut ur koksaltlosningen i sprutan. Upprepa vid behov for att tomma ut luften ur
katetern, och ersatt den med saltlésning. Hall tillbaka kolven och vrid kranen
for att bibehalla vakuum, och ta bort sprutan. Fyll en fyllningsanordning till
halften med normal koksaltldsning, eller kontrastmedel tillsammans med
koksaltldsning till proportionerna 1:1 om fluoroskopi anvands, och tém
slangen pa luft.
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4. Fast uppblasningsenheten pa kranen pa ballongkatetern, vrid kranen och
dra vakuum pa uppbldsningsenheten.

13.5 INFORANDE AV OPTILUM DCB

1. Placera ledaren pa 0,97 mm med den flexibla spetsen hoprullad i urinbldsan,

med hjalp av ett cytoskelett.
2. Avligsna ballongskyddet fran spetsen pa DCB-katetern.

Férsiktighet: Forsiktighet bér iakttas ndr en ballong belagd med paklitaxel
férs genom ndgot cystoskopsystem. Minimera hanteringen och vidrér inte
ballongen. Torka inte av ballongen med en torr eller vat kompress eller en
kompress med glidmedel eller I6sningsmedel som skulle kunna skada den
ldkemedelsbelagda ballongens integritet.

3. For in DCB-katetern i cystoskopets arbetskanal. Alternativt kan ledaren och

Anlage 4 zuTOP 8.3.3

5. Om det blir nagot fel pa produkten fore eller under fyllningen (men mindre an
RBP), ska DCB-enheten bytas ut och ny fyllning utféras enligt beskrivet forfarande.
Om felet uppstar efter fylining till angivet bristningstryck (RBP) ska
DCB-forfarandet inte upprepas.

6. For in en smorjd Foley-kateter pa 12—14 Fr och lamna pa plats i minst 2 dagar
eller enligt vardstandarden, beroende pa vad som &r storst.

13.7 DIAGRAM OVER BALLONGENS EFTERGIVLIGHET

18 Fr (6 mm) x 30 mm

ballongkatetern placeras separat fran cystoskopets arbetskanal for en placering

sida vid sida.

4. Anvand cystoskopet for att vdgleda placeringen av DCB. Placera alternativt DCB
med fluoroskopi genom att anvdanda de rontgentata markdrerna beldgna
nedanfor 6vergangen mellan ballongen/konen.

Féorsiktighet: For inte in ledaren eller ballongvidgningskatetern om ett motstand
pdtrdffas, utan att forst faststdlla orsaken till detta motstdnd och vidta ldmplig
dtgdrd.

13.6 FYLLNING AV OPTILUM DCB

Férsiktighet: Fyllningsanordningar kan skapa mycket héga tryck med minimal anstrdng-

ning. Anvdndning av en fyllningsanordning med hégtrycksmdtare rekommenderas starkt
for att optimera vidgningskraften mot den uretrala strikturen och medge Iékemedelspen-
etration in i det framtagna urotelium.

1. Se till att uretra spolas med saltlésning.
2. Placera DCB o6ver strikturen, med cystoskopet distalt om ballongen (pa avstand

fran urinblasan), for att visualisera korrekt placering av ballongen 6ver strikturen.
Lamna ballongen pa plats, ofylld, i minst 1 minut fore fyliningen. Kontrollera att
de rontgentata markdrerna pa ballongen befinner sig i ratt position med hjalp av
fluoroskopi.

. Fyll ballongen till det angivna bristningstrycket med hjalp av fyllningsenheten.
Overskrid inte ballongens angivna bristningstryck (RBP). Bibehall trycket i minst 5
minuter eller tills 6nskad utvidgning har uppnatts.

. Tom ballongen genom att applicera vakuum pa ballongen med fyllningsenheten.
Nar ballongen ar helt témd ska ledaren och DCB-enheten langsamt dras tillbaka.
Om ett latt motstand kanns nar ballongen tas bort, ska du forsiktigt vrida pa
katetern for att hjalpa ballongen att vika sig runt kateterskaftet och underlatta
utdragningen.

Férsiktighet: Om ett motstdnd pdtrdffas nér du avldgsnar en ledare genom en
kateter i ett cystoskop, ska du STOPPA férfarandet och avlédgsna dem tillsammans
samtidigt som en enda enhet for att férhindra skada pad ledaren, katetern eller
patientens anatomi.
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(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 6,11 (18 Fr)
8,0 800 6,23
10,0 1000 6,34
12,0 1200 RBP 6,45
18 Fr (6 mm) x 50 mm
(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 5,87 (18 Fr)
8,0 800 6,03
10,0 1000 6,16
12,0 1200 RBP 6,25
24 Fr (8 mm) x 30 mm
(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 7,98 (24 Fr)
8,0 800 8,16 w
10,0 1000 8,32 <
12,0 1200 RBP 8,46 a
)
24 Fr (8 mm) x 50 mm =
(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 8,00 (24 Fr)
8,0 800 8,20
10,0 1000 8,37
12,0 1200 RBP 8,54
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30 Fr (10 mm) x 30 mm
(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 9,83 (30 Fr)
8,0 800 10,09
10,0 1000 RBP 10,29
30 Fr (10 mm) x 50 mm
(ATM) Tryck kPa (mm) Ballong
6,0 600 Nominellt 9,98 (30 Fr)
8,0 800 10,23
10,0 1000 RBP 10,44

Férsiktighet: Angivet bristningstryck far inte éverskridas. Se produktens etikett for
angivna bristningstryck. Fyllning 6ver angivet bristningstryck kan géra att ballongen
brister. Om tryckfall intrdffar i ballongen under fyllningen, eller om ballongen
brister under fyllningen, ska ingreppet omedelbart avbrytas. Té6m ballongen
forsiktigt och dra ut den ur uretra. Fyll den inte pd nytt.

14.0 GARANTI

Urotronic garanterar att rimlig omsorg har iakttagits vid utformning och tillverkning av
denna produkt. Denna garanti géller i stéllet for och utesluter alla andra garantier som
inte uttryckligen anges har, oavsett om dessa ar uttryckliga eller underforstadda enligt
lag eller pa annat satt, inklusive, men inte begransat till, eventuella underférstadda ga-
rantier om nagot visst andamal. Hantering, forvaring, rengoring och sterilisering av den-
na enhet samt andra faktorer som ror patienten, diagnosen, behandlingen, de kirurgiska
ingreppen och annat som ar utom Urotronics kontroll paverkar enheten direkt och de
resultat som uppnas genom dess anvandning. Urotronics skyldighet enligt denna garanti
ar begransad till reparation eller utbyte av den har enheten, och Urotronic skall inte hal-
las ansvarigt for nagra oavsiktliga eller foljdskador, forluster, skador eller kostnader som
uppstar direkt eller indirekt till féljd av anvandning av denna enhet. Urotronic patar sig
inget ansvar for enheter som ateranvéants, upparbetats eller omsteriliserats, och lamnar
inga garantier, vare sig uttryckliga eller underférstadda, inklusive, men inte begransat till,
for nagot visst syfte, vad galler sddana enheter.
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15.0 SYMBOLER SOM ANVANDS PA ENHETENS ETIKETTER

l Antal om 1 per kartong

R Forsiktighet: Enligt amerikansk federal lag far denna utrustning endast
saljas till Iakare eller pa lékares ordination.

Anger det datum da den medicinska enheten tillverkades.

Far ej omsteriliseras

Far inte ateranvandas

Far ej anvandas om férpackningen har skadats

Omtalig

Utgangsdatum

K ® 0 ®|E

v
N

Skyddas fran solljus

Forvaras torrt

Tillverkare

EO):>

Innehaller inte latex

Temperaturgrans 15 °C till 30 °C

Forsiktighet: Se bruksanvisningen

B s
> @

[STERILEEO) Steriliserad med etylenoxid
Katalognummer
Lothummer

€ CE-mérkt enligt EU:s direktiv 93/42/EEG om medicintekniska
1434 | produkter (Anmalt organ nr 1434)

m

Auktoriserad EU-representant

Urotronic, Inc.
2495 Xenium Lane North
Minneapolis, MN 55441

USA 1434

MDSS GmbH

EC I REP | schiffgraben 41

30175 Hannover, Germany
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OPTILUME
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OYPHOPIKOz KAOETHPAZ ME
MOAAONI ENIKAAYMMENO
ME OAPMAKO

Odnyieg xprong
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Mivokog TEPLEXOUEVWV

1.0 NEPITPA®H THZ 2YZIKEYHZ

11 KAGETHPAZ ME MMAAONI

1.2 ENIKAAYWH OAPMAKOY
2.0 NTPOBAENOMENH XPHZH
3.0 ENAEIZEIZ XPHZHZ
4.0 ANTENAEIZEIZ
5.0 NPOEIAONOIHZEIZ
6.0 MTPODOYAAZEIZ
7.0 XPHZH ZE EIAIKOYZ MAHOYZMOYZ

8.0 MIGANEZ ENINAOKEZ
9.0 NTAHPO®OPIEZ 1A TO ®APMAKO
10.0 TPONOZ NAPOXHZ ..
11.0 ANOOHKEYZH..........
12.0 ZYNIZTQMENA EIAH
13.0 OAHTIEZ XPHZHZ.....

13.1
13.2
13.3
134
13.5
13.6
13.7
14.0 EITYHZH

15.0 2YMBOAA MNOY XPHZIMOMOIOYNTAI ZTIZ ETIKETEZ THZ
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MPIN AMO TH XPHXH
MPOETOIMAZXIA THX X TOXEYOMENHZ X TENQ>HZ
YNOAOTIZMOX METEOOYX THX 2YXKEYHZ
MPOETOIMAZIA TOY KAOETHPA ME MIMNAAONI
EIZATQIH TOY OPTILUME DCB...
AIOTKQZH TOY OPTILUME DCB
AIATPAMMA ENAOTIKOTHTAZ

1.0 NEPITPA®H THZ ZYZKEYHZ

1.1 KaBetnpag pue pumaAovt

Anlage 4 zuTOP 8.3.3

O oupnBpLKoG KABETNPAG e UMAAOVL ETUKAAU UEVO e dappako (DCB) Optilume sivatl
€va 06ny6 olppa 0,97 mm (0,038") kat €vag eVKaumntog kaBetnpag over-the-wire (OTW)
OUUPATOC LE KUGTEOOKOTILO, O OTtolo¢ SLaB£TeL oXeSLacd SIMAOU auAoU Kal KWVLKO
QTPAUMATIKO dkpo. To DCB xpnoLuomoLeitat yLa tn SLaoToAr OTEVWY TUNUATWY TG
oupnBpag (OTEVWOEWV) AoKWVTAG TILEC AKTWVLKA. To Amw AKPO Tou KaBeTrpa €XEL Eva
NULEVSOTIKO SLOYKOUEVO UMAAOVL TO OTIOL0 €lval ETUKAAUMMEVO LE L0l OTIOKAELOTLKN
€TUKAAUYN IOV TtePLEXEL TN SpaCTIKA GAPUAKEUTIKY ouaia, makATaééAn. H emkaAudn
dapUaKoU KAAUTITEL TO HAKOG EPYACLOC TOU CWHATOC TOU pmaloviol. H cuokeun

£xel 8U0 WVEG OKTLVOOKLEPWY SELKTWVY TIOU UTIOSELKVUOUV TO UAKOG Epyaaiag Tou

pmaioviou.

g5

S 7

ATPOUHATLKO KWVLKO AKPO

ErtkdAuPn makAtageAng

Qupa SLoykwong tunou luer

Tauvieg dgiktn

QOEAIMO MHKOZ2

Huevdotiko S1oykoUEVO UmaAovL

75cm

AuAGG 08nyou

cUppatog 0,038

H cuokeun eilval amootelpwpévn e atBulevoleiblo péoa o Brkn Tyvek. Meta tnv

arootelpwon, o KaBetrpag mou Bpiloketal pEoa oth Brnkn obpayiletal o aAOUULVEVLIO
OOKOUAGKL pall He amognpavtikd LECO Kal CUCKEUALETOL LECQ OE £VO XOPTOVEVLO
KouTti. KOs DCB mapEXETaL e TTPOOTATEUTLKO BNKApL TO omoio KAAUTITEL TO
ETUKOAUUUEVO HE GAPUOKO TUAUA utaloviol Tou kaBetrpa. Eva Stdypappa

evboTIKOTNTAG TOU UmaAoviol Bpioketal otnv eTtkéta tng Onkng Tyvek.

1.2 EmwkaAuyn dapudkou

3

’

oAl

H emwdAudn dappdkou amoteAeital amnod 1o §pactikd GAPUAKEUTIKO CUOTATLKO,
makAtagéAn kal ékdoxa. H emukdAudn dapudkou KAAUTTEL TO KOG pyaciag Tou
TUAUOTOG PmaAoviou tou Kabetrpa. H emikaAun dapudkou eival opoldpopda
KOTAVEUNUEVN OTNV EMLPAVELD TOU PmaAovioU ag GUYKEVTpWON 3,5 pg/mm?. To
Baokd AELTOUPYLKO XAPAKTNPLOTLKO TNG EMKAAUYNC papUAKOU gival OTL ETUTPEMEL TNV
aneAeuBépwon NG akALtagEAng oto oupoBnALo Katd tn SLAPKELA TNG SLOYKWGONG TOU

proAoviou.

Nivakag §ocoloyiag tou DCB

AplBuog AldpeTpog Mnkog Ab6on makAtaééAng

KaTaAOyou (mm/Fr) (mm) (mg)
1110-06030C 18.0/6.0 30 2.0
1110-06050C 18.0/6.0 50 3.3
1110-08030C 24.0/8.0 30 2.6
1110-08050C 24.0/8.0 50 4.4
1110-10030C 30.0/10.0 30 3.3
1110-10050C 30.0/10.0 50 55

2.0 NPOBAENOMENH XPHzZH

0O oupnOpLKOG KABETAPAG PUE UIMAAOVL ETUKAAUUUEVO UE dpapuako (DCB) Optilume
npoopiletal yla tn Beparneia otevwoewv otnv pocdia ouprnBpa og evAALKOUG AVEPEG.
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3.0 ENAEIZEIZ XPHZHZ

O oupnBpikdg kabetrpag DCB Optilume xpnotpomnoteitat yia tn Bepaneia avépwv
NALKLaG 218 €TWV e EVOXANTIKA CUUMTWHATO KOTA TNV oUpNon Ta omoia oxeTi{ovtal pe
unotpornialovoa npdobia oupnOpikr) otévwaon. EXeL oXeSLAOTEL yLa Xprion w¢ UIaAOVL
S100TOANC yla povn, Stadoxikr i dldxutn mpocbla oupnBpikn oTéEvwaon, UKoug £3 cm
n Xpnoluomoleital wg Bondntikn Bepameia pe AAAEG CUOKEVEG SLAGTOANG /Kot AAAEG
enepuPaoeL.

4.0 ANTENAEIZEIZ

O oupnBpLKOG KABETPAG SLAGTOANG UE UITAAOVL ETILKAAU LUEVO e pappako (DCB)
avtevSelkvuTal yla xpnon oe:
o AgBeveig pe yvwotr untepevatobnoia otnv makATagéAn 1 o€ SOULKA OXETIKEG
EVWOELG.
o AcBeveic pe alolwoelg TIC omoieg Sev umopel va Slacyloel éva 06nyd clpua
0,038".

5.0 MPOEIAONOIHZEIZ

e To oupnBpikd DCB mapexetal AMOITEIPOMENO yla pia xpron povo. Mnv
enaveneepyAleoTe | EMAVATIOCTEIPWVETE. H emavenefepyaoia Kal n
enavanooteipwon Ba pnopovoayv va auvroouv tov Kivbuvo Aolpwéng tou
a0Bevoug Kat Tov Kivouvo va SLakuBeuTel n amodoon Tng CUCKEUNG.

o To aAOUMLVEVLO GOKOUAGKL KaL N EEWTEPLKN EMLDAVELX TNG ECWTEPLKAG OAKNG
elvat MH AMOZTEIPQMENA. Ta NMEPIEXOMENA tng ecwtepLkng Brkng elvat
AMNOITEIPOMENA. XpnGLUOTIOLOTE OUECWE LOALG AVOIEETE TO AAOUULVEVLO
GOKOUAGKL.

e Mn XPNOLUOTIOLCETE QUTAV TN CUOKEUT €AV UTIAPXEL AolpwEn otnv oupnBpa
(Aolpwén Tou oupomointikou cuotrhpatog - UTI) i otnv oupodoxo kuotn. H
Aolpwén mpénel va amokataotabel mplv and tn Bepaneia TG OTEVWOEWS E TO
Optilume DCB.

e To DCB mpémnelL va XpnoLUOTOLELTOL LOVO amd LOTPOUC TTou SlaBétouy eumelpla
Kall yVwpilouv KoAd TLG KALVIKEG KOl TEXVIKEC TTTUXEG TN SLOLOTOAAG TNG
oupnBpag pe UmaAovL.

e [pw amo tn xprion tou DCB, ot Latpol mpémnel va StaBdcouv kal va
KQTOWONOOUV TIG 08NYLeG Xpriong. H un tpnon Twv evdeiewv, Twv
QAVTEVOELEEWV, TWV TTEPLOPLOUWY,

TWV MPOELSOTOLRCEWY Kal TwV TPodUAAEEWY UTTOPEL VoL 06Ny OEL O
ETUITAOKEG.

e Mn XpNOLUOTIOLELTE HETA TNV Nuepounvia AREng.

e To DCB mepLéxet MakALTOEEAN, Lo yvwaoTr yovotogivn. OL dvdpeg Ba mpéemet
va AapBavouv TG anapaitnteg mpoduldsels katd tn ce€oualikn emadn (va
dopolv podulaktiko) yia 30 nUEPEC HeTd tn Beparmeia.

e [MapakolouBeite yia evdeifelg avadulaiag r unepevatocbnoiag otnv
makATagén

e [1OTE un XPNOLUOTOLELTE A€PAl 1] OTOLOSHTIOTE AEPLO UECO VLA VA SLOYKWOETE TO
DCB.

e Kata tn Slapkela tng xpriong, oL xelplopot tou DCB Ba mpémel va yivovtal und
AQUECN OMTIKA EMOd LECW KUOTEOOKOTNONG | OKTLVOOKOTILKAG TTAPATAPNONG
vNANG moLOTNTAG.

e Mnv xelpileote to DCB O6tav Bpioketal o SloyKwHEVN KaTdoTaon.

1111-002 Avo8. D

Anlage 4 zuTOP 8.3.3

e EAv ouvavtAOETE aVTIOTOON OTOLASATIOTE OTLYUI KOTA T SLAPKELA TNG
Sladikaolog eLoaywyng, LNV aokeite SUvapn yla va eTutuxete tn StEAevon. H
avtiotaon pnopel va mpokaAéoet {NULd oTn CUCKEUN 1) 0TOV UAOG. ATIooUpETE
T(POOEKTIKA TOV KABeTHpa.

o AVSpEG UE EPWTIKEG CUVTPODOUC TIOU £XOUV SUVATOTNTA TEKVOTIOINGNG Bat TPEMEL
VoL XpNoLomnololV mpodUAaKTKO yia 90 NUEPEC TOUAAXLOTOV UETA TN Oeparneia.

e OLavemBUPNTEC eVEPYELEC OTNV TTAKALTAEEAN KAl TAL CUUMTWOTA TTOU
mapatnENBNKaV TPoEPXOVTAL KUPLWE armo HEAETEG Eyxuonc IV Tou ¢papudakou
yla tn Bepaneia atopwy pe kapkivo kot mepthapBdvouv

0 XPWHOOWULKEG AVWHOALEG Kat Kivouvo kapkivou

BAGBN oto £uPpuo otav ekTiBeTal yuvaika Tou Kuodpopetl

Avadulatia kal umepevatoBnoia otnv akALTagEAn

AvaoToAn g emovAwaong TG oupnOpag HeTd tnv eméuPacn

MuegAokataotoAn nou neplAapBavel: oudetepomnevia, Aeukomevia,

BpopPokuttaponevia, avatuio

Appubuia

Mepudepikn veuponabela

MuaAyia n apBpalyia

A\wrekiaon

Yrnotaon

Navutia, épetog i Stdppola

Auénuévn xolepuBpivn, ALP kat AST

H rubavr) enidpacn oto fmap kal ota vedpd eivat dyvwotn kat dev

£XeL lehetnBel

H rmocotnta tng makAtaEAng mou xopnyeitat TOMmKA Katd T SLAPKELA TNG

Stadikaoiag Optilume DCB sivat oAU xapnAdtepn amo pio epamnag §60n cUOTNOTIK

XNHELOBEPATELQG TTOU TTOPEXETAL OE KAPKLVOTIAOELG Kail TO PpAPHaKO PaiveTal va TapapLé

OUCLOOTLKA EVTOTILOUEVO OTNV oupnBpa.

(o2 elNeRNe]

OO0OO0OO0OO0OO0OO0OOo

6.0 MPOMYAAZEIZ

®  ALOYKWVETE TIAVTA IE OTTOCTELPWHEVO UYPO (AMOCTELPWUEVOCS PUCLOAOYLKOG
0p6¢ N pelypa 50% oklaypadikou). Mote pun SLOYKWVETE e agpa, SLogeidLo
Tou avOpaka f ortotodrmote dANo aépto. To DCB Sev mpEmel va SLOYKWVETAL
TEPOL ATIO TNV OVOUAOTIKA Ttiean préng (RBP). Mn Sloykwvete urtepBoAtkd
TO UITOAOVL.

e OLKaBeTnpeC e umadovL tpoopilovTal yla XpHon amo LaTpoug mou dtabgtouv
ekmaideuon Kal EUMeLpia OTLG TEXVLKEG SLOGTOAACG KOOETAPWV e UTTOAOVL.

e [ va dlachahioete Tn owotr puBULon tg Ttieong Tou umaloviol, amalteitat
N XPHon ocuUoKeLNG SLOYKWONG UITOAOVLOU LE LETPNTH TIlEDNG.

e Avappodnote MANPwWE TO UMAAOVL TPOTOU OPALPECETE TIPOCEKTIKA T CUOKEUN)
amnd tnv oupnBpa. H xprion umepPBoAikng SUVAUNG yLa TV ATOGUPCH TOU
pmaloviol pmopel va mpokaA€éoel Tpal Lo 0TOV LOTO.

o EmBewpnote mpooekTikd To DCB Kat Tn cuokevaaoia pLv amo tn xprion. Mn
XPNOLUOTIOLE(TE TOV KABETHPA €AV EXEL UTIOOTEL {NULA 1] AV TO UEyeBOG, TO
oxnua A n katdotaon sivat akatdAAnAa yia tn Stadikaoia yia tnv omnoia
npoopiletal.

e Mnv euPubilete i} OKOUTIIETE TO TUAMA TOU ptaAoviol Tou DCB pe
omnolodnmoTe Vypo, KABWCE UMOPEL va KataoTpadel 1) va KLVOUVEYEL n
akepaldTNTa TG EMUKAAL NG dapudkou. Aviikataotote onotodnmote DCB
TOU omolou To UmaAovL €xel £pBel o emadn e UYPA TIPLV Ao TN XPHRoNn

Yehiba 4 amno 8



Xpnolpomoleite 0TeEyVA AMOOTELPWHEVA YAVTLA 1] OTeyVA emiBépata yalog
yla va xelploteite to DCB mpLy amd tn xprion. Anatteital mpocoyr yla va
ehaylotonoilnOel n emadn Pe TO TUAKA TNG CUCKEUNG TIOU TtEPAAUBAVEL TO
UTITOAOVL E TNV ETioTpWOnN-
Moté pn dloykwvete To DCB £€w armo to owua f potol ¢OAcEL TN
OTOXEUOUEVN OTEVWON, KaBwWG Umopet va dtatapaxbel n akepaldotnTa TNG
ETUKAALYING.
Mnv €MXELPNOETE VO TTIEPAOCETE To DCB SLOECOU KUGTEOOKOTLOU ULKPOTEPOU
peyéBoug French amd ekeivo mou UTIOSELKVUETAL OTNV ETIKETA.
To unkog epyoaciog tou DCB mpémel va KOAUTITEL OAOKANPO TO UAKOG TNG
OTOXEUOWEVNG OTEVWONG-
o Tt owaoTtr) xoprynon Tou papuAKou OTn OTOXEUOUEVN OTEVWOT, adnoTE TNV
erkaAun va evudatwOei péoa otnv oupriBpa yla touAdxtotov 60 SeutepOAerta
TpLv TN SLoykwon kat Slatnprote th §loykwon tou DCB yla TouAdyLotov 5 Aemta.
MNa tn BeAtiwon g SLacTOANG TNG OTEVWONG, KITOPOUV VA XpNnotornotnBouv
LeyaAUTEPOL XpOVOL SLOYKWONG > 5 AEMTA KATA TNV KPLon TOU XELPLOTH-
Edwv To TtpoidV mopoucLAoeL aotoyia TipLy f Katd th Stdpkela tng SLoyKwong,
avtikataothote To DCB kat Sloykwaote avahoya pe tn dtadikaoia. Edv n actoxia
TiPOKUPEL PeTA TN SLoykwaon otnv RBP, unv emavaAafete t dtadikacia DCB.
META TN Xprion, AUTO TO TPOLOV Uropel va amoteAel mBavo BloAoyiko kivbuvo. O
XELPLOWOC KL N amdppudn mpEmeL va yivovtal cUUdwva LE TV AmoSeKTH LATPLKA
T(POLKTLKH KOl TOUG LOXUOVTEG TOTILKOUG KOVOVLGUOUG.
O emayyehpatieg uyeiag MPEMEL va amodeVyouV T XPHon yovIlwy amno AAteg
yla va anotpéPouv mbaveg aAAEPYLKEG avTLOpACELC 08 aoBeVELG oL omoiotL
eivat aAAepyikoi oto AdTe€.
Anotteital mpoetoldacio Tou oupnBpikol auAol TNG oTtoxeuOuevng BAABNG Ue
NV Kat@AAnAn pnéBodo mapaokeurng avlou, onwe autr Ba kaboplotel ano tov
Bepamovta LaTpo mpLv amno tn xprnon tou Optilume DCB.
TNV KAWLIKA LeAETN Robust | peAetnOnke n mpoetolpacio Tou aulol Ye xpron
UOVO TIPO-6LOGTOANG HE 1N ETUKOAUPUEVO KaBeTrpa pumaloviol i DVIU.
JTLG KALVLKEG LEAETEG, ATAV ATIAUTOUKEVN N OTTIKN eMLBEBAlWON ONUAVTLKAG
otévwong (dtapetpog oupnBpacg < 12F) pécw KUOTEOOKOMNGONG N
oupnBpoypadiag kat n évraén neplopiotnke oe acBeveic mou emubeikvuav
UTIOKELUEVIKA KOl OVTLKELUEVLKA OUUTITWLATO 0UPNBPLKNG OTEVWONG
(AteBvng BaBuoAoyia twv Zupmtwpdtwy tou Mpootdtn [International
Prostate Symptoms Score, IPSS] > 13, u€ylotog pubuoc pong olpwy < 15 mL/
sec). OL ouppeTéxovTeg elxav umtoBAnBel g TOUAAYLOTOV pia TTPONYOUEVN
evbookorikr Bepareia mpLv TNV €vtagn oTig KAVIKEG LEAETEC.
Ta §edopéva yla TNV achAAELA KAL TNV AMTOTEAECUATIKOTNTA SEV €XOUV
TEKUNPLWOEL KaTA TN SLAPKELA TNG KALVLKNG LEAETNG YL TNV UTTOOTAPLEN TNG
Beparmeiag Twv oTeEVWoewV og a.o0eveic pe:

o BPH
Pk mpooTateKTOUN
MueAikn aktwvoBoAia
Oepareia Botox
MeplocOTeEPEC Ao 1 OTEVWOELG
MponyoUpevn oupnBpomAaoTikr oTnv MPocbia ouprBpa
Baktnplakn oupnBpitida i yovoppola
Mapouaia epdutelpatog TEXVNTOU ODLYKTAPO TIEOUG ) OTEVT
oupnBpag mpoaotdtn
M'VWOTEG VEUPOYEVELG KUOTELG, AVWHAALEG TOU OPLYKTAPA 1 KAk
Aettoupyla Tou e€wotnpa HUOC.

O O0OO0OO0OO0OO0O0

o

o Adyvwaon okAnpuvtikol Asxrva A iponyoupevn erubiépbwon unoomadio.
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0 lotopikd KapKLVWHOTOG TG 0upoddxou KUGTNG ) TOU TIPOoTATn Ta

Teheutaia 5 €Tn
0 Itévwon Aoyw okAnpoatpodikol Aswxriva (BXO)
o Oykol ouprnBpoacg i Kapkivog Tou TEOUC

7.0 XPHZH ZE EIAIKOYZ NAHOYZMOY2Z

H aoddaAsia kot n amoteAeopatikOTnTa TOU 0UPNBOpLkol DCB Sev £xeL tekunpLWOEL
oe moudlatpikolg aocBeveic (nAkiog < 18 etwv) R oe yuvaikeg. H xprion tou
oupnBpkol DCB oe aoBeveig nAtkiag = 18 €Twv Kol Avw €ival 0Tn SLOKPLTLKN
EUXEPELA TOU LOTPOU.

8.0 MIGANEZ ENIMNAOKEZ

OLTuBaveg emumAokéG mou cuaoyetilovtal e tn xprion tou kabetrpa DCB Optilume

elval MOpOUOLEG e eKelveg TOU cuoXeTilovTal Ue TIG TUTIKEG Sladikaoieg SLOTOANG TNG

oupnBpac. OLTBaVEC EMUTAOKEG UIMOPEL EVOELKTIKA va TtepAaBAvVOUV:
e [6vo kat evatcbnaoia
e JMAOUO TNG KUOTNG Ao TtV TonobEtnon kabetnipa Foley
e Tpalua LoTwv o€ MepLBAAouoeg SOUES, CUUTIEPIANAUPBAVOUEVNG TNG
oupnBpkrc BAABNG
e Awatoupia
o Avtdpaoelg oTo dAapuaKko, AAAEPYLKA avTidpacon oTo oklaypadIlKo HEGO

TIOU XPNOLUOTIOLE(TAL KATA T SLApKELa SLayvwaTkoU oupnBOpoypaupaTog

e Aolpwén TOU OUPOTOLNTIKOU CUCTIHATOC

e Aldtpnon otou

Enavepdavion tg otévwong mou emBarlel tn Ste€aywyn MeEPALTEPW
XELPOUPYLKAG eEMEUPAONG

Akpdrtela

Aucoupia

Mupetog

Katakpdtnon olpwv

9.0 NAHPO®OPIEZ A TO ®DAPMAKO
o MHXANIZMOZX APAZHX

H erukdAun Tou oupnBpikol DCB mepLéxet MakALTagéAN, n onola ivat pa
QVTLULTWTLKN PaPUAKEUTIKY) OUCLA TTOU CUVOEETAL ELSLKA OTOUC

HKpoowAnvickoug kot toug otabeportolei. H akAttagéAn £xel avadepbei otL

aVaOTEAMEL TOV TOAAQTIAQGLAGUO KAl TN LETAVACTEUGN TWV Aelwv HUTKWV
KUTTAPWV Kal TwV WWOBAACTWY, KaBwE KaL TNV €KKPLON TNG EEWKUTTAPLAG
Bepéllag ouoiag. O cuvdUAOHOG AUTWVY TWV ETUEPACEWV UIMOPEL val EXEL WG

QAMOTEAEGUO TNV AVOOTOAA TNG UTtepTAaciag Tou oupoBnAiou Kal wg ek TOUTOU

n otévwon dev enavepdaviletal.

o AAAHAENIAPAZEIZ OAPMAKQN

Aev €xouv SlevepynBel emionueg peAéteg aAANAETUSpACEWVY GAPUAKWV YLol
To oupnBpLkd DCB. Ta T AAANAETILEOPATELS e TNV TTAKALTAEEAN Ba TIPEMEL
va oupBouleuTelte TIg avtiotoleg odnyleg xpriong Twv Gapudkwy mou
xpnotpornotlovvtal oe cuvduaopo pe to DCB.

Oa npémnet va Aappavetat umoPn n mbavotNTa CUCTAUATIKWY Kol TOTIKWY

aAAnAemiSpaocewv dapudkwy otnv oupnBpa oe £vav aaBevr mou AapBavel éva

3

oAl

dAappaKo He yvwoTEG AANAETILOPACELG e TNV TLAKALTAEEAN 1 0Tav anodaciletal
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n évapén doapuakeuTikng Bepamneiog og Evav acBevr) mou £xel umtoPAnOei oe
Beparmeia pe to DCB.

O LETABOALOMOG TNG TTAKALTAEEANG KATAAVETAL oo Ta Loogviupa CYP2C8 kall
CYP3A4 tou kutoxpwpatog P450 kat eivat umdéoTpwua tnG PyAukompwteivng.
MOavég aAnAemidpdoelg papudkwy pnmopei va mpokUouv pe onolodnmote
dapuako emnpedlel auta Ta Loogvivpa. Otav anouctdlouy enicnueg LEAETEC
yla TNV aAAnAenidpacn GapuaKkwy, anatteltal mTpoooxn KATd tTn Xoprnynaon tg
TLAKALTAEEANG.

o KAPKINOTENEZH, TONOTOZ=IKOTHTA KAl ANAMAPATQriKH TOZIKOTHTA

Aev €xouv TtpaypatonolnBel LakpoxXpOVIEG LEAETEC yLa TNV AELOAOGYNGN TNG
KQPKLVOYyOvou Spacng NG GapUOaKEUTIKNG ouoiag, TakAtagéAn, i tou Optilume

DCB kot 8ev UTIAPXOUV SNLOCLEUEVEG ETTOPKELG KOL KOAG EAEYXOMEVEG LENETEG OE
£yKUOUC YUVALKEG 1) O AVOPEG TTOU OKOTIEUOUV VAL AITOKTAOOULV TtatdLd. H makAttaéAn
QVOOTEAMEL TOV TOAQTMAQGLOG O TWV KUTTAPWY HECW TS dAANAemidpaong

LE MKPOOWANVIOKOUG, TIPOKOAWVTAG £TOL LETOEY GAAWVY AITWAELA OAOKANPWV
XPWHOOWUATWY 0Tn SLAPKELA TNG KUTTAPLKAG Staipeong. Auth n éupeon dpaon elval
oludwWVN e BETIKEG ATMOKPIOELS in Vitro Kat in vivo TipoadLoplopoUs YOVOTOELKOTNTAG
ULKpoTUpr VWY, ot ortoiot avixvelouv Bpavopata DNA. Exouv emniong avadepbei
OETIKA AITOTEAEOHATA VLA XPWUOOWLKEG EKTPOTIEG OE AVOPWITLVAL TIPWTOYEVH
Aepdokutrapa. Aev eivatl ywvwotd eav n akATagEAn ExeL EexwploTn aueon Spaon
oto DNA katd tn dnutoupyia oxdoswy f Bpauvopdtwy kKAwvwv tou DNA. Epdaviletat
QpVNTIKN 0 aVOAUGCELG VLo YOVISLOK) LETAANAEN, cUpTEPIAAUBAVOUEVWY TWV
QVOAUCEWV GOALOVEAAG Kol TwV HETaAAGEEwV HPRT og KUTTapa woBnKwv KWVe(IkoU
KkpwntoU (CHO).

MeA£ETEG OV MpayATONOoLONKAV 0 Apoupaloug Kal KOuVvEALa Ttou éAafav IV
TakATa€EAn Katd TN SLAPKELA TNG OPYAVOYEVECNC ATTOKAAUY AV OTOLXELO LNTPLKAG
To€LlKOTNTAG, EMPPUOTOEIKOTNTAC Kal epuPpuotolikdtntag o 66oelg 1 kat 3 mg/kg,
avtiotowa [mepimou 13 kat 39 popég mavw amd Tn 60N OV MAPEXETAL ATO TO
Optilume DCB 10 omoto emkaAUTTeTAL PE 5,5 Mg makAtaiEAnG (LmaAdvt 10mm

x 50mm) pe mpooapuoyr avaloya e To BApoc tou owuatoc]. Aev mapatnpiOnke
TEPATOYEVEDT 0€ KUOPOPOUVTEG apoupaiouc mou EAapav NUEPrOLEG SOOELG
niakAtageAng IV 1 mg/kg [nuepnota 66on mepinou 13 ¢popég mavw amo tn §6on Tou
Optilume DCB (10mm x 50mm), Ye TPOCaPEOoyr) avAAOYa E TO CWHATIKO Bapoc].

O Bepamwv LatpdC MPETMEL Vo £€LOOPPOTIAOEL TA TILOAVA LOTPLIKA 0dDEAN ToU
kaBetnpa Optilume DCB £vavTL QUTWYV TWV YOVOTOEIKWY KOL QVOTTAPAYWYLKWY
KWoUVwv. MPOEIAOMOIHZH: To oupnBpikd DCB mepLéxel MAKALTAEEAN, UL YVWOTH
yovotoéivn. Ot avdpeg Ba mpémel va AapBAavouy TI¢ anapaitnteg mpopuAaelg katda
™ ogfoualikn emadn (vo dopouv mpoduAaKTIKO) yia 30 NUEPEG LETA TN Beparmeia.

10.0 TPOMOZ NMNAPOXH2

O kaBetnpag Optilume DCB noapéxetat AMOITEIPQMENOZ povo yila pia xprion
(amooteipwon pe atBulevoteidio). O kabetrpag DCB Bploketal og cuoTNUA
ouokevaoiag pe SUTAG cakKoUAAKL (AAOUULVEVIO GaKkoUAAKL Kal Brikn Tyvek) rmou
TIEPLEXETAL LECA OE £val KOUTL.

11.0 ANOGHKEYZH

To oupnBpikd DCB mpémel va amobnkevetal oe Oeppokpacio dwpatiov og ENpo HEPOG
HEoQ OTNV aPXLKN TOU cuoKkevaoia. H cUOKEUN TIPEMEL v XPNOLLOTIOLELTOL TTPLY TNV
nuepounvia ARENg mou avadépetal mAvVw otn cuokevaaoia.
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12.0 ZYNIZTQMENA EIAH
Mpostolpdote ta akoAouba idn XPNOLULOTIOLWVTAG ACNTITN TEXVLKN:

e  06nyo cupua KATAANAoU peyEBouG pe eUKAUTTO AKPO (avaTtpEEte otnv
ETLOAUAVON TOU TPOIOVTOG)

Kuoteookdmio (Katd mpotinon eUKAUITO)

ATIOOTELPWUEVOC PUCLOAOYLIKOG 0POG

SUplyya 10 cc

Aiobn otpddLyya

JUuoKeun 8LOYKWONG UE LOVOUETPO

JKLAYPAPLKO HECO — INUeiwon: MPOALPETIKA yLa XPrON E OKTLVOOKOTILKA
kaBodnyoupeveg SLadikacleg

13.0 OAHTIEZ XPHZHZ

13.1 MPIN AMNO TH XPHZH

DapUAKEUTIKA QyWyr) KATA TNV TIEPLEYXELPNTIKNA TIEPLOSO

JuVvLOTATOL OL yLoTpot va akoAouBouv Tig kateuBuvtrpleg odnyieg yla TN GapUAKEUTIKN
aywyn mou xopnyeital mptv arnd tnv eméupacn Kal Tty mposTollacia yla Tt
evbookorikn Sladikaoia, cupnepapBavouévng Tng xoprynong aviiwong mpwv and
NV eMéPPacn, avaloya LE TNV MEPLUTTWON. ZUVIOTATAL ETLONG N XOpryNnon amnd Tou
otopatog MZAD mpuy and tnv enéupoaon.

Eav €xel ekdnAwBel Aolpwén Tou oupomotntikov cuotruatog (UTI) katd to xpovo
¢ Bepaneiag, o acbevig mpénel va urtoPAnBeil oe Beparmeia £wg 6tou N Aoipwén
Beparmneutel mpv AdBel xwpa n Bepameutiki eMEPPaacn.

13.2 NPOETOIMAZIA THZ 2TOXEYOMENHZ ZTENQZH2

Mo e€ALPETIKA OTEVWHEVEG KOL SUCBATEG OTEVWOELG, TIPLV ATIO Th XPHoN Tou

Optilume DCB cuviotdtal mpo-8LacToAN TNG CTOXEVOUEVNG OTEVWAONG 0TV oupnBpa
XPNOLUOTOLWVTAG TNV KATAAANAN néBodo mpoetolpaciog, onwg autr Ba kaboplotel
amnd tov Bepdrnovta LaTpo (Umalovi Stactolng xwpic emwkaiuvdn A DVIU). H mpo-
S510.0TOAN QTTOCGKOTIEL OTNV UTIOXWPNON TNG OTEVWONG. AUTO EMLTUYXAVETAL OTAV N
SLAUETPOG TOU AUAOU TG SleoTaApEVNG oTévwong elval > 20F > 50% peyaAltepn amo
TOV QUAO TNG N SLECTAAUEVNG OTEVWONG.

13.3 YNIOAOTIZMOZ METEOOQOY2 THX ZY2KEYHZ

BeBatwbeite O0TL n SLApeTpOg TOU pnaloviov Tou emileypévou DCB 0 OVOUQOTLKY TIEDN
eivat (6o ) ehadpwc peyalitepn amo t SLAUETPO TN LYLOUE ouprBpag mou BplokeTal
KOVTA 01O TepLdEPLKO AKPO TNG OTEVWONG. QG AOyog Tavuaong opiletal n SLAUETPOC TOU
UaAoviou dia tng mePLdEPLKNG LYLOUG TTOPAKELEVNG oupnBpag.

YnoAoylopog pey£Boug yia tn BoABikr oupnBpa

MNa otevwoelg mou Bpiokovtal otn BoABikn oupnBpa, unv unepBaivete To Adyo Tavucong
1,3 tn¢ Stapétpou Tou umahoviol mpocg tnv epldepLkn vyt ouprBpa. Edv to péyebog
™G oupnBpac kKupaivetal LeTall Twv SLABECIUWY HeYEBWY TG GUCKEUNG, XPNOLUOTIOLOTE
TO peyaAUlTepo HeyeBOG e TNV MpoUndOeon OTL 0 Adyog Tavuaong ivat xaunAdTtepog
arno n toog pe 1,3. Eav 1o enodpevo peyoutepo peyebog mapdyel AOyo Tavuong
vnAotepo amd 1,3, XpNOLUOTMOLAOTE TN ULKPOTEPN CUCKEUN.

YroAoylopog pey£0ouc yia thv neikr ovpriOpa

o oTEVWOELG Ttou Bpiokovtal atny Meikn oupnBpa, emAEETe TN SLAUETPO TOU

UtaAovioU Tou TalpLlalel kaAUtepa otnVv epLdepLkn vyl oupnBpa. O Adyog Tdvuong
Yelida 6 amo 8
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NG Telkng oupnBpag dev mpémel va umepPaivel to 1:1. EQv to péyebog Tng ouprBpag 13.6 AIOTKQZH TOY OPTILUME DCB
KUIJ.OL'LVE'EOLIL petafl Twy Slabéouwv Hsyse}bv umoAoviou, eTUAELTE TO HIKPOTEPO PéyeDOg Mpocoxti: Ot GUGKEVEC SIOYKWONC £XOUV TN UVATGTTA Va ETLTUXOUY TTOAU
urtaAoviol. MHN YMEPBAINETE to Adyo tavuong 1:1. UPNAéc mETELC uE EAGYLOTN TPOOTIATEL. SUVIOTATAL LSLATEPXL N XPHoN

OUOKEUNC SLOYKWaNG UE UETPNTH uYnAn¢ rtieonc yla t BeAtiotomnoinon tng
LoYU0C SLOOTOANG ETOL WOTE VA UTTOXWPHOEL N OTEVWON TNE oupnBpac Kat va
elvat eiktn n dteloduon tou apuakou otig utkpoppnéeic tov oupodniiou.

Tooo yla tnv Teikn 600 Kat yia tn BoABikr ouprBpa, To UKog Tou pmaAoviol Tou
kaBetripa DCB mpémel va sival peyaAlTepo amod To UKo TG uTtd Bepaneia otévwong.
To HAKOG Tou UTtahovioU TIPEMEL va ektelveTal katd 0,5-1 cm mepinou mépa amo tn

oTévwon Kat oTLG 800 MAEUPEG. Ma TapAdeLyUa, EAV TO MAKOG TNG OTEVWONG Eival 2 cm, 1. BeBawwOeite otL n oupriBpa éxel EemAUBEL e GUGLOAOYLKO 0pd.

eMEETe Eva prtalove DCB mou eival 3 cm. 2. TomoBetAote To DCB KATA UAKOG TG OTEVWONG LE TO KUGTEOTKOTILO
TepLPEPLKA TIPOG TO UMAAOVL (HaKpLd ard Thv oupoSoxo KUOTN) yla va

13.4 NPOETOIMAZIA TOY KAGETHPA ME MINAAONI QUTELKOVIOETE TN 0WOTr TOMoBETNON TOU UIMAAOVIOU KOTA KOG TNG

oTévwong. Aprote To umaAovL otn 6€on tou xwplg va eivatl GouoKwWUEVO
yla 1 Aemto TouAdyLotov mpLv amo th Sloykwon. Me xprion akTvooKOmnong
e\éyEte edv oL aktvooklepol Seikteg Tou pumaloviol Bpiokovtal otn

owotn B€on.

3. ®oUCKWOTE TO UITOAGVL LEXPL TNV TLUN TNG OVOUAOTIKNG Ttieong pnéng
XPNOLLOTIOLWVTAG T CUOKEUH S10YKwong. Mnv urepBaiveTe TV OVOUAOTLKY TIEDN
pn&NG (RBP) tou pmadoviol. AlatnproTe TV Teon Yo 5 AEMTA TOUAGYLOTOV N EXPL
va eTiteuxBet n emBupntr) SLAcToAR.

4. ZepouoKWOTE TO UIMAAOVL EHAPUOTOVTAG KEVO OTO UTTAAOVL E TN CUCKEUN
S10ykwaonc. Otav to prnaAovi Eedouokwaoel TARPWE, AOCUPETE apyd To
06ny6 cuppa kat to DCB. EGv cuvavtioeste ehadpld avtiotaon kabwg
adalpeite apyd To umalovy, meplotpéPte Tov kKabetrpa yla va Bonbnoete
TO UMOAOVL va avaSuTAwOEeL yUpw oo To 0TEAEXOC TOU KABETNpO KAl VO

AmopaKkpUVETE Tov aépa and tov kabetrpa DCB. O auAdg padoviol Tou Kabetrpa
TIEPLEXEL AEPOL KOL O AEPOC TIPETIEL VO EKTOTILOTEL yLa val SLa.oPaALOTEL OTL TO UITAAOVL
VEULCEL LOVO pE LYPO yila oo Sldotnpua o kabetnpag Bploketal péca otnv oupnBpa.
1. Zuvbéaote T oTpodLyya otnv avolyth Béon e To oUvEeopo SLOYKWang Tou
pmaAoviou.
2. JuvbEoTe TN CUPLYYO YEUATN KOTA TO AHLOU PE GUCLOAOYLIKO 0pO oTn oTpodLyya.
3. Mg 10 AKpo TN CUPLYYaG TIPOG TO KATW, TpaPRETe pog Ta miow to £UPoro
WOTE N oUpPLYYa va YEULOEL AN PWG (TTOpAyOVTaG £TOL LEYLOTN APVNTLKA Tiieon)
KoL KpATAOTE TO MEXPL va AP ouv va Byaivouv puoalibeg agpog amd Tov
duoLoAoyLKO 0pO TTOU TIEPLEXETAL OTN cUpLyya. Emavaldfete ebpooov xpelaletal
YLlOL VO EKKEVWOETE TOV KOOETAPO Tt TOV A€PA KL VAL TOV OVTLKATOOTHOETE e
duacloloyko opod. Kpatrjote to €uPolo mpog Ta Tiow, yuplote Tn oTpodLyya yla
va SLaTnPROoETE To KEVO Kal adalp€oTe Tn oUpLyya. FEUOTE KATA TO ARLOU HLa

ouokeur 10ykwaong e duclohoykd 0po N LE oKlaypadLkO PECO: GUCLOAOYIKO SleUKOAUVETE TNV amdoupon. m
0p06 og avaloyia 1:1, edv XpNOLLOTOLELTOL AKTIVOOKOTINGN, KL ATOAKPUVETE ., , , , , , . >
TOV aépa amd T Y- Mpoooyr: Edv ouvavtrioete avtiotaon Katd Ty agaipeon eveg oényou g
4. YUVSECTE TN OUOKEUR S1OYKWONC 0TN 0TPOdLYYa TOU KABETHPO HtoAovIon, OUpHaTOG 5‘““”(‘?” EVOG KAUETPA PEOW Kyareoq/;ontou, ZTAMATHZETE kot P
UDIOTE TN GTOODIVYA KL AVOO0ODAGTE KEVS LIE TN GUGKEUN SLOVKWONC. apapéate ta padl TAUTOYPOVA W Uia eviaia Hovada yLa val Imo@UyETe TNV -
voe N oTPOdLYY ppodn Hetm fl droykwans ntpokAnon {nuLdag oto 0dnyo oupua, Tov KAJETHPA 1) TNV avaTouior Tou AoJeVoUs. E.
13.5 EIZATQIH TOY OPTILUME DCB . , , L , . ,
5. Edv to mpoiov epdavioesl aotoyia mpwv amd A katd tn SLapKeLa TS SLOyKWaong
1. Me t BoriBela evog kucteookortiou, TonoBetrote eva 06nyo obpua 0,038” e to (0AAG xopnAdTEPN atd TV Ty RBP), avtikortaotrote to DCB Kat SLoyKWoTe
EUKQAUTTTO GKPO TIEPLEALYLEVO OTNV 0UPOSOXO KUOTN. avaloya pe tn Stadikaoia. EGv n aotoxia mpokUPeL HETA TN SLOYKWaN aThV
2. AdalpéoTe TO MPOCTATEUTLKO TOU pmaAoviol armod To dkpo Tou kabetrpa DCB. RBP, unv emavoAdBete tn Stadikacia DCB.

6. TomoBetrote évav Autavtikod kabetripa Foley, 12-14 Fr kot adrioTe Tov otn
B£0n Tou yla 2 NUEPECG TOUAAXLOTOV | HE Baon To poTuTio dpovTidag, OmoLo
ard ta dvo eival peyaltepo.

Mpoooyxn: Artauteital mpoooxn Kot tn SIEAEUCN EVOC UTOAOVIOU LIE ETILKOAUYN
rtakAttaéeAng Staugoou omoloudnNTtoTe CUCTNIUATOG KUCTEOCTKOTTOU. XPNOLUOTIOLOTE
000 1o duvatov Atydtepouc eAyuoUcs kat unv ayyilete to urmaAovi. Min okourtilete

TO UIaAOVL e ateyvri, vypn N Autaougvn yala r ormotovdrmote StaAutn ou Ba
UTTOPOUCE VA KATAOTPEWEL TNV OKEPAULOTNTA TOU ETUKAAUUUEVOU UE PAPUAKO 13.7 AIATPAMMA ENAOTIKOTHTAZ
uraAoviou. 18 Fr (6 mm) x 30 mm
3. MpowOnote tov kabetrjpa DCB gvtdg Tou KavaAlol Epyaciag TOU KUGTEOOKOTIOU. (ATM) Nigon kPa (mm) MmroAdv
EVQ?\)\QK‘[}K('I, t’OTtOOETr"]OIE TO o§nyc’> cUpUQ KOL TOV Faeetr']poz Vi3 L,,lT[CI)\C')VL , 6,0 600 OVORAGCTIKA 6,11 (18 Fr)
gexwpPLoTA atd To KavAaAL pyaciog TOU KUGTEOOKOTILOU yLa ToToBETtnon To éva
Sim\a oTo dAho. 8,0 800 6,23
4. XpnOLLOTIOLOTE TO KUOTEOCKOTILO YLa VoL KaBoSNyNOETE TNV TOMOBETNON TOU 10,0 1.000 6,34
DCB. EvaA\akTtika, toroBetrjote To DCB pe $BopooKOmnon XpnoLOTIOLWVTAC TOUG 120 1.200 RBP 6.45

OKTIVOOKLEPOUG SeiKTEC IOV BploKovTal KATW artd To onelo petdfacng cwpotog/
KWVOU TOU UraAoviov.

Mpoooyn: Mnv npowVdeite to 08Nyo aUpua r Tov KAFeTHpa SLAoToANG UE
UTTOAOVL EGV OUVAVTHOETE QVTIOTAON, YWPIG VoL TPOoodLoploeTe mpwTa TNV aLTio
¢ avtiotaong kat v AaBete StopBwrtika UETPA.

1111-002 Ava®. D Yehiba 7 ano 8



18 Fr (6 mm) x 50 mm

(ATM) MNigeon kPa (mm) MmnaAdve
6,0 600 OVOMaOTIKA 5.87 (18 Fr)
8,0 800 6.03
10,0 1.000 6.16
12,0 1.200 RBP 6.25

24 Fr (8 mm) x 30 mm

(ATM) Nieon kPa (mm) MntaAdve
6,0 600 OVOMOOTIKA 7,98 (24 Fr)
8,0 800 8,16
10,0 1.000 8,32
12,0 1.200 RBP 8,46

24 Fr (8 mm) x 50 mm

(ATM) Nieon kPa (mm) MrnaAove
6,0 600 OVOMOOTIKA 8.00 (24 Fr)
8,0 800 8.20
10,0 1.000 8.37
12,0 1.200 RBP 8.54

30 Fr (10 mm) x 30 mm

(ATM) Nieon kPa (mm) MntaAdvi
6,0 600 OvVOopaoTLKA 9,83 (30 Fr)
8,0 800 10,09
10,0 1.000 RBP 10,29

30 Fr (10 mm) x 50 mm

(ATM) Nieon kPa (mm) MntaAdvi
6,0 600 OVOMaOTLKA 9.98 (30 Fr)
8,0 800 10.23
10,0 1.000 RBP 10.44

Mpoooxn: Asv mpémnel va yivetal utépBaon NG OVOUXOTIKNG Ttieanc pnénc. Avatpééte
OTNV ETIKETA TOU TTPOIOVTOC YL TIC TUUEC OVOUATTIKAC Ttieonc préng. Tuxov SLtoykwaon
TTEPQA ATTO TNV OVOUAIOTIKN TTiETN PHENG UTOPEL va TIPOKXAETEL prién Tou UmaAoviou.
Eav untapéel anwAeLa mieonc eVTog Tou UaAovioU Katd T SIAPKELA TNE SLOYKwWOonG N
pnén tou umadoviou kata tn Stapketa ¢ dtactoAng, dtakoyte auéowg tn dtadikaoia.
ZEQPOUOKWOTE NTPOTEKTIKA TO UITOAOVL KOIL QPAUPETTE TO aTto TNV ouprBpa. Mnv to
OLOYKWOETE €K VEOU.

14.0 EITYHZH

H Urotronic eyyudtat ot £xel 6500l elAoyn dpovtida katd Tov oxeSLaoUO KaL TNV
KQTAOKEUN aUTOU TOU TIPOiOVTOoG. H mapouca eyyunaon avtlkaBLlotd Kol armokAELEL OAEG
TLC GANEG eyyUNOELC TTOU Sev avadépovtal pnTd oTo mapov, EITE PNTEC ELTE OLWTTNPEC
1111-002 Ava®. D
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aUTOSIKaiWG A AAAWC, CUUTEPAAUPBOAVOEVWY, EVOELKTIKA, OTIOLWVSHTIOTE CLWITNPWY
EYYUNOEWV YLa EVAV CUYKEKPLUEVO OKOTIO. O XELPLOUOG, N armoBrkeuan, o KaBapLopog Kal
N AmooTelpwon AUTIG TNG CUOKEUNG, OMIWG EMLONG KoL AAAOL TTOPAYOVTEG TIOU OXETI{oVTaL
LE Tov acBevn, Tn Slayvwaon, Tn Bepareia, TG XELPOUPYLKEC SLadIkaoieg kat GAAa ntruota
Tépa ard tov €Aeyxo tng Urotronic, emnpedlouv GUECO TN CUGKEUH KaL TOL ATOTEAECUATOL
Tou AapBavovtat amo tn xprnon te- H urtoxpéwaon tng Urotronic ota mAaiota tng
Tapoloag Eyyunong MePLOPLIETAL OTNV EMLOKEUN 1 AVTIKATAOTAON QUTHG TNG CUOKEUNG
kalL n Urotronic gv dpépet kapio euBUVN yLa OTIOLOSHTIOTE CUUITTWHATIKY 1) TTAPETOUEVN
anwAeLa, {nuia i daravn, mou Ba prmopoloe va PokUYEL GUeca i EUUeoa amnd

™ XPron authg Tng cuokeunc. H Urotronic Sev avalauBavel kapio eubuvn 6cov

adopd CUOKEVEG TTOU €XoUV emavaypnoLpomnotnBei, urtoPAnBel oe emavenefepyaoia

1 EMavanooTelpwOel kot Sev MapEXeL Kauia eyyunaon, pntr 1 owmnnen,
ouunepAAUBAVOUEVWY, EVOELKTIKA, YLO £VOL CUYKEKPLUEVO oKoTtd Goov adopd

TETOLEG OUOKEVEG.

15.0 ZYMBOAA MOY XPHZIMONOIOYNTAI ZTIZ ETIKETEZ THZ 2YZKEYHZ

@ MNocotnta 1 tep. ava kouti

=
L

Mpoooxn: H opoomovsiakr vopoBeaoia emtpémnel TV mMwAnon
QUTAG TNG CUCKEUNG LOVO ATt LATPO 1) KATOTILV EVIOANG LATPOU.

Y1oSelkvUEL TNV NUEPOUNVIA KATAOKEUNG TNG LOTPLKNAG CUCKEUNG.

Mnv ENAVAMOCTELPWVETE

Mnv enavaypnoLomnoleite

MnvV TO XpNOLLOTOLELTE EQV N CUCKEVAGLA EXEL UTTOOTEL {NnpLd

EvBpavoto

Hpepopnvia Aqgng

K"®® L

/,
o<

/N

Na puldooetal pakpLd aro nAakn aktvoBoAio

N

Na Statnpettal oteyvo

Kataokeuaotng

Aev mepLEXeL AATes

@

‘Oplo Beppokpaciag 15 °C - 30 °C

B>
=)

Mpoooxn: ZupBouleuTeite Tig 08nyieg xpriong

ATOOTELPWEVO UE alBulevoleidio

ApLOuoG Kataloyou

ApLBuog maptibag

Me ofpavon CE cUpdwva e tnv odnyla yLo T LATPOTEXVOAOYLKA
c €1434 npoidvta 93/42/EOK tng Evpwraikng Evwaong (Kovomotnuévog
0pYavLIoUOG apld. 1434)

| Ec'nEp' E€ouclobotnuévog avtutpdownog otnv Evpwnaikn Evwon

7
B E]H
-
3]

Urotronic, Inc.
W e I P R CE€
Minneapolis, MN 55441
A 30175 Hannover, Germany 1434
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Urotronic ROBUST 111 Clinical Study PR 1076-001 Rev
H
Rev Date Change Description Author
Initials
A 26 Feb 2018 Initial Release LM
B 10 Apr 2018 Updates to address IDE approval conditions LM
requested by the FDA in G180041.:
- Addition to paclitaxel exclusion critiera
- Clarification regarding sexual contact following
treatment
- Change to definition of de novo stress urinary
incontinence
- Spelling and formatting for consistency throughout
document
C 16 Apr 2018 Update to Principal Investigators (PI) LM
Revision to Exclusion Criteria #29
D Jun 2018 Exclusion #2 updated using language recommended LM
by FDA
E 15 Aug 2018 Changes to exclusion criteria #8, #9, and #30 for LM
clarification
Addition of A1C test at baseline as applicable
Addition of CBC with CMP at the Foley Removal
and 30-day visit recommended by FDA
Additions to section 9.5.1 (Drug Risk) recommended
by FDA
Updates to section 12.1 (Clinical Events Committee)
to align with section 9.1 (Reporting of all Adverse
Events)
F 090CT2018 Changes to inclusion/exclusion criteria for LM
clarification
Adding additional sites
G 16APR2019 Changes to inclusion/exclusion criteria LM
Inclusion Criteria
e Decrease IPSS from 13 to 11
o Clarify lumen diameter to be less or equal to
12F
Exclusion Criteria
e Delete redundant bacterial urethritis criteria
e Change “Prior diagnosis of UTI to “Untreated
uTr
e Remove exclusion of radical prostatectomy
e Remove History of pelvic radiation
e Include presence of sling in exclusion #16
Page 1 of 79 Confidential
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Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

e Increase the HB Alc limit from 7 to 8

Updates to Randomization and Stratification (Figure
5-1)

H 20Dec2019 Changes per FDA Feedback: IS

1. Removal of retreatment arm for subjects
enrolled in the treatment arm

2. Include the 3-5 year follow-up visits as
required

3. Change window for pre-treatment urine

analysis and urine culture from 7 days to 14

days

Update to definition of Serious Adverse Event

5. Urotronic Address Change

&
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UROTRONIC

ROBUST 111 Clinical Study
Re-Establishing Flow Via Drug Coated Balloon For The Treatment
Of Urethral Stricture Disease — A Randomized Control Trial

PROTOCOL No. PR1076-001 Rev H

SPONSOR
Urotronic Inc
2495 Xenium Lane N
Minneapolis, MN 55441

This study will be conducted in compliance with the protocol and applicable regulatory
requirements.

CONFIDENTIAL INFORMATION
No use or disclosure of this document outside Urotronic is permitted without prior written authorization from
Urotronic

Page 3 of 79 Confidential
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UROTRONIC

ROBUST I Clinical Study
Re-Establishing Flow Via Drug Coated Balloon For The Treatment
Of Urethral Stricture Disease — A Randomized Control Trial

PROTOCOL No. PR1076-001 Rev H

| have read this protocol and agree to adhere to the requirements. I will provide copies of
this protocol and all pertinent information to the study personnel under my supervision and
my hospital Ethics Committee/Research Ethics Board (EC/REB). | will discuss this
material with them and ensure they are fully informed regarding the conduct of the study
according to this protocol, ICH Good Clinical Practice (GCP), 1ISO 14155, Declaration of
Helsinki, 21 CFR 50, 56 and 812, and hospital EC/REB requirements.

| agree to and understand the material presented in this protocol, and must not publicly
disclose in any manner the design, results, or conclusions of this investigation without prior
written consent from Urotronic.

Clinical Site Name

Site Investigator Signature Date

Site Investigator
Printed Name

Page 4 of 79 Confidential



Anlage 4 zuTOP 8.3.3

Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

Protocol Summary

Title: ROBUST Il
Re-Establishing Flow Via Drug Coated Balloon For The Treatment Of Urethral Stricture Disease- A
Randomized Control Trial

Objective: The study described below is designed to establish the safety and effectiveness for the Optilume™
Stricture Drug-Coated Balloon (DCB).

Study Design: This is a prospective, multi-center, randomized controlled adaptive sample size clinical trial with one

planned interim analysis for sample size re-estimation.

Interventions:

Study Device: Urotronic Optilume Stricture DCB
Control: Standard of care dilation method as determined by the treating physician

Enrollment: Approximately 140 Subjects
A subject will be considered enrolled when they have signed informed consent and have been
randomized.
Individual site enrollment may not exceed 30% of the total study enrollment.

Inclusion 1. Male subjects > 18 years’ old

Criteria: 2. Visual confirmation of stricture via cystoscopy or urethrogram

3. Single, tandem or diffuse anterior urethral stricture(s), less than or equal to 3.0 cm total length
measured by retrograde urethrogram. (Stricture length is defined as the distance between the most
distal edge of the stricture to the most proximal edge of the stricture).

4. Two or more prior dilation treatments of the same stricture, including DVIU (Direct Vision
Internal Urethrotomy), but no prior urethroplasty.

Note: Catheterization is not considered a dilation treatment.

5. Significant symptoms of stricture such as frequency of urination, dysuria, urgency, hematuria, slow
flow, feeling of incomplete emptying, recurrent urinary tract infections (UTI's).

6. International Prostrate Symptoms Score (IPSS) score of 11 or higher (assumed to be “35” if

suprapubic catheter is present)

Lumen diameter <12F by urethrogram

Qmax <15 ml/sec (assumed to be “0” if suprapubic catheter is present)

9. Guidewire must be able to cross the lesion

c N
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Exclusion
Criteria;

o~

10.
11.

12.
13.

14.
15.

16.
17.
18.
19.

20.
21.

22.

23.

Subjects with diffuse stricture length, greater than 3.0 cm in total length. (Stricture
length is defined as the distance between the most distal edge of the stricture to the
most proximal edge of the stricture).

Subjects with a history of hypersensitivity reactions to TAXOL, on medication that
may have negative interaction with paclitaxel, with solid tumors who have a
baseline neutrophil counts of <1500 cells/mm? or subjects with AIDS-related
Kaposi’s sarcoma with baseline neutrophile counts of <1000 cells/mm?,

Subjects who had an indwelling suprapubic catheter longer than three (3) months
total prior to enroliment.

Previous urethroplasty within the anterior urethra.

Stricture dilated or incised within the last six (6) weeks (urethral catheterization is
not considered dilation)

Presence of local adverse factors, including abnormal prostate making
catheterization difficult, urethral false passage or fistula.

Presence of signs of obstructive voiding symptoms not directly attributable to the
stricture at the discretion of the physician

Diagnosis of untreated and unresolved BPH or BNC

Untreated stress urinary incontinence (SUI).

History of diagnosed radiation cystitis

Diagnosis of carcinoma of the urethra, bladder or prostate within the last two (2)
years

Active kidney, bladder, urethral or ureteral stone passage in the last six (6) weeks or
concern of stone passage in the next 6 weeks at the discretion of the investigator.
Diagnosis of chronic renal failure and treatment with hemodialysis

New diagnosis of OAB (overactive bladder) within the last six (6) months

Use of alpha blockers, OAB (Overactive Bladder) medication, anticonvulsants
(drugs that prevent or reduce the severity and frequency of seizures), and
antispasmodics where the dose is not stable. (Stable dose is defined as having the
same medication and dose in the last six months.)

Dependence on Botox (onabotulinumtoxinA) in urinary system

Presence of an artificial urinary sphincter, slings or stent(s) in the urethra or prostate
Known neurogenic bladder, sphincter abnormalities, or poor detrusor muscle
function

Diagnosed with Lichen Sclerosus, or stricture due to balanitis xerotica obliterans
(BXO)

Previous hypospadias repair

History of cancer in non-genitourinary system which is not considered in complete
remission (except basal cell or squamous cell carcinoma of the skin). A potential
participant is considered in complete remission if there has been no evidence of
cancer within two (2) years of enrollment

Any cognitive or psychiatric condition that interferes with or precludes direct and
accurate communication with the study investigator regarding the study or affect the
ability to complete the study quality of life questionnaires

Unwilling to use protected sex for thirty (30) days’ post treatment
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24. Unwilling to abstain or use protected sex for ninety (90) days post treatment if
sexual partner is of child bearing potential.

25. Inability to provide Informed Consent Form (ICF) and/or comply with all the
required follow-up requirements

26. Participation in other pre-market studies or treatment with an investigational drug or
device. Long term follow up or post market study of an approved device is allowed.

27. Current active infection in the urinary system

28. Current uncontrolled diabetes (hemoglobin Alc > 8.0%) or evidence of poor wound
healing due to diabetes

29. Diagnosed or suspected primary neurologic conditions such as multiple sclerosis or
Parkinson's disease or other neurological diseases known to affect bladder function,
sphincter function or poor detrusor muscle function.

30. Visible hematuria in subject’s urine sample without known contributing factor

31. Invisible hematuria (or significant microscopic hematuria, i.e. hematuria of > 3
RBC’s/HPF) that may be caused by a clinically significant disease unless it is
attributed to the urethral stricture disease or other causes which are benign and not
requiring treatment.

Follow-up: Follow-up visits required post-procedure:
Foley Removal (2-5 days), 30 days, 3 months, 6 months, 12 months, and annually thereafter for 5
years post-procedure.

Clinical Sites: Up to thirty (30) clinical sites in the US and Canada willing to participate in the study

Primary Stricture Free Rate at six (6) months

Efficacy e Measured by passing a 16F flexible cystoscope at 6 months’ post-treatment

Endpoint e If a 16F flexible cystoscope cannot pass, a 14F rubber catheter will be used

A stricture is defined to be resolved when a 16F flexible cystoscope or a 14F rubber catheter can be
passed through the stricture.

Primary Safety

This safety endpoint is defined as a composite device related serious complications at three (3) months.

Endpoint Device related is defined to include both device and procedure related.
e Device related formation of fistula
o Device related unresolved de novo stress urinary incontinence (requiring >1 pad/day) at ninety
(90) days
e Urethra rupture or burst
Secondary Change in Qmax (Peak Flow Rate) at six (6) months
Endpoint 1 -
Efficacy
Secondary Percent responder at tweleve (12) months (IPSS)
Endpoint 2- e A responder is defined as a subject with a 50% improvement of IPSS score or an IPSS of
Efficacy eleven (11) or lower.
Secondary Time to treatment failure
Endpoint -3- o Defined as any stricture treatment at the target treatment site.
Efficacy
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Statistical
Considerations

The study is designed as a prospective, multi-center, randomized, controlled adaptive sample size
clincial trial. Subjects will be randomized in a 2:1 ratio to Test:Control and randomization will be
stratifed by site.

Sample size for the study is based on power considerations for the primary efficacy endpoint. Sample
size for the study is based on the primary effectiveness endpoint using the following assumptions:

e 2:1randomization allocation
e Type 1 error of 0.025, one sided
o Statistical power of approximately 90%

e Assumed population success rate of 40% for the Control arm and 72% for Treatment arm,
corresponding to a difference of 32%.

e 10% loss of follow-up rate

Based on these assumptions, an initial sample size of 126 evaluable subjects (Test: 84; Control: 42)
provides approximately 90% power. Assuming a 10% lost to follow up, the initial randomized sample
size is one hundred forty (140) subjects.

The primary safety endpoint will be analyzed with descriptive statistics and nominal 95% confidence
intervals; there will be no formal statistical hypotheisis test.

Due to uncertainty with respect to the design assumptions, an adaptive sample size methodology is
planned'. An interim analysis of the primary effectiveness endpoint is planned when primary
effectiveness endpoint data is available on the first 60 randomized subjects (approximately 48% of the
planned original total evaluable sample size). At the interim analysis, the primary effectiveness
endpoint will be evaluated; if warranted, the sample size of the trial may be increased up to a maximum
of two hundred (200) total subjects to maintain the study power.

Additional statistical details, including plans for subgroup analyses, poolability, handling of missing
data, control of the type | error rate for secondary endpoints, as well as details on the interim analysis
and sample size re-estimation will be provided in a separate standalone Statistical Analysis Plan.

Primary
Efficacy
Hypothesis

For the trial to be successful, the statistical evaluation for the resolution of the stricture at six (6)
months of the Optilume arm will be statistically compared to the control arm.
Ho: Pi<P.

Ha: Pt> P

Where P is the stricture free rate at 6 months in the Treatment arm and Pc is the stricture free rate at six
(6) months in the Control arm.

Primary Safety
Hypothesis

The primary safety endpoint will be analyzed with descriptive statistics and nominal 95% confidence
intervals; there will be no formal statistical hypotheisis test.
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Principal
Investigators

Sean Elliott, MD

University of Minnesota
Department of Urology

420 Delaware St. SE, MMC 394
Minneapolis, MN 55455

Ramon Virasoro, MD
Urology of Virginia

225 Clearfield Ave
Virginia Beach, VA 23462

Independent
Review
Committees:

An independent Clinical Events Committee (CEC) will be utilized for this study. The CEC will be
responsible for adjudicating the seriousness and relatedness of all potential device and/or procedure
related adverse events occurring during the study period. A charter will be completed for the CEC
outlining membership, duties and functions.

An independent Data Monitoring Committee (DMC) will be utilized for this study. The DMC will be
responsible for evaluating safety by reviewing overall study outcomes, adverse events and determining
the implementation of the adaptive design protocol. The DMC will review the first interim analysis and
provide feedback to the sponsor and study sites regarding the adaptation of the study design if required.
A charter will be completed for the DMC outlining membership, duties and functions.

Study and Data
Management:

Overall study management will be conducted by Clinlogix.
Clinlogix

8 Spring House Innovation Park

727 Norristown Rd, Suite 100

Lower Gwynedd, PA 19002

Data Management will be conduted by Libra Medical
Libra Medical

8401 73rd Ave N

Suite 63

Brooklyn Park, MN 55428

Study Monitors:

Clinlogix

8 Spring House Innovation Park
727 Norristown Rd, Suite 100
Lower Gwynedd, PA 19002

Sponsor:

Urotronic Inc
2495 Xenium Lane N
Minneapolis, MN 55441
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1 INTRODUCTION

1.1 Disease State Overview and Epidemiology

A urethral stricture is scarring in the urethra or surrounding tissue that narrows or blocks
the passageway through which urine flows from the bladder. The stricture can result from
inflammation, infection or injury, and is much more common in men than in women. The
scarring can occur anywhere between the bladder and the tip or opening of the urethra. In
addition to uncomfortable urinary symptoms such as reduced flow rate and frequent
urination, a urethral stricture can lead to complications that include urinary tract infections,
prostatitis, urinary retention and kidney damage. There were 1.5 million office visits from
1992 to 2000 in US for the treatment of urethral strictures, and resulted in $191 million in
health care expenditures'.

1.2 Stricture Diagnosis

Patients with lower urinary tract symptoms will have their urinary flow rate measured as
part of the initial investigation of lower urinary tract symptom. In those who have a
urethral stricture, the peak flow rate is typically low but with a flat flow pattern as shown in
Figure 1-1.

This flow pattern is pathognomonic of a urethral stricture. The presence of the stricture
must be diagnosed by urethrogram to determine the exact site and length of the stricture
and its potential complications. Ultrasound may show a thickening of the bladder wall
associated with longstanding outflow obstruction, and a presence of residual urine.
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Figure 1-1: Characteristic Pattern for Urine Flow in the Presence of Stricture

1.3 Current Standard of Care

Urethral strictures are still a common and challenging problem in urology. In the United
States, the most common minimally invasive treatment for strictures is dilation (92.8%), or
opening of the urethral stricture to allow normal voiding." Balloon dilation allows less
discomfort and reduced risks because of less shearing force and reduced trauma, compared
to the traditional rigid dilators.” More severe strictures can require surgical intervention for
recurrent or long complicated lesions.
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The most common complication after dilation is stricture recurrence, with average time to
recurrence for a previously treated stricture being 3 months.” Hazard function analysis
showed that the risk of stricture recurrence was greatest at 6 months, whereas the risk of
failure after 12 months was slight."

Due to the high recurrence rate of strictures following dilation, treatment often progresses
to more invasive treatments such as internal urethrotomy or urethroplasty. Open
urethroplasty remains the gold standard of care, but it requires good expertise and is
invasive.Y However, balloon dilation has also been shown to be a safe, and well-tolerated
procedure and previously compared to rigid dilation.""

The principle of urethral dilation is to stretch the urethral stricture up or to disrupt it to
restore the urethral caliber to normal or thereabout. The normal urethral caliber is 24-26F
at the external urinary meatus, a little wider in the penile urethra, and about 36F at the
bulbar urethra."" Urethrotomy and dilation are equally effective with expected cure rate of
about 50% for short bulbar urethral strictures when first used. The success rate of repeated
procedure is lower.V"

When strictures recur, they usually do so within weeks to months and almost always within
two years. The expected recurrence rate reported are schematically summarized in
Figure 1-2.

The following graph demonstrates the likelihood of success from a urethral dilation.
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from The Journal of Urology: Volume 160(2) August 1998 pp 356-358
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Figure 1-2: Stricture Recurrence Rate

1.4 History of Use of Paclitaxel

Paclitaxel has been used extensively and successfully in drug-coated devices to reduce the
rate of stenosis in vascular tissue, due to its anti-proliferative properties. It is dosed
systemically to treat multiple types of cancers including prostate cancer, as well as
delivered locally to the cardiovascular system via drug eluting stents (coronary and
peripheral vasculature) as well as drug coated balloons. Examples of the devices coated
with this drug and the dates of approval in the US are shown in Table 1-1. The
improvement in restenosis rates, along with the minimally invasive nature of dilation for
urethral strictures, led Urotronic to design a similar system to treat urinary strictures.

Table 1-1: US Approved Paclitaxel Coated Devices

Drug Coated Balloon US Approval Date
Boston Taxus DES 2004
Cook Zilver PTX DES 2012
Lutonix DCB 2014
Medtronic DCB 2015

1.5 Rationale for Study

Balloon dilation is the least invasive treatment for strictures. However, because of the
nature of strictures, recurrence of the stricture (50% - 75%) following balloon dilation is
common especially for strictures that were treated more than two times.Y When strictures
recur after balloon dilation, treatment often progresses to more invasive treatments:

e Direct Visual Internal Urethrotomy (DIVU) is a slightly more invasive approach
that involves an endoscopic incision of the stricture, but is not more effective than
dilation.> * X

e Urethroplasty is an open surgery for stricture disease that is more effective but far
more invasive than dilation or DVIU and is the treatment of last resort for strictures.

Urethroplasty is performed by a minority (~2%) of urologists and the vast majority of
subjects are managed by less invasive therapies. Any improvement in technique or means
of changing the natural history and progression of the disease would make a significant
clinical contribution. The study described below is designed to assess the safety and
effectiveness for the Urotronic Optilume™ Stricture Drug-Coated Balloon (DCB) for the
treatment of anterior urethral stricture.
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2 PRIOR CLINICAL EXPERIENCE OF DCB USE IN STRICTURE
Urotronic has sponsored two clinical trials utilizing the Optilume DCB. A summary of each
is provided below.

2.1 ROBUST I

ROBUST Il is a pilot study conducted at four Latin American investigational sites, two in
the Dominican Republic and two in Panama. ROBUST I enrolled and treated 53 subjects
with urethral strictures with the Optilume DCB. Subject follow-up is currently ongoing. As
of February 2, 2018, 25 subjects have returned for the 6-month follow-up while 51 subjects
had their 3 month follow up.

2.1.1 Outcome Results
Table 2-1 is a summary of the outcomes in ROBUST I.
Table 2-1: Robust I Efficacy Results

Efficacy Measurements Baseline 3 months 6 months
Stricture Free
(Passing of 16Fr scope or 0 Not evaluated 76% (19/25)
14Fr Rubber Cath)
IPSS 25.2 £ 4.5 (N=53) 6.1+ 7.63 (N=51) 6.9 + 8.32 (N=24")
% Responder (IPSS<11) 0 84.3% (43/51) 83.3% (20/24")
QOL .

. . 4.9 +0.86 (N=53 0.8+1.32 (N=51 1.0 £1.25 (N=24
(0 — delighted; 6 — terrible) ( ) ( ) ( )
Qmax 5.0 £ 2.56 (N=46") | 20.9+12.73 (N=56) | 18.5+10.60 (N=24")
PVR 141&;—’ 4139?'05 38.1+37.05 (N=56) | 37.7 +55.86 (N=23")
Repeat Treatment @ 6 Mo 20% (5/25)

* indicates some subject data was missing at this time point

2.1.2 Adverse Event Results

A total of thirty-one (31) adverse events (AE) were reported as of February 2, 2018.
Thirteen of these AEs were classified as possibly or probably related to the procedure or
device.

The reported AEs are summarized as follows:

» Total of 31 AEs reported
» 13 graded as Class 1 (mild)
» 14 graded as Class 2 (moderate)
» 1 graded as Class 4 (life threatening) — Myocardial infarction
* No serious device related complications
* One SAE — Myocardial infarction, non-device related
» One definite procedure-related AE was reported
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2.1.3 Pharmacokinetic Results

Pharmacokinetic (pK) testing was studied for PTX in a subset of the ROBUST | subjects
on the plasma, urine and semen samples collected. Test results confirmed that the amount
of drug found in the plasma or semen following treatment is very small and does not
present a health hazard. Drug concentration in the urine dropped significantly between the
procedure day and day 5. The pharmacokinetics of the drug in the blood, semen, and urine
is shown in Figure 2-1. As shown, the drug is meaningfully available only in the urine
samples immediately post treatment.

Summary of Post-Procedure Pharmacokinetics PTX Data

200
* Biological Matrix
+— Plasma - EDTA
—m— SEMEMN
—#— URIME
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=
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0 . » . . . . - — b= —a
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Figure 2-1: Summary PK Data

Data collected from the ROBUST 1 study indicated the Optilume DCB treatment appeared
to be safe and the device performed as intended with promising efficacy report.

2.2 ROBUST II

ROBUST Il is a feasibility study started at five (5) investigational sites in the United states.
ROBUST Il is expected to enroll and treat fifteen (15) subjects with urethral stricture with
the Optilume DCB. As of January 31, 2018, one (1) subject has been treated in the study.
Subject follow-up is currently ongoing. This study will be running concurrently with
Robust Il for publication and reimbursement reasons.
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3 DEVICE DESCRIPTION

— Afraumatic Tapered Tip Luer Style Inflation Port
fll

Paclitaxel Coating

|\ Semi-compliant Inflatable Balloon — \

|| 0.038" Guidewire
Marker bands Lumen

Figure 3-1: Urotronic Optilume™ Drug Coated Balloon Catheter

The Urotronic Optilume™ Drug Coated Balloon (DCB) is a 0.038” guidewire compatible
over-the-wire catheter with a tapered atraumatic tip. The distal end of the catheter has a
semi-compliant inflatable balloon coated with a proprietary coating containing the drug
paclitaxel and carriers that facilitates the drug’s transfer to the urethral wall upon inflation.
Paclitaxel is an anti-inflammatory and anti-proliferative drug commonly used to prevent
arterial restenosis. The drug coating evenly coats the working length of the balloon body
only. The device has two radiopaque marker bands that indicate the drug coated working
length of the balloon under fluoroscopy (Figure 3-1). The device is provided sterile, and is
intended for single use only.

The device is available in multiple diameters and balloon body lengths. The full matrix of
device availability is described in the Instruction for Use (IFU). Table 3-1 shows the
current device sizes available. However, during the study, other sizes will be introduced
when available. The IFU will be updated with the additional sizes as they become
available. Please refer to the IFU for the full list of device sizes available. All devices will
be full tested and submitted to FDA for IDE approval prior to introduction into the study.

Table 3-1: Optilume Device Sizes

Length (mm)
Diameter
(Fr/mm) 30 50
18.0/6.0 X X
24.0/8.0 X X
30.0/10.0 X X

3.1 Intended Use

The Optilume DCB is intended to dilate stricture(s) in the anterior urethra.

3.2 Proposed Indication for Use

Optilume Drug Coated Balloon Catheter is used to treat patients with bothersome urinary
symptoms associated with anterior urethral stricture. It is designed to be used in men as a
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standalone dilation balloon for urethral stricture or used as an adjunctive therapy with other
medical dilation devices and/or procedure

4 RISK-BENEFIT ANALYSIS

4.1 Risk Analysis

Balloon dilation to treat urethral stricture is an established treatment and the risk associated
with the procedure is well understood. The biggest risk of traditional dilation is recurrence
of the stricture. The investigational device is a drug coated balloon that is supposed to
suppress cellular proliferation and hence potentially mitigate the risk of recurrence of the
stricture at the treatment site.

4.1.1 Risk Assessment

In conducting the risk analysis, the concepts of risk estimation, risk acceptability, risk
control and overall risk evaluation were applied in accordance with ISO 14971. The
intended use and treatment procedure was taken into consideration along with the materials
and mechanical features of the Optilume DCB. Based on an evaluation of residual risk
acceptability, it was determined that no individual residual risks values are considered
unacceptable and that all individual risks are balanced against the benefit of the device.

4.1.2 Risk Mitigation

A potential health risk of study participation is due to the paclitaxel drug coating. Paclitaxel
is a lipophilic, anti-mitotic agent that has been reported to prevent proliferation of smooth
muscle cells, inflammatory cells and fibroblast. The purpose of using paclitaxel in the
coating of the device is to prevent or reduce stricture recurrence by inhibiting smooth
muscle cell proliferation and neourothelial hyperplasia. The potential risks of Paclitaxel in
the coating can cause include:

e Chromosomal abnormalities and the risk of cancer,

e Fetal harm when a pregnant woman is exposed,

e Anaphylaxis and hypersensitivity with paclitaxel intravenous infusion have been

reported
e It may inhibit the healing of the urethra post procedure
e Potential effect on the liver and kidneys is unknown and have not been studied

The amount of the paclitaxel delivered is much lower than a single dose of chemotherapy
provided to cancer patients and the drug appears essentially localized to the urethra
(Fehler! Verweisquelle konnte nicht gefunden werden.Figure 2-1).

Therefore, the risk of drug toxicity is anticipated to be very low as the concentration of the
drug in the body fluid is very low. The complete list of potential anticipated adverse events
is provided in Section 9.5 of this protocol.
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4.2 Potential Benefit

The subjects participating in this study potentially could benefit from the reduction in the
rate of recurrence of stricture. Data from Robust I showed that majority of the subjects
treated received a benefit from the treatment. The data obtained from this study will be
used to establish the safety and efficacy of the device and this data may benefit others in
the future.

4.3 Study Participation Associated Risks

In addition to the risk to health, there is a risk of violation of subject’s privacy during the
data collection and monitoring of the subject’s health data. All precaution will be taken to
prevent the accidental disclosure of subject’s medical records. All subjects will be listed by
the study 1D and no personal data will be collected.

The risks associated with study participation (Table 4-1) are those associated with standard
clinical diagnostic and evaluative practice procedures. All subjects will provide informed
consent prior to participating in the study.

The procedures required per study protocol are consistent with standard of care procedures
given the indication for the associated treatment.

Table 4-1: Study Participation Associated Risks
Study Procedure Risk(s)
Medical History, Physical None, minimal
Exam, Quality of Life
Questionnaires
Urinalysis None, minimal
Uroflowmetry and Post-VVoid | Written informed consent consistent with clinic policy
Residual

Cystoscopy Written informed consent consistent with clinic policy
Retrograde Urethrogram Written informed consent consistent with clinic policy
Laboratory Testing Usual risks associated with phlebotomy

5 STUDY DESIGN

5.1 Study Objective

The objective of this pivotal trial is to establish the safety and effectiveness of the Optilume
DCB in the treatment of anterior urethral strictures. The data gathered in this study will be
used to support US market approval and for reimbursement purposes of the Optilume DCB.

5.2 Study Design

This is a prospective, multi-center, single blind randomized controlled clinical trial in a 2:1
allocation of treatment versus control device.
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This study is an adaptive design with an interim analysis for sample size re-estimation
performed after sixty (60) subjects have been enrolled. The interim analysis will be
undertaken following completion of the 6-month follow-up data from these subjects.
Based on the results of the interim analysis, the final total sample size required for the
study will be re-estimated. A minimum of one hundred forty (140) subjects, and a
maximum of 200 subjects (pending the re-estimation) will be enrolled in the study. The
Data Monitoring Committee (DMC) will review the interim analysis results, including the
sample size re-estimation and make recommendations related to trial continuation to the
Sponsor.

Subjects will be stratified by prior radiation treatment, followed by the number of prior
stricture treatments (less than 5 prior dilations versus > Sprior dilations) before
randomization to ensure a balanced distribution of the subjects between the two arms.
Individual site enrollment may not exceed 30% of the total study enrollment.
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Figure 5-1: Randomization and Enrollment Schematic

5.2.1 Definition of Dilation Methods
Dilation methods are defined as:

¢ Rigid rod dilation

e DVIU

e Balloon dilation

All three methods of dilation have been shown to be equivalent in terms of outcome and
safety profile¥ and therefore are considered interchangeable and equivalent in this study.
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Physicians may use one or more of these methods to dilate the stricture as is his/her best
practice to dilate the lesion.

5.2.2 Control Arm Treatment Description

Subjects randomized to the control arm will be treated by the dilation method that is the
best standard of care for the site and the subject during the index procedure. Therefore, a
control subject may be dilated with either a rod, uncoated balloon or DVIU until the
desired result is reached. All index dilation methods must be done during the same
procedure. Results from all subjects in the control arm will be considered equivalent and
pooled for analysis.

5.2.3 Optilume Arm Treatment Description

The treatment arm will be the Urotronic Optilume Stricture DCB. The stricture must
show evidence of yielding (defined as a stricture lumen greater or equal to 20F) to the
dilation prior to treatment with the Optilume. The physician may choose to predilate the
lesion with balloon or DVIU. The size of the predilation balloons and the Optilume balloon
selected will be based on the urethral lumen and the stricture length.

A subject will be considered enrolled when they have meet all selection criteria, signed
informed consent and have been randomized. Follow-up visits post-procedure will occur at
2-5 days’ post-treatment, 30 days, 3 months, 6 months, 12 months and 2-5 years’ post-
procedure (Fehler! Verweisquelle konnte nicht gefunden werden.).

5.2.4 Crossover

The subjects in the control group that have been unblinded after the 6 months follow up
evaluations or unblinded earlier for medical reasons will be given the option to receive the
Optilume treatment and continued to be followed according to the Optilume arm follow up
schedule. Crossover to the Optilume arm is allowed only before the 12 months follow up
period from randomization.

Alternatively, subjects may opt to receive another dilation, or other alternative treatment at
which point they will exit the study unless there is an unresolved device or procedure related
adverse event at which point, they may be followed for another 30 days or until the AE is
resolved, whichever comes first. If the subject chooses not to receive either the Optilume
treatment or received an alternative therapy, he will be followed up to 12 months and exited
from the study. The schematic of this treatment, retreatments and cross overs are shown
schematically in Figure 5-2.
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Figure 5-2: Schematic of the ROBUST 111 Follow-up Algorithm

5.3 Study Duration and Site Number

Up to 30 sites will be recruited for the study. The study duration is anticipated to be up to 8
years.

5.4 Subject Selection Criteria

5.4.1 Inclusion Criteria

1. Male subjects > 18 years old

Visual confirmation of stricture via cystoscopy or urethrogram

3. Single, tandem or diffuse anterior urethral stricture(s), less than or equal to 3.0
cm total length measured by retrograde urethrogram. (Stricture length is defined
as the distance between the most distal edge of the stricture to the most proximal
edge of the stricture).

4. Two or more prior dilation treatments of the same stricture, including DVIU
(Direct Vision Internal Urethrotomy).

N

Note: Catheterization is not considered a dilation treatment.

5. Significant symptoms of stricture such as frequency of urination, dysuria,

urgency, hematuria, slow flow, feeling of incomplete emptying, recurrent UTI's.
6. IPSS score of 11 or higher (assumed to be “35” if suprapubic catheter is present)
7. Lumen diameter <12F by urethrogram
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8. Qmax <15 ml/sec (assumed to be “0” if suprapubic catheter is present)
9. Guidewire must be able to cross the lesion

5.4.2 Exclusion Criteria

1. Subjects with diffuse stricture length, greater than 3.0 cm in total length.
(Stricture length is defined as the distance between the most distal edge of the
stricture to the most proximal edge of the stricture).

2. Subjects with a history of hypersensitivity reactions to TAXOL, on medication that may
have negative interaction with paclitaxel, with solid tumors who have a baseline
neutrophil counts of <1500 cells/mm? or subjects with AIDS-related Kaposi’s sarcoma
with baseline neutrophil counts of <1000 cells/mm?,

3. Subjects who had an indwelling suprapubic catheter longer than 3 months total

prior to enrollment.

Previous urethroplasty within the anterior urethra

5. Stricture dilated or incised within the last six (6) weeks (urethral catheterization
is not considered dilation)

6. Presence of local adverse factors, including abnormal prostate making
catheterization difficult, urethral false passage or fistula.

7. Presence of signs of obstructive voiding symptoms not directly attributable to the
stricture at the discretion of the physician

8. Diagnosis of untreated and unresolved BPH or BNC

9. Untreated stress urinary incontinence (SUI).

10. History of diagnosed radiation cystitis.

11. Diagnosis of carcinoma of the urethra, bladder or prostate within the last 2 years

12. Active kindey, bladder, urethral or ureteral stone passage in the last six (6) weeks
or concern of stone passage in the next 6 weeks at the discretion of the
investigator.

13. Diagnosis of chronic renal failure and treatment with hemodialysis

14. New diagnosis of OAB (overactive bladder) within the last 6 months

15. Use of alpha blockers, OAB (Overactive Bladder) medication, anticonvulsants
(drugs that prevent or reduce the severity and frequency of seizures), and
antispasmodics where the dose is not stable. (Stable dose is defined as having
the same medication and dose in the last six months.)

16. Dependence on Botox (onabotulinumtoxinA) in urinary system

17. Presence of an artificial urinary sphincter, slings or stent(s) in the urethra or
prostate

18. Known neurogenic bladder, sphincter abnormalities, or poor detrusor muscle
function

19. Diagnosed with Lichen Sclerosus, or stricture due to balanitis xerotica obliterans
(BXO)

20. Previous hypospadias repair

21. History of cancer in non-genitourinary system which is not considered in
complete remission (except basal cell or squamous cell carcinoma of the skin).
A potential participant is considered in complete remission if there has been no
evidence of cancer within two years of enrollment

&
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22. Any cognitive or psychiatric condition that interferes with or precludes direct
and accurate communication with the study investigator regarding the study or
affect the ability to complete the study quality of life questionnaires

23. Unwilling to use protected sex for 30 days’ post treatment

24. Unwilling to abstain or use protected sex for 90 days’ post treatment if sexual
partner is of child bearing potential.

25. Inability to provide Informed Consent Form (ICF) and/or comply with all the
required follow-up requirements

26. Participation in other pre-market studies or treatment with an investigational
drug or device. Long term follow up or post market study of an approved device
is allowed.

27. Current active infection in the urinary system

28. Current uncontrolled diabetes (hemoglobin Alc > 8.0%) or evidence of poor
wound healing due to diabetes

29. Diagnosed or suspected primary neurologic conditions such as multiple sclerosis
or Parkinson's disease or other neurological diseases known to affect bladder
function, sphincter function or poor detrusor muscle function.

30. Visible hematuria in subject’s urine sample without known contributing factor

31. Invisible hematuria (or significant microscopic hematuria, i.e. hematuria of > 3
RBC’s/HPF) that may be caused by a clinically significant disease unless it is
attributed to the urethral stricture disease or other causes which are benign and
not requiring treatment.

6 STUDY ENDPOINTS

Data from all subjects will be analyzed as Intent to Treat (ITT), per protocol, and as treated
regardless of final treatment disposition, device success or procedural success.

6.1 Primary Endpoint- Efficacy: Stricture Free Rate at 6 Months

This endpoint will be evaluated by the ability to pass a 16F flexible cystoscope or a 14F
rubber catheter at 6 months’ post-treatment. If a 16F cystoscope cannot be passed, a 14F
red rubber catheter will be used.

A stricture is defined to be resolved when a 16F flexible cystoscope or a 14F rubber
catheter can be passed through the stricture.

The stricture free rate at 6 months will be compared between the two treatment groups.
6.2 Primary Endpoint- Safety: Rate of Major Device or Procedure related

complications through 90 days

This safety endpoint is defined as a composite device related serious complications at 3
months. Device related is defined to include both device and procedure related.
e Device related formation of rectal fistula
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e Device related unresolved de novo stress urinary incontinence (requiring >1
pad/day)
e Urethra rupture or burst

The primary safety endpoint will be analyzed with descriptive statistics and nominal 95%
confidence interval.
6.3 Secondary Endpoints

The following secondary endpoints will be statistically assessed to provide additional
characterization of the Optilume DCB device in the treatment of stricture and to support
potential labeling claims

6.3.1 Secondary Endpoint 1: Efficacy- Change in Qmax (Peak Flow Rate)

Results from the treatment arm will be compared to the control arm at 6 months’ post
treatment. After 6 months, Qmax changes will be compared to the changes from the
baseline values.

6.3.2 Secondary Endpoint 2: Efficacy- Percent Responder at 12 months (IPSS)
A responder is defined as a subject with a 50% improvement of IPSS score

6.3.3 Secondary Endpoint 3: Efficacy- Time to Treatment Failure

Defined as any stricture recurrence at the target treatment site. Stricture is assumed to
recur under these criteria:

e A 16F flexible cystoscope or 14F rubber catheter cannot pass through the target
treatment site

e Subject had an alternative treatment of the target treatment site

e Subject had to be placed on extended catheterization (>14 days) because of
narrowing of the target treatment site

Note: Cystoscope or catheter should not be passed through the treatment area for at least 6
months following dilation treatment, unless medically indicated, required by the protocol
or physician suspects the subject’s health is in jeopardy or treatment failure is suspected
based on one or both of the criteria above. Treatment of obstructive symptoms due to
reasons (e.g. BPH) other than stricture is not considered a treatment failure.

6.3.4 Ancillary Endpoints

The following ancillary endpoints are to provide additional characterizations of the safety
and effectiveness of the Optilume DCB stricture device in the treatment of anterior
stricture.
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6.3.4.1 Ancillary Endpoint 1- Al: Efficacy- Long Term Re-treatment Rate at 12
months or longer

Defined as any stricture re-treatment (including but not limited to urethroplasty,
DVIU, other dilation) at the target treatment site.

6.3.4.2 Ancillary Endpoint 2 — A2: Long Term Treatment Success, Qmax
6.3.4.3 Ancillary Endpoint 3 — A3: Long Term Treatment Success, IPSS

6.3.4.4 Ancillary Endpoint 4 — A3: Rate of acute urinary retention requiring
catheterization or retreatment at 6 months

6.3.4.5 Ancillary Endpoint 5 — A4: Changes in QOL

6.3.4.6 Ancillary Endpoint 6 — A5: Procedural Parameters
o Procedure time
o Treatment time

o Healing time (Length of time the post treatment catheterization was left
in during the healing period)

7 PHYSICIAN SELECTION

Physicians selected must have experience in performing cystoscopies, treating strictures
endoscopically and/or other male urological therapies. Selected physicians will be trained
in the use of the Urotronic Optilume DCB prior to enrolling subjects. The primary
investigator will ensure that only trained sub-investigators who satisfy the physician
selection criteria can perform any part of the study procedure.

Healthcare professionals or site staff that assist or perform the follow-up evaluations do
not need to be trained on the use of the device, but must be delegated and trained to
perform the follow-up visit procedures.

7.1 Training

The Sponsor, or designee, will be responsible for training of appropriate clinical site
personnel. Prior to the start of study enrollment at a study site, The Sponsor or designee
will perform formal device and study training for study site personnel to ensure proper
procedural technique, uniform data collection and protocol compliance. At this training
session material will include, but may not be limited to:

Investigational Plan

Techniques for the identification of eligible subjects
Device Training

Instructions on data collection including adverse events
Schedules for subject follow-up
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e Regulatory requirements

After a site completes all required approvals and training, a site initiation visit will be
conducted as a final check of the site readiness. If a site is not able to enroll its first subject
3 months after “Ready to Enroll” status, the Sponsor may elect to terminate the
investigational site and allocate the slot to another candidate site.

8 STUDY PROCEDURES

8.1 Pre-Screening, Screening, and Baseline

All subjects seen for the treatment of urethral stricture should be screened for study
eligibility. The site may pre-screen potential subjects by reviewing medical records to
identify the study population. If inclusion criteria are met and no exclusion criteria are
present, the subject should be entered into a screening log. Once identified, these subjects
are approached to discuss the study, asked to participate and sign the IRB approved
informed consent form. The site may not initiate any study specific (non-standard of care)
procedures without first obtaining informed consent.

All baseline testing and evaluations must be done as close to the time of treatment as
possible and repeated if needed. If an evaluation is repeated, the latest evaluation data will
be used as baseline.

A baseline urethrogram must be performed prior to enrollment. Any required procedures
performed before obtaining informed consent as part of the standard of care may be used in
lieu of the study tests as described in Table 8-1.

The following evaluations will be completed for all study candidates. Evaluations
performed within the screening window may be acceptable. The required baseline
evaluations prior to enrollment are shown below:

Table 8-1: Screening Evaluations

Accepted interval
Evaluations prior to prochure Condition
(unless specified
otherwise)

Medical history Within 30 days Evaluation is complete and
adequately documented in source
documents

Physical exam evaluation Within 30 days Evaluation is complete and
adequately documented in source
documents

Current or prior (up to 6 months) Prior to enrollment A list of current and prior

medication use medication is required to
determine if the dose is stable.

Urethral Stricture Score (USS) Within 30 days None

Blood analysis Within 30 days CBC includes: hemoglobin,
hematocrit, platelets, RBC and
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Evaluations

Accepted interval
prior to procedure
(unless specified
otherwise)

Condition

Complete blood cell count (CBC)
with differential

Comprehensive Metabolic Panel
(CMP)

WBC. Differential includes
absolute neutrophils,
lymphocytes, monocytes,
eosinophils and basophils.
CMP includes: glucose, Alc (as
appropriate) calcium, protein
(albumin, total protein),
electrolytes (bicarbonate,
chloride, sodium, potassium),
kidney (creatinine, blood urea
nitrogen [BUN]), liver (alkaline
phosphatase [ALP], alanine
amino transferase [ALT],
aspartate amino transferase
[AST], bilirubin)

Dipstick Urine analysis

o Sugar

. Protein

° WBC/RBC
. Bacteria

Within 14 days

Must be negative for infection
before treatment procedure

Urine samples for this test must
be taken 7 days or more after
discontinuation of all antibiotics.

Urine culture for infection

Within 14 days

Must be negative for infection
before enrolling.

Urine samples for this test must
be taken 7 days or more after
discontinuation of all antibiotics.

Uroflowmetry
Voided volume (must be > 125 mL
or test must be repeated for all the
uroflow tests)
Voiding time
Peak flow rate (Qmax)
Average flow rate

The uroflow reading
must be within 30 days
of treatment

Must be performed before
cystoscopy or >14 days after
cystoscopy.

There must be no evidence of
UTI prior to conducting test

Post-void residual urine volume
(PVR; may be measured by either
ultrasound or catheterization but the
same method must be used pre- and
post-treatment)

Within 30 days of
treatment

Must be performed before
cystoscopy or >14 days after
cystoscopy.

There must be no evidence of
UTI.

The PVR method used during
screening must be the same as
that used in the follow-up tests.

Cystoscopy*

Within 30 days prior to
treatment up to the day
of the procedure.

Prior cystoscopy before
enrollment is acceptable only if
images were collected in the last
3 months and images are
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Accepted interval
Evaluations prior to prochure Condition
(unless specified
otherwise)
available for source
documentation.
Screening urethrogram (recorded) Within 30 days prior to Prior urethrogram before
treatment. enrollment is acceptable only if
images were collected in the last
3 months and images are
available for source
documentation.
Subject questionnaires Within 30 days Must have documented negative
International Prostate Symptoms for urinary infection before
Score (IPSS) - Standard enrolling and before taking the
International Index of Erectile IPSS at baseline
Function (IIEF)
VAS Pain Scale
1 — The baseline cystoscopy may be conducted during the treatment procedure. Only one pre-
treatment cystoscopy is required per subject.

8.2 Subject Enrollment

Only subjects who meet all inclusion criteria and no exclusion criteria, agree to comply
with the follow-up visit schedule and provide informed consent will be eligible to be
enrolled and participate in the study. If a subject moves away during the study, every effort
should be made to maintain the follow-up schedule including having an appropriate
physician follow the subject.

A subject is considered enrolled if they:
e Meet all the inclusion criteria
e Do not meet ANY exclusion criteria
e Provide informed consent
e Arerandomized to a treatment group

8.3 Concomitant Therapy

Therapy (medication and non-medication therapies) not restricted by a protocol
requirement may be used during the study for the treatment or prevention of disease or to
maintain good health. However, the subjects should not take concomitant medications that
affect the urinary symptoms which might confound the study results.

8.4 Randomization

Subjects will be stratified based on prior radiation treatment, then by dilation history, then
randomized in a 2:1 allocation of treatment (Optilume DCB) to control (best dilation
practice). Randomization will also be stratified using permuted blocks within each site
using an Electronic Data Capture (EDC) system. Each subject will be randomized prior to
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initiation of the treatment/control procedure. Only randomized subjects will be considered
enrolled and evaluable. Those subjects who do not meet inclusion/exclusion criteria after
baseline evaluation will be counted as screening failures and will be withdrawn from the
study.

8.5 Blinding

In order to execute this study design, the treating physicians will not be blinded. Subjects
will be blinded to the treatment received through their 6-month follow-up visit, at which
point the subjects will be unblinded. All test and control procedures will take place in the
same setting at each investigational site (in-office, hospital OR ambulatory surgical center).
The treatment procedure location must be identified upfront and used for all study
treatments, test or control. Switching between study treatment locations at a site will not be
allowed.

During the treatment procedure, a sheet should be placed to block the subject’s view of the
treatment area.

Subjects will be unblinded after the 6-month follow-up examination, or to protect the
subject’s health prior to the 6-months follow-up. If a subject requires a re-treatment due to
a medical necessity, prior to the 6 months follow up, they will be unblinded in order to
consent for the re-treatment or crossover procedure. These subjects will be considered
treatment failures, and effectiveness data collected post-retreatment will be summarized
separately. If a non-urgent clinical need requires the subject be unblinded prior to the 6-
month follow-up and if time allows, the physician will notify the Sponsor prior to
unblinding the subject.

Blinding procedures will be reviewed at the time of each Site Initiation Visit (SIV) by a
Sponsor representative. Blinding procedures and instructions are summarized in Table 8-2.

Table 8-2: Blinding Procedures

Time Point Blinding Procedure

Informed Consent | During the informed consent process, the study procedures,
treatments and blinding procedure should be discussed with the
subject and family/caretakers as appropriate.

Randomization The randomization assignment should be communicated to the
Investigator in a way to prevent the subject from overhearing which
group they have been assigned to if applicable. Ideally, discussions
on the assignment should be done outside of the procedure room.
Each site should develop a process that works best with their
treatment location and processes.
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Time Point Blinding Procedure
Treatment All treatment procedures will take place in the same setting at each

investigational site (in-office, hospital OR or ambulatory surgical
center). The treatment procedure location must be the same for all
study treatment arms. Switching treatment locations based on
treatment arms will not be allowed.

During the treatment procedure, a sheet should be placed to block
the subject’s view of the treatment area for all subjects. For all
subjects, the Optilume device will be visible in the treatment room
when subject is being prepped for the procedure irrespective of
treatment assignment.

The number of medical personnel exposed to the randomization
assignment should be limited as far as possible on a need to know
basis.

Post-Procedure All subjects will be provided the same instructions on post-
procedure recovery precautions including:

e ABSTAIN from ALL sexual activities including
masturbation for a minimum of fourteen (14) days post
procedure

e All subjects will be asked to use a condom or abstain from
sex for a minimum of thirty (30) days immediately after
treatment. The time of protected sex may be extended by
the physician.

e All subjects who have a female sexual partner of child
bearing potential should use a condom or abstain from sex
for at least ninety (90) days to prevent potential transfer of
the study drug to their partner and/or off-spring

Any recovery and hospital/clinic staff should be educated to the
protocol blinding procedures and instructed to not inadvertently
unblind the subject and/or family/caretakers during the recovery
period.

In addition, the subject’s medical record should clearly identify the
subject as a study participant and not list the treatment assignment.
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Time Point Blinding Procedure
Follow-up The site study staff should maintain blinding procedures through

the 6-month follow-up at a minimum. Clinic staff will be educated
to the protocol blinding procedures and instructed not to
inadvertently unblind the subject and/or family/caretakers during
the follow-up period.

Unblinding A subject should not be unblinded to the treatment assignment prior
to the 6-month follow-up unless it is determined to be medically
necessary by the Investigator.

Crossover In the event a subject in the control arm requires a re-treatment due
to recurrent stricture prior to the 6-month follow-up, the subject
may be unblinded to discuss treatment options, including a
crossover into the treatment (Optilume DCB) arm and to consent
for treatment with the Optilume DCB if appropriate. Subject may
choose to opt for non-study treatments at which point, the subject
will exit the study.

8.6 Treatment Procedures

The treatments for the study may be performed in a hospital, ambulatory surgical center, or
office setting. The treatment procedure location must be identified and used for all study
treatments.

8.6.1 Pre-Treatment

8.6.1.1 Peri Procedural Medication

It is required that physicians follow the American Urological Association (AUA)
guidelines for pre-procedure medications and preparation for an endoscopic procedure,
including the administration of a pre-procedure antibiotic as appropriate. Oral NSAIDs are
also recommended to be given prior to the procedure. All pre-procedure medications and
anesthetics will be recorded on the case report form.

If a urinary tract infection (UTI) is present at the time of enrollment, the subject must be
treated until the infection is cured before the treatment procedure can take place.
8.6.2 Test (Optilume DCB) Treatment Procedure

The DCB should be prepared per the Instructions for Use (IFU). A summary is provided
below. If the summary is different from the IFU, follow the instruction in the IFU. The
treatment algorithm is schematically shown in Figure 8-1.
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Figure 8-1: Test Arm Treatment Algorithm

8.6.2.1 Device Sizing

1. Verify the selected predilation and DCB balloon diameter at nominal
pressure is the same or slightly greater than the diameter as the healthy
urethra adjacent to the distal edge of the stricture. Do not use a DCB that is
smaller in diameter that the predilation balloon to ensure urethra wall
opposition for drug delivery.

For Bulbar strictures do not exceed a 1.3 stretch ratio of balloon diameter to
distal heathy urethra

For Penile urethral strictures select the balloon diameter that best match the
distal healthy urethra (balloon diameter must not be smaller than the diameter
of the healthy urethra). A stretch ratio of 1:1 is recommended

Note: In the event the penile healthy urethra measurement falls between
device sizes, we recommend using the next smaller balloon diameter.

2. Select a predilation balloon length that is slightly longer than the stricture
length to be treated. Refer to IFU for direction in selecting the DCB sizes.

8.6.2.2 Predilation

3. Perform a pre-treatment urethrogram. Record the urethrogram.

4. Predilate the stricture with a standard uncoated balloon (POBU, plain old
balloon urethroplasty) or DVIU and ensure that the predilation yielded the
stricture. Stricture is considered to yield to predilation if the predilated
lumen is greater or equal to 20F.

5. Record the predilated lumen size.

6. A minimum of 5 subjects will be selected to be predilated directly with

DVIU only.

Page 36 of 79 Confidential



Anlage 4 zuTOP 8.3.3
Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

8.6.2.3 Optilume DCB Treatment

1. Refer to the IFU for detailed instructions on using the Optilume. If the summary
below is different from the Instructions for Use (IFU), follow the IFU.

2. Select a DCB, place across the predilated stricture.

Inflate the DCB.

4. RECORD the fluoroscopic image with the balloon inflated. Record the inflation

pressure.

Deflate the balloon and remove the device(s)

6. If the product has a failure prior to, or during inflation (but less than rated burst pressure
(RBP)) replace DCB and inflate per procedure. If failure is after inflation to RBP do not
repeat DCB procedure.

7. Inserta 12-14 F lubricious Foley catheter and leave in place for a minimum of 2
days or per standard of care, whichever is greater. Record the Foley catheter size
and time of catheter removal.

w

o

Caution: The rated burst pressure (RBP) should not be exceeded. Refer to the
IFU for the complete device information.

8.6.2.4 Treatment Rules

e Anincrease of urethral caliber lumen to 20F or greater must be achieved by
predilation to proceed to DCB treatment. At the physician discretion, the
subjects may be enrolled directly into the DVIU group.

e After DCB dilation no instrumentation can be passed through the stricture
acutely and until the 6 months’ evaluation period with the exception of a
Foley catheter (< 14F size) when medically needed.

8.7 Control Treatment

For subjects randomized to the control arm, treatment following the physician’s best
practice for dilation will be performed. Rigid rods, balloons, DVIU or combination thereof
may be used for dilation at physician’s discretion. A target of a minimum of 5 subjects
within the study will be dilated with DVIU only.

8.8 In-Hospital to Discharge
Oral non-steroidal anti-inflammatory drugs (NSAIDs) are recommended together with the
use of antibiotic post procedure according to treatment guidelines.

8.9 Sexual Activities

All subjects must be counseled about sexual activities post treatment as follows:
e All subjects will be asked to ABSTAIN from ALL sexual activities
including masturbation for a minimum of fourteen (14) days post procedure
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e All subjects will be asked to use a condom or abstain from sex for a
minimum of thirty (30) days immediately after treatment. The time of
protected sex may be extended by the physician.

e All subjects who have a female sexual partner of child bearing potential
should use a condom or abstain from sex for at least ninety (90) days to
prevent potential transfer of the study drug to their partner and/or off-spring.

8.10 Crossover

The cross-over algorithm is schematically shown in Figure 8-2Fehler! Verweisquelle
konnte nicht gefunden werden..
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Figure 8-2: Schematic of Retreatment and Cross-Over Algorithm

8.10.1 Crossover Rules For Control Subjects

If a subject’s urinary condition did not improve after the first assigned (index) treatment,
and the subject and physician are considering alternative treatments, the subject’s treatment
assignment may be unblinded before the 6 months follow up. Under this condition, the
subjects in the control arm may be allowed to consider crossing-over to the treatment arm.
Any subjects who cross over or seek alternative treatments before the 6 months follow up
will automatically be considered “treatment failure”.
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If a subject’s urinary condition did not improve and he and the physician are considering
alternative treatments after the subject has been unblinded (after the 6-month follow-up)
but before the 12-month follow-up, the subject may be allowed to consider crossing-over to
the treatment arm.

Subjects must meet all re-treatment inclusion criteria and no re-treatment exclusion criteria.
(Section 8.10.2.1 and 8.10.2.2). The safety and effectiveness data collected in the
crossover cohort will be summarized separately. Crossover subjects will be followed out to
at the 5-year time point, starting from the crossover procedure, under the same subject ID.

A crossover of a control subject into the treatment arm or a retreatment with an alternative
therapy will be considered a control treatment failure. The safety and effectiveness data
collected post-crossover will be summarized separately. If a subject requires an additional
intervention for a recurrent stricture after a crossover, the subject will be considered a re-
treatment failure and should be exited from the study prior to seeking further treatment.

8.10.2 Cross-Over Selection criteria
Subject must meet all the inclusion and none exclusion criteria for retreatment listed below.

8.10.2.1 Cross Over Inclusion Criteria

1. Must have been previously enrolled and treatment attempted in this study, but
stricture did not resolve

2. Single, tandem or diffuse anterior urethral stricture, less than or equal to 3.0 cm
total length. (Stricture length is defined as the distance between the most distal
edge of the stricture to the most proximal edge of the stricture).

3. Significant symptoms of stricture such as frequency of urination, dysuria,

urgency, hematuria, slow flow, feeling of incomplete emptying, recurrent UTI's.

Lumen diameter <12F by urethrogram

Qmax <15 ml/sec

Guidewire must be able to cross the lesion

o ok

8.10.2.2 Crossover Exclusion Criteria

=

Strictures greater than 3.0 cm long.

2. Subjects with diffuse stricture, greater than 3.0 cm in total length. (Stricture
length is defined as the distance between the most distal edge of the stricture to
the most proximal edge of the stricture).

3. Presence of signs of obstructive voiding symptoms not directly attributable to

the stricture at the discretion of the clinical investigator

Diagnosis of untreated and unresolved BPH or BNC

New diagnosis of over active bladder (OAB) within the last 6 months

Diagnosed with chronic renal failure and treatment with hemodialysis

Unwilling to use protected sex for >thirty (30) days post treatment

No ok
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8. Unwilling to abstain or use protected sex for ninety (90) days’ post treatment if
intending to father children Active infection in the urinary system or other
system

9. Visible hematuria with subject urine sample without known contributing factor

10. Invisible hematuria (or significant microscopic hematuria, i.e. hematuria of > 3
RBC’s/HPF) that may be caused by a clinically significant disease unless it is
attributed to the urethral stricture disease or other causes which are benign and
not requiring treatment.

8.11 Baseline Evaluations for Crossover Subjects

The following evaluations will be completed for all retreatment subjects. Evaluations
performed within the screening window may be acceptable. The required baseline
evaluations prior to retreatment are shown below:

Table 8-3: Baseline Evaluations for Crossover

Accepted interval
Evaluations prior to prochure Condition
(unless specified
otherwise)

Physical exam evaluation Within 30 days Evaluation is complete and
adequately documented in source
documents

Current or prior (up to 6 months) Prior to enroliment A list of current and prior

medication use medication is required to
determine if the dose is stable.

Urethral Stricture Score (USS) Within 30 days None

Blood analysis Within 30 days CBC includes: hemoglobin,

Complete blood cell count (CBC) hematocrit, platelets, RBC and
with differential WABC. Differential includes
Comprehensive Metabolic Panel absolute neutrophils,
(CMP) lymphocytes, monocytes,
eosinophils and basophils.
CMP includes: glucose, Alc (as
appropriate) calcium, protein
(albumin, total protein),
electrolytes (bicarbonate,
chloride, sodium, potassium),
kidney (creatinine, blood urea
nitrogen [BUN]), liver (alkaline
phosphatase [ALP], alanine
amino transferase [ALT],
aspartate amino transferase
[AST], bilirubin)
Dipstick Urine analysis Within 14 days Must be negative for infection
° Sugar before treatment procedure
° Protein
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Accepted interval
Evaluations prior to prochure Condition
(unless specified
otherwise)
° WBC/RBC Urine samples for this test must
o Bacteria be taken 7 days or more after

discontinuation of all antibiotic.

Urine culture for infection

Within 14 days

Must be negative for infection
before treatment procedure.
Urine samples for this test must
be taken 7 days or more after
discontinuation of all antibiotic.

Uroflowmetry
Voided volume (must be > 125 mL
or test must be repeated for all the
uroflow tests)
Voiding time
Peak flow rate (Qmax)
Average flow rate

The uroflow reading
must be within 30 days
of treatment

Must be performed before
cystoscopy or >14 days after
cystoscopy.

There must be no evidence of
UT] prior to conducting test

Post-void residual urine volume
(PVR; may be measured by either
ultrasound or catheterization but the
same method must be used pre- and
post-treatment)

Within 30 days of
treatment

Must be performed before
cystoscopy or >14 days after
cystoscopy.

There must be no evidence of
UTI.

The PVR method used during
screening must be the same as
that used in the follow-up tests.

Cystoscopy*

Within 30 days prior to
treatment.

Prior cystoscopy before re-
treatment is acceptable only if
images were collected in the last
3 months and images are
available for source
documentation.

Subject questionnaires
International Prostate Symptoms
Score (IPSS) - Standard
International Index of Erectile
Function (lIEF)
VAS Pain Scale

Within 30 days

Must have documented negative
for urinary infection before
enrolling and before taking the
IPSS at baseline

treatment cystoscopy is required

1 — The baseline cystoscopy may be conducted during the treatment procedure. Only one pre-

per subject.

8.12 Scheduled Follow-up Evaluations

The following evaluations will be completed at each visit as indicated in Table 8-4.
Subjects will be evaluated at baseline, immediately post-procedure, Foley Removal (2-5
days), 30 days, 3 months, 6 months and 12 months post-procedure.
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Annual evaluation of the stricture treatment will be followed for up to 5 years’ post
treatment. Details of each requirement can be found in the sections below.
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Table 8-4: Scheduled Evaluations and Follow Up

24 3to5 years
. Pre- Foley 3 6 and 12
Baseline | Procedure Discharge Removal 30 days Months Months months Unscheduled
Compliance +14
Window -30 days N/A N/A 2-5 days + 5 days days + 30 days + 60 days + 60 days
Medical N
History
Physical
Examination v v v v v v v v
Medication
([ —— v v v v «l v «l «l «l v
uss v
) v
Blood Analysis v v \l
If indicated
Dipstick Urine
Analysis v v N v v
Urine Culture v v 2l N
\J If If If indicated If indicated
Indicated indicated Indicate
Review
Protected
Sexual N v v N
Activities
Uroflowmetry )
(including v If v v v v v v
Qmax) Indicated
\l
PVR v If v v v v v v
Indicated
Retrograde v N v v v
Urethrogram | Record (Optional) | (Optional) If indicated
N
Record if
v v
Cystoscopy v SCOpe Can o V |
Record pass (Optional) If indicated
(6 months
only)
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(16F scope)
N
14F Rubber
Catheter 6 mtIJnths
Urethral only)
Lumep (If 16F
Evaluation scope failed
to pass)
N
IPSS, IIEF v + N N \ y
If indicated
VAS Pain N J N N v
ECUlE If indicated
Subject
Satisfaction N N
Questionnaire
AE Review v v v v J v v v v v

8.13 \Subject Evaluations

8.13.1 Medical History and Physical Exam

All baseline testing and evaluations must be done as close to the time of scheduled
treatment as possible and repeated if necessary. Any required procedures performed before
obtaining informed consent as part of the standard of care may be used in lieu of the study
tests. Baseline testing will include:

1.
2.

Physical exam with demographics, height, weight and vital signs

Complete general medical and genitourinary history (including any previous
treatments for stricture) and duration of subject’s symptoms

Urethral Stricture Score (USS)

The USS is a numerical score based on five components of anterior urethral
stricture disease that help dictate operative decision-making: (1) urethral stricture
etiology; (2) total number of strictures; (3) retention (luminal obliteration); (4)
anatomic location; and (5) length. The USS describes the essential factors in
determining surgical treatment selection for urethral stricture disease. The USS is a
concise, easily applicable instrument that delineates the clinically significant
features of urethral strictures.

Medication Use Review, including current and prior medications begun within the
last 6 months is required to determine if the dose is stable.
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8.13.2 Blood Analysis
Complete Blood Count (CBC) with differential:
e CBC includes hemoglobin, hematocrit, platelets, RBC and WBC

o Differential includes absolute neutrophils, lymphocytes, monocytes, eosinophils
and basophils.

Comprehensive Metabolic Panel (CMP):

e Glucose, Alc (as appropriate) calcium, protein (albumin, total protein), electrolytes
(bicarbonate, chloride, sodium, potassium), kidney (creatinine, blood urea nitrogen
[BUN]), liver (alkaline phosphatase [ALP], alanine amino transferase [ALT],
aspartate amino transferase [AST], bilirubin)

8.13.3 Dipstick Urine Analysis

This test needs to be performed within fourteen (14) days prior to treatment. Samples taken
for this test must be taken at least seven (7) days following discontinuation of all
antibiotics. Subjects need to have a negative urine analysis prior to being enrolled. Data
collected should include:

Sugar

Protein

WBC/RBC

Bacteria

8.13.4 Urine culture

A urine culture needs to be performed within fourteen (14) days prior to treatment. Samples
taken for this test must be taken at least seven (7) days following discontinuation of all
antibiotics. Subjects need to have a negative urine culture prior to being enrolled.

8.13.5 Uroflowmetry

The uroflow test must be performed before cystoscopy or greater than or equal to fourteen
(14) days after cystoscopy and no evidence of UTI. Data collected should include:
Voided volume (must be > 125mL or test must be repeated)

Total time of voiding

Peak flow rate (Qmax, or PFR)

Average flow rate

If multiple Qmax/PVR are conducted at visit window, the last value of measurements will
be used unless there are valid scientific reasons to exclude one or more of the readings
(e.g., if the voided volume is too low or subject voided within two (2) hours when taking
the test).
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8.13.6 Post-void residual volume (PVR)

PVR may be measured either by ultrasound or catheterization but the same method must be
used for all subsequent tests.

8.13.7 Retrograde Urethrogram (RUG)

A retrograde urethrogram (RUG) is taken to diagnose the stricture. A prior urethrogram
before a subject signs the informed consent is acceptable only if images were collected in
the last 3 months and are available for source documentation. ldeal image frames used for
analysis demonstrate the entire length of the urethra with contrast beginning to fill the
bladder.

8.13.8 Cystoscopy

A flexible cystoscopy may be performed to confirm the presence of stricture and to
estimate the stricture conditions (length and size) prior to enroliment in the study. The size
and length is to be estimated without crossing the stricture at screening. A prior cystoscopy
before a subject signs the informed consent is acceptable only if images were collected in
the last 3 months and are available for source documentation. A post treatment flexible
cystoscopy will be performed at the 6 month follow-ups as well as unscheduled visits if
indicated. At the 6 follow-ups, a standard 16F flexible scope is required to aid in evaluating
the urethral lumen diameter.

8.13.9 Urethral Lumen Evaluation

At the 6-month follow-up a urethral lumen evaluation will be performed. A standard 16F
flexible cystoscope will be used to estimate the urethral lumen diameter at the site of the
stricture dilation. If a 16 F flexible cystoscope cannot pass through the previously dilated
area, a 14F Foley catheter will be used to assess the urethral lumen dimeter at the site of
stricture dilation.

8.13.10 Subject Questionnaires

All questionnaires are self-administered and will be completed at baseline and at required
follow-up visits. Questionnaires completed at baseline will be compared to those
completed at follow-ups to assess the effect of treatment. The major instruments and
assessments administered are described in this section.

If multiple responses to the same questionnaires are available for each visit window, the
last set of scores will be used unless there are valid scientific reasons to exclude one of the
readings.

IPSS (Standard)

The International Prostate Symptom Score (IPSS) contains the well-validated,
highly reliable and responsive American Urological Association symptom score
(AUASS) assessment to identify the severity of BPH symptoms. However, the
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symptoms of BPH and urinary stricture are very similar and has been used with
strictures.

The first seven questions in the IPSS address frequency, nocturia, weak urinary
stream, hesitancy, intermittence, incomplete emptying, and urgency, and scored on
a 6-point scale (0 to 5). Although there are no standard recommendations for
grading subjects with mild, moderate, or severe symptoms, subjects can be
tentatively classified as follows: 0-7 mildly symptomatic, 8-19 moderately
symptomatic, and 20-35 severely symptomatic.

The IPSS also includes the following eighth question that is designed to assess the
degree of "bother" associated with the subject's urinary symptoms: "If you were to
spend the rest of your life with your urinary condition just the way it is now, how
would you feel about that?" Answers range from "delighted" to "terrible” (0-6).
This question correlates well with the overall BPH symptom score and summarizes
the impact of urologic symptoms on quality of life.

The standard IPSS will be administered at baseline and at each follow-up visit.

International Index of Erectile Function

The International Index of Erectile Function (IIEF) is a standardized, validated,
self-administrated questionnaire that is used to assess the subject's erectile function.
The Sexual Health Inventory for Men (SHIM) is part of the IIEF and consist of 5
questions. This is sometimes called 11EF-5 and is used as a diagnostic test for
erectile dysfunction and impotence.

Visual Analog Pain Score (VAS)
Pre- and post-procedure pain will be evaluated using a standardized visual-analog
pain score (1 to 10 scale).

Subject Satisfaction Questionnaire

This questionnaire is specific to the Urotronic Optilume Urethral DCB procedure
and will measure overall satisfaction with the procedure, recommendation of the
treatment to family/friends and if the subject would undergo the treatment again if
symptoms to recur within 1 year.

8.14 Unscheduled Follow-up Visits

If a subject returns for a visit outside of the regular study visit schedule due to an Adverse
Event (AE), an AE CRF should be completed if applicable. In addition, the following
examinations or tests should be completed and captured on the corresponding CRF:

o Physical exam

o Medication use review

o Dipstick urine analysis

o Uroflow and PVR
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If any additional tests or procedures listed within this protocol are performed during an
unscheduled visit the results should be provided on the corresponding CRF.

8.15 Subject Withdrawal from Study

8.15.1 Alternate Treatments

Subjects that opt for alternate treatments for stricture outside the study within 6
months of treatment will be considered a treatment failure and will be exited from the
study if the alternate treatment procedure was received. Crossovers within the study
should follow the procedures listed in Section 8.10. Any treatment due to BPH
symptoms will not be considered a treatment failure.

8.15.2 Lost to Follow-up

If a subject fails to comply with the follow-up evaluations, the investigational site
must make at least three repeated attempts to contact the subject. Each attempt to
contact the subject and the method used (e.g., telephone contact, registered letter)
must be documented in the subject’s records.

If a subject does not return within 30 days after the visit window closes, the visit will
be considered missed. If a subject misses one of the follow-up evaluations, but is
present at the subsequent follow-up, the subject can be readmitted into the study and
queried retrospectively for basic information (e.g., AES); however, the missed
evaluation must be documented on a Protocol Deviation CRF. All subject
questionnaires will be collected prospectively only.

8.15.3 Voluntary Withdrawal

A subject may voluntarily withdraw from the study at any time. If a subject officially
withdraws from the study, the investigator must ensure that the reason for the
withdrawal is documented. If the subject had an ongoing AE at the time of
withdrawal, the subject should be followed until the resolution of the AE, if possible.
Data from these subjects will be included in the analysis up to the point of each
subject’s withdrawal.

8.15.4 Data Withdrawal Due to Exclusion Criteria

A subject’s data will be excluded from the analysis if the subject is later found not to
meet one or more major exclusion criteria in the per protocol analysis. However,
their data will be included in the ITT analysis unless required to be excluded by the
IRB/EC.

These subjects will continue to be followed per the requirements of their particular
arm unless instructed otherwise by the IRB/EC. The major exclusion criteria that
would cause the withdrawal of the subjects’ data are:
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e Failure to obtain an informed consent prior to treatment;

e Subject has severe BPH;

e Subject had bladder or sphincter dysfunctions or anything else that will confound the
results;

e Subject had a neuromuscular disorder that will confound the results.

The decision to exclude the subject’s data from analysis will be documented on the
study exit CRF.

8.15.5 Involuntary Withdrawal

A subject also may be withdrawn by the investigator if the subject’s participation in
the study will have a negative effect on the safety of the subject. Data obtained up to
the date of the subject’s withdrawal will be included in the study, if applicable.

8.16 End of Study

Subjects receiving treatment should be followed until they complete the 5-year follow-up, or
at the end of the study (i.e. the study is discontinued by the Sponsor), whichever comes first,
unless the subject opted to find an alternative treatment. An End of Study CRF will be
completed for each subject.

8.17 Protocol Deviations

A protocol deviation/violation is generally an unplanned digression from the protocol that
is not implemented or intended as a systematic change. An investigator failing to perform
tests or examinations as required by the protocol or failures on the part of study subjects to
complete scheduled visits as required by the protocol, would be considered protocol
deviations. These types of deviations are reported to the sponsor and in accordance with the
EC/IRB policy.

A Protocol Deviation CRF must be completed by the site for each study protocol deviation
(e.g., failure to obtain informed consent, enrolling a subject who does not meet inclusion /
exclusion criteria, not performing required testing, missed follow-up window, etc.). An
Investigator must notify the Sponsor and the reviewing EC/IRB of any deviation from the
Study Protocol that was done to protect the life or physical well-being of a subject. Such
notice should be given as soon as possible, but no later than five (5) working days after the
emergency occurred.

Protocol Deviation Notification/Approval to EC/IRB/Sponsor before Implementation
A protocol deviation may be a limited prospective exception to the protocol (e.g.,
agreement between sponsor and investigator to enroll a single subject who does not meet
all inclusion/exclusion criteria due to out of window historical data).

These types of deviations initiated by the clinical investigator must be reviewed and
approved by the EC/IRB and the sponsor prior to implementation. These types of
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deviations are only approved if they do not impact data integrity or put subjects at
unreasonable risk.

Site Noncompliance and Nonperformance

Repeat serious protocol deviations will be closely monitored. If excessive deviations or a
failure to reduce deviations are noted, the Sponsor reserves the right to suspend study
enrollment at that site until a sufficient system is in place at the site to reduce further
deviations.

9 ADVERSE EVENT(S)

For purposes of this study, an adverse event (AE) is defined as any untoward medical
occurrence in a subject during the course of the study. This definition does not imply that
there is a relationship between the adverse event and the device used for treatment. For the
purpose of AE reporting, the start of the course of the study is defined as any time after
treatment assignment or randomization.

9.1 Reporting of all Adverse Events

All AEs will be recorded in the CRF whether considered device-related or not, and will be
classified as described in Section 9.2. All adverse events will be reviewed and adjudicated
by the Clinical Events Committee to determine whether they are related to the device
(treatment or control) or procedure.

Pre-existing conditions will not be reported as an AE unless there is an adverse change in
that condition. Any AE which resolved and then recurred will be reported as a separate
AE.

Additional information, such as procedural notes, treatment notes, or a signed clinical
summary, may be required as supporting documentation for the reported AE.

During the study, all deaths must be reported to the Sponsor within the period outlined in
Table 12-1. All deaths also should also be reported on the End of Study CRF. A copy of
the subject’s death records, medical records for the events that led to the subject’s death,
and a death certificate (if available) should be provided.

9.2 Caoding or Classification of AEs

Adverse events should be reported according to their primary diagnosis or underlying cause,
if known (e.g., fever resulting from infection should be reported as “infection”). Symptoms

related to a diagnosis should not be reported as separate AEs. In the example above, fever is
a symptom caused by infection and should be reported as infection only.

Concomitant AEs that are unrelated (in the clinician’s judgment) should be reported as
separate events.
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AE determination is based on three levels of evidence:
Level 1 — final diagnosis
Level 2 —signs
Level 3 — symptoms

Every effort should be made to collect Level 1 evidence of any AE. If an AE has all three
levels of evidence, the AE should be reported only once at the highest level of severity,
which is the final diagnosis (Level 1). A single AE should not be reported as multiple AEs
based on separate symptoms and signs.

In cases where a diagnosis is not possible, AE determination should be based on the next
highest level of evidence (i.e., Level 2: signs), followed by symptoms (Level 3), if
symptoms are all that are available to the investigator.

A corrective action or treatment (e.g., catheterization) itself is not an AE but the reason of
the catheterization may be an AE. The AE determination always should be based on the
reason that a corrective action was taken. Note: there may be multiple signs or symptoms
representing only one AE. Figure 9-1 below is an AE determination and outcome
flowchart.

Complaint
Or Symptoms of
AE?

Was
there a medical
exam?

Record AE as
No—»| symptom
(Level 3)

Did AE
cause death,
permanent injury,
Hospitalization or

Yes Report as

AE

- required invasive
Was Record Sign intervention?
there a final NoO—» as AE
diagnosis? (Level 2)

Report as SAE
Record

diagnosis as AE
(Level 1)

Figure 9-1: AE Determination and Outcome Flowchart

Yes

The CEC will also classify all adverse events by the Common Terminology Criteria for
Adverse Events (CTCAE) classification system for the purpose of regulatory reporting or
publication.

9.3 Treatment Related Symptoms

The Urotronic DCB procedure is designed to treat strictures. Subjects to be treated have
moderate to severe lower urinary tract symptoms (LUTS) prior to treatment. These
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symptoms are expected to continue and may even worsen slightly prior to improvement as
part of the healing process. All reported LUTS will be documented on follow-up visit
CRFs. Other expected acute but transient worsening of symptoms from the treatment are
dysuria, frequency of urination, urgency of urination, urge incontinence, hematuria, slowing
of the urinary stream and acute retention as the tissue heals.

Worsening or new onset LUTS, dysuria or non-obstructive hematuria that occur and resolve
within fourteen (14) days of treatment that do not require intervention (other than
catheterization, prophylactic antibiotic, anti-inflammatory medication, and pain medication)
will not be considered an AE as these are expected and part of the healing process.
However, all potential treatment related events or symptoms will be recorded on the AE
CRF.

Intervention as it relates to hematuria includes but is not limited: hospitalization, the need
to irrigate the bladder and urethra, or the need for transfusion therapy.
Common urinary symptoms will be considered an AE if any of the following occur:

a. Worsening or new onset LUTS requiring intervention or persisting
beyond fourteen (14) days’ post treatment;
b. Worsening or new onset LUTS requiring hospitalization or intervention

other than the use of catheterization, one standard course of antibiotic,
anti-inflammatory and/or pain medication;

C. Hematuria that requires irrigation or is obstructive;

d. Urinary tract infection defined as >10° CFU of a single organism plus
symptoms localized to bladder;

e. If new onset LUTS recurs after the same symptom is resolved and is

considered clinically significant.

9.4 Urinary Retention and Catheterization

Urinary retention after the healing period will be considered an adverse event. The healing
period is defined as the time immediately post procedure until the time the subject can void
without the aid of a catheter for at least twenty-four (24) hours. Irrespective of the above,
if the healing period is greater than seven (7) days, the subject will be considered to have
“reduced healing ability” and an AE will be recorded.

Acute urinary retention that requires medical intervention will be considered an SAE. All
catheterizations and cystoscopies will be recorded in the CRF. Resolution is defined as a
removal of the catheter without the need to either reinsert it or use intermittent self-
catheterization for a contiguous 24-hour period. A re-catheterization that occurs within 24
hours of a prior catheterization will be considered as the same event.

While catheterization in and of itself is not an AE, the reason for catheterization must be
evaluated for purposes of determining an AE. All catheterization periods will be recorded
in the CRF.
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9.5 Potential Anticipated Adverse Events

Potential anticipated adverse events are those that may occur in association with a stricture
treatment or procedure, include those AEs listed below or reported in the literature
associated with surgical or minimally invasive stricture procedures:

9.5.1 Drug Risk

Adverse reaction to the paclitaxel and symptoms observed derived primarily from 1V infusion
studies of the drug in treating cancer subjects include
o Chromosomal abnormalities and the risk of cancer
Fetal harm when a pregnant woman is exposed
Anaphylaxis and hypersensitivity with paclitaxel
Inhibition of the healing of the urethra post procedure
Myelosuppression including: neutropenia, leukopenia, thrombocytopenia, anemia
Arrhythmia
Peripheral nueorpathy
Myalgia or Arthralgia
Alopecia
Hypotension
Nausea, vomiting or diarrhea
Elevated bilirubin, ALP and AST
Potential effect on the liver and kidneys is unknown and have not been studied

O O O OO0 OO OO O0oOOoOOoOOo

The amount of the paclitaxel delivered locally during the Optilume DCB procedure is much
lower than a single dose of systemic chemotherapy provided to cancer patients and the
drug appears to be essentially remain localized in the urethra.

9.5.2 Surgical and Procedural Risks

e Sepsis and infection
e Fever
e Perforation or damage to the urethra
e Perforation of adjacent organs including the rectum, bladder and Gl tract
e Urinary symptoms including:
o Dysuria
o Frequency
o Urgency
o Nocturia
o Acute urinary retention
o Incontinence
o Sensation of not emptying bladder completely
o Urethritis
o lrritative urinary symptom
o Urethral injury causing false passage or adhesion
o Urinary clot retention
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Chronic pain in the pelvic area
Bladder spasm
Urethrorrhagia or Hematuria with or without clot in urethra
Discharge or cloudy urine
Discharge of tissue material during urination
Scarring of the urethral system
o Urinary tract infection
e Abscess (prostatic, bladder, scrotal)
e Bladder problems or damage (reduced bladder sensation, spasms, bladder neck
contracture, bladder neck stenosis)
Bladder perforation or rupture
Damage to the urethral system
Worsening of stricture or new onset stricture
Seroma
Kidney compromise or failure
Reproductive system disturbances such as infertility and miscarriages
Prostate abnormalities and damage
Damage of urinary sphincter leading to incontinence

O O O O O O

Other Pelvic Health Risks
e Unmasking of incontinence — underlying stress or urge incontinence may be
unmasked and symptoms of incontinence controlled previously by the stricture may
be evident
Rectal incontinence
Rectal damage
Rectal stenosis
Rectal, perineal findings
Anal irritation
Elevated PSA
Nerve damage
Weakness or numbness
Abdominal or low back pain
Flu-like symptoms
Hematospermia
Epididymitis
Bowel irritation
Erectile dysfunction
Retrograde ejaculation or ejaculatory dysfunction
Pressure sensation
Prostatitis

Other potential non-pelvic anticipated adverse events that may occur in this subject population are:

e Blood pressure change during therapy
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e Arrhythmia
e Flank pain
e Blood loss (> 500 ml)

Adverse reaction to medication and anesthesia as listed in the labeling
e Low blood pressure (hypotension)

e High blood pressure (hypertension)

e Fainting, dizziness, or blurred vision (vasovagal reaction, syncope)
e Allergic reaction

Fatigue

Dyspnea

Confusion

Memory loss

Swelling or bruising (edema, hematoma)
Aneurysm — thoracic and cranial

Low back pain

Pneumonia

Collapsed lung

Pulmonary embolism

Pneumothorax

Upper respiratory disease

Cough

Sore throat

Apnea

Coughing up blood (hemoptysis)
Choking (aspiration)

Venous thrombosis

Myocardial infarction, angina, ischemia
Cardiac arrhythmia

Stroke or transient ischemic attack

Brain damage

Headache

Depression

Perforation of, or damage to, the gastrointestinal tract
Abdominal pain

Constipation

Nausea or vomiting

Adverse reaction to medication

9.6 Definition of Serious Adverse Event(s)

A serious adverse event (SAE) is an AE that led to any of the following:
e Death

Page 55 of 79 Confidential



Anlage 4 zuTOP 8.3.3
Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

e Serious deterioration in the health of the subject, that either resulted in:
o A life-threatening illness or injury, or
o A permanent impairment of a body structure or a body function including chronic
diseases, or
o In-patient or prolonged hospitalization, or
o Medical or surgical intervention to prevent life-threatening illness or injury or
permanent impairment to a body structure or a body function or is considered an
important medical event
e Led to fetal distress, fetal death or a congenital abnormality or birth defect including
physical or mental impairment

Note: A planned hospitalization for a pre-existing condition, or a procedure required by the
protocol without serious deterioration in health, is not considered a serious adverse event.

9.7 Unanticipated Serious Adverse Device Effect (USADE)

An unanticipated serious adverse device effect (USADE) is “any serious adverse effect on
health or safety or any life-threatening problem or death caused by, or associated with, a
device, if that effect, problem, or death was not previously identified in nature, severity or
degree of incidence in the investigational plan or application (including a supplementary
plan or application), or any other unanticipated serious problem associated with a device
that relates to the rights, safety or welfare of subjects” (21 CFR 812.3(s)).

If a USADE associated with the investigational device occurs, the investigator shall notify
the Sponsor and the IRB/EC as soon as possible. The sponsor will investigate the event
and notify the authorities, IRB/EC, FDA and all other participating IRBS/EC and
investigators within 10 working days from the time the Sponsor first learns of the event in
writing. Should the Sponsor determine that an unanticipated adverse effect presents an
unreasonable risk to all participating subjects, the Sponsor will suspend the clinical
investigation and notify all participating investigators, IRBS/EC, and FDA.

Note: Extravasation due to overdilation in the penile urethral will be reported as a USADE.

9.8 Relationship of AEs to the Treatment and Procedure

A description of how an AE relates to the treatment (test or control) and procedure will be
determined by the Investigator and reported on the Adverse Event CRF using the following
definitions:

e Definite: The AE follows a reasonable temporal sequence from the time of the
index procedure, which includes AEs that occur during the index procedure or
during the follow-up period.

e Probable: The AE follows a reasonable temporal sequence from the time of the
index procedure, and the possibility can be excluded that factors other than the index
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procedure, such as underlying disease, concomitant drugs, or concurrent treatment
caused the AE.

e Possible: The AE follows a reasonable temporal sequence from the time of the index
procedure and the possibility of index procedure involvement cannot be excluded.
However, other factors such as underlying disease, concomitant medications, or concurrent
treatment are presumable.

e Unlikely: The AE has an improbable temporal sequence from the time of the
index procedure, or such AE can be reasonably explained by other factors,
including underlying disease, concomitant medication, or concurrent treatment.

e Not related: The AE has no temporal sequence from the time of the index procedure,
or it can be explained by other factors, including underlying disease, concomitant
medication, or concurrent treatment.

Reported SAEs that are possibly related to the device, the procedure, or the disease state
being treated will also be reviewed and adjudicated by the CEC.

9.9 Device Failures, Malfunctions and Near Incidents

A device malfunction is a failure of a device to meet its performance specifications or
otherwise perform as intended. Device failures or malfunctions will be reported to the
sponsor by the clinical sites. If the failure or malfunction results in an AE, the event shall
be reported to the Sponsor within two (2) working days after the Investigator becomes
aware of the device-related adverse event and reported to the IRB/EC (if required) within
the IRB/EC required timeframe. The malfunctioning investigational device involved in
the incident should be returned to the Sponsor for evaluation.

10 DATA MANAGEMENT

10.1 Central Database and Electronic Case Report Forms (eCRF)

All required clinical data will be collected and compiled on web-based standardized eCRFs. Site
numbers, subject numbers and initials will be used to track subject information throughout the
study.

The eCRFs are designed to accommaodate the specific features of the study design. Modification of
the eCRF will only be made if deemed necessary by the Sponsor and/or appropriate regulatory
body. Appropriate quality control measures will be established to ensure accurate and complete
transfer of information from the study documentation to the study database.

10.2 Subject Identification

Subjects that successfully pass the screening tests and wish to participate in the study will be
assigned a unique identification code (ID) using the format “XXX-YYY” where:
XXX = Institution Number, assigned by the Sponsor to each study site
YYY = Enrollment Number, assigned by the institution as each subject is enrolled
in the study
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In addition to the ID, each subject’s initials will be used as an identifier included on documentation
submitted to the Sponsor.

11 REGUALTORY RESPONSIBLITIES

11.1 Regulatory Approval

The Sponsor will be responsible for submitting an IDE application to the FDA. IDE approval
must be received prior to the inclusion of the first subject.

11.2 Ethics Committee (EC) / Institutional Review Board (IRB)

Investigators must submit the study protocol to their respective Ethics Committee (EC) and
or Institutional Review Board (IRB) and obtain the EC’s/IRB’s written approval before
being allowed to conduct and participate in the study. Each Investigator is responsible for
fulfilling any conditions of approval imposed by their respective EC/IRB, such as regular
reporting, study timing, etc. Investigators will provide the Sponsor or its designee with
copies of such approvals and reports.

11.3 Amending the Investigational Protocol

Neither any Investigator nor the Sponsor will modify the Investigational Protocol without
first obtaining concurrence of the other in writing. All changes to the Investigational
Protocol must be submitted to the FDA and EC/IRB as applicable for review and approval
unless the changes do not affect the subject’s safety or the integrity of the data (e.g.
administrative changes). Any change that would require alteration to the ICF must receive
approval from the applicable EC/IRB prior to implementation. Following approval, any
Investigational Protocol amendment must be distributed to all protocol recipients at the site.

11.4 Informed Consent Form (ICF)

The Sponsor will provide a template informed consent form (ICF) to each study site for
EC/IRB submission. The template may be modified to suit the requirements of the
individual study site but the Sponsor must pre-approve all changes to the ICF prior to initial
submission to the EC/IRB.

Each Investigator or assigned designee must administer this approved ICF to each
prospective study subject, and obtain the subject's signature, or a legally-approved
designee’s signature if applicable, along with the date of consent prior to enrollment in the
study. The ICF must be obtained in accordance with the applicable guidelines of the
Declaration of Helsinki, or local regulations and laws, whichever represents the greater
protection of the individual. Subjects must be informed about their right to withdraw from
the study at any time and for any reason without sanction, penalty, or loss of benefits to
which the subject is otherwise entitled and must also be informed that withdrawal from the
study will not jeopardize their future medical care. A copy of their signed ICF must be
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given to each subject enrolled in the study. The institutional standard subject consent form
does not replace the study ICF.

12 STUDY RESPONSIBILITIES AND MANAGEMENT

12.1 Clinical Events Committee

An independent Clinical Events Committee (CEC) will be utilized for this study. The CEC
will be responsible for adjudicating the seriousness and relatedness of all potential device
and/or procedure related adverse events occurring during the study period. A charter will
be completed for the CEC outlining membership, duties and functions.

All members of the CEC will be blinded to the primary results of the trial. The CEC will
meet regularly to review and adjudicate all adverse events. The committee will also review
and rule on all deaths that occur throughout the trial.

12.2 Data Monitoring Committee

An independent Data Monitoring Committee (DMC) will be utilized for this study. The
DMC will be responsible for evaluating safety by reviewing overall study outcomes,
adverse events and determining the implementation of the adaptive design protocol. The
DMC will review the first interim analysis and provide feedback to the sponsor and study
sites regarding the adaptation of the study design if required. A charter will be completed
for the DMC outlining membership, duties and functions.

The DMC will be comprised of leading experts in urology and biostatistics who are not
participating in the trial and have no affiliation with the Sponsor. The DMC will meet at
regular intervals.

12.3 Investigator Responsibilities

Each investigator is responsible for ensuring the investigation is conducted according to
all signed agreements, the study protocol, EC/IRB requirements, and applicable laws and
regulations. Also, Investigators may not begin enrollment until Sponsor or its designee
receives and approves (when necessary) the following documents at a minimum:
e Signed Investigator Agreement
Financial disclosure forms for all participating investigators
EC/IRB roster (or Registration number from the Office of Human Research Protection)
EC/IRB protocol and ICF approvals
Investigators’ current curricula vitae (CV)
Signed Site Delegation Log

It is acceptable for Investigators to delegate one or more of the above functions to an
associate or Co- or Sub-Investigator, or a trained Study Coordinator; however, the
Investigator remains responsible for the proper conduct of the clinical investigation,
including obtaining and documenting proper study informed consent, collecting all required
data, submitting accurate and complete CRFs, etc.
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At each study site, appropriate procedures must be followed to maintain subject
confidentiality according to appropriate local regulations. Each site may have its own
internal procedures or requirements for use and release of subject medical information in
research studies. Each Investigator is responsible for obtaining appropriate approvals,
consents, or releases of medical information as dictated by their relevant subject privacy
laws.

The study is not transferable to other sites attended by the Investigator unless prior
approval is obtained from the appropriate EC/IRB and the Sponsor.

12.3.1 Study Coordinator

To ensure proper execution of the Study Protocol, each Investigator must identify a Study
Coordinator for the site. The Study Coordinator should help ensure that all study
requirements are fulfilled and is the contact person at the site for all aspects of study
administration. The Investigator has the ultimate responsibility of all study requirements.

12.3.2 Records

Each Investigator must maintain the following accurate, complete, and current records
relating to the conduct of the study investigation. The final responsibility for maintaining
such records remains with the Investigator. These records include, but not limited to:

All signed agreements;

IRB/EC approval letter(s);

Signed ICF;

Records of AEs, including supporting documents;

Records of protocol deviations, including supporting documents;

Records showing receipt, use and disposition of all investigational devices,

including:

o Date, quantity, model and serial numbers of devices received,

o Name of person(s) who received, used or disposed of each device,

o The number of devices returned to the Sponsor and the reason(s) for
return;

e All correspondence related to the study;

e Records of each subject’s case history, including study-required CRFs, signed
ICF, all relevant observations of AEs, the condition of each subject upon
entering and during the course of the investigation, relevant medical history,
the results of all diagnostic testing, etc.;

e Study personnel visit log;

e Signature authorization and delegation log; and,

e Any other records that applicable regulation requires to be maintained.
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12.3.3 Reports

Table 12-1 lists those reports that are the investigator's responsibility to deliver to the
Sponsor. Each study investigator must follow the EC/IRB reporting requirements for their
respective site. If applicable regulations or EC/IRB requirements mandate stricter
reporting requirements than those listed, the stricter requirements must be followed.

Table 12-1: Reports Required from Investigators to Sponsor

Type of Report

Prepared by PI for

Notification Time Frame

UADE Sponsor, EC/IRB | Within 10 working days of
knowledge

Death Sponsor, EC/IRB | Written reports (e.g., via e-mail)
within 48 hours

SAE Sponsor Within 10 working days of

EC/IRB, if required

knowledge
Per EC/IRB requirement

Device malfunction with clinical
sequelae

Sponsor
EC/IRB, if required

Within 48 hours via written
communication. Return the device to
Sponsor within 48 hours.

Serious protocol deviations (e.g.,
ICF not obtained, to protect the
life or physical well-being of a
subject in an emergency)

Sponsor
EC/IRB, if required

Within 5 working days of knowledge
Per EC/IRB requirement

Withdrawal of EC/IRB approval

Sponsor

Within 5 working days of knowledge

Progress report

Sponsor, EC/IRB

As required by EC/IRB

Final report

Sponsor, EC/IRB

Within 3 months of study completion
or termination

Note: Each IRB/EC may require more stringent reporting requirements than those listed in this

table.

12.4 Sponsor Responsibilities

Urotronic, Inc. is the Sponsor of this study. The Sponsor’s responsibilities in the study

include:

e Selecting the Principal Investigator(s), all clinical investigators and study sites, and
other consultants (e.g., monitors) who participate in the study.

e Providing study protocol, device, and GCP training to participating study sites, in
guantities sufficient to support study activities, per agreements executed with the

study sites.

e Following/promoting all regulatory standards per appropriate regulations for study
sites, core laboratories, and other participants, and ensure compliance by
periodically monitoring sites.

e Ensuring completion of site monitoring of clinical data at each clinical study site.
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¢ Retaining ownership of all clinical data generated in this study, and control the use
of the data for appropriate purposes only.

e Reviewing and approving publication of study results in the literature.

12.4.1 Sponsor Reporting Responsibilities

Table 12-2 lists those reports that are the sponsor's responsibility and timelines to
report to the IRB and FDA. If applicable regulations or EC/IRB and FDA

requirements mandate stricter reporting requirements than those listed, the stricter
requirements must be followed.

Table 12-2: Sponsor Reporting Responsibilities

Sponsor Reporting Responsibilities

Type of Report Report Prepared Reporting Time Frame
For
Unanticipated Investigators, . . .
Adverse Device IRB/ECs and ertten - Within _10 working days from the
time the Sponsor first learns of the effect.
Events FDA

Withdrawal of IRB/EC
Approval or other action on part
of the IRB/EC that affects the
study

Investigators,
IRB/ECs and
FDA

Written — Within 5 working days.

Withdrawal of FDA
approval

Investigators and
IRB/ECs

Written — Within 5 working days.

Current investigator list

FDA

Written — At 6-month intervals. Submit the
first list 6 months after FDA approval.

Device Recall

Investigators,
IRB/ECs and
FDA

Written — Within 30 working days.

Progress Reports

Investigators,
IRB/ECs and FDA

At regular intervals, but in no event less than
yearly.

Inappropriate
Informed Consent

IRB/EC and
FDA

Investigator’s report submitted
within 5 working days of
notification

Study Closure

Investigators,
IRB/ECs and
FDA

Within 10 days
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Sponsor Reporting Responsibilities
Type of Report Report Prepared Reporting Time Frame
For

Significant risk device — Notify FDA within

Investigators, 30 working days of the completion the

Final Report IRB/ECs and investigation

FDA Final report - within 6 months of study

closure.

12.4.2 Confidentiality

All information and data sent to the Sponsor concerning subjects or their participation
in this study will be considered confidential according to the country’s patient
confidentiality regulations. Data used in the analysis and reporting of this evaluation
will be used in a manner without identifiable reference to the subject. Investigators
will consent to visits by Sponsor’s staff and its authorized representatives, as well as
by the FDA or local governmental body, to review the study subjects’ medical
records, including any test or laboratory data that might have been recorded on
diagnostic test media (e.g., urethrogram).

13 DEVICE ACCOUNTABILITY

The Optilume DCB allocated for investigational site use will be stored in a secured area
until use. Each site will be responsible for tracking the receipt and disposition of all
Investigational Devices.

The Investigator must ensure the device is used only in accordance with the protocol and
current IFU. The Investigator must maintain records that document device delivery to the
study site, inventory at the site and administration to subjects. This record should include
dates, quantities, model/lot numbers and the unique subject ID assigned to trial subjects.
The Investigator should maintain records that document which device the subject received
according to the protocol and assigned randomization. In the case where a device has
failed, the Investigator must make every possible effort to return the device to the Sponsor.
All unused Investigational Devices must be returned to the Sponsor at the end of the study.

14 STUDY ADMINISTRATION

14.1 Monitoring Procedures

It is the responsibility of the study sponsor to ensure that proper monitoring of this
investigation is conducted. A formal written Monitoring Plan will be developed in
accordance with appropriate guidelines and regulations by the CRO appointed for this study
and will be approved by the Sponsor. Monitors will ensure that the investigation is conducted
in accordance with:

o The signed Investigator’s Agreement
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e The Investigational Plan

e Appropriate laws and regulations

« Any conditions of approval imposed by the reviewing EC/IRB and/or other regulatory
agencies

The clinical study will be monitored according to the guidelines summarized below. The
Sponsor may choose to perform random inspections throughout the study as an element of
quality assurance. Investigators shall allow auditing of their clinical investigation
procedures.

A study specific Monitoring Plan will be created and implemented to standardize monitoring
activities across centers and ensure human subject protection and verify data integrity. The
monitors shall receive study and device specific training prior to conducting any monitoring
visits. Study monitors are selected based on their training, qualifications and experience to
monitor the progress of an investigation. Study monitoring will include a site qualification,
study initiation, interim, and close out visits. Prior to protocol submission at a site, a formal
qualification visit will be conducted by a Sponsor employee or designee at sites who have
not been previously involved in a Urotronic sponsored trial. Qualification visits are done to
confirm the appropriate staff, experience, resources, equipment and subject population are
present for this protocol.

Each site will have an initiation visit conducted by the Sponsor and/or designee. This visit
will ensure that the Investigator understand their responsibility for conducting the study at
their center. This visit will include training on, but is not limited to: protocol compliance,
device accountability, informed consent process, and IRB/EC submissions.

Monitors will require direct access to subjects’ medical records pertinent to the study (and
study inclusion criteria), study management documents, regulatory documents, and Subject
Informed Consent documents, as well as other potential applicable records not listed here.

Monitors may ensure the clinical investigators have and continue to have staff and facilities
to conduct the clinical investigation safely and effectively. Monitors may conduct the
following monitoring activities throughout the study:

o Verification that the current EC/IRB-approved informed consent was signed and
dated by each subject prior to participating in the study required procedures.

e Verification of documentation in the subject’s record that informed consent was
signed prior to initiation of the study procedures and that a copy of the signed
and dated consent was provided to the subject.

« Source documentation verification by reviewing the CRFs against source
documentation for accuracy and completeness of information.

« Verification that the device is being used according to the Clinical Investigation
Plan, Instructions for Use and all malfunctions/ IFU deficiencies are reported. as
required.

Page 64 of 79 Confidential



Anlage 4 zuTOP 8.3.3
Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

« Verification that subjects met study enrollment criteria.

« Confirmation that the study is being conducted according to the Clinical
Investigation Plan and applicable regulations.

« Verification that study deviations are documented and reported.

« Verification that the procedures for recording and reporting adverse events to the
sponsor are followed.

e Ensuring proper error correction.

« Verification of training documentation of all study personnel participating in
study related activities.

« Reviewing all correspondence and regulatory documents, including confirmation
of IRB-approved Clinical Investigation Plan or amendments.

« Resolution of outstanding issues and completion of assigned tasks will be
documented by the monitors.

Each monitoring visit will be documented via a monitoring report and follow-up letter.
The follow-up visit letter shall be sent to the Investigator to document issues identified,
corrective actions and if applicable preventative actions. At subsequent visits the issues
resolved shall be documented in this letter to demonstrate resolution.

Any evident pattern of non-compliance with respect to these standards will be cause for the
site to be put on probation. If corrective actions are not subsequently undertaken, the
clinical site will be asked to stop enrollment and complete outstanding follow-up visits for
subjects enrolled at their site.

At the close of the study at an investigational site, the Sponsor and/or designee will make a
final study closure visits at all enrolling clinical sites in order to review record retention
requirements with site personnel. A telephone contact may take the place of a study closure
visit if appropriate (e.g., low subject enrollment, recent monitoring visit, etc.) The visit will
ensure all outstanding documentation is collected, files are accurate and complete, make a
final account of all investigational product shipped to the Investigator, and ensure all
regulatory requirements have been satisfied per the Clinical Investigation Plan (CIP) and/or
EC/IRB.

15 PUBLICATIONS

The study will be registered on the ClinicalTrials.gov website upon approval by an EC/IRB
in order to meet the criteria of the International Committee of Medical Journal Editors.

At the conclusion and final analysis of the trial results, a formal abstract may be submitted
at a major urologic conference and the study results will be submitted to a reputable
scientific journal.

Following publication of the main manuscript, secondary analyses proposals will be
considered for publication from individual Investigators. Before publishing or presenting
data from the study, the Investigator(s) agree to submit copies of any and all proposed
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manuscripts or abstracts to the Sponsor at least 30 days in advance of submitting for
publication. No submissions may be made without the written approval of the Sponsor.

16 STATISTICAL CONSIDERATIONS

This section summarizes the main statistical considerations for data analysis. A detailed
description can be found in the Statistical Analysis Plan (SAP).

16.1 Primary Endpoints Analysis

The study is designed as a prospective, multi-center, randomized, controlled adaptive
sample size clinical trial. Subjects will be randomized in a 2:1 ratio to Test:Control and
randomization will be stratified by site. Individual site enrollment may not exceed 30% of
the total study enrollment.

The statistical hypothesis test for the primary efficacy endpoint will be based on a two-
sample continuity corrected Chi-square test at the two-sided 0.05 alpha level (equivalent to
a one-sided 0.025 alpha level). Based on the assumed stricture rates, a total sample size of
126 subjects will provide approximately 90% power.

For the trial to be successful, the statistical evaluation for the resolution of the stricture at 6
months of the Optilume arm will be statistically compared to the control arm.

Ho: P:<P.
Ha: Pi>P¢

Where Py is the stricture free rate at 6 months in the Treatment arm and Pc is the stricture
free rate at 6 months in the Control arm.

16.1.1 Primary Efficacy Endpoint Treatment Failures Definition

Any subjects who have a second dilation procedure after the index procedure, or seek
alternative treatments outside of the study before unblinding at the 6 months follow up are
considered treatment failures for the primary analysis. At the 6 months follow up, if a 16F
flexible cystoscope or a 14F rubber catheter cannot cross the treated stricture, the subject
will be considered a treatment failure.

Note: Treatment of obstructive symptoms due to other reasons (e.g. BPH) is not considered
a treatment failure.

16.2 Primary Safety Endpoint

The primary safety endpoint will be analyzed with descriptive statistics and nominal 95%
confidence intervals; there will be no formal statistical hypothesis test.

16.3 Sample Size Justification

Sample size for the study is based on the primary effectiveness endpoint using the
following assumptions:
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e 2:1 randomization allocation
e Type 1 error of 0.025, one sided
« Statistical power of approximately 90%

e Assumed population success rate of 40% for the Control arm and 72% for
Treatment arm, corresponding to a difference of 32%.

e 10% loss of follow-up rate

Based on these assumptions, an initial sample size of 126 evaluable subjects (Test: 84;
Control: 42) provides approximately 90% power. Assuming a 10% lost to follow up, the
initial randomized sample size is 140 subjects.

16.4 Sample Size Re-estimation

Due to uncertainty with respect to the design assumptions, an adaptive sample size
methodology is planned"". An interim analysis of the primary effectiveness endpoint is
planned when primary effectiveness endpoint data is available on the first 60 randomized
subjects (approximately 48% of the planned original total evaluable sample size). At the
interim analysis, the primary effectiveness endpoint will be evaluated; if warranted, the
sample size of the trial may be increased up to a maximum of 200 total subjects to maintain
the study power.

The study will not stop because of effectiveness or futility at the interim analysis. The
planned final sample size (randomized subjects) will not be adjusted downward from the
originally planned 140 subjects, and the maximum sample size that may be randomized in
this study following the sample size re-estimation is 200 subjects.

The interim analysis will be performed by an independent statistician blinded to the
treatment group success rate. For the interim analysis, conditional power calculations for
sample sizes up to the maximum of 200 will be performed using the observed success rate
among the first 60 randomized subjects with available primary effectiveness endpoint data.

The final recommendation regarding the final sample size will be based on a combination
of factors, both statistical and logistic (i.e. the past and expected future enrollment rate,
attrition rate, etc.). As a guiding base, results from the following formula for the evaluable
sample size will be provided to the DMC:

M = max (N, min <200, N (%)2>)

where N is the original planned evaluable sample size (126), & is the original assumed
treatment effect defined (32%), A is the observed treatment effect at the interim, and M is
the planned evaluable final sample size. M is constrained to be no less than 126 subjects,
and no more than 200 total subjects. Accounting for possible attrition, the enrollment will
be no less than 140 and no more than 200 subjects. If 140 subjects are randomized prior to
having primary effectiveness endpoint data on the first 60 randomized subjects, enroliment
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will halt until the interim analysis takes place. If dictated by the results of the interim
analysis, enrollment may then continue up to the maximum of 200 subjects.

Only the recommendation from the DMC will be shared with Urotronic and the clinical
team to avoid the potential for bias. Details of the formula used in the sample size re-
estimation may be found in the Statistical Analysis Plan (SAP).

16.5 Analysis Population Set

The primary endpoints analyses and the S1, S2, and S3 secondary endpoints will be
performed on the intent-to-treat (ITT) population, under which all randomized subjects will
be included for the analysis, regardless of whether or not the subjects received the
treatment to which they were randomized.

In addition to the ITT analysis, these endpoints analyses also may be performed on the as
treated population and per-protocol (PP) population, (i.e., subjects treated and followed per
the protocol) where appropriate.

16.6 Secondary Endpoints

The following secondary endpoints employ formal statistical hypothesis tests for the
purposes of supporting labeling claims with inferential quantities. Endpoints will be tested
in the sequential order listed, following a gatekeeping strategy to control the type I error
rate.

16.6.1 Secondary Endpoint 1: Changes in Qmax at 6 months
The following hypothesis will be tested in a one-sided, two sample t-test for means:
HO: Urests < Wcontrol3

Ha: Prests > Hcontrol3

Where Hrest3 IS the change in Qmax at 6 months for subjects randomized to Optilume and
Mcontroi3 IS the change in Qmax at 6 months for subjects randomized to the Control. The test
will be performed at the one-sided 0.05 alpha level. Successful rejection of the null
hypothesis will indicate the change in Qmax for the device is statistically superior to the
control. Non-parametric statistics will be used as a supportive analysis to protect against
violations of the normality assumption.

16.6.2 Secondary Endpoint 2: Percent Responder at 12 Months (IPSS)

A responder is defined as a 50% improvement in IPSS score or an IPSS of 11 or lower

The following hypothesis will be tested in a one-sided, one-sample exact test for a binomial
proportion.

Ho: Prest12< 50%
Hi: Presti2 > 50%
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Where Prest12 IS the success rate at 12 months in all subjects treated with the Optilume, 50%
is a performance goal). The test will be performed at the one-sided 0.05 alpha level.
Successful rejection of the null hypothesis will indicate the success rate for the device is
statistically greater than 50%.

16.6.3 Secondary Endpoint 3: Time to treatment failure

The following hypothesis will be tested in a one-sided, two sample log-rank test:
HO: Stest < Scontrol
Ha: Stest > Scontrol

Where Stest and Scontrol are the survival distributions for the time to treatment failure (i.e.
they represent the freedom from treatment failure). The test will be performed at the one-
sided 0.05 alpha level. Successful rejection of the null hypothesis will indicate the freedom
from treatment failure for the treatment group is superior (i.e. longer time free from
treatment failure) than for the control. Results will be described via Kaplan-Meier analysis.

16.6.4 Ancillary Endpoints and Other Analyses

The ancillary endpoints are to provide additional characterization of the safety and
effectiveness of the Optilume in the treatment of stricture. No formal hypotheses tests for
the purposes of supporting labeling claims are planned for ancillary endpoints. Quality of
Life (QoL) changes will be measured using the QoL question in the IPSS and also the
average time before subjects was able to resume pre-treatment activity.

Time to treatment failure will also be analyzed once all randomized patients are through 12,
24, 36, 48, and 60 months of follow-up.

In supportive analyses, data on the primary endpoints for control subjects who crossover to
receive the active treatment will be summarized, based on treating their time of crossover
as baseline. These results may be pooled with randomized treatment group subjects to
better inform the performance of the device.

Generally, descriptive statistics will be used in reporting outcomes for other effectiveness
secondary endpoints. Continuous variables will be summarized with means or medians,
standard deviations. Adverse events, protocol deviations and device malfunction will be
summarized with descriptive statistics.

16.7 Poolability

16.7.1 Sites

This study is designed and conducted as a multicenter randomized-control clinical trial.
Data from all the sites will be pooled. All subjects will be treated and evaluated following
the same protocol to ensure generalizability of the study results.

Heterogeneity in the treatment effect for the primary effectiveness endpoint will be
assessed via logistic regression models with covariates for site, treatment group, and the

Page 69 of 79 Confidential



Anlage 4 zuTOP 8.3.3
Urotronic ROBUST 111 Clinical Study PR1076-001 Rev H

interaction of site and treatment group. A p-value for the interaction term <0.15 will
suggest evidence of variation in the treatment effect and will trigger additional exploratory
analyses to attempt to further quantify and explain the variation. Firth’s penalized
likelihood may be used if needed due to sparse data. Sites with fewer than 4 subjects will
be combined into a single super-site for these analyses.

16.7.2 Subgroup Analysis

Subgroup analyses will be performed for the 6-month primary effectiveness endpoint to
understand potential variation in the treatment effect. Statistical methods will follow the
same as those outlined for poolability of site (Section 16.7.1). Subgroups will be defined
based on the following baseline factors:

Baseline number of prior treatments

Baseline lesion length (< the median length vs. > the median length)
Subject age at the time of randomization (< 50 years vs. > 50 year)
Subject race

IPSS Score (<19 vs. >20, i.e. moderate vs. severe)

Use of supra-pubic catheter at baseline (yes vs. no)

16.8 Handling of Missing Data

Every effort will be made to reduce the incidence of missing data. All available data on
subjects who drop out during the study will be included.

16.8.1 For the Primary Effectiveness Endpoint

1) Subjects will be considered a treatment failure for the primary effectiveness endpoint if
the subject opts to break blinding and seek alternative treatment or retreatment before
the 6-month follow-up visit.

2) For subjects who either drop out or are lost to follow-up prior to the 6-month
evaluation, baseline carried forward data will be used in the analysis (that is, no
improvement). These subjects will be considered failed treatment

3) For subjects, whose stricture assessment was done after the 6 months’ compliance
window, the assessment will be accepted for this endpoint. However, assessment done
before the 6 months’ compliance window will not be accepted for this primary
endpoint. [Note: The later assessment is the worst case for this endpoint]

16.8.2 For the Primary Safety Endpoint

Unless there is evidence of occurrence of a primary safety endpoint, subjects with missing
data for the primary safety endpoint are presumed to not have experienced a primary safety
endpoint.
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16.8.3 For the Secondary Endpoint

For subjects who dropped out or are lost to follow-up, the last data carried forward will be
used. The continuous variable data will be imputed by a linear interpolation if the subject
returns at a later date.

16.8.4 Sensitivity Analyses for Missing Data

For the primary effectiveness endpoint, sensitivity analysis, e.g., tipping point analysis, will
be performed to evaluate the impact of missing data on study conclusion. Multiple
imputation will be used as additional sensitivity analysis.

16.9 Multiple Responses

If a subject has multiple evaluations at baseline, the last baseline value prior to the
procedure will be used in the analysis. If subject had multiple evaluations during the study
follow up window, the last data set within the follow up window will be used in the
analysis unless. This is based on the assumption that the test (e.g. IPSS or Qmax) was
repeated because the physician felt that the previous data was compromised in some way.

16.10 Study Success
The study will be declared a success when the primary endpoint is met.

17 STUDY CONTACT

17.1 Study Principal Investigator

Sean Elliott, MD

University of Minnesota
Department of Urology

420 Delaware St. SE, MMC 394
Minneapolis, MN 55455

Ramon Virasoro, MD
Urology of Virginia

225 Clearfield Ave
Virginia Beach, VA 23462

17.2 Sponsor

Urotronic Inc
2495 Xenium Lane N
Minneapolis, MN 55441

17.3 Monitor

Clinlogix
8 Spring House Innovation Park
727 Norristown Rd, Suite 100
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Lower Gwynedd, PA 19002

18 POTENTIAL DEVICE CHANGE

Future product line extensions or design changes may be introduced into the study based on
feedback from investigators. In addition, manufacturing changes may be introduced. All
design and manufacturing process changes will be performed under the Sponsor’s design
control process and fully tested to ensure that it meets specifications. Potential changes are
not anticipated to affect the poolability of the study data.

The device design or process changes will be evaluated to ensure that it continue to meet
the product specifications.
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19 GLOSSARY OF ABBREVIATION
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Abbreviation Definition
ADE Adverse Device Effect
AE Adverse Event
AUA American Urological Association
AUASS American Urological Association symptom score
BPH Benign Prostatic Hyperplasia
BUN Blood urea nitrogen
CBC Complete blood cell count
CFU Colony Forming Unit
CIP Clinical Investigation Plan
CRF Case Report Form
DCB Drug Coated Balloon
DES Drug-eluting stent
DVIU Direct Vision Internal Urethrotomy
EC/IRB Ethics Committee / Institutional Review Board
FDA Food and Drug Administration
GCP Good Clinical Practice
ICF Informed Consent Form
ID Identification code
IFU Instructions for Use
IEF International Index of Erectile Function
IPSS International Prostate Symptoms Score
LUTS Lower urinary tract symptoms
NSAID Nonsteroidal anti-inflammatory drug
OAB Overactive Bladder
POBU Plain old balloon urethroplasty
PROM Patient-reported outcome measure
PSA Prostate Specific Antigen
PVR Post VVoid Residual Urine Volume
Qmax Peak Flow Rate Measurement
RBP Rated burst pressure
RUG Retrograde Urethrogram
SAE Serious Adverse Event
SOP Standard Operating Procedure
UADE Unanticipated Adverse Device EFFECT(s)
uss Urethral Stricture Score
UTI Urinary Tract Infection
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20 DEFINITIONS

20.1 Adverse Event

Any untoward medical occurrence in a subject during the course of the study. This
definition does not imply that there is a relationship between the adverse event and the
device used for treatment. For the purpose of AE reporting, the start of the course of the
study is defined as any time after treatment has been initiated.

20.2 Adverse Device Effect

An adverse device effect is any untoward and unintended response to a medical device.
This definition includes any event resulting from insufficiencies or inadequacies in
instructions for use for preparation or deployment of the device.

20.3 Anticipated Adverse Event

Any adverse event occurring to a subject whether or not considered related to the stricture
treatment prescribed as part of the protocol, predefined in the protocol, Instructions for Use
(IFU), Sponsor quality documents or published literature that is identified or worsens
during a clinical study.

20.4 Serious Adverse Event

A serious adverse event (SAE) is an AE that:
e Leads to death
e Leads to serious deterioration in the health of the subject, that either resulted in:
o A life-threatening illness or injury, or
o A permanent impairment of a body structure or a body function, or
o In-patient or prolonged hospitalization, or
o Medical or surgical intervention to prevent life-threatening illness or injury or
permanent impairment to a body structure or a body function or is considered an
important medical event
o Led to fetal distress, fetal death or a congenital abnormality or birth defect

Note: A planned hospitalization for a pre-existing condition, or a procedure required by the
protocol without serious deterioration in health, is not considered a serious adverse event.
20.5 Serious Adverse Device Effect (SADE)

An SADE is an adverse device effect that has resulted in any of the consequences of a
serious adverse event.

20.6 Unanticipated Adverse Device Effect (UADE)

An unanticipated adverse device effect (UADE) is “any serious adverse effect on health or
safety or any life-threatening problem or death caused by, or associated with, a device, if
that effect, problem, or death was not previously identified in nature, severity or degree of
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incidence in the investigational plan or application (including a supplementary plan or
application), or any other unanticipated serious problem associated with a device that
relates to the rights, safety or welfare of subjects” (21 CFR 812.3(s)).

20.7 Relationship to the Treatment and Procedure

A description of how an AE relates to the treatment (test or control) and procedure will be
determined by the Investigator and reported on the Adverse Event CRF using the following
definitions:

e Definite: The AE follows a reasonable temporal sequence from the time of the
index procedure, which includes AEs that occur during the index procedure or
during the follow-up period.

e Probable: The AE follows a reasonable temporal sequence from the time of the
index procedure, and the possibility can be excluded that factors other than the index
procedure, such as underlying disease, concomitant drugs, or concurrent treatment
caused the AE.

e Possible: The AE follows a reasonable temporal sequence from the time of the index
procedure and the possibility of index procedure involvement cannot be excluded.
However, other factors such as underlying disease, concomitant medications, or concurrent
treatment are presumable.

e Unlikely: The AE has an improbable temporal sequence from the time of the
index procedure, or such AE can be reasonably explained by other factors,
including underlying disease, concomitant medication, or concurrent treatment.

e Not related: The AE has no temporal sequence from the time of the index procedure,
or it can be explained by other factors, including underlying disease, concomitant
medication, or concurrent treatment.

20.8 Device Malfunction

A device malfunction is a failure of a device to meet its performance specifications or
otherwise perform as intended.

20.9 Discharge

The time point at which the subject was released from the treatment location (in-office,
hospital OR or ambulatory surgical center).

20.10 Enrollment

The point at which a subject:

Meets all the inclusion criteria

Does not meet ANY exclusion criteria
Provides informed consent

Is randomized to a treatment group
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20.11 Intent-To-Treat (ITT)

The principle of including outcomes of all subjects in the analysis who are randomized into
the study, analyzed according to their originally randomized treatment, regardless of the
treatment actually received.

20.12 Obstructive LUTS

Obstructive LUTS have some symptoms similar to Urinary Retention. Obstructive LUTS
is usually a chronic condition and is sometimes referred to as chronic urinary retention.
Symptoms of obstructive LUTS are:

e Poor stream

e Hesitancy

e Terminal dribbling

e Incomplete voiding

e Overflow incontinence (occurs in chronic retention)

20.13 Per-Protocol (PP)

A PP analysis is based on all subjects characterized by appropriate exposure to the pre-
specified treatment, availability of measurements and absence of major protocol violations
(including violations of inclusion/exclusion criteria).

20.14 As Treated (AT)

An AT analysis is based on all subjects that actually received the assigned treatment.

20.15 Screen Failures

Subjects who do not meet inclusion/exclusion criteria after baseline evaluations. Screen fail
subjects will be withdrawn from the study.

20.16 Treatment Success

Treatment success of the procedure is defined as the ability to pass a 16F flexible
cystoscope at 6 months’ post-treatment. If a 16F cystoscope cannot be passed, a 14F red
rubber catheter will be used.

A stricture is defined to be resolved when a 16F flexible cystoscope or a 14F rubber
catheter is able to be passed through the stricture.

20.17 Urinary Retention

Urinary retention, also known as ischuria, is a total lack of ability to urinate. Itis
sometimes referred to as acute urinary retention and typically has to be treated with a
catheter or stent to avoid serious complications of the bladder and/or kidney.

Acute urinary retention is expected immediately following treatment as the tissue
undergoes the healing process and will not be considered an AE. However, any
catheterizations or cystoscopies will be recorded in the CRF. Resolution is defined as a
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removal of the catheter without the need to reinsert it or use of intermittent self-
catheterization.

While catheterization in and of itself is not an AE, the reason for catheterization must be
evaluated for purposes of determining an AE.
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1. INTRODUCTION

1.1 Aims and scope

The European Association of Urology (EAU) Urethral Strictures Guidelines aim to provide a comprehensive
overview of urethral strictures in male, female and transgender patients. The Panel is aware of the geographical
variations in healthcare provision.

It must be emphasised that guidelines present the best evidence available to the experts; however,
following guideline recommendations will not necessarily result in the best outcome. Guidelines can never
replace clinical expertise when making treatment decisions for individual patients, but rather help to focus
decisions - also taking personal values and preferences/individual circumstances of patients into account.
Guidelines are not mandates and do not purport to be a legal standard of care.

1.2 Panel composition

The EAU Urethral Strictures Guidelines panel consists of an international multidisciplinary group of clinicians
with particular expertise in this area. All experts involved in the production of this document have submitted
potential conflict of interest statements which can be viewed on the EAU website: http://www.uroweb.org/
guideline/urethral-strictures/.

1.3 Available publications

Alongside the full text version, a quick reference document (Pocket Guidelines) is available in print and as
an app for iOS and Android devices. These are abridged versions which may require consultation together
with the full text version. All documents can be viewed through the EAU website: http://www.uroweb.
org/quideline/urethral-strictures/. A list of supplementary tables supporting this text can also be found
online, along with an appendix of abbreviations specific to this text: https://uroweb.org/guideline/urethral-
strictures/?type=appendices-publications.

1.4 Publication history

This document is a new Guideline first published in 2021. Additional information can be found in the general
Methodology section of this print, and online at the EAU website: http://www.uroweb.org/guideline/. A list of
associations endorsing the EAU Guidelines can also be viewed online at the above address.

2. METHODOLOGY

2.1 Methods
For the 2021 Urethral Strictures Guidelines, new and relevant evidence has been identified, collated and
appraised through a structured assessment of the literature. A broad and comprehensive literature search,
covering all sections of the Guidelines was performed. Databases searched included Medline, EMBASE, and
the Cochrane Libraries, covering a time frame between 2008 and 2019 and restricted to English language
publications. The panel defined by consensus inclusion and exclusion criteria for each topic before the scope
search. Detailed search strategies are available online: https://uroweb.org/guideline/urethral-strictures/.
Relevant literature prior to the 2008 scope search cut-off was allowed if it was estimated to be of
exceptional value by the panel. Relevant literature after the 2019 scope search cut-off was searched for by the
panel member dedicated to a specific topic.

For each recommendation within the guidelines there is an accompanying online strength rating form, the
basis of which is a modified GRADE methodology [1, 2]. Each strength rating form addresses a number of key
elements namely:
1. the overall quality of the evidence which exists for the recommendation, references used in
this text are graded according to a classification system modified from the Oxford Centre for
Evidence-Based Medicine Levels of Evidence [3];

2. the magnitude of the effect (individual or combined effects);

3. the certainty of the results (precision, consistency, heterogeneity and other statistical or
study related factors);

4. the balance between desirable and undesirable outcomes;

5. the impact of patient values and preferences on the intervention;

6. the certainty of those patient values and preferences.
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These key elements are the basis which panels use to define the strength rating of each recommendation.
The strength of each recommendation is represented by the words ‘strong’ or ‘weak’ [4]. The strength of
each recommendation is determined by the balance between desirable and undesirable consequences of
alternatives.

The Panel wants to highlight that “success” in urethral stricture treatment is poorly defined and subjective.
“Success” is usually defined as urethral patency, either subjective by the absence of voiding symptoms or
objective by imaging or urethral calibration. Despite urethral patency, the patient themselves might not consider
the treatment as successful because of functional consequences (e.g., post-void dribbling, erectile/ejaculatory
dysfunction, altered genital appearance). In this Guideline, the Panel agreed to avoid the term “success”.
Instead, the term “patency rate” or “stricture recurrence rate” will be used to clarify that only stricture
recurrence was taken into consideration (as assessed by the authors).

The Panel would like to stress that patency after urethral surgery is dependent on the general
principles of wound healing. These principles have stood the test of time and need to be respected at any time
[5]. Some examples:

- An anastomosis should be made between healthy urethral ends and without any tension.

A graft requires a well-vascularised graft bed with a close contact between the graft and graft bed

to promote imbibition and inosculation.

- If the full circumference of the urethral mucosa is destroyed, spontaneous regeneration will not take
place.

- Contraction and fibrosis in a wound stops only after it is covered by its epithelium.

The Panel conducted two systematic reviews to support guideline recommendations:

- What is the role of one-stage oral mucosa urethroplasty in the management of strictures due to male
Lichen Sclerosus (LS)?

- A systematic review of various free graft urethroplasty (FGU) techniques for the management of
bulbar urethral strictures.

- The results of these reviews are included in the 2021 Urethral stricture guidelines.

2.2 Review
The Urethral Strictures Guidelines were peer reviewed prior to initial publication in 2021.

23 Future goals

The results of the two systematic reviews will be submitted for publication in European Urology (Focus).
Summary papers of the guidelines will be drafted and submitted for publication to European Urology (Focus).
These papers will include the following topics:

° Diagnosis, peri-operative care and follow-up of urethral strictures

° Treatment of strictures in females and transgender patients

° Treatment of male strictures

An update of the strictures guideline will be conducted when deemed necessary, but at latest after five years.
Further systematic reviews will be conducted after approval of the Guidelines Office.

3. DEFINITION, EPIDEMIOLOGY, AETIOLOGY
AND PREVENTION

3.1 Definitions

In males, a urethral stricture refers to a narrowed segment of the anterior urethra due to a process of fibrosis
and cicatrisation of the urethral mucosa and surrounding spongiosus tissue (“spongiofibrosis”) [6, 7]. In the
male posterior urethra, there is no spongiosus tissue and at this location the terms stenosis is preferred
[6, 7]. The definition of meatal stenosis is generally accepted as a short distal narrowing at the meatus, without
involvement of the fossa navicularis [7].

There is no universal definition for what constitutes a female urethral stricture (FUS). Female urethral stricture is
defined by most authors as a ‘fixed anatomical narrowing’ causing reduced urethral calibre [8, 9]. This reduced
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urethral calibre is variously defined as between < 10 Fr to < 20 Fr [10, 11] with the majority of series defining
< 14 Fr as diagnostic, compared with a ‘normal’ urethral calibre of 18-30 Fr.

In transgender patients, the term stricture is also used to define a narrowing of the reconstructed urethra
despite the absence of surrounding spongious tissue.

3.2 Epidemiology

In males, a sharp increase in incidence is observed after the age of 55 years, with a mean age of 45.1 [12, 13].
Overall, the incidence is estimated to be 229-627 per 100,000 males [12]. The anterior urethra is most
frequently affected (92.2%), in particular the bulbar urethra (46.9%) [13].

In females, 2-29% of patients presenting with refractory lower urinary tract symptoms (LUTS) have bladder
outflow obstruction (BOO) [14-17] of whom 4-20% will have a urethral stricture [16-18]. True FUS therefore
occurs in 0.08-5.4% of women with refractory LUTS. There is a markedly increased incidence in women over
64 years old [19].

In children, most strictures are traumatic: related to iatrogenic causes in 27.8-48% and external trauma in
34-72% [20]. Less frequent congenital (13%), inflammatory (4%), or post-infectious strictures (1%) are seen.
The bulbar urethra is the most frequently affected part of the urethra [20].

After hypospadias repair, meatal stenosis and urethral strictures are reported in 1.3-20% of cases, depending
on the severity of the hypospadias and the technique used [21]. There is a significantly higher incidence of this
type of strictures in well-resourced countries due to a higher surgical repair rate [22].

Up to 18% of all urethral strictures have been reported to involve the meatus or fossa navicularis usually due
to failed hypospadias repair (FHR), lichen sclerosus (LS), trauma/instrumentation or idiopathic causes [23-26].

Meatal stenosis post-circumcision has been reported in less than 0.2% of children undergoing circumcision as
neonates [12].

In female-to-male (FtM) transgender patients (“trans men”), approximately 51% will suffer a urethral stricture
[27]. Strictures almost exclusively arise at the neomeatus in male-to-female (MtF) transgender patients (“trans
women”) and occur in 14.4% of cases [28].

3.3 Aetiology and prevention

Stricture aetiology differs significantly throughout different regions in the world, due to differences in healthcare
quality and environmental and practice patterns [22]. Regardless of geography, urethral stricture disease
adversely impacts physical health and quality of life (QoL) [29, 30], notwithstanding costs associated with the
treatment of primary and recurrent disease [31, 32]. The rationale for preventing urethral strictures is to avoid
morbidity to the individual and costs to society. Prevention of urethral strictures encompasses reducing the
causes of stricture (e.g., infection, trauma, iatrogenic injury) and where this is not possible mitigating the risk.

3.3.1 Aetiology and prevention in males

a. Sexually transmitted infection

Urethritis due to sexually transmitted infection (STI), in particular gonorrhoea, was previously a major cause of
urethral strictures in well-resourced countries accounting for 40% of all cases [33]. The wide-scale promotion
of safe sexual practices and easier access to sexual health services, resulting in timely treatment with
antimicrobials, is thought to have led to the considerable reduction in the problem [33]. Infective urethritis
now accounts for 0.9% to 3.7% of cases in contemporary series from well-resourced countries [33, 34] but
continues to be the major cause of strictures in low-resourced countries comprising 41.6% of all strictures [35].

Summary of evidence LE
Access to investigation and treatment of STl is associated with a temporal decline in the incidence of |3
infective urethritis related strictures.

Recommendation Strength rating
Advise safe sexual practices, recognise symptoms of sexually transmitted infection and Strong
provide access to prompt investigation and treatment for men with urethritis.
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b. Inflammation

Lichen sclerosus involves the urethra in 20% of cases [36] and is the most common cause of panurethral
stricture disease (48.6%) [13]. The aetiology of LS has not been fully elucidated but is thought to be have an
autoimmune origin [37]. Lichen sclerosus may be associated with environmental factors and non-autoimmune
comorbidities. Uncircumcised men are far more likely to suffer LS than circumcised men [age-adjusted odds
ratio (OR) of 53.55; (95% confidence interval (Cl): 7.24-395.88] [38]. Lichen sclerosus is also associated
with higher mean body mass index (BMI), diabetes mellitus, coronary artery disease, tobacco usage,
hyperlipidaemia, and hypertension [39-41].

c. External urethral trauma

External trauma to the urethra is the second most common cause of stricture formation in adults [33]. The
urethra is vulnerable to trauma during certain activities including sport, driving a vehicle, sexual intercourse and
during combat. The bulbar urethra is the site most frequently affected by blunt trauma [7], usually as a result
of straddle injuries or kicks to the perineum. Penile fracture is associated with a urethral injury in 15% of cases
[42]. Motor vehicle accidents are the main cause of blunt injuries to the posterior urethra associated with pelvic
fractures [43]. Penetrating injuries of the urethra are uncommon during non-combat situations [44].

d. latrogenic urethral injury

latrogenic injury to the urethra is one of the most common causes of strictures in well-resourced countries
[13, 33] accounting for 32% to 79% of all strictures [33, 45]. In children, specifically iatrogenic causes were
identified in 6.7-25% of cases [46]. Preventing iatrogenic urethral injury represents the main way in which
urologists can prevent urethral strictures. latrogenic urethral injury most commonly results from urethral
instrumentation (e.g., catheterisation, cystoscopy), surgery for benign prostatic obstruction (BPO), surgery for
prostate cancer, or radiotherapy [34].

d.1 Urethral catheterisation

Urethral strictures are a recognised complication of urethral catheterisation accounting for 11.2-16.3% of all
strictures [13, 33]. In a meta-analysis by Hollingsworth and colleagues the pooled percentage of patients who
developed urethral stricture or erosion after short-term catheterisation (< 3 weeks) in higher quality studies
was 3.4% (Cl: 1.0% to 7.0%) [47]. In studies comprised mainly of men with spinal cord injury with indwelling
urethral catheters, the pooled estimate of urethral stricture or erosion was 8.7% (CI: 0.0%-18.7%) [47].

Urethral strictures following catheterisation may arise as a consequence of injury during attempts at insertion
or during the period a catheter remains in situ. During insertion the urethra may be injured by formation of a
false passage by the catheter tip (29.7%) or inflation of the balloon within its lumen (70.3%) [48]. The rate of
urethral injuries due to catheterisation was found to be 3.2 per 1,000 inpatients [49]. A six-month prospective
multicentre study found that of 37 patients with catheter-related urethral trauma referred to urologists, 24%
continued to perform intermittent self-dilatation (ISD) once weekly and 11% required at least one urethral
dilation for urethral stricture [50]. In another follow-up study of 37 patients with catheter-related urethral trauma,
78% of patients developed urethral stricture [48]. The most common locations of trauma are the bulbar and
posterior urethra [51].

Catheter-related trauma can be prevented through several measures [52]. Studies have indicated around 25%
of all indwelling catheterisations in hospitals were unnecessary and inappropriate [53, 54]. Implementation of
guidelines [55, 56] and specific criteria [57] have been shown to reduce catheterisation rates. Several studies
have identified deficits’ in the knowledge of urethral catheterisation amongst resident doctors [58, 59]. This is
postulated to be a factor in catheter-related trauma [59]. A targeted training program on urethral catheterisation
for nursing staff was shown to be effective in reducing iatrogenic urethral injuries in a prospective single
institution study [49].

In addition to guidance and education, another approach to safer catheterisation is modification of the
standard Foley catheter. A novel catheter balloon pressure valve safety system was developed to prevent
balloon inflation injury though this has not been assessed in comparative studies [60, 61]. Bugeja et al. studied
the use of urethral catheterisation device (UCD) incorporating a guidewire, in prospective observational cohort
study that included 174 patients. The incidence of adverse events was 7% with standard Foley catheterisation
vs. 0% with the UCD (no statistical analysis was performed) [62]. A further prospective observational study
found that Seldinger technique catheterisation could be used successfully by non-urology trained doctors [63].
These technologies need to be further assessed in prospective randomised studies incorporating cost-benefit
analysis.
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Catheter diameter is suggested as a possible contributing factor to urethral stricture due to a pressure effect
on the urethral wall [64]. Decreasing the catheter size from 22 Fr to 18 Fr significantly decreased the risk of
fossa navicularis strictures (6.9% vs. 0.9%, p=0.02) after radical prostatectomy (RP) [65]. Catheter material may
also have an influence on the occurrence of stricture. In the 1970s/80s several comparative studies in patients
undergoing cardiac surgery demonstrated that non-coated latex catheters were associated with a greater
incidence of urethritis and more stricture formation than silicone catheters [66-68]. Other studies showed no
difference [69-71]. Modern latex catheters have polymeric coatings [72] due to the concern with regards to
stricture alongside the risk of hypersensitivity and the demonstrable in vitro toxicity of latex. Prolonged urethral
catheterisation has also been implicated in the aetiology of stricture (e.g., poly-trauma, burns patients) [45].

Summary of evidence LE
A significant proportion of catheter insertions in hospitalised patients were considered unnecessary. 2b
Education programs can reduce the incidence of catheter-related urethral injury. 2a
Larger catheter size was associated with a greater risk of navicular fossa strictures. 3
Non-coated latex catheters are associated with a greater degree of urethritis and possibly a greater 1a
risk of urethral strictures than non-latex catheters or coated latex catheters.

Recommendations Strength rating
Avoid unnecessary urethral catheterisation. Strong
Implement training programmes for physicians and nurses performing urinary catheterisation. | Strong

Do not use catheters larger than 18 Fr if urinary drainage only is the purpose. Weak

Avoid using non-coated latex catheters. Strong

d.2 Transurethral prostate surgery

Urethral stricture following transurethral prostate surgery occurs in between 4.5% to 13% of patients [73],
whereas bladder neck stenosis (BNS) occurs in between 0.3% to 9.7% ([74]. Transurethral surgery is the
most common cause of iatrogenic urethral stricture accounting for 41% of all causes [45]. The most common
location for urethral stricture is the bulbomembranous urethra, followed by the fossa navicularis and penile
urethra [75, 76]. Postulated mechanisms include friction at the penoscrotal junction, lack of adequate
lubrication, repetitive ‘in and out’ movement of the resectoscope, breach of mucosal integrity leading to urine
extravasation and monopolar current leak due to inadequate resectoscope insulation [77]. Bladder neck
stenosis may be related to excessive and/or circumferential resection and the use of relatively large resection
loops which may generate excessive heat in small intraurethral adenomas leading to scarring [74, 78]. Stenoses
of the posterior urethra may also be due to a prolonged period of post-operative inability to void [79].

d.2.1 Risk factors for development of urethral stricture and bladder neck stenosis

Several risk factors for the development of urethral stricture and BNS following transurethral prostate surgery
have been identified. Both prostatic inflammation (OR: 4.31) and operative time > 60 min (OR: 4.27) were found
to be independent predictors of stricture after monopolar transurethral resection of prostate (TURP) [80]. In
terms of bipolar TURP, slower resection rate (OR: 0.003), intraoperative urethral mucosa rupture (OR: 2.44)
and post-operative infection were shown to be independent predictors (OR: 1.49) [81, 82]. A larger-calibre
endoscopic sheath (26 Fr vs. 24 Fr) was associated with a greater risk of bulbar urethral stricture following
monopolar TURP (11.4% vs. 2.9%, p=0.018) [83]. Room temperature irrigation solution was associated with
a greater risk of urethral stricture following combined transurethral resection and vaporisation of the prostate
compared to body temperature irrigation (21.3% vs. 6.3%, p=0.002) [84].

Bladder neck stenosis is known to occur more frequently in smaller prostate glands after both monopolar and
bipolar TURP [85, 86]. Lee et al. found that adenoma weight was an independent risk factor for BNS after
monopolar TURP [86]. Meanwhile, Tao et al. found total prostate volume (< 46.2 g) (OR: 1.5), but not resected
gland weight, to be an independent risk factor [81].

d.2.2 Incidence of urethral stricture and bladder neck stenosis with different energy modalities

A systematic review and meta-analysis by Cornu et al. showed no significant differences in urethral stricture
and BNS rates by energy modality (monopolar, bipolar, holmium laser enucleation, photoselective vaporisation)
[73]. In another meta-analysis assessing outcomes of thulium (Tm:Yag) laser and bipolar TURP, no difference
in urethral stricture and BNS rates were found between the two modalities [87]. The presence of potentially
confounding factors such as endoscopic sheath diameter, energy setting used, procedural length and length
of follow-up make inter-study comparisons between energy modalities problematic. Overall, there is no strong
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evidence that any single modality is associated with a clinically significant higher incidence of urethral stricture
and BNS than others. Selection of modality should be based on a comprehensive evaluation of clinical safety
and efficacy. A summary of incidences of urethral stricture and BNS with different modalities is presented in
Table 3.1.

Table 3.1: Incidence of urethral stricture and bladder neck stenosis by transurethral modality
(adapted from Chen et al. 2016 [74])

Modality Urethral stricture Bladder neck stenosis
Transurethral resection of prostate (TURP) 1.7t0 11.7% 2.41t09.7%

- monopolar and bipolar

Holmium enucleation of the prostate (HoLEP) 1.4t04.4% 0t05.4%
Photo-selective vaporisation (PVP) 0t04.4% 1.4t03.6%

d.2.3 Interventions to prevent urethral stricture and bladder neck stenosis

Sciarra and colleagues conducted a single-blind randomised control trial (RCT; n=96) to assess the use of
rofecoxib for stricture prevention following TURP. At twelve months follow-up a urethral stricture was found
in 17% and 0% of cases in the placebo and rofecoxib groups, respectively (p=0.0039) [88]. Chung et al.
conducted a single blinded RCT (n=180) evaluating the effect of urethral instillation of hyaluronic acid (HA)
and carboxymethylcellulose (CMC). Urethral stricture on urethrography was diagnosed in 1.25% and 8.64% of
patients in the treatment and placebo group respectively (p=0.031). Further randomised studies are needed to
confirm these findings and the safety of the pharmacological interventions.

Several earlier comparative studies assessed whether routine preliminary urethrotomy with an Otis urethrotome
prevented the incidence of stricture following TURP [89-92]. Only one of these reported at least twelve
month follow-up, finding no significant difference in stricture rate in patients undergoing TURP alone vs. Otis
urethrotomy followed by TURP (21% vs. 14%) [93]. Others have suggested performing internal urethrotomy
where there is pre-existent meatal or urethral strictures [94].

Adjunctive transurethral incision of the prostate (TUIP) at the end of TURP to reduce the rates of BNS
was studied by Lee and colleagues [86]. A total of 1,135 patients of whom 667 underwent TURP and 468
underwent TURP plus TUIP were retrospectively studied. At median follow-up of 38 months, the incidence of
BNS was 12.3% for the TURP group vs. 6.0% for the TURP plus TUIP group (p < 0.001). In glands < 30 g, the
incidence of BNS in the TURP vs. the TURP plus TUIP group was 19.3% and 7.7%, respectively (p < 0.05). The
clinical efficacy and safety of additional surgical interventions to prevent urethral stricture and BNS need to be
confirmed in larger prospective RCTs before their use can be recommended.

Summary of evidence LE
An RCT with more than twelve months follow-up failed to demonstrate a significant reduction in 1b
stricture rate using routine urethrotomy prior to TURP.

Recommendation Strength rating
Do not routinely perform urethrotomy when there is no pre-existent urethral stricture. Strong

d.3 Radical prostatectomy
Radical prostatectomy has been associated with vesico-urethral anastomosis stricture (VUAS) in between
0.5% to 30% of patients [74], though most modern series report it in the range of 1% to 3% [95]. The risk of
stricture formation after salvage RP is notably higher (22-40%) [96]. Most VUAS develop within the first two
years [96, 97]. A 2012 meta-analysis by Tewari et al. showed no significant difference in VUAS between open-,
laparoscopic and robotic RP [98]. In contrast, a more recent analysis of a national cohort in the UK found
that VUAS rate after robotic RP was 3.3%, which is significantly lower than following laparoscopic (5.7%) or
open RP (6.9%) [99]. These findings are consistent with an earlier similar study conducted in the USA [100].
The difference in VUAS rates may be explained by the level of experience and surgical volume of surgeons
[101]. The cohort studies represent “real world” data, including all levels of surgical experience and surgical
volumes whereas the meta-analysis is based on clinical studies. Thus the better outcomes for robotic RP in the
population studies may be related to the shorter learning curve [102].
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d.3.1 Risk factors for development of vesicourethral anastomosis strictures

These include higher grade cancer, more advanced stage, higher prostate volume, coronary artery disease,
obesity, hypertension, diabetes mellitus, previous bladder outlet surgery and older age [95, 103, 104]. Surgical
factors include use of non-nerve-sparing technique, anastomotic urine leak, increased operative time and
increased estimated blood loss [95, 103, 104]. In addition, low-volume surgeons (< 40/year) were shown to
have higher VUAS rates, 27.7%, compared to high-volume surgeons (> 40/year), 22% [105].

d.3.2 Interventions to prevent vesicourethral anastomosis strictures

Srougi et al. studied bladder neck mucosal eversion in a prospective RCT of 95 patients. No significant
difference was found in rates of VUAS at twelve months follow-up [106]. A meta-analysis by Kowelewski et
al. comparing interrupted vs. continuous vesico-urethral anastomosis suturing found no difference in VUAS
rates [107]. Another systematic review by Bai et al. compared barbed sutures to conventional sutures, although
heterogeneity across studies precluded meta-analysis, no patients developed VUAS with either approach [108].

d.4 Prostate radiation and ablative treatments

Urethral strictures occur in 1.5% of patients undergoing external beam radiation therapy (EBRT), 1.9% having
brachytherapy (BT) and 4.9% who receive combination EBRT-BT at around four years follow-up [109]. These
strictures typically occur in the bulbomembranous urethra [110]. As opposed to RP, stricture incidence after
irradiation increases with time [96, 109]. For the ablative treatments, the stricture incidence after cryotherapy
and high-internsity focused ultrasound (HIFU) is 1.1-3.3% and 1-31%, respectively [96]. The use of these
treatment modalities in the salvage setting is associated with increased risk of stricture formation: 3-10% after
salvage EBRT, 5-12% after salvage cryotherapy and 15-30% after salvage HIFU [96]. Due to the increasing
utilisation of prostate irradiation (EBRT, BT) and ablative treatments (cryotherapy, HIFU), an increasing number
of respectively radiation-induced and ablative treatment-induced strictures are expected [111].

d.4.1 Risk factors for the development of radiation strictures

Awad et al., performed a multivariate meta-regression analysis including 46 studies, finding combining ERBT
+ BT and length of follow-up to be significant predictors of urethral stricture following prostate radiation [109].
Factors not shown to predict urethral stricture included biochemical equivalent dose, age and androgen
deprivation therapy [109]. Previous TURP was not included in the analysis, but has been found to be
independent predictor of stricture (HR: 2.81) in a previous multivariate analysis from a single institution [112] as
has PSA level < 10 ng/ml (HR: 0.47) [113].

d.4.2 Interventions to prevent radiation induced urethral strictures

Delaying adjuvant or salvage EBRT by nine months is associated with lower rates of urethral stricture (HR
0.6) [114]. This has to be balanced with risk of delaying treatment in terms of cancer control [74]. In BT, it
has been reported that downward movement of needle applicators occurs between fractions [115]. This may
explain why strictures occur below the prostatic apex [113] in the so called “hot spot” [116]. Several measures
taken together are thought to have contributed to a reduction in urethral stricture formation with BT including
reduction of dose to the “hot spot”, more careful needle placement, avoiding midline insertion and the
introduction of plastic needles rather than steel [109].

e. Failed hypospadias repair.

Although urethral strictures after hypospadias repair are sometimes considered as iatrogenic [33], they are a
very specific subtype and should be considered as a separate entity. The main reasons for this are the absence
of spongiosus tissue at different levels within the penile urethral segment, and the lack of high-quality local
tissues for urethral reconstruction [117].

f. Congenital

The diagnosis of a congenital urethral stricture can only be made in the absence of other possible aetiology,
such as iatrogenic, inflammatory and traumatic causes [20]. Congenital strictures are thought to be consequent
to incomplete or incorrect fusion of the urethra formed from the urogenital sinus with the urethra formed
following closure of the urethral folds. They typically have a deep bulbar location and are usually short. In
general, congenital strictures are diagnosed at a young age (Moorman’s ring or Cobb’s collar).

g. Idiopathic

Idiopathic strictures are seen in 34% of all penile strictures and in 63% of all bulbar strictures [118].
Unrecognised trauma is thought to be a possible aetiology of idiopathic urethral strictures [22].
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3.3.2 Aetiology in females

The cause of FUS was idiopathic in 48.5%, iatrogenic in 24.1%, resulting from prior urethral dilations, difficult/
traumatic catheterisation with subsequent fibrosis, urethral surgeries (mainly diverticulum surgery, fistula repair
and anti-incontinence procedures) and trauma (mainly following pelvic fracture) in 16.4% [119-131]. Radiation
therapy and infections are rare causes of FUS [132]. The commonest segment of urethra affected is the mid- or
mid-to-distal (58%). Panurethral strictures are rare (4%) [10, 119, 121, 122, 124-126, 131, 133].

For further information see online supplementary Tables S3.1 and S3.2.

4. CLASSIFICATIONS

41 According to stricture location
Classification according to stricture location is important as this will affect further management.

4.1.1 In males

4.1.1.1 Anterior urethra

The anterior urethra runs from the meatus to the urogenital diaphragm and is surrounded in its entire length by
the corpus spongiosum [6, 134]. Further subdivision is made in three different areas (from distal to proximal) [7]:

Meatal strictures: these strictures are located at the external urethral meatus and may extend into the fossa
navicularis of the glans.

Penile strictures: these are located in the segment between the fossa navicularis and the bulbar urethra.
Externally, the penile urethra begins approximately at the balanopreputial sulcus and continues to the
penoscrotal junction. The whole penile urethral segment lies in the groove ventral to corpora cavernosa and is
surrounded by a thin layer of corpus spongiosum.

Bulbar strictures: the bulbar urethra starts at the penoscrotal junction and is surrounded by the bulbospongious
muscle. It ends in the membranous urethra proximally at the level of the urogenital diaphragm. The bulbar
urethra can be subdivided into a proximal and distal part. The proximal bulbar urethra is defined as the
segment within 5 cm of the membranous urethra; the urethra lies eccentrically in this part with abundant ventral
spongious tissue. The distal bulbar urethra is defined as the adjoining segment extending to the penoscrotal
junction [135]. Strictures extending towards the membranous urethra are termed bulbomembranous strictures
(BMS).

Penobulbar strictures: these extend from the penile urethra into the bulbar segment, compromising long
segments of urethra.

The difference between penobulbar strictures and multifocal strictures should be noted. The latter are defined
by two or more narrowed segments, either in the same or different subdivision of the urethra but preserving
healthy lengths of urethra between them (e.g., iatrogenic strictures related to TUR procedures which typically
affect the fossa navicularis and the penoscrotal junction with healthy urethra in between).

4.1.1.2 Posterior urethra
The posterior urethra is approximately 5 cm long, with three different segments [7]:

e The membranous urethra is the area of the urethra traversing the urogenital diaphragm, between the
proximal bulbar and the distal verumontanum.

e The prostatic urethra runs through the prostatic gland, starting at the proximal membranous urethra and
extending to the bladder neck.

e The bladder neck is surrounded by the internal urinary sphincter and is the junction between the prostatic
urethra and the bladder. Stenosis (or contracture) of the bladder neck implies a prostate in situ (i.e., after
TURP or simple prostatectomies). If the narrowing or obliteration appears at this level but after a RP, the
correct term is VUAS [7].
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4.1.2 In females
The female urethra is approximately 4 cm long and arbitrarily divided in an upper, mid and lower part [10, 119,
121, 122, 124-126, 131, 133].

4.2 According to stricture tightness

The definition of low- vs. high-grade strictures remains debatable [136-138]. A urethral plate less than 3 mm is
considered a high-grade or tight stricture [139]. It has been demonstrated with a normally functioning bladder
that flow rate will not diminish until the urethral lumen has a diameter below 10 Fr [137].

Table 4.1, presents a suggested classification for male patients with a normal functioning bladder. This
classification was developed by the EAU Urethral Stricture Panel based on a consensus process.

Table 4.1: EAU classification according to the degree of urethral narrowing

Category Description Urethral lumen (French [Fr]) Degree

0 Normal urethra on imaging - -
1 Subclinical strictures Urethral narrowing but = 16 Fr Low
2 Low grade strictures 11-15 Fr
3 High grade or flow significant strictures 4-10 Fr High
4 Nearly obliterative strictures 1-3 Fr
5 Obliterative strictures No urethral lumen (0 Fr)

4.3 Strictures in transgender men and woman

4.3.1 Trans women

After male-to-female gender confirming surgery, the penile urethra has been resected. Meatal strictures are
defined as strictures occurring at the neomeatus, which is formed between the junction of the distal bulbar
urethra and the neovagina. The other segments (bulbar and posterior) are the same as in a biological man.

4.3.2 Trans men
Four different areas can be identified in the urethra after female-to-male gender confirming surgeries [140]:

° The native urethra is the female urethral segment which remains preserved during surgery. It goes from
the bladder neck to the original external meatus.

° The fixed part (pars fixa) or perineal urethra follows the native urethra, starting at the original external
meatus. This segment is reconstructed using local tissues, typically vestibular mucosa or anterior vaginal
mucosa. Its course is similar to the bulbar urethral segment in males, but without being covered by
spongiosal tissue.

° The anastomotic part is the area where the pars fixa joins the neophallus.

° The phallic urethra is the segment located within the neophallus or the metoidioplasty and is usually
made of skin tube. Its course is similar to the penile urethra in males, but without being covered by
spongiosal tissue.

5. DIAGNOSTIC EVALUATION

A comprehensive diagnostic evaluation of urethral stricture disease encompasses clinical history and
examination, urinalysis (+/- culture), uroflowmetry and post-void residual (PVR) assessment, radiography and
endoscopy.

5.1 Patient history
The purpose of history taking is to assess symptoms including severity and duration, possible aetiology, prior
treatments, complications, associated problems, and patient factors that may impact upon surgical outcome.

The clinical presentation of urethral stricture disease is varied. In a retrospective analysis of 611 patients with
an endoscopically confirmed diagnosis of urethral stricture, LUTS were the most common presentation (54.3%)
followed by acute urinary retention (22.3%), urinary tract infection (UTI) (6.1%) and difficult catheterisation
(4.8%) [141]. In a retrospective study of 214 patients who underwent anterior urethroplasty, weak stream was
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reported as the most common individual LUTS (49%) followed by incomplete emptying (27%) and urinary
frequency (20%) [142]. A further retrospective series of 614 patients undergoing anterior urethroplasty found
post-void dribble to be present in 73% [143].

Genitourinary pain is a common feature, affecting 22.9-71% [29, 141]. Pain may be felt in the bladder and/or
urethra, is associated with more severe LUTS, is more likely to be felt by younger men and resolves in most
following reconstruction [29]. Other complaints include spraying (9%), visible haematuria (3.1-5%), urethral
abscess/necrotising fasciitis (2.3%), urgency (14%) and incontinence (1-4%) [141, 142].

To establish aetiology, an enquiry about a history of pelvic, genital or perineal trauma, prior instrumentation,
prior surgeries, irradiation or focal therapies and urethritis should be made. It is important to document prior
surgical approaches and date of the most recent intervention (e.g., dilatation) as this may impact upon the
timing of radiological evaluation or surgical treatment.

Problems of sexual function are common in patients with urethral stricture disease [144, 145] and sexual
function may be impacted upon by surgical intervention [146, 147], hence the status of erectile and ejaculatory
function should be established and documented using validated tools.

The performance status of the patient should be determined as it may influence the choice of treatment
(curative or palliative). A past medical history should assess for factors that may impact upon tissue healing
including diabetes, immunosuppression and smoking. Oral tobacco use or the chewing of betel leaves may
increase the risk of morbidity at the harvest site or render oral mucosa too poor for use. Prior harvest of
oral mucosa should be noted as alternative sources for tissue transfer may need to be considered [148] or
alternative surgical approaches (e.g., perineal urethrostomy [PU]).

5.2 Physical examination

The abdomen should be examined for the presence of a palpable bladder. The location of any suprapubic
tube should be noted to assess its potential utility for antegrade cystoscopy or the placement of a sound (to
facilitate repair) [149]. Examination of the genitalia should note the presence of foreskin, the position and size
of the meatus as well as any evidence of scarring suggestive of LS. Pre-operative biopsy to confirm LS may be
performed if this alters management and is essential if malignancy is suspected [150].

The presence of penile or perineal fistulae should be noted. The urethra should be palpated to assess
for induration suggestive of significant fibrosis. Rarely a mass may signify a urethral carcinoma. A rectal
examination to assess for prostatic pathology, which may be the cause of urinary symptoms, should be
undertaken. In patients with posterior urethral stenosis rectal adherence to the prostate and the mobility of
the surrounding tissues should be assessed [151]. The oral cavity should be examined for the suitability of
oral mucosa. Measurement of BMI will identify obese individuals who are at greater risk of leg compartment
syndrome when placed in the lithotomy position for a prolonged time period [152]. Assessing hip mobility is
important when considering an exaggerated lithotomy position as some patients may have limited hip flexion
due to unresolved orthopaedic problems [149].

5.2.1 Further diagnostic evaluation

5.2.1.1 Patient reported outcome measure (PROM)

The first validated urethral stricture surgery PROM (USS-PROM) was reported in 2011 [153]. It consists of
six LUTS questions derived from the International Consultation on Incontinence Questionnaire Male LUTS
(ICIQ-MLUTS) module, a LUTS-specific QoL question, the Peeling voiding chart and the EQ-5D to assess
overall health-related QoL (HRQoL). The post-operative questionnaire contains an additional two questions
to assess overall patient satisfaction. This PROM has been validated in several other languages (German,
Spanish, Italian, Dutch, Turkish, Polish, Japanese) and is increasingly used in research studies as well as
clinical practice. A further PROM is in development in North America but requires validation [154] (see section
11. Follow-up).

Summary of evidence LE
A specific urethral stricture surgery patient reported outcome measure was found to have 2a
psychometric validity in the assessment of patient-derived benefit from surgical intervention for
urethral stricture disease.

Sexual dysfunction is prevalent in patients with urethral strictures and sexual function can be affected |3
by surgical management of urethral stricture.
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Recommendations Strength rating
Use a validated patient reported outcome measure (PROM) to assess symptom severity and | Strong

impact upon quality of life in men undergoing surgery for urethral stricture disease.
Use a validated tool to assess sexual function in men undergoing surgery for urethral Strong
stricture disease.

5212 Urinalysis and urine culture

Urinalysis is an essential component of the work up of patients with LUTS. If infection is suggested, urine
culture should be performed to confirm the diagnosis and identify the causative organism and sensitivity to
antibiotics. Bacteriuria should be treated prior to surgical intervention to prevent peri-operative sepsis [155]
(see section 10. Peri-operative care).

52.1.3 Uroflowmetry and post-void residual estimation

A reduced maximum flow rate with a prolonged plateau is characteristic of the constrictive obstruction caused by
urethral stricture. However, interpretation of flow patterns is subjective and is not considered a reliable screening
tool for the detection of stricture [156]. To overcome this, a statistical model based on uroflowmetry parameters
was developed and was found to predict urethral stricture with a sensitivity of 80-81% and a specificity of
77-78% [156]. Uroflowmetry is usually combined with ultrasound (US) estimation of PVR to identify patients with
urinary retention who may require emergent bladder drainage. Uroflowmetry parameters can also be used for
monitoring patients and in the assessment of treatment response (see section 11. Follow-up).

Urodynamic studies are not indicated in the vast majority of patients with urethral stricture disease. In patients
with suspected bladder dysfunction (e.g., severe storage LUTS, history of irradiation or neurological disease),
an assessment of bladder function may help surgical decision making and patient counselling. Similarly, when
there is concern that flow impairment or increased PVR are due to detrusor underactivity or an acontractile
detrusor, a urodynamic study may help predict the likelihood that the patient would need to perform
intermittent self-catheterisation (ISC) post-operatively. The only urodynamic parameter found to distinguish
a diagnosis of urethral stricture from BPO is urethral closure pressure which is lower in the former due to the
constrictive nature of the obstruction (22.07 vs. 28.4 cm H,0, p=0.0039, r=0.61, BPO vs. stricture) [157].

Summary of evidence LE
Uroflowmetry pattern interpretation by use of a statistical model was found to be predictive of urethral |3
stricture disease.

Recommendation Strength rating
Perform uroflowmetry and estimation of post-void residual in patients with suspected Strong
urethral stricture disease.

5214 Urethrography
Retrograde urethrography (RUG) has widely been used as the investigation of choice for evaluating the stricture
presence, location, length and any associated anomalies (e.g., false passages, diverticula) [158].

The reported sensitivity and specificity of RUG in the diagnosis of strictures is 91% and 72%, respectively
[159]. The positive predictive value (PPV) was 89% and the negative predictive value (NPV) was 76% [159].
Most reports suggest that RUG underestimates stricture length [160, 161]. Interpretation of RUG findings by
urologists were found to be more accurate at predicting urethral stricture location and length as compared to
evaluation by an independent physician [162].

Limitations of RUG include difficulty assessing very distal strictures and assessing the proximal extent of
strictures which are too narrow to permit passage of adequate contrast. Combining a RUG with voiding
cystourethrography (VCUG) can allow adequate visualisation of the urethra proximal to the stricture and a more
accurate assessment of stricture length in (nearly) obliterative strictures, stenoses and gap in pelvic fracture
urethral injury (PFUI) [163, 164]. In addition, urethrography provides only a two-dimensional assessment of
stricture and the results may be affected by the amount of penile stretch [165], degree of pelvic rotation and
patient body habitus [166]. Risks of the procedure include infection, discomfort [157], contrast reaction from
intravasation of contrast [167] in addition to the risk of radiation exposure. Urethrographic clamp devices
(Brodny, Knutson) are available and were found to be less painful than using the Foley catheter technique [172].
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Summary of evidence LE
Retrograde urethrography is a widely available and easy to perform method of diagnosing and 2a
assessing urethral stricture but may underestimate stricture length.
Retrograde urethrography alone is not able to assess stricture length (or gap) in obliterative strictures |2a
or stenosis.

Urethrographic clamp devices are less painful than using the Foley catheter technique. 2a
Recommendations Strength rating
Perform retrograde urethrography to assess stricture location and length in men with Strong

urethral stricture disease being considered for reconstructive surgery.

Combine retrograde urethrography with voiding cystourethrography to assess (nearly)- Strong
obliterative strictures, stenoses and pelvic fracture urethral injuries.

Use clamp devices in preference to the Foley catheter technique for urethrographic Weak
evaluation to reduce pain.

5.2.1.5 Cystourethroscopy

Cystourethroscopy allows for accurate visual detection of a suspected stricture or can rule out a stricture
as cause of obstructive voiding [159]. It can detect narrowing of the urethral lumen before changes in
uroflowmetry and symptoms [138]. Cystourethroscopy can also assess the presence of LS or other pathology
but cannot usually assess stricture length as the calibre of most cystoscopes is greater than most symptomatic
strictures [168]. To overcome this, use of smaller calibre ureteroscopes (6.5 Fr and 4.5 Fr) has been reported
[168]. This also allows an assessment of the bladder prior to surgery and may identify other pathology such as
bladder stones. Cystourethroscopy is particularly helpful for diagnosing proximal BMS which may be missed
on RUG [169].

Retrograde urethroscopy combined with antegrade cystoscopy via the suprapubic tract may be used to
evaluate PFUI and plan the surgical approach. It allows an assessment of the length of the defect, the
competence of the bladder neck, the involvement of the bladder neck in scarring in addition to identifying
the presence of bony spicules or other abnormalities (e.g., fistulae, stones) [170]. Combined retrograde and
antegrade cystoscopy was found to provide similar estimates of length of urethral defect in patients with
PFUI as combined retrograde and antegrade cystourethrography, but was more likely to detect fistulae, false
passages and calculi [170].

Summary of evidence LE
Cystourethroscopy will reliably detect the presence of a urethral stricture. 3
Combined retrograde urethroscopy and antegrade cystoscopy is more accurate than retrograde and |3
voiding cystourethrography at identifying associated abnormalities such as fistulae, false passages
and calculi in patients with PFUI.

Recommendations Strength rating
Perform cystourethroscopy as an adjunct to imaging if further information is required. Weak

Combine retrograde urethroscopy and antegrade cystoscopy to evaluate pelvic fracture Weak

urethral injuries as an adjunct to imaging if further information is required.

5.2.1.6 Ultrasound
Ultrasound of the urethra or sonourethrography (SUG) provides a non-invasive three-dimensional assessment
of anterior urethral stricture disease; including stricture location, length and the degree of associated
spongiofibrosis [171].

Several studies have compared SUG to RUG and cystoscopic or intraoperative findings. Sonourethrograpy
was found to be more accurate at diagnosing stricture presence compared to RUG [172, 173].
Sonourethrography was also found to more accurately estimate stricture length (94% correlation with
intraoperative findings) than RUG (59% correlation with intraoperative findings) (p < 0.001) [161]. A further
study showed similar findings and found that the closest correlation for stricture length at operation was
for strictures in the penile urethra [160]. Intraoperative sonourethrogram findings have also been found to
change the planned reconstructive approach (based on pre-operative retrograde urethrogram) in 19% of men
undergoing anterior urethral reconstruction [166]. Sonourethrography incorporating real-time elastography
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can provide a qualitative and quantitative assessment of spongiofibrosis [174, 175]. The clinical relevance
of assessing the degree of spongiofibrosis pre-operatively remains to be established. Three-dimensional
reconstruction of sonographic images is investigational at present [176].

The advantages of SUG are that it can be performed in the outpatient setting, provides information on the
degree of spongiofibrosis and its relatively low cost [171]. Limitations of the technique include lower sensitivity
for detection of strictures in the bulbar urethra, operator dependency, and the need for urethral distension
requiring intraurethral anaesthesia. Sonourethrography requires specialised training in the use of US and is
currently not in widespread usage.

Table 5.1: Diagnostic accuracy of sonourethrography compared to other modalities and surgical findings

Study N Segment of Comparator Accuracy of SUG
urethra studied Diagnosis Location | Length

Berne- 113 | Anterior and RUG, VCUG, |SUG more accurate |- -

Mestre et al. posterior surgical than RUG (p < 0.05)

2018 [172] findings

Ravikumar |40 |Anterior and RUG, VCUG, |Anterior: SUG - -

etal. 2014 posterior surgical 100% sensitivity,

[173] findings 100% specificity

Posterior: SUG
75% sensitivity,
50% specificity.

Kalabhavi 30 | Anterior RUG, surgical |- - SUG more accurate

etal. 2018 findings than RUG

[161] (rs=0.946, p < 0.001
vs. r;=0.597, p=0.001)

Krukowski |66 | Anterior RUG, surgical |- - SUG more accurate

etal. 2018 findings than RUG

[160] (rs=0.73, p < 0.001 vs.

rs=0.55, p < 0.001)

N = number of patients; RUG = retrograde urethrography; SUG = sonourethrography;
VCUG = voiding cystourethrogram.

5.2.1.7  Magnetic resonance imaging
Magnetic resonance imaging (MRI) has been used to image PFUIs, posterior urethral stenoses and anterior
urethral strictures.

Several studies have compared MRI urethrogram to RUG and intraoperative findings. Magnetic resonance
imaging urethrogram was found to be as accurate as RUG at detecting stricture site in anterior urethral
strictures [177]. In terms of stricture length both MRI urethrogram and RUG reliably correlated with intra-
operative findings [177]. On the other hand, a further study of patients with anterior urethral strictures found
MRI urethrogram stricture length to correlate more closely with surgical findings than RUG [178].

In a mixed group of anterior urethral strictures and posterior urethral stenoses, MRI urethrogram was as
accurate (sensitivity = 100%, specificity = 91.7%) as combined RUG and sonourethrography (sensitivity
= 100%, specificity = 91.7%) at diagnosing strictures [179]. There was no significant difference in the
measurement of stricture length [179]. In a further study of patients with posterior urethral stenosis, MRI
estimation of stenosis length correlated more closely with operative findings compared to RUG [180]. In
patients with PFUI, MRI measurement of pubo-urethral stump angle (angle between long axis of pubis and line
between the distal end of the proximal urethral stump and lower border of inferior pubic ramus) was predictive
of an elaborated approach on multivariate analysis [181].

Magnetic resonance imaging was also found to be more accurate at diagnosing associated pathologies e.g.,
diverticula, tumours, fistulae and stones [179]. In cases of fistulation between the urinary tract and pubic
symphysis after irradiation for prostate cancer, the fistula tract can be clearly demonstrated on MRI [182]. Other
imaging modalities, including computed tomography (CT), may fail to identify the tract and the problem may
be misdiagnosed as isolated osteomyelitis of the pubic bone leading to medical management with antibiotics
rather than surgical excision [182].
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The main advantage of MRI is greater anatomical detail, which is countered by the expense of the procedure
and the greater complexity in interpreting images. The technique is not commonly used for routine situations,
but it may be helpful in diagnosing associated pathologies which may alter patient management.

Table 5.2: Diagnostic accuracy of MRI compared to other modalities and surgical findings

Study N Segment of Comparator Accuracy of SUG
urethra studied Diagnosis Location | Length
Murugesan |32 |Anterior RUG, Surgical | MRI and RUG - -
etal. 2018 findings equivalent
[177] (100% sensitivity,
100% specificity)
Fath EI-Bab |20 |Anterior RUG, Surgical |- - MRI more accurate
et al. 2015 findings than RUG.
[178]
El-Gharet |30 |Anterior and RUG + SUG, |MRIand RUG - MRI and RUG
al. 2010 posterior Surgical equivalent equivalent.
[179] findings (100% sensitivity,
91.7% specificity)
Oh et al. 25 | Posterior RUG + VCUG, |- - MRI more accurate
2010 [180] Surgical than RUG + VCUG.
findings

MRI = magnetic resonance imaging; n = number of patients; RUG = retrograde urethrography;
SUG = sonourethrography; VCUG = voiding cystourethrogram.

Summary of evidence LE
Magnetic resonance imaging is more accurate than retrograde urethrography and voiding 2a
cystourethrography at determining length of posterior urethral stenoses and can detect alternative

associated pathologies e.g., diverticula, fistulae.

Recommendation Strength rating

Consider MRI urethrography as an ancillary test in posterior urethral stenosis.

Strong

20
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Figure 5.1: Diagnostic flowchart of patients with suspected urethral stricture disease
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MRI = Magnetic resonance imaging; RUG = retrograde urethrography, USD = urethral stricture disease;
VCUG = voiding cystourethrogram.

6. DISEASE MANAGEMENT IN MALES

6.1 Conservative options

6.1.1 Observation

A stricture will usually result in diminution in flow once the calibre of the urethral lumen is < 10 Fr [137]. In other
strictures (> 10 Fr), the diagnosis is often made by coincidence in asymptomatic patients because of a urologic
examination for other reasons (e.g., cystoscopy, need for urethral catheterisation) [137]. Purohit et al. performed
observation and repeated cy