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Ergebnisse auf einen Blick

rezidivierendes oder metastasiertes (r/m) Zervixkarzinom

p € \ Y 1
: ? : ‘:/\ Ve S

r/m
= erneutes Auftreten des Tumors nach
kurativem Therapieversuch oder das
Vorliegen von Fernmetastasen

Bdsartiger Tumor des
Gebarmutterhalses, meist durch
persistierende HPV-Infektion

Weltweit die vierthaufigste
Krebserkrankung bei Frauen

verursacht
Indikation von Tisotumab vedotin:
Behandlung erwachsener Patientinnen mit
r/m Zervixkarzinom
Standardversorgung “ Tisotumab vedotin (TIVDAK®)
Leitlinien: ] ol Typ des Arzneimittels:
e Der Therapiestandard basiert auf I Antikdrper-Wirkstoff-Konjugat
€5 nationalen und internationalen Leitlinien
(AWMF-S3-Leitlinie, AGO-Empfehlungen, ! @ Positionierung in der Standardversorgung:
NCCN) A Einsatz bei Krankheitsprogression
Standardversorgung: y =) Zulassung durch die Europaische

o Erstlinientherapie: platinbasierte Kommission: 28. Mérz 2025

Chemotherapie + Pembrolizumab +/-
Bevacizumab

* Bei Progression: nicht-platinbasierte
Chemotherapie oder Best Supportive Care

Verabreicherung:
e Alle drei Wochen intravends
e Dosierung betragt 2 mg/kg Kérpergewicht

Monitoring:
« ('élh Die Behandlung sollte von einer/m

'd/ erfahrenen Arztin verordnet & liberwacht
werden

Wirksamkeits- & Sicherheitsanalyse von Tisotumab vedotin
basiert auf einer einzelnen randomisierten kontrollierten Phase Ill Studie (innovaTV 301)

Wirksamkeit |
I (253 Pat. Tisotumab vedotin
'Q:II vs. 249 Pat. Chemo)
o Statistisch sign. OS-Vorteil fiir Tisotumab vedotin vs.
Chemotherapie: medianes OS von 11,5 vs. 9,5 Monate
« Statistisch sign. PFS-Verbesserung von ca. 1,3

Monaten
« Statistisch sign. héhere bestatigte ORR fir Tisotumab

Sicherheit _
(ergénzende Sicherheitsdaten aus @
klinischem Entwicklungsprogramm) \
UEs in beiden Armen haufig; Grad=3 UEs und SUEs
unter Tisotumab vedotin seltener
12 Todesfalle (4,8%) im Tisotumab-vedotin-Arm vs. 19

(7,5%) im Chemo-Arm, lberwiegend durch
Krankheitsprogression

vedotin vs. Chemotherapie (17,8% vs. 5,2%)

« Keine eindeutige Verbesserung der
gesundheitsbezogenen Lebensqualitat
nachgewiesen

Erhohte Rate okuldrer Toxizitaten: bei Tisotumab
vedotin: Uberwiegend niedriggradig, gut
beherrschbar - spezifische PraventionsmaBnahmen
und Uberwachung erforderlich

& Studienqualitit & Limitationen &

» Einige Bedenken hinsichtlich des Verzerrungsrisikos, insbesondere auf fehlende Daten und

Ergebnisberichterstattung

* Die Wirksamkeitsergebnisse sind abgeschlossen; jedoch bestehen Unsicherheiten hinsichtlich
des langfristigen Sicherheitsprofils, da finale Sicherheitsdaten aus der Studie innovaTV 301im
Rahmen der Post-Authorisation-Pharmakovigilanz noch erwartet werden

* Wie bei den meisten anderen onkologischen Therapien war die Studienpopulation auf
Patientinnen mit gutem Allgemeinzustand (ECOG 0-1) definiert

AIHTA | 2026



https://www.aihta.at/

Tisotumab vedotin (TIVDAK®) for the treatment of adult patients with recurrent or metastatic cervical cancer

Okonomische Aspekte
[ @ \ 4 @
é’l”—ﬂ 2
2 internationale Keine Kosteneffektivitats- & o Kein Preis fiir O festgelegt Bei Pat.-Volumen von 45
gesundheitsékonomische Budgetfolgenanalyse vom o Kosten fiir 5 Behandlungs- Pat./Jahr: Netto-Budgetimpact
Analysen (USA, Spanien): vertriebsberechtigten zyklen (basierend auf auf € 4,89 Millionen fiir 3
Tisotumab vedotin derzeit Unternehmen vorgelegt Importpreis): € 49.620 Jahre geschatzt
nicht kosteneffektiv
Organisatorische, soziale, ethische & rechtliche Aspekte
[ 4 @ \ 2
Interdisziplinre Koordination: Pat.-Perspektive: Erfahrungsbericht: gute Regionale Unterschiede:
e Verabreichung in onkologischen hohe Belastung durch Vertraglichkeit nach Impfquote HPV (Stadt vs.
Tageskliniken Erkrankung, starke Anpassungsphase Land) mégliche Auswirkung
¢ Behandlung der okularen Beeintrachtigung der auf spateren Therapiebedarf
Nebenwirkungen Lebensqualitat
Entwicklungsprozess
[ @ ®
keine 6ffentliche Foérderung, ausschlieflich Kooperation: Seagen (Pfizer) und Genmab  Genmab: Vermarktung in Europa und allen
industrielle Entwicklung Regionen ausgenommen USA und China
1999: 2011: 2017: 01/2025: 09/2022
Medarex-Lizenz fiir die Kooperation zwischen Co-Vermarktung und Genmab Gbernimmt Zai Lab Limited:
urspr. Antikorper- Seagen (Pfizer) und Co- Entwicklung Vermarktung, Pfizer Lizenz fiir China-
Technologie Genmab ausgelibt bleibt Hersteller Region
$ Fazit zum Einsatz von Tisotumab vedotin
O
Tisotumab zeigt Maérz 2025: Zulassung Beherrschbares, aber Unsichere Kein Preis fir Osterreich
moderaten durch EMA spezifisches Langzeiteffekte festgelegt.aber hohe
Uberlebensvorteil Sicherheitsprofil Kosten zu erwarten

ABKURZUNGEN

AGO.. Arbeitsgemeinschaft Gynakologische Onkologie, AWMF..Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften, ECOG..Eastern
Cooperative Oncology Group, EMA...European Medicines Agency, EU...Européische Union, HPV..Humane Papillomviren, HR..Hazard Ratio, Kl...Konfidenzintervall,
NCCN...National Comprehensive Cancer Network, O..Osterreich, ORR...objektive Ansprechrate, OS..Gesamtiiberleben, Pat. ..Patientinnen, PFS..progressionsfreies
Uberleben, r/m..rezidivierend oder metastasiert, SUE...schwerwiegendes unerwiinschtes Ereignis, UE...unerwiinschtes Ereignis, USA...United States of America.
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Zusammenfassung

Der vorliegende Health Technology Assessment (HTA)-Bericht evaluiert Tisotumab vedotin (TIVDAK®) zur
Behandlung erwachsener Patientinnen mit rezidivierendem oder metastasiertem (r/m) Zervixkarzinom
und Krankheitsprogression unter oder nach systemischer Therapie.

Beschreibung der Erkrankung und Behandlungsoptionen

Das Zervixkarzinom ist weltweit die vierthdufigste Krebserkrankung bei Frauen und stellt trotz
etablierter Screeningprogramme, der Verfiigbarkeit prophylaktischer Impfungen gegen Hochrisiko-
Humane Papillomaviren (HPV) sowie Weiterentwicklung von Behandlungsméglichkeiten weiterhin ein
bedeutendes Public-Health-Problem dar. Ein erheblicher Anteil der Patientinnen wird in einem lokal
fortgeschrittenen oder metastasierten Stadium diagnostiziert, und bei etwa einem Drittel kommt es nach
der initialen Therapie zu einem Rezidiv. In diesem Stadium der Erkrankung haben Patientinnen mit
Zervixkarzinom eine schlechte Prognose. Die Pathogenese ist eng mit einer persistierenden HPV-
Infektion verbunden, die nahezu alle Falle invasiver Zervixkarzinome verursacht. Allerdings entwickelt
sich nur ein kleiner Teil der HPV-Infektionen zu Krebs.

In Osterreich werden jihrlich rund 415 Neuerkrankungen diagnostiziert (8,5 pro 100.000 Frauen),
davon etwa 35 Félle in einem fortgeschrittenen Stadium. Etwa 135 Todesfalle pro Jahr (2,8 pro 100.000
Frauen) spiegeln die Krankheitslast und die hohe Mortalitdt in fortgeschrittenen Stadien wider.

Der Therapiestandard in Osterreich basiert auf nationalen und internationalen Leitlinien, einschlief}lich
der Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF)-S3-Leitlinie
sowie aktualisierten Empfehlungen der Arbeitsgemeinschaft Gynakologische Onkologie (AGO) und
internationalen Leitlinien wie dem National Comprehensive Cancer Network (NCCN). Die Behandlung des
r/m Zervixkarzinoms umfasst in der ersten Linie eine platinbasierte Chemotherapie in Kombination mit
einem Immuncheckpoint-Inhibitor = (Pembrolizumab) mit oder ohne Bevacizumab. Bei
Krankheitsprogression stehen in weiteren Therapielinien nur begrenzte Therapieoptionen zur
Verfiigung. In der Osterreichischen klinischen Praxis werden in diesem Setting vor allem nicht-
platinbasierte Monochemotherapien eingesetzt, die jedoch off-label angewendet werden; alternativ
kommt Best Supportive Care infrage.

Uberblick iiber das neue Arzneimittel

Tisotumab vedotin ist eine zielgerichtete Krebstherapie, die als Antikérper-Wirkstoff-Konjugat
(Antibody-Drug Conjugates, ADC) bezeichnet wird, da sie einen AntikOrper mit einem zytotoxischen
Wirkstoff kombiniert. Es besteht aus einem monoklonalen Antikérper gegen den Tissue Factor (TF), ein
Protein, das haufig in hoher Menge auf Tumorzellen vorkommt, der mit einem Mikrotubuli-Inhibitor
gekoppelt ist. Der Antikérper bindet spezifisch an TF, worauthin der Komplex in die Zelle aufgenommen
und der zytotoxische Wirkstoff freigesetzt wird. Dieser hemmt die Mikrotubuli, die fiir die Zellteilung
essenziell sind, und fiihrt letztlich zum Absterben der Krebszellen.

Die empfohlene Dosierung betragt 2 mg/kg Kérpergewicht (bis maximal 200 mg bei Patientinnen 2100 kg)
und wird alle drei Wochen als intravendse Infusion verabreicht, bis es zu einer Krankheitsprogression
oder nicht tolerierbaren Nebenwirkungen kommt.

Tisotumab vedotin (TIVDAK®) ist als Monotherapie zur Behandlung erwachsener Patientinnen mit r/m
Zervixkarzinom nach Progression unter oder nach systemischer Therapie indiziert. Im Janner 2025
erhielt das Arzneimittel eine positive Empfehlung des Ausschusses fiir Humanarzneimittel (CHMP) der
Europdischen Arzneimittel-Agentur (EMA) und wurde am 28. Mdrz 2025 von der Europaischen Kommis-
sion zugelassen. Es unterliegt einer zusitzlichen Uberwachung. In den USA wurde im April 2024 eine
reguldre Zulassung durch die Food and Drug Administration (FDA) fiir dieselbe Indikation erteilt.

AIHTA | 2026 9
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Wirksamkeit und Sicherheit

Die Bewertung der klinischen Wirksamkeit und Sicherheit von Tisotumab vedotin basiert primar auf der
randomisierten Phase-3-Studie 301 (Status zum Zeitpunkt des herangezogenen Datenschnitts (18.
Februar 2026): noch laufend) bei erwachsenen Frauen mit r/m Zervixkarzinom nach vorheriger
systemischer  Therapie. = Ergdnzende  Sicherheitsdaten @ stammen aus dem  Klinischen
Entwicklungsprogramm, einschliefilich der Phase-2-Studie innovaTV 204.

Die Studie innovaTV 301 zeigte einen statistisch signifikanten Vorteil im Gesamtiiberleben (OS) fiir
Tisotumab vedotin (n=253) im Vergleich zur Chemotherapie nach Wahl der Priifarztin/des Priifarztes
(investigator’s choice chemotherapy (ICC), n=249, HR 0,70; 95 %-KI 0,54-0,89), mit einer Verldngerung
des medianen OS um etwa zwei Monate (11,5 vs. 9,5 Monate). Dariiber hinaus zeigte Tisotumab vedotin
im Vergleich zur Chemotherapie eine statistisch signifikante Verbesserung des progressionsfreien
Uberlebens (PFS) von ca. 1,3 Monaten sowie eine statistisch signifikant héhere bestitigte objektive
Ansprechrate (ORR; 17,8% vs. 5,2 %). Eine eindeutige Verbesserung der gesundheitsbezogenen
Lebensqualitit konnte nicht gezeigt werden.

Hinsichtlich der Sicherheit traten behandlungsbedingte unerwiinschte Ereignisse (TEAEs) in beiden Be-
handlungsarmen haufig auf, jedoch waren Grad =3 TEAEs und schwerwiegende unerwiinschte
Ereignisse unter Tisotumab vedotin seltener. In der Zulassungsstudie wurden 12 Todesfalle (4,8 %) im
Tisotumab-vedotin-Arm gegeniiber 19 Todesfillen (7,5 %) im ICC-Arm berichtet, wobei die meisten
Todesfalle auf Krankheitsprogression zuriickzufithren waren. Das Sicherheitsprofil ist durch eine erhohte
Rate okularer Toxizititen gekennzeichnet, die engmaschige Uberwachung erfordern. In der klinischen
Studie waren diese Ereignisse Uberwiegend niedriggradig und gut beherrschbar, mit wenigen
Therapieabbriichen. Beziiglich der Qualitit der Evidenz gibt es Bedenken hinsichtlich des
Verzerrungsrisikos, insbesondere im Hinblick auf fehlende Daten und die Berichterstattung von
Ergebnissen, wihrend zentrale methodische Domdinen nicht wesentlich beeintrachtigt waren.
Unsicherheiten bestehen hinsichtlich des langfristigen Sicherheitsprofils, insbesondere da laut EPAR
derzeit keine Langzeit-Sicherheitsdaten fiir Tisotumab vedotin vorliegen und finale Sicherheitsdaten aus
der Zulassungsstudie innovaTV 301 im Rahmen der post-authorisation Pharmakovigilanz erwartet
werden. Zudem gilt die vorliegende Evidenz primar fiir Patientinnen mit gutem Allgemeinzustand (ECOG
0-1), die fiir eine aktive systemische Therapie infrage kommen. Die primare 0S-Analyse basiert auf einem
Datenschnitt mit etwa 52 % Ereignisreife; eine spatere OS-Auswertung lag vor, war jedoch lediglich
deskriptiv und nicht a-kontrolliert.

Okonomische Aspekte

Das vertriebsberechtigte Unternehmen hat fiir Tisotumab vedotin keine offizielle Preisangabe und kein
pharmakodkonomisches Modell fiir Osterreich vorgelegt, da das Produkt derzeit noch nicht am
osterreichischen Markt verfiigbar ist. Tisotumab vedotin ist liber Parallelimport zu einem Preis von €
2.481 pro 40 mg Durchstechflasche erhiltlich. Bei einem medianen Behandlungsumfang von fiinf Zyklen
belaufen sich die gesamten direkten medizinischen Kosten auf € 53.849 pro Patientin, wovon 92% auf die
Anschaffungskosten entfallen. Zum Vergleich: die gewichteten Durchschnittskosten der derzeitigen
Standardtherapie (Topotecan 70 %, Gemcitabin 30 %) betragen € 17.663 pro Patientin.

Eine im Rahmen der HTA-Berichterstellung durchgefiihrte Budget-Folgen-Analyse schatzt die
zusatzlichen Ausgaben auf rund € 1,63 Mio. pro Jahr bzw. € 4,89 Mio. liber drei Jahre, unter der Annahme
von 45 geeigneten Patientinnen jdhrlich fiir eine Therapie mit Tisotumab vedotin. Bei Anwendung des
deutschen Lauer-Taxe-Preises (€ 1.821 pro Durchstechflasche) wiirde sich der jahrliche Netto-
Budgetimpact um ca. € 594.000 reduzieren. Diese Schatzungen unterliegen erheblichen Unsicherheiten
hinsichtlich der Patientinnenzahl und verfiigbaren Kostendaten fiir Osterreich.

Soziale, organisatorische, ethische und rechtliche Aspekte

Tisotumab vedotin kann in bestehenden onkologischen Tageskliniken verabreicht werden, ohne dass we-
sentliche strukturelle Anpassungen erforderlich sind. Die Anwendung erfordert jedoch eine

AIHTA | 2026 10


https://www.aihta.at/

Tisotumab vedotin (TIVDAK®) for the treatment of adult patients with recurrent or metastatic cervical cancer

interdisziplindare Koordination zwischen Onkologie, gyndkologischer Onkologie und Ophthalmologie zur
Behandlung der charakteristischen okuldren Nebenwirkungen. Osterreichische klinische Expert:innen
wiesen darauf hin, dass die dreiwdchentliche ambulante Applikation im Vergleich zu den derzeitigen
Chemotherapien den Ressourceneinsatz im Gesundheitswesen insgesamt reduzieren kénnte.

Das r/m Zervixkarzinom geht mit einer erheblichen Krankheitslast einher und beeintrachtigt die Betrof-
fenen in physischer, psychologischer, sozialer und finanzieller Hinsicht. Die Befragung von Patientinnen
(n=2) zeigte, dass Tisotumab vedotin nach einer Anpassungsphase und mit geeigneten unterstiitzenden
Mafinahmen als gut vertraglich bewertet wurde. Aus der Literatur geht hervor, dass Patientinnen Gesamt-
tiberleben und Krankheitskontrolle gegeniiber Behandlungskosten deutlich priorisieren. Im Hinblick auf
Versorgungsgerechtigkeit bestehen in Osterreich ausgeprigte regionale Unterschiede bei der HPV-Impf-
quote (ca. 28 % in Salzburg vs. ca. 80 % in Wien) als auch in der Inanspruchnahme von Fritherkennungs-
programmen, die sich mittelbar auf die Entstehung von Zervixkarzinomen und damit dem spateren The-
rapiebedarf auswirken konnen. Zur Verbesserung der Qualitdt der Behandlung und zur Dokumentation
von diagnostischen und therapeutischen Parametern konnte das Klinische Tumorregister (KTR)
Osterreich fiir Mammakarzinome und gynikologische Tumoren einen geeigneten Rahmen fiir die
Erfassung der Anwendung von Tisotumab vedotin im Versorgungsalltag bieten.

Offentliche Investition

Tisotumab vedotin entstand aus einer primar industriegetriebenen Kooperation zwischen Genmab und
Seagen (heute Teil von Pfizer), bei der Genmabs TF-Antikorper mit der ADC-Technologieplattform von
Seagen kombiniert wurde. Offentliche Férderbeitrage zur Entwicklung konnten nicht identifiziert werden.
Nach der Ubernahme von Seagen durch Pfizer im Jahr 2023 wurden die kommerziellen Vereinbarungen
neu geregelt: Seit Januar 2025 iibernimmt Genmab die alleinige Vermarktungsverantwortung fiir die
Zweit- und Folgelinie bei r/m Zervixkarzinom aufderhalb der USA und China; die Herstellung verbleibt
ausschliefilich bei Pfizer. Der US-amerikanische Grundpatentschutz lauft bis 2033.

Weitere Entwicklungen

Es wurden fiinf laufende klinische Studien zu Tisotumab vedotin, darunter eine Phase-4-Studie mit
gezieltem Fokus auf okuldre Nebenwirkungen (voraussichtlicher Abschluss Dezember 2028), identifiziert.
Unter den rund 20 Therapien, die aktuell fiir r/m Zervixkarzinom entwickelt werden, gehdren sieben,
darunter u. a. Sacituzumab tirumotecan, Trastuzumab deruxtecan and Ifinatamab deructecan, derselben
Wirkstoffklasse (ADC) wie Tisotumab vedotin an. Da sich diese Klasse in der Onkologie rasch
weiterentwickelt, konnten zukiinftige Wirkstoffe mit giinstigerem Sicherheitsprofil die Positionierung
von Tisotumab vedotin beeinflussen. Die fritheste erwartete Entscheidung der Europdischen
Kommission fiir eine Therapie in vergleichbarer Indikation betrifft Trastuzumab deruxtecan (bereits
zugelassen als ENHERTU® in den Anwendungsgebieten Brustkrebs, NSCLC, Magenkrebs) im April 2026.
Weitere Zulassungen werden zwischen 2027 und 2033 erwartet.

Schlussfolgerung

Insgesamt stellt Tisotumab Vedotin eine zielgerichtete Therapieoption fiir Patientinnen mit r/m Zervix-
karzinom und begrenzten Behandlungsalternativen dar, wobei die vorliegende Evidenz aus der innovaTV
301 Studie auf einen Uberlebensvorteil gegeniiber Chemotherapie hinweist. Aufgrund der nur moderaten
Ereignisreife der primédren OS-Analyse, der lediglich deskriptiven und nicht alpha-kontrollierten spateren
0S-Auswertung, fehlender konsistenter Ergebnisse zur gesundheitsbezogenen Lebensqualitit sowie
limitierter Ubertragbarkeit auf den &sterreichischen Versorgungskontext bestehen jedoch relevante
Unsicherheiten hinsichtlich des patientinnenrelevanten Zusatznutzens. Dariiber hinaus bestehen
Unsicherheiten hinsichtlich des langfristigen Sicherheitsprofils, da laut EPAR Langzeit-Sicherheitsdaten
derzeit noch nicht vorliegen und finale Sicherheitsdaten aus der Zulassungsstudie erst post-
authorisation erwartet werden. Zudem ist die 6konomische Bewertung aufgrund fehlender nationaler
Preisinformationen und belastbarer Analysen fiir Osterreich nur eingeschrankt méglich.
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Executive summary

This Health Technology Assessment (HTA) report evaluates Tisotumab vedotin (TIVDAK®) for the treat-
ment of adult patients with recurrent or metastatic (r/m) cervical cancer (CC) with disease progression
on or after systemic therapy.

Disease background

CC is the fourth most common cancer in women worldwide and remains a major public health concern
despite established screening programmes, the availability of prophylactic high-risk human papilloma-
virus (HPV) vaccination and the development of novel therapies. A large proportion of patients are diag-
nosed with locally advanced or metastatic disease, and recurrence occurs in about one-third of patients
after initial therapy. Most recurrences occur in the pelvis, although distant metastases are also frequent.
Patients in this stage of the disease have a poor prognosis. Pathogenesis is strongly linked to persistent
infection with HPV, which accounts for nearly all cases of invasive CC. However, only a minority of HPV
infections progress to cancer.

The prognosis of r/m CC remains poor, particularly after progression on first-line treatment, with an esti-
mated overall survival of approximately 13-17 months. In Austria, about 415 new cases are diagnosed
annually (8.5 per 100,000 women), with 35 cases presenting at a disseminated stage, and approximately
135 deaths per year (2.8 per 100,000 women), reflecting the disease burden and its high mortality in ad-
vanced stages.

Standard of care in Austria is based on national and international guidelines, including the guideline of
the Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF S3), updated
recommendations from the Arbeitsgemeinschaft Gynakologische Onkologie (AGO), as well as international
guidelines such as the National Comprehensive Cancer Network (NCCN) guideline. First-line treatment of
r/m CC includes platinum-based chemotherapy in combination with an immune checkpoint inhibitor
(pembrolizumab) with or without bevacizumab. Upon disease progression, only limited treatment options
are available in subsequentlines of therapy. In Austrian clinical practice, this setting is primarily managed
with non-platinum single-agent chemotherapies, which are, however, used off-label; alternatively, best
supportive care may be considered.

Overview of the new medicinal product

Tisotumab vedotin (TIVDAK®) is a targeted cancer therapy known as an antibody-drug conjugate (ADC),
meaning it combines an antibody with a cytotoxic drug. It consists of an anti-tissue factor (TF) monoclo-
nal antibody linked to a microtubule inhibitor. The antibody specifically binds to TF, a protein that is often
present at high levels on cancer cells. Once attached, the complex enters the cancer cell, where the micro-
tubule inhibitor is released. This inhibitor blocks microtubules, that are essential for cell division, ulti-
mately leading to cancer cell death.

The recommended posology is 2 mg/kg (up to a maximum of 200 mg in patients 2100 kg), administered
as an intravenous infusion every three weeks until disease progression or unacceptable toxicity.

Tisotumab vedotin is indicated as monotherapy for the treatment of adult patients with r/m CC after
disease progression on or after systemic therapy. It received a positive opinion from the EMA’s Committee
for Medicinal Products for Human Use (CHMP) in January 2025 and was granted marketing authorisation
by the European Commission (EC) on 28 March 2025. It is subject to additional monitoring. In the United
States (US), the Food and Drug Administration (FDA) granted traditional approval for the same indication
in April 2024.
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Clinical effectiveness and safety

The clinical effectiveness and safety of tisotumab vedotin are primarily based on the phase 3 randomised
controlled trial innovaTV 3011 in adult women with r/m CC after prior systemic therapy, with supportive
safety data from the clinical development programme, including the phase 2 study innovaTV 204.

The innovaTV 301 trial demonstrated a statistically significant overall survival (0S) benefit for tisotumab
vedotin (n=253) compared to investigator’s choice chemotherapy (ICC, n=249, HR 0.70; 95% CI 0.54-
0.89), with a median OS prolongation of approximately two months (11.5 vs 9.5 months). Furthermore,
tisotumab vedotin showed a statistically significant improvement in progression-free survival (PFS) of
approximately 1.3 months, as well as a statistically significantly higher confirmed objective response rate
(ORR; 17.8% vs 5.2%) compared to chemotherapy. A clear improvement in health-related quality of life
could not be demonstrated.

Regarding safety, treatment-emergent adverse events (TEAEs) were common in both arms, although grade
>3 TEAEs and serious adverse events (SAEs) occurred less frequently with tisotumab vedotin. In the
pivotal study, 12 deaths (4.8%) were reported in the tisotumab vedotin arm compared with 19 deaths
(7.5%) in the ICC arm, with most deaths attributed to progressive disease. The safety profile is charac-
terised by a higher incidence of ocular toxicity, requiring specific preventive measures and monitoring.
In the trial setting, these events were mostly low grade and manageable, with few discontinuations.

The study was assessed as having some concerns regarding risk of bias, mainly related to missing data
and outcome reporting, while key methodological domains were not substantially affected. Uncertainty
remains regarding the long-term safety profile, as no long-term safety data are currently available according
to the EPAR, and final safety data from the pivotal study are expected as part of post-authorisation phar-
macovigilance activities. In addition, the available evidence primarily applies to patients with good per-
formance status (ECOG 0-1) who are eligible for active systemic treatment. The primary OS analysis was
based on a data cut-off with approximately 52% event maturity; a subsequent OS analysis was available
but was descriptive in nature and not alpha-controlled.

Economic aspects

The marketing authorisation holder did not submit a price proposal, or a pharmacoeconomic model for
Austria, as it is currently not marketed in Austria. Tisotumab vedotin is available via parallel import at
€2,481 per 40 mg vial. Based on a median of five treatment cycles, the total direct medical cost per patient
amounts to €53,849, of which 92% is attributable to drug acquisition. By comparison, the weighted aver-
age cost of the current standard of care (topotecan 70%, gemcitabine 30%) is €17,663 per patient.

A Budget Impact Analysis (BIA) conducted as part of the HTA report preparation estimated additional
expenditures of approximately €1.63 million per year, totaling €4.89 million over three years, assuming
45 eligible patients annually. Applying the German Lauer-Taxe price (€1,821 per vial) would reduce the
annual net budget impact by approximately €594,000. These estimates are subject to considerable uncer-
tainty regarding patient numbers and available cost data.

Social, organisational, ethical and legal aspects

Tisotumab vedotin can be administered in existing oncology day-care settings without substantial struc-
tural changes. However, its use requires interdisciplinary coordination between oncology, gynaecological
oncology and ophthalmology services to manage the characteristic ocular adverse reactions. Austrian
clinical experts noted that 3-weekly outpatient administration may reduce overall healthcare resource
utilisation compared with current chemotherapy regimens.

R/m CC imposes a substantial burden on patients across physical, psychological, social, and environmen-
tal domains. Patient input (n=2) indicated good tolerability of tisotumab vedotin after an initial adjustment
period. Evidence from the literature suggests patients prioritise overall survival and disease control

1 At the time of the data cut-off used for this document (18 February 2026), the innovaTV 301 study was still ongoing.
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over treatment costs. Regarding equity in healthcare provision, Austria shows pronounced regional dis-
parities in HPV vaccination coverage (approximately 28% in Salzburg vs around 80% in Vienna) as well
as in the uptake of screening programmes, which may indirectly influence the incidence of CC and, conse-
quently, future treatment needs. To improve the quality of care and to document diagnostic and thera-
peutic parameters, the Austrian Clinical Tumour Registry (KTR) for breast cancer and gynaecological ma-
lignancies provides a suitable framework for capturing the use of tisotumab vedotin in routine clinical
practice.

Public investment aspect

Tisotumab vedotin was developed through a primarily industry-led collaboration between Genmab and
Seagen (now part of Pfizer), combining Genmab’s tissue factor-targeting antibody with Seagen’s ADC
technology platform. No public funding contributions to its development were identifiable. Following
Pfizer’s acquisition of Seagen in 2023, commercial arrangements were restructured in January 2025, with
Genmab assuming sole commercialisation responsibility for second- and subsequent-line treatment in
r/m CC outside the US and China, while Pfizer remains the sole manufacturer. The US basic product pa-
tent expires in 2033.

Landscape overview

Five ongoing clinical studies evaluating tisotumab vedotin were identified, including a phase 4 trial spe-
cifically addressing ocular adverse events (estimated completion December 2028). Among approximately
20 therapies in development for r/m CC, seven are ADCs, the same drug class as tisotumab vedotin, in-
cluding sacituzumab tirumotecan, trastuzumab deruxtecan, and ifinatamab deruxtecan. Furthermore, a
total of 20 therapies were identified as under development for r/m CC in adults. The earliest anticipated
EC decision in a similar indication is for trastuzumab deruxtecan (already approved as ENHERTU® for
breast cancer, NSCLC, and gastric cancer) in April 2026, with several others expected between 2027 and
2033.

Conclusion

Overall, tisotumab vedotin represents a targeted treatment option for patients with r/m CC with limited
therapeutic alternatives, with current evidence from the innovaTV 301 trial suggesting a survival benefit
compared to chemotherapy. However, relevant uncertainties remain regarding the patient-relevant added
benefit due to the limited event maturity of the primary OS analysis, the descriptive and non-alpha-con-
trolled nature of the subsequent OS update, and inconsistent evidence on health-related quality of life.
Additional uncertainty relates to the long-term safety profile, as no long-term safety data are currently
available according to the EPAR and final safety data from the pivotal study are expected as part of post-
authorisation pharmacovigilance activities. Furthermore, the economic evaluation is restricted by the
lack of country-specific price information and robust analyses for Austria.
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1 Introduction

The objective of this report is to evaluate tisotumab vedotin (TIVDAK®) as
monotherapy for the treatment of adult patients with recurrent or metastatic
(r/m) cervical cancer (CC) whose disease progressed on or after systemic ther-

apy.

1.1 Disease background

Overview

CC is the fourth most common cancer in women worldwide and one of the
most common causes of cancer-related deaths among women worldwide. De-
spite screening programmes for early detection, the approval of prophylactic
vaccines and significant advances in the treatment of cervical lesions, CC is
still a growing global burden and a significant public health problem. [1, 2].

Classification and disease staging

CCis classified as a primary malignant neoplasm involving the cervix. Accord-
ing to the International Statistical Classification of Diseases and Related
Health Problems (ICD), it is coded as 2C77 in ICD-11 [3].

The disease is staged by the International Federation of Gynaecology and Ob-
stetrics (FIGO) classification. Stages are assigned after completing all imaging
and pathology tests. Once assigned, the stage should not be changed, even if
the cancer recurs. The revised FIGO staging is closely aligned with the latest
tumour, node and metastasis (TNM) staging system. The most recent version
of FIGO staging of CC (2018) [4] is presented in the Appendix, Chapter 1.1. An
overview of the four stages of CC, according to FIGO (2018), is presented in
Figure 1-1.

Stage 1

% 2
Y

The tumour is confined to
the cervix and has not yet
spread to surrounding
tissue.

@ Krebsinformatiensdienst, DKFZ

(V>
’ |

The tumour has extended
beyond the cervix, but has
not yet reached the pelvic
wall or the lower third of the
vagina.

Stage 3

The tumour has reached the
pelvic wall or the lower third
of the vagina.

Tisotumab vedotin

bei rezidiviertem oder
metastasiertem
Zervixkarzinom (r/m CC)

cc

vierthaufigste Krebsart
unter Frauen weltweit,
erhebliches Problem fiir
die 6ffentliche Gesundheit

ICD-11 2C77:
primare maligne Neoplasie
des Gebarmutterhalses

CC-Staging nach
FIGO-Klassifikation (2018)

The tumour has spread to
adjacent organs such as the
bladder or rectum, or has
formed distant metastases,
e.g., in the lungs or liver.

Figure 1-1: Stages of cervical cancer showing tumour spread, according to FIGO (2018) [4, 5]
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Recurrent CC is defined as local tumour re-growth or development of lymph
nodal or distant metastases at least six months after the primary lesion has
regressed. Despite the high cure rate of primary treatment for CC, the risk of
recurrence is substantial and correlates with the initial disease stage [2, 6, 7].
One-third of the patients receiving therapy for locally advanced disease will
experience a recurrence. Ultimately, the vast majority of r/m CC that cannot
be treated with locoregional methods are considered incurable diseases with
a very poor prognosis [1, 2].

The most frequent sites of recurrence are classified as local or central-pelvic,
regional, or distant organ metastasis [2, 6, 7]; however, the majority of recur-
rences occur in the pelvis [8].

Distant metastases or multiple recurrence sites can develop in 15-61% of pa-
tients [9].

Pathogenesis and histopathology

The development of CC takes place in four steps. While additional risk factors
contribute to cervical cancer, the vast majority of cases are attributable to hu-
man papillomavirus (HPV) infection. Figure 1-2 depicts the progression of cer-
vical cancer in the context of HPV infection.

Rezidivrisiko

ist erheblich und
abhangig vom initialen
Krankheitsstadium

Rezidive meist im Becken

Fernmetastasen oder
mehrere Rezidivstellen bei
15-61 % der Patientinnen

Entwicklung von CC

4 STEPS OF CERVICAL CANCER DEVELOPMENT

HPV
INFECTION

Oncogenic HPV
infection of the
metaplastic
epithelium at the
cervical

transformation zone.

HPV
PERSISTANCE

Persistence
of HPV infection as
prerequisite for the
development of
cervical cancer.

PRECANCER
DEVELOPMENT

Progression
of a clone of
epithelial cells from
persistent viral
infection to
precancer.

Abbreviation: HPV ...human papillomavirus

Figure 1-2: Four steps of cervical cancer development [2, 6, 7, 10]

The most common histologic type of CC is squamous cell carcinoma [6], which
accounts for 80% of all CC. With 12-15%, adenocarcinomas represent the sec-
ond most common type of CC, with several further histological subtypes ac-
counting for the remainder [8].
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Diagnosis

At the time of diagnosis, approximately 43% of patients have localised disease,
35% have regional disease, and 15% present with distant metastases [9]. As
this report focuses on the r/m stage of the disease, the initial diagnosis of CC
will not be discussed. Most recurrences of CC are diagnosed within the first
three years after diagnosis. The diagnosis is based on the clinical indications
or examination findings shown in Table 1-1 [8].

Table 1-1: Diagnostic steps for diagnosis of recurrent or metastatic cervical cancer

[8]

15 % haben
Fernmetastasen bei
Diagnosestellung

Rezidive meist <3 Jahren
nach Diagnosestellung

Clinical symptoms Pain, bleeding, discharge, swelling

External physical examination
of the renal area

Swelling of the abdomen, lower extremities or lymph nodes, tenderness on percussion

Gynaecological examination Visible and/or palpable tumour

Kidney examination
(urinary retention)

Early diagnosis of hydronephrosis (recurrence, ureteral stenosis, ureteral stricture) can prevent
loss of kidney function, which would limit palliative cytostatic treatment options

Tumour markers Possible elevation of SCC tumour markers (squamous cell carcinoma antigen) in squamous
cell carcinoma or CA-125 in adenocarcinoma
. CT thorax/abdomen or PET-CT if recurrence is suspected
Imaging

MRI of the pelvis if recurrence is suspected

Abbreviations: CA-125 ... Cancer-Antigen 125, CT ... computed tomography, MRI ... magnetic resonance imaging,

PET ... positron emission tomography, SCC ... squamous cell carcinoma

Risk factors and prevention

A persistent infection with oncogenic high-risk HPV - predominantly HPV16
and HPV18 - is the cause of nearly 100% of cases of invasive CC (see Figure
1-3). Risk factors that are associated with HPV-related cancers include the
early onset of sexual activity, multiple sexual partners, a high-risk sexual part-
ner, a history of sexually transmitted infections (e.g., chlamydia trachomatis,
genital herpes, and a history of vulvar or vaginal squamous intraepithelial
neoplasia or cancer) [6, 10, 11]. Although a HPV infection is strongly linked to
CC, only 10-20% of women develop the persistent infection required for car-
cinogenesis, as approximately 75% of infections are subclinical and transient,
resolving spontaneously without progression [10, 11].

Other, not HPV-related factors that have been implicated to increase the risk
of developing CC are tobacco use, oral contraceptives, genetics and a low so-
cioeconomic status [6, 11, 12].

For primary prevention, prophylactic HPV vaccines are available. They effec-
tively prevent infection with high-risk HPV types, thereby reducing the inci-
dence of precancerous cervical lesions and invasive cervical cancer. To
achieve the greatest effect, it is recommended to vaccinate females and males
as early as possible before the onset of sexual activity (‘HPV-naive’) at a young
age, around 9-12 years old [13, 14].
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Prognosis

Patients with CC who have progressed after first-line treatment have limited
effective subsequent treatment options and, therefore, a dismal prognosis. In
particular, women who experience distant metastases, either at initial diagno-
sis (FIGO stage IVB) or at recurrence, have poor prognoses. This is reflected
by 5-year overall survival (0S) rates of 65% and 17% for locally advanced
and metastatic disease, respectively. The estimated median OS of patients
with recurrent disease is around 13-17 months [1, 15].

Epidemiology

CC typically occurs at certain ages: the first peak is between the ages of 35
and 40, and the second peak is between the ages of 60 and 70. The average
annual incidence for the period 2022-2024 was 415 women, corresponding
to an age-standardised rate of approximately 8.5 per 100,000 women. Of par-
ticular concern, the average annual incidence of disseminated-stage CC during
this same period was 35 women, representing approximately 0.7 per 100,000
women [7, 16, 17].

The mortality data for 2022-2024 showed an average of 135 deaths per year,
corresponding to an age-standardised mortality rate of approximately 2.8 per
100,000 women [17]. The prognosis for patients with metastatic disease is
particularly poor, with a 5-year survival rate of only 19% [18].

1.2  Standard of care

In Austria, the clinical management of r/m CC is primarily based on the “S3
guideline on diagnosis, treatment and follow-up care for patients with cervical
cancer, version 2.2” [12]. It is published by the Oncology Guidelines Pro-
gramme of the Association of Scientific Medical Societies (Arbeitsgemeinschaft
der Wissenschaftlichen Medizinischen Fachgesellschaften, AWMF), with the
participation of various professional associations, including the Gynaecologi-
cal Oncology Working Group (Arbeitsgemeinschaft Gynakologische Onkolo-
gie, AGO) from Austria. The AGO additionally published an updated therapy
manual in 2025, providing current treatment recommendations for the clini-
cal practice [8].

The most recent international guidelines identified are the “Cervical Cancer,
Version 2.2026” from the National Comprehensive Cancer Network (NCCN)
[19] and the European Society of Gynaecological Oncology (ESGO), European
Society for Radiotherapy and Oncology (ESTRO) and European Society of Pa-
thology (ESP) “Guidelines for the management of patients with cervical can-
cer” (update 2023) [20]. The European Society for Medical Oncology (ESMO)
guideline for cervical cancer (2017, updated 2020) has also been identified
but was considered outdated (an update is awaited) [21]. Overall, the inter-
national guidelines align with the Austrian standard therapy.
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According to the consulted Austrian clinical experts, patients in the r/m CC
setting first receive platinum-based chemotherapy in combination with an
immune checkpoint inhibitor (ICI, pembrolizumab)? and bevacizumab, inde-
pendent of their combined positive (CPS) status [22]. Pembrolizumab, in
combination with chemotherapy with or without bevacizumab, is indicated for
the treatment of persistent, recurrent, or metastatic cervical cancer in adults
whose tumours express PD-L1 with a CPS =1 [23]. However, despite being
approved for tumours expressing CPS 21, pembrolizumab is used in Austria in
almost all patients for the first-line therapy, independent of their CPS-status.
It is administered with or without bevacizumab, a monoclonal antibody ap-
proved for the use in combination with chemotherapy [24]. In case of pro-
gression, options in subsequent treatment lines include non-platinum-based
chemotherapy (mainly topotecan or gemcitabine), or best supportive care
(BSC) [22]. While topotecan is approved in combination with cisplatin and is
indicated for patients with carcinoma of the cervix recurrent after radiother-
apy and for patients with Stage IVB disease3, gemcitabine is currently not ap-
proved for this indication [25]. Tisotumab vedotin offers a new treatment op-
tion for the assessed indication. Details can be found in Chapter 1.3.

Figure 1-3 summarises the Austrian standard of care given from the clinical
experts, as well as recommendations from the latest guidelines (NCCN guide-
lines and the AGO manual), offering a detailed overview of treatment lines
and therapeutic approaches in an international context. Of note, the medicinal
product under evaluations is already included in the algorithm, as it is used
in some Austrian hospitals on a patient-specific level.

2 Although ICIs are widely used in this setting, in rare cases, they may not be suitable in
patients with contraindications (e.g., active autoimmune diseases or conditions re-
quiring systemic immunosuppression).

3 0f note, topotecan is not approved as a single agent for the treatment of cervical
carcinoma.
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Treatment sequencing in recurrent/metastatic cervical cancer
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chemotherapy + chemotherapy +
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Bevacizumab
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* Tisotumab vedotin® ¢ Tisotumab vedotin * Tisotumab vedotin
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* Best supportive care Best supportive care chemotherapy*
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Cemiplimab®
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“ Subsequent lines®

1NCCN Guideline “Cervical Cancer, V.2.2026" available from Cervical Cancer - Guidelines Detail; AGO Manual ,, Zervixkarzinom - Therapie, 2025 available from VIII. THERAPIE | AGO ~AUSTRIA.

2 Although immune checkpoint inhibitors (IClIs) are widely used in first-line treatment, they may not be suitable in patients with contraindications (e.g., active autoimmune diseases or conditions requiring systemic immunosuppression).
3The use of tisotumab vedotin in Austria depends on |ts availability and reimbursement status.

4 Cisplatin, Carboplatin,

Paclitaxel,

Fluorouracil, Docetaxel, Pemetrexed, Vinorelbine, Irinotecan, Capecitabine, Mitomycin, Albumin-bound Paclitaxel (bold:

ttic agents pr

used in Austria)

5Cemiplimab may be considered after progression on platinum-based therapy irrespective of prior ICl exposure. In clinical practice, treatment sequencing may vary depending on individual patient characteristics, tolerability, and available alternatives.
6The order of treatment options does not represent a recommendation, but is individual and depends on the patient’s individual status.

Abbreviations: AGO ... Arb;

haft fir gyndkologi

he Onkologie, CPS ... combined positive score, ICl ... i

immune checkpoint inhibitor, NCCN ... National Comprehensive Cancer Network

Figure 1-3: Treatment sequencing in recurrent/metastatic cervical cancer. Own illustration based on [8, 19, 22]

1.3 Medicinal product under evaluation

The medicinal product under evaluation in this HTA is tisotumab vedotin
(TIVDAK®), an antibody-drug conjugate (ADC). Table 1-2 summarises the
most important information on this product.

Table 1-2: Pharmacological characteristics of tisotumab vedotin (TIVDAK®) [26]

INN

Product name TIVDAK®

Active substance(s)
ATC code

Tisotumab vedotin
LOTFX23

Pharmacologic class Antineoplastic agent, other monoclonal antibodies and

antibody-drug conjugates
Genmab A/S

MAH

Abbreviations: ATC ... Anatomical Therapeutic Chemical,
IN ... niternational non-proprietary name, MAH ... marketing authorisation holder
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Tisotumab vedotin is an ADC that is targeted to the tissue factor (TF), a cell
surface protein that is expressed at elevated levels on a variety of solid tu-
mours in comparison to normal tissue. The mechanism of action of tisotumab
vedotin involves binding to tumour cells that express TF, leading to internali-
sation of the ADC-TF complex. This leads to the local release of monomethyl
auristatin E (MMAE). MMAE is a microtubule-disrupting agent that has been
shown to disrupt the microtubule network in actively dividing cells, resulting
in cell cycle arrest and subsequent apoptotic cell death [9].

Regulatory status

On 30 January 2025, the European Medicines Agency (EMA) Committee for
Medicinal Products for Human Use (CHMP) adopted a positive opinion, rec-
ommending the granting of a marketing authorisation for the tisotumab ve-
dotin, intended for the treatment of adult patients with r/m CC with disease
progression on or after systemic therapy [27]. The marketing authorisation
for the medicinal product has been issued by the European Commission on 28
March 2025 [28]. Tisotumab vedotin is included in the EMA’s additional mon-
itoring list, meaning that it is being monitored even more intensively than other
medicines. [9, 29]. The regulatory information for tisotumab vedotin is sum-
marised in Table 1-3 [26].

On 29 April 2024, the US Food and Drug Administration (FDA) granted tradi-
tional approval to tisotumab vedotin-tftv (TIVDAK®), indicated for the treat-
ment of r/m CC with disease progression on or after chemotherapy [31].
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Table 1-3: EMA regulatory information for tisotumab vedotin (TIVDAK®)

Medicinal product

Conditional marketing authorisation No

Specific obligations of the conditional | No
marketing authorisation

Additional monitoring Yes
Accelerated approval No
Exceptional circumstances No
ATMP No
PRIME No
First approved indication Yes; indicated as monotherapy for the treatment

of adult patients with r/m CC with disease
progression on or after systemic therapy

Abbreviations: ATMP ... advanced therapy medicinal product, CC ... cervical cancer,
PRIME ... priority medicines

Note: Currently, tisotumab vedotin is available in Austria via parallel import [30]

Posology and method of administration

The recommended dose of tisotumab vedotin is 2 mg/kg (up to a maximum
of 200 mg for patients = 100 kg), administered by intravenous infusion (IV)
over 30 minutes every three weeks until disease progression or unacceptable
toxicity. The treatment should be initiated and supervised by a physician ex-
perienced in the use of anti-cancer therapies [32].

Requirements for pre- and post-treatment evaluation and monitoring

Eye care

According to the EMA Assessment Report, prior to the first infusion with tiso-
tumab vedotin and as clinically indicated, patients should be referred to an
eye care professional for a full eye exam, including visual acuity and slit lamp
exam. In addition, prior to each infusion, the treating healthcare provider
should inspect the patient’s eyes. Patients should be monitored for and be in-
structed to report new or worsening ocular signs and symptoms and referred
to an eye care professional as soon as warranted. If adverse reactions occur,
tisotumab vedotin should be withheld, the dose reduced or permanently dis-
continued based on the severity of the reaction. The patient should be advised
to avoid wearing contact lenses for the entire duration of therapy [32].

To reduce the risk of ocular adverse reactions, patients should adhere to a
specific eye care plan, including recommendations for the application of (topi-
cal, preservative-free) corticosteroid eye drops, ocular vasoconstrictor drops,
lubricating eye drops and cooling eye pads. Detailed information on the ad-
ministration can be found in the Appendix, Chapter 1.3, and a schematic
presentation of the eye care plan can be found in Figure 1-4 [32].
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Prior to 1 day priorto \, Immediately prior to first § Tisotumab vedotin 30 minutes 3y arter 30 days
first infusion infusion infusion infusion after infusion Rrisian after last
dose
Ophthalmic
= g
eXxam
Corticosteroid eyedrops

Vasoconstrictor
eyedrops

Cooling eye pads
@ Lubricating eye drops

@ Avoid wearing contact lenses

These steps must be repeated for
each tisotumab vedotin infusion

* Ophthalmic exam (including visual acuity and slit-lamp exam by an eye care provider) at baseline, prior to each dose and as clinically indicated.

Figure 1-4: Required eye care to mitigate the risk of ocular adverse events in patients treated with tisotumab
vedotin, adapted from according to recommendations from the European Medicines Agency [32]

Further requirements
Besides eye care, the EMA Assessment Report also recommends that patients weiteres Monitoring:
should be monitored for signs and symptoms of peripheral neuropathy and periphere Neuropathie
severe cutaneous adverse reactions after tisotumab vedotin administration [32]. und Hautreaktionen
The prescribing information for tisotumab vedotin published by the FDA fur- FDA empfiehlt
ther includes recommendations to monitor patients for signs and symptoms of zusitzliche Uberwachung
haemorrhage and for pulmonary symptoms indicative of pneumonitis [33]. auf Blutungen und
Lungenbeschwerden
Use in specific populations
Information on the use of tisotumab vedotin in specific populations, derived Spezifische Populationen
from the EPAR product information, is summarised in Table 1-4 [32]. gemaB EPAR
Table 1-4: Use of tisotumab vedotin in specific populations [32] eingeschréankte
- - — Anwendung bei
Tisotumab vedotin can cause foetal harm when administered to a
; . o Schwangeren
° pregnant woman, including embryo-foetal toxicity and structural
@ malformations.
It should not be used during pregnancy unless the clinical condition of keine Anwendung bei
the woman requires treatment with tisotumab vedotin. Kindern < 18 Jahren
& & The safety and efficacy of tisotumab vedotin in children and adolescents . .
AR <18 years have not been established (no data are available). It should keine Dosisanpassungen
not be used in children and adolescents below 18 years of age. bei > 65-Jahrigen
o
[{ﬁ No dose adjustment is required in patients aged >65 years.
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2 Scope of assessment

This report aims to evaluate the clinical effectiveness, safety, economic and
other aspects of tisotumab vedotin (TIVDAK®) for the treatment of adult pa-
tients with r/m CC with disease progression on or after systemic therapy.

2.1 Research questions

The following research questions will be answered in the present report:

Clinical domain:

1. In patients with r/m CC with disease progression on or after systemic
therapy, is tisotumab vedotin more effective and safer compared to
the current standard treatment regarding patient-relevant outcomes?

Non-clinical domains:

2. What are the economic, ethical, organisational and social consequences
of implementing tisotumab vedotin into the Austrian healthcare sys-
tem?

3. What were the key contributions of publicly funded research institu-
tions and private companies in discovering and developing tisotumab
vedotin as a therapy for disease, and how did the transfer of intellec-
tual property rights impact the therapy’s advancement through clinical
trials to market authorisation?

2.2 Inclusion criteria

Inclusion criteria for relevant clinical studies are summarised in Table 2-1.

Regarding the non-clinical domains, relevant economic literature was included
with information about tisotumab vedotin prices, other direct medical costs and
health economic evaluations. In addition, relevant literature for the organisa-
tional, ethical and social domains, as well as literature on public investment,
such as information on public grants, funding and contributions, were consid-
ered.
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Table 2-1: Assessment scope, including the patient, intervention, comparison and outcome (PICO)
question for the clinical domain

P Adult patients with recurrent or metastatic cervical cancer on or after systematic therapy

Relevant subgroup:
Previous platinum-based chemotherapy with or without immune checkpoint inhibitor

| Tisotumab vedotin/TIVDAK/1418731-10-8/gct1015-04/humax-tf-adc/humaxtfadc/igg1-1015-011-1006/
t41737f88a/tf-011-mmae

C m Non-platinum-based single-agent chemotherapy (e.g., topotecan, vinorelbine, gemcitabine, irinotecan
or pemetrexed) (off-label)

= Immune checkpoint inhibitor (e.g., cemiplimab for patients who did not receive prior ICls)
m Best supportive care

(0] Efficacy:
Mortality (overall survival)
Morbidity (progression-free survival, objective response rate, duration of response)

PROs:
Quality of life

Safety:

Adverse events (> Grade 2)

Adverse events (= Grade 3)

Serious adverse events

Death

Treatment discontinuation/interruption due to adverse events

Studies Randomised control trials, non-randomised control studies, observational studies, and single-arm trials

Languages English, German

Abbreviations: ICI ... imnmune checkpoint inhibitor, PRO ... patient reported outcomes

Notes: Outcomes in bold indicate critical efficacy and safety endpoints based on clinical expert consultation.
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3 Methods

This HTA employed a multi-domain assessment approach, following the Euro-
pean Network for Health Technology Assessment (EUnetHTA) methodology
(see guiding question in Chapter 3 of the Appendix) [34]. Methods were tai-
lored to address the three research questions identified in Chapter 2, with a
data cut-off date of 18 February 2026.

Systematic literature search and study selection

For the clinical effectiveness and safety domain, evidence was identified through
a systematic literature search. For the remaining domains, relevant informa-
tion was identified through targeted hand searches of regulatory documents,
HTA reports, guideline documents, and other publicly available sources.

The systematic search was performed on 6 February 2026, across four elec-
tronic databases (MEDLINE via Ovid, Embase, The Cochrane Library, and
INAHTA). The search was restricted to English and German publications and
excluded conference abstracts (detailed search strategies are provided in
Chapter 3 of the Appendix). After deduplication, 292 citations were identified.
In addition, three clinical trial registries (ClinicalTrials.gov, WHO ICTRP, and
EU Clinical Trials Register) were searched to identify ongoing or un-
published studies, yielding five potentially relevant records. Besides, the man-
ufacturer dossier submitted on February 18, 2026, did not provide additional
eligible citations.

The study selection process was conducted using a structured two-stage pro-
cess. Two researchers (TM, ER) independently screened titles/abstracts and
full texts, with arbitration solved by a third reviewer (SGG) in case of disa-
greement. The study selection process for the clinical effectiveness and safety
assessment is presented in a PRISMA flow diagram in Chapter 3 of the Ap-
pendix.

Clinical effectiveness and safety assessment

Data extraction was systematically performed by one reviewer (TM) and cross-
checked by a second reviewer (ER).

The risk of bias (RoB) of the included clinical evidence was assessed at out-
come level using the Cochrane Risk of Bias 2.0 tool. The assessment covered
five predefined domains and followed the structured signalling-question ap-
proach of RoB 2.0. Domain-level judgements (“low risk,” “some concerns,” or
“high risk”) were assigned and synthesised into an overall RoB judgement for
each outcome.

Due to limited availability of comparative data, the evidence synthesis was
conducted narratively. Consequently, the certainty of evidence was not as-
sessed using the Grading of Recommendations Assessment, Development and
Evaluation (GRADE) approach.
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Economic evaluation methods

To collect price information on tisotumab vedotin, the Austrian National Public
Health Institute (Gesundheit Osterreich GmbH, GOG) was contacted. In addi-
tion, the Pharmaceutical Pricing and Reimbursement Information (PPRI) net-
work conducted a confidential survey to gather data on the economic aspects
of tisotumab vedotin, including pricing and managed entry agreements, across
multiple European member states.

Regarding health economic evaluations of tisotumab vedotin, both the MAH
submissions and published analyses were considered. For the latter, we screened
the literature identified through systematic and additional manual Google
searches. Furthermore, we did a quality assessment of the included economic
evaluations using two checklists. Namely, the CHEERS 2022 checklist [35],
which assesses the reporting standard of whether a study has transparently
documented all methodological choices and inputs, and the CHEC-list [36],
which assesses the quality and conduct standard by evaluating whether the
methodological choices themselves were appropriate and sound.

In addition, pursuant to the implementation regulation §4(2) of the Austrian
Appraisal Board, a 3-year budget impact analysis (BIA) was conducted, in-
cluding the gross drug budget impact and additional administration-related
costs. Overall, we made the following assumptions in the BIA:

B We derived the patient population estimates from Austrian clinical
experts, as no real-world data were available for this specific patient
population in Austria.

B We received price information from a parallel import to Austria, which
we used for the primary analysis.

B For the cost calculations, we used drug ex-factory prices from the Aus-
trian “Warenverzeichnis Apothekerverlag” and inpatient treatment cost
data from the Austrian procedure- and diagnosis-related groups (Leis-
tungsorientierte Krankenanstaltenfinanzierung, LKF) catalogue.

B Minor cost categories, such as corticosteroid therapies, as well as costs
related to diagnostics and end-of-life treatments, were excluded from
the analysis due to the individualised nature of diagnostic testing and
BSC.

Organisational, ethical, and social assessment

The assessment of organisational, ethical and social aspects utilised the EU-
netHTA methodology [34]. Data was gathered from three sources:

B Firstly, we used structured patient questionnaires (see details in Chap-
ter 6.2 in the Appendix). Initially, we searched for eligible patients, car-
ers and/or representatives of patient organisations in Austria. The
search was then extended to other German-speaking countries, includ-
ing Germany and Switzerland. In addition, patients were also identified
through clinical experts.

B Secondly, we conducted expert consultations with eight leading clini-
cians (see Chapter 6.1 in the Appendix).

® Thirdly, we retrieved relevant literature from the systematic literature
results and manual search findings.
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Development costs and public contributions
The methodology for assessing development costs and public contributions
involved several steps:

B Identifying product origins through searches for
generic/non-proprietary names and trade names.

B Searching for the earliest references to identify basic research
and development (R&D) support and research grants.

Exploring databases on clinical trials and research funding.

Examining company websites for information on funding rounds,
sponsors, mergers, and acquisitions.

B Searching Securities and Exchange Commission (SEC) reports
for information on acquisitions, patents and shareholders.
Reviewing business news sources for additional information.

If funding amounts are reported in another currency than €,
they will be converted to €.

Landscape overview

Ongoing studies (active and recruiting) evaluating tisotumab vedotin inde-
pendent of origin found in ClinicalTrials.gov were shortly summarised and re-
ported. Additionally, we compiled a landscape overview of other therapies,
which are in the development for r/m CC in adults, using the International
Horizon Scanning Initiative (IHSI) database [37].
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4 Clinical effectiveness and safety

The clinical evidence base for tisotumab vedotin is primarily derived from innovaTV 301-Studie
the pivotal phase 3 randomised controlled trial (RCT) innovaTV 301 (also re- als zentrale Grundlage
ferred to as SGNTV-003; ClinicalTrials.gov identifier: NCT04697628) [9, 38]. der EU-Zulassung
This study forms the basis of the marketing authorisation granted by the Eu-

ropean Commission following EMA assessment and constitutes the only source

of comparative evidence in the present assessment. At the time of the data cut-

off for this assessment (18 February 2026), the study was still ongoing, with

completion expected in Q1-Q2 2026.

Supportive evidence for the safety profile is derived from the clinical develop- erganzende

ment programme as summarised in the European Public Assessment Report Sicherheitsdaten aus
(EPAR), including data from the single-arm phase 2 study innovaTV 204 (Clini- gepoolten EPAR-Analysen
calTrials.gov identifier: NCT03438396) [9, 39].

The confidential Clinical Study Report (CSR) submitted by the MAH [40] was CSR-Priifung ohne
reviewed to complement the information available from the EPAR and the relevante Zusatzbefunde
published study report. However, no material discrepancies or additional

clinically relevant findings were identified.

4.1 Characteristics of the included studies

The main characteristics of the pivotal study, innovaTV 301, are summarised
in Table 4-1.

Table 4-1: Main characteristics of the innovaTV 301 study [9, 38]

Reference/ID innovaTV 301 (SGNTV-003); ClinicalTrials.gov: NCT04697628

Study type and Phase 3, global, multicentre, randomised (1:1), open-label, active-controlled trial comparing tisotumab

design vedotin with the investigator’s choice of single-agent chemotherapy in second- or third-line r/m CC

Study population Adult women with r/m CC (squamous, adenocarcinoma or adenosquamous histology) with disease
progression during or after systemic therapy

Key inclusion m 1-2 prior systemic regimens in the r/m setting

criteria m Prior platinum-based chemotherapy (unless contraindicated)

m ECOG performance status 0-1
m Measurable disease per RECIST v1.1
m Prior anti-PD-(L)1 therapy permitted

Key exclusion
criteria

Primary neuroendocrine, lymphoid, sarcomatoid, or other histologies
Clinically significant bleeding issues or risks

Active CNS metastases

Clinically significant ocular surface disease

Grade =2 peripheral neuropathy

Uncontrolled comorbidities

Tisotumab vedotin (n=253)

Investigator’s choice chemotherapy (n=249):
topotecan, vinorelbine, gemcitabine, irinotecan, or pemetrexed

Study arms

m Total randomised population: n=502
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Reference/ID innovaTV 301 (SGNTV-003); ClinicalTrials.gov: NCT04697628

Stratification factors | ™ ECOG performance status (0 vs 1)

m Prior bevacizumab (yes vs no)

m Prior anti-PD-1/PD-L1 (yes vs no)

m Histology

m Geographic region (Note: excluded from the stratified Cox model due to sparse strata)

Study duration, data
cut-off and location

24 July 2023 (median follow-up 10.8 months; 52% OS maturity)

Updated OS analysis: 16 January 2024 (descriptive OS update; median follow-up 16.8 months;
not part of hierarchical testing procedure)

Study protocol The study protocol underwent three amendments during study conduct; no changes
amendments to the primary endpoint (OS) or overall study design were reported

Available m CSR: provided by MAH (not publicly available)

documentation = EPAR

m Registry entry: NCT04697628
m Sponsoring status: industry-sponsored

Abbreviations: CNS ... central nervous system, CSR ... clinical study report, ECOG ... Eastern Cooperative Oncology
Group, EPAR ... European Public Assessment Report, MAH ... Marketing Authorisation Holder, n ... number of patients,
NCT ... National Clinical Trial identifier (ClinicalTrials.gov), OS ... overall survival, PD-(L) ... programmed death (ligand) 1,
r/m CC ... recurrent or metastatic cervical cancer, RECIST ... Response Evaluation Criteria in Solid Tumors,
v1.1...version 1.1

Note: A complete list of inclusion and exclusion criteria, as well as study protocol amendments are provided
in Chapter 4 of the Appendix.

4.1.1  Study population

Patient baseline characteristics

Baseline characteristics of the intention-to-treat (ITT) population of the inno- vergleichbare
vaTV 301 trial were broadly comparable between treatment arms. Key demo- Baseline-Charakteristika
graphic and disease-related characteristics are summarised in Table 4-2; the in der ITT-Population

full baseline table is provided in Chapter 4.3 of the Appendix.

Table 4-2: Baseline demographics and characteristics of the intention-to-treat population in innovaTV 301 [9,

38]
Characteristic innovaTV 301
Parameter Tisotumab vedotin (n=253) Investigator’s choice chemotherapy (n=249)
Age in years, median (range) 51 (26-80) 50 (27-78)
>65 years, n (%) 42 (16.6%) 41 (16.5%)
ECOG performance status
0, n (%) 137 (54.2%) 136 (54.6%)
1,n (%) 116 (45.8%) 113 (45.4%)
Histology
Squamous cell carcinoma, n (%) 160 (63.2%) 157 (63.1%)
Adenocarcinoma, n (%) 85 (33.6%) 75 (30.1%)
Adenosquamous carcinoma, n (%) 8(3.2%) 17 (6.8%)
Number of prior systemic regimens
1 prior line, n (%) 159 (62.8%) 149 (59.8%)
2 prior lines, n (%) 93 (36.8%) 100 (40.2%)
Unknown, n (%) 1(0.4%) 0 (0%)
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Characteristic innovaTV 301
Parameter Tisotumab vedotin (n=253) Investigator’s choice chemotherapy (n=249)
Prior bevacizumab exposure, n (%) 164 (64.8%) 157 (63.1%)
Prior anti-PD-1/PD-L1 therapy, n (%) 71 (28.1%) 67 (26.9%)
Region
USA, n (%) 16 (6.3%) 14 (5.6%)
EU, n (%) 106 (41.9%) 104 (41.8%)
Asia, n (%) 85 (33.6%) 88 (35.3%)
Other, n (%) 46 (18.2%) 43(17.3%)

Abbreviations: ECOG ... Eastern Cooperative Oncology Group, EU ... European Union, n ...
PD-(L)1 ... programmed death (ligand) 1, USA ... United States of America

4.1.2  Treatment regimens

In the tisotumab vedotin arm, 250 of 253 randomised patients (98.8%) re-
ceived at least one dose of study treatment. In the investigator’s choice chemo-
therapy (ICC) arm, 239 of 249 randomised patients (96.0%) received at least
one dose of one of the prespecified single-agent chemotherapy options. Among
patients treated in the ICC arm, the most frequently administered agents were
gemcitabine (45.6%) and pemetrexed (33.5%), followed by topotecan (7.9%),
vinorelbine (7.1%), and irinotecan (5.9%)[9, 40].

Due to the known ocular toxicity profile of tisotumab vedotin, protocol-man-
dated ocular prophylaxis was implemented, including pre- and post-infusion
eye drops, cold packs during infusion, and mandatory ophthalmologic moni-
toring [9, 38].

Details on treatment exposure and treatment duration are presented in Sec-
tion 4.2.

41.3 Outcomes

Outcome priorisation (PICO and GRADE-informed approach)

The endpoints reported in innovaTV 301 are presented as defined in the origi-
nal study protocol and the EPAR. For this HTA, these endpoints were mapped to
the outcome domains specified in the PICO framework (Chapter 2).

In line with a GRADE-informed approach, outcomes were prioritised according
to their relevance for decision-making and this prioritisation was applied con-
sistently throughout the assessment. Overall survival (0S), progression-free
survival (PFS), quality of life (QoL), and key safety outcomes (including grade
>3 adverse events (AEs) and fatal AEs) were classified as critical outcomes,
while other endpoints were considered important but not critical.

Definitions and reporting of efficacy outcomes

In the innovaTV 301 trial, the primary efficacy endpoint was OS, defined as
the time from randomisation to death from any cause.

Key secondary endpoints were PFS and objective response rate (ORR). PFS
was defined as the time from randomisation to investigator-assessed
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radiologically confirmed disease progression according to Response Evalua-
tion Criteria in Solid Tumors (RECIST v1.1) or death from any cause. ORR was
defined as the proportion of patients achieving a confirmed complete or par-
tial response.

0S, PFS and ORR were included in the prespecified hierarchical testing proce-
dure.

Additional important secondary endpoints included duration of response
(DoR) and time to response (TTR). DoR was defined as the time from first
documented response to disease progression or death, and TTR as the time
from randomisation to first confirmed complete or partial response.

Tumour assessments were performed according to RECIST v1.1. All efficacy
analyses were conducted in the ITT population.

Patient-reported outcomes (PROs) were assessed using the European Organ-
isation for Research and Treatment of Cancer - Quality of Life Questionnaire
(EORTC QLQ-C30), the cervical cancer-specific module QLQ-CX24, and the EQ-
5D instrument. PRO analyses were conducted in the PRO full analysis set, pre-
specified as exploratory endpoints, and evaluated descriptively without mul-
tiplicity adjustment [9, 38].

Definitions and reporting of safety outcomes

Safety was assessed in the safety population, including all patients who re-
ceived at least one dose of study treatment. Adverse events were reported as
treatment-emergent adverse events (TEAEs) and graded according to the Na-
tional Cancer Institute Common Terminology Criteria for Adverse Events
(CTCAE), version 5.0. Safety analyses included overall TEAEs, grade =3
TEAESs, treatment-emergent serious adverse events (TESAEs), treatment-re-
lated events, treatment discontinuations due to TEAEs, and fatal TEAEs (grade
5 events). Deaths occurring during the safety observation period were cap-
tured and classified according to TEAE definitions [9, 38]. A comprehensive
overview of all study endpoints of innovaTV 301 is provided in Chapter 4.2 of
the Appendix.

4.1.4  Safety analysis set

In addition to the pivotal RCT, the EPAR reports integrated safety analyses
pooling patients treated with tisotumab vedotin across the clinical develop-
ment programme. Two pooled populations are presented: a cervical cancer
population (pool 1) and a broader population across all tumour types (pool 2).

Pool 1 includes patients with cervical cancer from the pivotal phase 3 study
innovaTV 301 and the single-arm phase 2 study innovaTV 204. Pool 2 com-
prises all patients from pool 1 as well as additional patients from earlier-phase
studies in other solid tumour indications.

In total, 628 patients were exposed to tisotumab vedotin in the pooled anal-
yses [9].
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4.2  Results on relative efficacy and safety

Results are presented for the ITT and safety populations. The prespecified pri-
mary analysis was performed at the data cut-off (DCO) of 24 July 2023. An
updated OS analysis at the later DCO of 16 January 2024, is reported in the
EPAR only and is descriptive in nature (nominal p-value; not alpha-con-
trolled).

At the primary DCO, the median duration of treatment was longer in the tiso-
tumab vedotin arm compared with ICC (3.7 vs 2.8 months), corresponding to
amedian of 5 versus 4 treatment cycles, respectively. Updated exposure data
were not reported for the later DCO [9].

42.1  C(linical efficacy outcomes

Efficacy outcomes are reported for the ITT population. Detailed numerical re-
sults are summarised in Table 4-3.

Overall survival

At the prespecified primary analysis (DCO 24 July 2023), median OS was 11.5
months in the tisotumab vedotin arm compared with 9.5 months in the ICC
arm, corresponding to a stratified hazard ratio (HR) of 0.70 (95% CI 0.54-
0.89; p=0.0038; alpha-controlled). At this time point, 263 deaths had occurred
in the ITT population, corresponding to approximately 52% of randomised
patients.

In the descriptive OS update (DCO 16 January 2024), median OS was 11.7
months in the tisotumab vedotin arm vs 9.2 months in the ICC arm, corre-
sponding to a stratified HR of 0.79 (95% CI 0.63-0.97; nominal p=0.0280).
This analysis was not part of the prespecified hierarchical testing procedure.

Prespecified subgroup analyses for OS at the primary DCO (24 July 2023)
showed no evidence of heterogeneity across clinically relevant strata, includ-
ing prior bevacizumab exposure, prior anti-programmed death [ligand] 1
(anti-PD-(L)1) therapy, Eastern Cooperative Oncology Group (ECOG) perfor-
mance status, histology and the number of prior systemic regimens. The de-
scriptive OS update at the later DCO (16 January 2024) did not indicate a ma-
terially different pattern across subgroups. Subgroup analyses according to
the ICC demonstrated some variability in effect estimates in small subgroups,
including patients receiving vinorelbine. However, confidence intervals were
wide, no statistically significant interaction was detected. These analyses
were exploratory and not adjusted for multiplicity [9, 38].

Progression-free survival

At DCO 24 July 2023, tisotumab vedotin improved PFS compared with ICC
(stratified HR 0.67; 95% CI 0.54-0.82; p<0.0001; alpha-controlled) [9, 38].
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Tumour response

At DCO July 24, 2023, confirmed ORR was higher with tisotumab vedotin
than with ICC (stratified odds ratio 4.0; 95% CI 2.1-7.6; p<0.0001). Detailed
results on the complete and partial response are given in Table 4-3.

Among confirmed responders, DoR and TTR were comparable between treat-
ment arms and are reported descriptively in Table 4-3 [9, 38].

Table 4-3: Efficacy results of the innovaTV 301 clinical study [9, 38]

signifikanter ORR-Vorteil
vs. ICC

DoR und TTR zwischen
den Armen vergleichbar

Efficacy endpoints Data cut-off Tisotumab vedotin ICC Effect estimate

0S, median (95% ClI), 24 July 2023 11.5(9.8-14.9) 9.5(7.9-10.7) HR 0.70 (0.54-0.89);

months p=0.0038 (a-controlled;
threshold 0.0226)

0S, median (95% Cl), 16 January 2024 11.7 (9.9-13.1) 9.2 (8.0-10.3) HR 0.79 (0.63-0.97);

months nominal p=0.0280

(descriptive)

PFS (INV), median (95% Cl), 24 July 2023 4.2 (4.0-4.4) 2.9(2.6-3.1) HR 0.67 (0.54-0.82);

months p<0.0001 (a-controlled;
threshold 0.0453)

ORR (INV), n/N (%) (95% Cl) 24 July 2023 45/253(17.8) (13.3-23.1) | 13/249(5.2) (2.8-8.8) OR 4.0 (2.1-7.6);

complete: 2.4% complete: 0% p<0.0001
partial: 15.4% partial: 5.2%

DoR (INV; responders only), 24 July 2023 5.3(4.2-83) 5.7 (2.8-NR) descriptive

median (95% Cl), months

TTR (INV; responders only), 24 July 2023 1.6 17 descriptive

median, months

Abbreviations: CI ... confidence interval, DoR ... duration of response, HR ... hazard ratio, ICC...investigator’s choice
chemotherapy, INV ... investigator-assessed, N ... total number of patients, n ... number of patients, NR ... not reached,
OR ... odds ratio, ORR ... objective response rate, OS ... overall survival, PFS ... progression-free survival,

TTR ... time to response

Patient-reported outcomes (exploratory)

Completion rates between baseline and cycle 5 (corresponding approximately
to the median number of treatment cycles received in the tisotumab vedotin
arm) among patients included in the PRO full analysis set were consistently
higher in the tisotumab vedotin arm than in the ICC arm: For the EORTC QLQ-
C30 questionnaire, the completion rate between baseline and cycle 5 was
257.6% in the tisotumab vedotin arm and 238.4% in the ICC arm. For the
EORTC QLQ-CX24 module, completion rates were 256.3% and 237.9%, respec-
tively. For the EQ-5D questionnaire, completion rates were 257.1% in the ti-
sotumab vedotin arm and 240.4% in the ICC arm. Compliance rates were gen-
erally high in both treatment arms (288.8% in the tisotumab vedotin arm and
282.4% in the ICC arm).

Between baseline and cycle 5, health-related quality of life (HRQoL), function-
ing, and symptom scales were generally maintained in the tisotumab vedotin
arm, although interpretation is limited by decreasing completion rates over
time. A 210-point improvement from baseline to cycle 5 in the QLQ-C30
Global Health Status/Quality of Life scale was reported in 13.9% of patients
treated with tisotumab vedotin compared with 3.4% in the ICC arm [9].
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422 Safety outcomes
Safety outcomes are reported for the safety population (n=250 vs n=239). A
summary of key safety outcomes is presented in Table 4-4.

Overall adverse events

TEAEs were common in both treatment arms. The incidence of any TEAE was
98.4% in the tisotumab vedotin arm and 99.2% in the ICC arm. Grade 23
TEAEs occurred less frequently with tisotumab vedotin than with ICC
(52.0% vs 62.3%). TESAEs were reported in 32.8% and 39.3% of patients,
respectively. Grade 5 TEAEs (all-cause) were infrequent and occurred at simi-
lar rates in both groups (1.6% vs 2.1%). Treatment-related grade 5 TEAEs
were rare, occurring in 0.8% of patients receiving tisotumab vedotin and 0.4%
receiving ICC.

Most frequent adverse events

The most common TEAEs (225%) in the tisotumab vedotin arm were nausea,
conjunctivitis, peripheral sensory neuropathy, and epistaxis.

Severe (grade =3) adverse events

Common grade =3 AEs in the tisotumab vedotin arm included anaemia
(8.4%), urinary tract infection (4.4%), abdominal pain (4.0%) and neutropenia
(3.6%), whereas in the ICC arm anaemia (27.6%), neutropenia (13.4%) and
urinary tract infection (7.1%) were most frequent.

Severe cutaneous adverse reactions were reported in 2.4% of patients in the
tisotumab vedotin arm, including one grade 5 event.

Deaths

In the pivotal study, 12 deaths (4.8%) were reported in the tisotumab vedotin
arm compared with 19 deaths (7.5%) in the ICC arm. Most deaths were at-
tributed to progressive disease. In the tisotumab vedotin arm, four deaths
were reported due to AEs (acute kidney injury, pneumonia, sepsis, and Ste-
vens-Johnson syndrome), two of which were considered treatment-related [9,
38].

Treatment discontinuations

TEAEs leading to permanent treatment discontinuation occurred more fre-
quently in the tisotumab vedotin arm (14.8%) than in the ICC arm (3.8%).

At the preferred term level, the most frequent TEAEs leading to discontinua-
tion in the tisotumab vedotin arm were [9, 38]:

B peripheral sensory neuropathy (3.6%),

B Keratitis (2.4%),

B conjunctivitis (1.2%).
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Adverse events of special interest

Ocular adverse events

Ocular TEAEs were reported more frequently with tisotumab vedotin than
with ICC (all grades: 52.8% vs 6.3%). Grade 23 ocular TEAEs occurred in
4.0% of patients in the tisotumab vedotin arm and were not reported in the
ICC arm.

The median time to onset of ocular TEAEs was 1.22 months (range 0.0-4.9),
and the median time to resolution among resolved AEs was 0.59 months
(range 0.1-12.6). At the primary DCO, 69.7% of ocular TEAEs had fully re-
solved or improved, 24.2% had partially resolved or improved, and 6.1% were
ongoing.

Among the ten patients with grade =3 ocular events, eight had a relevant oc-
ular history at baseline, and all had previously experienced grade 1-2 ocular
events. The EPAR concludes that ocular AEs were generally manageable and
frequently reversible under the implemented eye-care plan [9, 38].

Peripheral neuropathy

Peripheral neuropathy was more frequently observed with tisotumab vedotin
than with ICC (all grades: 38.4% vs 4.2%; grade =3: 5.6% vs 0.4%). The me-
dian time to onset was 2.38 months (range 0.0-9.3), and the median time to
resolution was 1.12 months (range 0.0-12.1). Among affected patients, 18.8%
experienced resolution of neuropathy by the primary DCO.

Bleeding events

Bleeding events were more frequently reported with tisotumab vedotin than
with ICC (all grades: 42.0% vs 14.2%). Grade 23 bleeding events were infre-
quent and occurred at similar rates in both arms (2.4% vs 2.9%).

Dose modifications

Dose modifications due to TEAEs occurred in 53.2% of patients treated with
tisotumab vedotin and 56.9% of patients treated with ICC. Dose delays were
reported in 39.2% and 31.0%, and dose reductions in 29.6% and 24.7%, re-
spectively. The median relative dose intensity in the tisotumab vedotin arm
was 96.1% [9, 38].

okulare Ereignisse
deutlich hédufiger unter
Tisotumab vedotin

okuldre TEAEs mit frithem
Auftreten iiberwiegend
reversibel

ophthalmologische
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beherrschbar;

Grad = 3 selten (4 %)

periphere Neuropathie
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(38,4 %; Grad = 3: 5,6 %)
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>3-Haufigkeit vs. ICC
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Table 4-4: Summary of treatment-emergent adverse events in innovaTV 301 clinical study [9, 38]

R innovaTV 301
Tisotumab vedotin (n=250) ‘ 1CC (n=239)
Overall TEAEs
Subjects with any TEAE 246 (98.4%) 237 (99.2%)
Treatment-related TEAE (all grades) 219 (87.6%) 204 (85.4%)
Subjects with > grade 3 TEAE 130 (52.0%) 149 (62.3%)
> grade 3 treatment-related TEAE 73 (29.2%) 108 (45.2%)
Subjects with any TESAE 82 (32.8%) 94 (39.3%)
Treatment-related TESAE 26 (10.4%) 35 (14.6%)
TEAE leading to permanent treatment discontinuation 37 (14.8%) 9 (3.8%)
Treatment-related TEAE leading to discontinuation 34 (13.6%) 4(1.7%)

AIHTA | 2026 38


https://www.aihta.at/

Tisotumab vedotin (TIVDAK®) for the treatment of adult patients with recurrent or metastatic cervical cancer

e innovaTV 301
Tisotumab vedotin (n=250) 1CC (n=239)
Subjects with grade 5 TEAE 4(1.6%) 5(2.1%)
Treatment-related grade 5 TEAE 2(0.8%) 1(0.4%)
Adverse events of special interest
Ocular events (all grades) 132 (52.8%) 15 (6.3%)
Ocular events (> grade 3) 10 (4.0%) 0 (0%)
Peripheral neuropathy (all grades) 96 (38.4%) 10 (4.2%)
Peripheral neuropathy (= grade 3) 14 (5.6%) 1(0.4%)
Bleeding events (all grades) 105 (42.0%) 34 (14.2%)
Bleeding events (> grade 3) 6 (2.4%) 7 (2.9%)

Abbreviations: ICC ... investigator’s choice chemotherapy, n ... number of patients, TEAE ... treatment-emergent adverse

event, TESAE ... treatment-emergent serious adverse event

Integrated safety analyses (EPAR)

In the pooled EPAR analyses, the overall incidence of TEAEs and grade 23
TEAEs was comparable to that observed in innovaTV 301. The pattern of AEs
was consistent with the known safety profile of tisotumab vedotin, with ocular,
peripheral neuropathy and bleeding events representing the most frequently
reported AEs of special interest. No additional safety signals were identified
in the integrated datasets. According to the EPAR, long-term safety data from
tisotumab vedotin are not available at present, and final safety data from the
pivotal study will be provided post-authorisation [9].

In addition, post-marketing data from the USA, including approximately 1,500
treated patients, did not identify any new safety signals, supporting the con-
sistency of the established safety profile [9].

423 ESMO-MCBS scorecard for tisotumab vedotin

According to the European Society for Medical Oncology-Magnitude of Clinical
Benefit Scale (ESMO-MCBS), tisotumab vedotin received an ESMO-MCBS
score of 3 (Form 2a; non-curative setting; OS as primary endpoint) as the ob-
served survival gain of approximately two months and the HR did not meet
the predefined thresholds required for a higher score [41]. A short summary
can be found in Table 4-5. Further details on the ESMO-MCBS scorecard are
presented in Chapter 4.4 of the Appendix.

Table 4-5: ESMO-MCBS v2.0 evaluation of tisotumab vedotin (innovaTV 301) [41]

gepoolte EPAR-Analyse

bestatigt bekanntes
Sicherheitsprofil aus
innovaTV 301

ESMO-MCBS Score 3

(unterhalb der Schwelle

fiir einen erheblichen
klinischen Nutzen)

HR Score
Scale Int. | Form MG ST MG (95% CI) calculation1 PM | Toxicity | QoL AJ FM
ESMO-
0sS: 0S: 0.70 HR <0.65 AND
\I\,/IZC(I)}S NC 2a 9.5 months | +2.0 months | (0.54-0.89) | gain =2-<3months 3 NoAJ | NoAJ | None | 3

Abbreviations: 4] ... adjustment, CI ... confidence interval, ESMO-MCBS ... European Society for Medical Oncology-
Magnitude of Clinical Benefit Scale, FM ... final magnitude of clinical benefit grade, HR ... hazard ratio, Int ... intention,

MG ... median gain, NC ... non-curative, PM ... preliminary grade, QoL ... quality of life, ST ..
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Note: 1 According to the ESMO-MCBS vZ2.0 methodology, score assignment is based on the lower limit

of the 95% confidence interval of the HR (0.54 in this study).
43 Certainty of the evidence

43.1 Risk of bias

The RoB of the innovaTV 301 RCT was assessed using the Cochrane Risk of
Bias 2.0 tool at study outcome level [42-44]. Overall, the study was judged to
raise some concerns regarding RoB. No major issues were identified in the do-
mains related to the randomisation process or measurement of the primary
endpoint. Some concerns were noted in selected domains, including missing
outcome data, particularly for PRO outcomes due to decreasing completion
rates over time, and in the selection of the reported results, as certain out-
comes (e.g., PROs and subgroup analyses) were analysed descriptively with-
out multiplicity adjustment and were not part of the hierarchical testing pro-
cedure. Protocol amendments were transparently reported and did not mate-
rially affect the pre-specified endpoints or alter the overall RoB judgement.

Detailed domain-level assessments are presented in Chapter 4.5 of the Ap-
pendix.

43.2  Statistical analysis and inconsistencies

The primary study endpoint (0S) and the selected key secondary endpoints
(PFS, ORR) were evaluated within a pre-specified hierarchical testing proce-
dure to control for multiplicity. At the primary DCO (24 July 2023), OS and
PFS were tested within the alpha-controlled framework.

The OS update (16 January 2024) was descriptive and not part of the hierar-
chical testing strategy; reported p-values are therefore nominal. Subgroup
analyses were exploratory and not adjusted for multiplicity. No statistically
significant treatment-by-subgroup interactions were reported. Patient-report-
ed outcomes were analysed descriptively without multiplicity adjustment.

At the time of the primary analysis, approximately 52% of patients had ex-
perienced an OS event, indicating moderate maturity of the survival data.
The updated OS analysis at the 16 January 2024 data cut-off provides sup-
portive information but is limited due to its descriptive nature and lack of
alpha control. With regard to safety, the EPAR states that long-term safety
data are not available at present and that final safety data from the pivotal
study will be provided post-authorisation [9, 38].
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5 Price comparisons, treatment costs
and budget impact

The Austrian National Public Health Institute (Gesundheit Osterreich GmbH,
GOG) found prices for Germany at a pharmacy retail price of €2,289.66 per
vial and an NHS price of £1,995.00 per vial for the UK.

This part includes confidential information!

The MAH did not submit a proposed price for Austria in the submitted dos-
sier, stating that the market launch and commercialisation of tisotumab ve-
dotin in Austria are not planned for the next three years. The ex-factory price
of tisotumab vedotin in Germany that was reported in the submitted dossier
is €1,821 per vial. Nevertheless, tisotumab vedotin is available in Austria via
a parallel import. The import price per vial is therefore €2,481.

5.1  Pharmacoeconomic model(s)

5.1.1  Submitted pharmacoeconomic model

The MAH did not submit a pharmacoeconomic model to assess the cost-effec-
tiveness of tisotumab vedotin in Austria.

5.1.2  Economic evaluation based on pharmacoeconomic

models

Characteristics of the economic evaluations and applied models

Countries and perspectives

Two completed cost-utility analyses (CUAs) were identified: one [45] conducted
from a Spanish National Health System perspective, and another [46] adopting a
US third-party public healthcare payer (Medicare reimbursement) perspec-
tive. Notably, neither study was conducted from a societal perspective.

Intervention, comparator, and target population

Both studies evaluated tisotumab vedotin as the intervention. The Spanish anal-
ysis [45] compared tisotumab vedotin against single-agent chemotherapies of
the clinician’s choice, using the ratios from the innovaTV 301 trial control arm
(gemcitabine 44%, pemetrexed 32%, topotecan 8%, vinorelbine 7%, iri-
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notecan 6%)* with or without pembrolizumab, assuming that PD-L1-positive
patients currently receive first-line chemotherapy combined with pembroli-
zumab. The US study [46] also extracted efficacy data from the innovaTV 301
clinical trial comparing tisotumab vedotin against the investigator’s choice of
single-agent chemotherapy. In addition, it assumed that patients would re-
ceive post-progression treatment (50% docetaxel and 50% BSC), with all
patients receiving a single end-of-life visit.

Both analyses focused on patients with r/m CC receiving second- or third-line
treatment after failure of first-line chemotherapy with or without pembroli-
zumab [45], or chemotherapy with or without bevacizumab and/or PD-(L)1
inhibitors [46].

Model structure and time horizon

The two studies employed different modelling approaches. The Spanish analy-
sis [45] employed a partitioned survival model with three mutually exclusive
health states: progression-free (PF/baseline), progression, and death (end
state), using a 60-month time horizon. A generalised F-function was selected
for OS and an exponential function for PFS, based on Akaike Information Cri-
terion (AIC), visual comparison with trial curves, and independent clinical ex-
pert validation. Estimated hazard ratios were 0.6928 for OS and 0.6708 for
PFS. The US study [46] employed a 3-state Markov cohort model with health
states of PFS, progressive disease (PD), and death, using a lifetime horizon.
Log-logistic functions were selected for both PFS and OS based on AIC criteria,
with half-cycle correction applied.

Cost categories and utility values

The Spanish analysis [45] included costs of tisotumab vedotin, which was
not yet marketed in Spain, based on the assumption that its price would be
equivalent to that of cemiplimab (€1,536.57 per administration). Grade =3
AEs observed in the clinical trial were included, and associated costs were
estimated using the Boletin Oficial de la Junta de Andalucia. Drug costs were
sourced from national databases. In comparison, the US study [46] based the
costs on self-calculated Medicare reimbursement rates, noting this cost source
may not be applicable to other US providers. Tisotumab vedotin was assumed
to cost $168.26 per mg, i.e. $6,730 per vial.

Utility values in both studies were extracted from published literature rather
than directly from the innovaTV 301 trial, as trial-based utility data were una-
vailable. The Spanish analysis [45] referenced Thurgar etal. (2021) and Huo et
al. (2024), while the US study [46] referenced Thurgar et al. (2021), Liu et al.
(2022),and Jem etal. (2008), applying utility values of 0.817 for PFSand 0.779
for PD. The Spanish analysis did not consider disutility, while the US study
applied AE disutilities of 0.073 for anaemia, and 0.090 for neutropenia. Neither
study applied a severity modifier.

4 These numbers slightly differ from the original numbers reported in the innovaTV
301 trial control arm: gemcitabine (45.6%), pemetrexed (33.5%), topotecan (7.9%),
vinorelbine (7.1%) or irinotecan (5.9%).
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Uncertainty testing and discount rates

The Spanish analysis [45] did not explicitly report a base-case discount rate;
the 0-5% range was explored only in the deterministic sensitivity analysis
(SA). The US study [46] applied a 3% per annum discount rate for both costs
and health outcomes, with variations of 0-5% explored in sensitivity anal-
yses. Both studies conducted SA, though the Spanish analysis noted that using
a partitioned survival model limited the feasibility of probabilistic sensitivity
analysis (PSA).

Model assumptions and limitations

Both studies relied on efficacy data from the innovaTV 301 RCT. Key limita-
tions shared by both studies include the absence of utility values derived di-
rectly from the trial and the restriction of AEs to those of grade =3 with an in-
cidence rate 25%. In addition, the Spanish analysis [45] noted the lack of a
direct clinical comparison with cemiplimab due to unreliable PD-L1 <1% sub-
group data, the assumption that tisotumab vedotin’s price was equivalent to
cemiplimab in the absence of official Spanish market pricing, and the absence
of Spanish-specific utility values for CC. In comparison, the US analysis [46]
also highlighted incomplete trial results, reliance on reconstructed Kaplan-
Meier data for transition probabilities, and the limited generalisability of Med-
icare-based cost sources to other US healthcare providers.

Quality assessment

The quality assessment of the two included economic evaluations using the
CHEERS and CHEC lists showed that both evaluations [45, 46] are of moderate
quality. Collectively, the two studies converge on a consistent finding: the
cost-effectiveness of tisotumab vedotin is critically dependent on the acqui-
sition price of the drug. However, neither study fully meets the methodolog-
ical standards required for HTA submissions. Key limitations shared across
both analyses include the absence of a prespecified analytical protocol, the
use of utility values derived from nonrepresentative patient populations, a
lack of clinically relevant subgroup analyses, and a lack of patient involvement,
all of which constrain the validity of the reported estimates. Overall, Spanish
evaluation [45] demonstrates greater methodological transparency and pol-
icy relevance for European HTA contexts, underpinned by independent au-
thorship and clinical expert validation, but is limited by the absence of a PSA.
In comparison, the US analysis [46] addresses uncertainty quantification
more rigorously through a full PSA, but is undermined by reliance on imma-
ture conference-reported trial data and unjustified cross-indication utility
transfer. The detailed assessment is presented in Appendix, Chapter 5.

Results of the economic evaluations

The Spanish analysis reported incremental costs of €12,138 (tisotumab ve-
dotin: €19,900 vs chemotherapy: €7,762) and an incremental effect of 0.341
quality-adjusted life years (QALYs) (tisotumab vedotin: 1.229 vs chemother-
apy: 0.889). Consequently, the base-case incremental cost-effectiveness ratio
(ICER) was €35,600 per QALY gained. As Spain has not formally adopted a
cost-effectiveness threshold, the authors cited literature-based values rang-
ing from €21,000 to €60,000 per QALY gained [45]. In comparison, the US
analysis reported incremental costs of $206,779 (tisotumab vedotin:
$293,641 vs chemotherapy: $86,862), with incremental effects of 0.25 QALYs
(tisotumab vedotin: 1.15 vs chemotherapy: 0.90), resulting in a base-case ICER
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0f $839,108 per QALY gained, substantially exceeding the applied threshold of
$150,000 per QALY gained in the US [46].

Regarding the uncertainty analysis, the deterministic one-way sensitivity anal-
yses (OWSA) of the Spanish analysis identified the HR for OS as the most influ-
ential parameter, with the ICER ranging from €23,283 per QALY gained (HR
0.54, lower CI) to €95,626 per QALY gained (HR 0.89, upper CI). The second
most influential parameter was the PFS utility of tisotumab vedotin, with the
ICER ranging from €31,609 (utility 0.90) to €68,966 (utility 0.50) per QALY
gained. Variations in tisotumab vedotin prices yielded ICERs ranging from
€31,476 (tisotumab vedotin price: €1,306) to €39,924 per QALY gained (tiso-
tumab vedotin price: €1,767) [45]. In the US study, the OWSA identified the
per-milligram cost of tisotumab vedotin as the most influential parameter, fol-
lowed by the utilities of PD and PFS, and the discount rate. The PSA indicated a
0% probability that tisotumab vedotin is cost-effective at the $150,000-per-
QALY-gained threshold [46].

Overall, both health economic analyses consistently demonstrate that tiso-
tumab vedotin’s cost-effectiveness is highly sensitive to its price, suggesting
that outcome-based pricing agreements or price reductions may be necessary
conditions for tisotumab vedotin to become cost-effective in either the Span-
ish or US healthcare context [45, 46].

Below, Table 5-1 presents an overview of the main results. The detailed data
of the included health economic evaluations are presented in Chapter 5.1 in
the Appendix.

Excursus: Health economic model submitted to the National Institute
for Health and Care Excellence (NICE) in the UK>

Additionally, we report the main characteristics and results of the economic
model that was submitted by the MAH to NICE for the purposes of reimburse-
ment of tisotumab vedotin in the NHS in England. The draft guidance docu-
ment concludes that due to the uncertainties in the submitted model, the cost-
effectiveness estimates for tisotumab vedotin could not be determined.

The MAH presented a semi-Markov model with a 30-year time horizon and a
1-week cycle length, comprising three health states: PF, PD, and death. Transi-
tion probabilities were derived from the innovaTV 301 trial using a paramet-
ric multistate modelling approach. For the first 12 months, the company used
Kaplan-Meier trial data to directly estimate OS rather than modelled OS predic-
tions. Based on the available document [47], the reported results are quite
limited due to commercial confidentiality. The document states only that the
MAH base case ICERs (both deterministic and probabilistic) were higher than
the range normally considered acceptable for NHS resources (£20,000-
£30,000 per QALY gained). The list price of tisotumab vedotin, which has
not yet been approved, was also considered confidential and not disclosed in
the document.

The committee requested additional analyses from the MAH, including explo-
ration of a partitioned survival model structure and updated chemotherapy ad-
ministration costs. The final guidance document is expected to be published on
12 June 2026.

5 The draft guidance of NICE for tisotumab vedotin for treating r/m CC was published
after our cut-off date on 18 February 2026.
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Table 5-1: Overview of main results of published health economic evaluations of tisotumab vedotin

Health System
perspective

PFS: exponential function (HR 0.6708)

m TV price assumed equal to cemiplimab
(€1,536.57/administration)

m Comparators: single-agent chemotherapies at the
clinician's choice, including gemcitabine, pemetrexed,
topotecan, vinorelbine, and irinotecan

m Utility values from Thurgar et al. (2021) & Huo et al. (2024)

m AEs > Grade 3

m Discount rate reported in SA only (0-5%)

chemo: €7,762)

chemo: 0.889)

literature-based range:
€21,000-€60,000/QALY

Author, Incremental ICER & cost-effectiveness | Main sensitivity analysis
Year [Ref] Country Main assumptions costs Incremental effects (national threshold) results

Briceno-Casado Spain: m 3 health states (PF, PD, death); 60-month horizon €12,138 0.341 QALYs €35,600/QALY gained Largest drivers:

etal., 2026 [45] | Spanish National | m 0S: generalised F-function (HR 0.6928); (TV:€19,900 vs (TV:1.229 vs No formal national threshold; | m QS HR: €23,283-

€95,626/QALY

m PFS utility: €31,609-
€68,966/QALY

m TV price: €31,476-
€39,924/QALY

PSA not feasible

(noted as a limitation)

Huo et al,
2024 [46]

USA:

US third-party
public payer
(Medicare)
perspective

m Post-progression: 50% docetaxel + 50% BSC;
one-time end-of-life care for all

m 3-state Markov cohort model (PFS, PD, death);
lifetime horizon; half-cycle correction

m PFS & OS: log-logistic functions (AlC-based)

m TV costs: self-calculated Medicare rates
(USD $93,641; $6,730/vial)

m Comparators: investigator's choice of single-agent
chemotherapy, including gemcitabine, vinorelbine,
topotecan, pemetrexed, or irinotecan

m Utility values from Thurgar et al. (2021), Liu et al. (2022),
Nafees et al. (2008): PFS 0.817, PD 0.779,
anaemia disutility 0.073, neutropenia disutility 0.090

m AEs > grade 3, incidence =5% only

m Discount rate: 3% p.a. (SA: 0-5%)

$206,779
(TV: $293,641 vs
chemo: $86,862)

0.25 QALYs
(TV:1.15vs
chemo: 0.90)

$839,108/QALY gained
National threshold:
$150,000/QALY

Largest drivers:

m Per-mg cost of TV

m Utility of progressive disease
m Utility of PFS

m Discount rate

PSA: 0% probability

of cost-effectiveness at
$150,000/QALY threshold

Abbreviations: AE ... adverse event; BSC ... best supportive care; HR ... hazard ratio, ICER
PF ... progression-free; PFS ... progression-free survival; PSA ... probabilistic sensitivity analysis; QALY ... quality-adjusted life year; SA ... sensitivity analysis; TV ... tisotumab vedotin

... incremental cost-effectiveness ratio; OS ... overall survival; PD ... progressive disease;
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5.2 Budgetimpact analysis

5.2.1  Budget impact analysis submitted by the marketing

authorisation holder

The MAH did not submit a BIA of tisotumab vedotin for Austria.

5.2.2 Austrian budget impact analysis

Eligible population and market share in years 1-3

To derive the eligible population for tisotumab vedotin treatment, it would be
necessary to sum the incidence of metastatic CC cases with the estimate of re-
current, initially non-metastatic cases, and further restrict the resulting r/m
CC population to those with progression on or after systemic therapy.

According to Statistik Austria, patients with disseminated CC in Austria ac-
count for an average of 8.5% of overall CC incidence, amounting to 35 pa-
tients annually [48]. To derive the recurrent arm of the eligible population,
we assumed that the remaining 91.5% of the incident population is initially
non-metastatic (n=380). The likelihood of recurrence of CC among initially
non-metastatic cases was adopted from the IQWiG report and reported as a
22-31% range [49]. Consequently, there are an estimated 119-153 patients
with r/m CC in Austria. The eligible population is further restricted to pa-
tients who have progressed after or during a systemic therapy; again, in the
IQWIiG report, the MAH estimated this population by using a range, with
lower bound adopted from a publication by Musa et al. from 2022 [50] and
corresponding to 33%; the upper bound from an abstract publication by Den-
schlag et al. from 2024 [51] corresponding to 62% [49]. Hence, the resulting
Austrian eligible population derived from literature estimates can be expressed
as a range of 39-95 patients per year.

In contrast, the consulted clinical experts provided a qualified estimate of the
eligible population of 40 to 50 patients per year. We decided to proceed with
this estimate and applied the average of 45 patients treated per year in the
presented BIA.

Direct medical costs of tisotumab vedotin treatment

The direct medical costs of tisotumab vedotin treatment include drug acqui-
sition and administration costs.

Acquisition costs of tisotumab vedotin

Tisotumab vedotin is obtained for use in Austria via a parallel import arrange-
ment at a price of €2,481 per 40 mg vial. Given the dosing regimen of 2 mg/kg
IV every 21 days [32], four vials are needed on average per treatment cycle.
Assuming a median of five treatment cycles from the pivotal innovaTV 301
trial (range: 1-26), the overall acquisition cost per patient is €49,620.
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Administration costs of tisotumab vedotin

The recommended dose is administered as an [V over 30 minutes in a hospital
daycare clinic setting. We accounted for the administration costs via a per-
diem hospital daycare clinic tariff of €845.71. Given the median of five treat-
ment cycles, the administration costs of tisotumab vedotin in Austria amount
to €4,229.

There are additional recommended procedures associated with ocular adverse
reactions (see detailed information in Chapter 1.3) [32]. These ophthalmo-
logical procedures were deemed cost-irrelevant and therefore not included in
the BIA.

Additional treatment costs

We did not assume any additional treatment costs.

Direct medical costs of standard of care treatments

To date, patients in Austria with r/m CC receive individualised off-label mono-
therapy treatments with chemotherapy agents. According to the consulted
experts, topotecan is the most used chemotherapy regimen for this indica-
tion in Austria (estimated share: 70%), followed by gemcitabine (estimated
share: 30%). The combined costs of these two chemotherapy regimens repre-
sent standard of care costs that are assumed to be replaced by costs of tiso-
tumab vedotin treatment in the present BIA. In addition, a non-negligible
number of patients with r/m CC for whom further antineoplastic therapy is
not an option receive BSC, consisting of measures aimed at symptom allevia-
tion. However, given the highly individualised nature of BSC measures, the as-
sociated costs could not be quantified.

Topotecan direct medical costs

The recommended dose of topotecan for this indication is 1.5 mg/m? IV on
five consecutive days of each 21-day cycle [52]. The median number of treat-
ment cycles in the chemotherapy comparator arm in the innovaTV 301 trial
was four. Given the price of topotecan (Topotecan Hospira®) at €237 per 4 mg
vial, the overall per-patient acquisition cost is €4,740.

Similar to tisotumab vedotin, topotecan is administered in Austria in hospital
daycare clinics at a per-diem tariff of €845.71. With the median of 20 treatment
days per patient, the administration costs of topotecan treatment amount to
€16,914.

Gemcitabine direct medical costs

Recommended dosing of gemcitabine in this indication is 1000 mg/m? IV on
days 1 and 8 of each 21-day cycle [44]. Assuming the median of four treatment
cycles and a price of €99 per 1,000 mg vial of gemcitabine (Gemzar®), the
overall per-patient acquisition cost averages €1,584.

Given the eight treatment days per patient, the administration costs of gem-
citabine treatment in hospital daycare clinics amount to €6,766.
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Overall treatment costs and per-patient comparison

Overall, the direct medical costs of tisotumab vedotin treatment per pa-
tient amount to €53,849, 92% of which are attributable to drug acquisition.
By comparison, direct medical costs for the standard of care treatments are
€21,654 for topotecan and €8,350 for gemcitabine.

Given the 70-30% distribution among eligible patients receiving antineo plas-
tic therapies, the average direct medical cost of the standard of care mix
is €17,663, with only 21% attributable to drug acquisition. A detailed
breakdown by cost categories is presented graphically on Figure 5-1 and in
Table 5-2 below .

Cost comparison per categories

Tisotumab vedotin vs. SoC Chemotherapies

Cost (€)

Tisotumab vedotin Topotecan

SoC chemotherapies (mix)

—
Gemcitabine

W Drug Acquisition Drug Administration

Figure 5-1: Comparison of per-patient annual direct medical costs

Table 5-2: Breakdown of per-patient treatment costs

Tisotumab vedotin
Gesamtkosten, davon
92 % Medikamentenkosten

Chemotherapie-
Gesamtkosten, davon
21 % Medikamentenkosten

Tisotumab Topotecan Gemcitabine Mixed
Cost categories vedotin (70%) (30%) ChT comparator
Drug acquisition €49,620 €4,740 €1,584 €3,793
Drug administration €4,229 €16,914 €6,766 €13,869
Sum: Total direct medical costs, €53,849 €21,654 €8,350 €17,663
including additional treatment costs

Net budget impact in years 1-3

The actual budget impact of reimbursing tisotumab vedotin will depend on
the number of eligible patients and the uptake rate. If we apply clinical ex-
perts’ estimate of an average of 45 eligible patients per year and assume that
all patients currently receiving the individualised off-label standard of care
treatment would switch to tisotumab vedotin, the net budget impact of reim-
bursing tisotumab vedotin will be approximately €4.89 million over the first
three years compared to the amount spent on the chemotherapy mix. A de-
tailed breakdown by cost categories is presented in Figure 5-2 and Table 5-3.
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Cost comparison per categories

Tisotumab vedotin vs. SoC Chemotherapies

€2 500.000

€2.000.000

€1.500.000

Cost (€)

€1.000.000

€500.000

Tisotumab vedotin SoC chemotherapies (mix)

W Drug Acquisition Drug Administration

Figure 5-2: Comparison of the budget impact for 45 patients treated

Table 5-3: Net budget impact of tisotumab vedotin over 3 years

Cost category Year 1 Year 2 Year 3 Total
New pts. treated p.a. 45 45 45 135
Acquisition costs €2,232,900 €2,232,900 €2,232,900 €6,698,700
Administration costs €190,285 €190,285 €190,285 €570,854
Total tisotumab vedotin costs €2,423,185 €2,423,185 €2,423,185 €7,269,554
Standard of care costs (ChT mix) €794,828 €794,828 €794,828 €2,384,484
NET BUDGET IMPACT €1,628,357 €1,628,357 €1,628,357 €4,885,070

Abbreviations: ChT ... chemotherapy, p.a ... per annum, pts ... patients

Scenario analysis

This scenario analysis illustrates a possible future price for tisolumab vedotin
in Austria, assuming Austria will receive the same price as Germany. Thus, ac-
cording to the lowest available net price following the Lauer-Taxe, a price of
€1,821 per vial was applied in the BIA while keeping all other parameters
fixed. This price reduction of around €660 reduced per-patient acquisition
costs to €36,420 for a median of five treatment cycles, corresponding to a net
budget impact of around €1.6 million for the 45 expected patients per year.
Finally, this price reduction would result in a net BIA reduction of around
€594,000 per year and €1.782.000 for three years (see Figure 5-3 and Table
5-4).
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Scenario analysis with lower price of Tisotumab vedotin

Tisotumab vedotin vs. SoC Chemotherapies

m

2.500.000

€2.000.000

€1.500.000

Cost(€)

€1.000.000
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Tisotumab vedotin SoC chemotherapies (mix)

M Drug Acquisition Drug Administration

Figure 5-3: Comparison of the budget impact for 45 patients treated (scenario
analysis)

Table 5-4: Net budget impact of tisotumab vedotin over 3 years (scenario analysis: confidential)

Cost category Year 1 Year 2 Year 3 Total
New pts. treated p.a. 45 45 135
Acquisition costs €1,638,900 €1,638,900 €1,638,900 €4,916,700
Administration costs €190,285 €190,285 €190,285 €570,854
Total tisotumab vedotin costs €1,829,185 €1,829,185 €1,829,185 €5,487,554
Standard of care costs (ChT mix) €794,828 €794,828 €794,828 €2,384,484
NET BUDGET IMPACT €1,034,357 €1,034,357 €1,034,357 €3,103,070

Abbreviations: ChT ... chemotherapy, p.a ... per annum; pts ... patients

Limitations

The presented BIA is subject to several limitations, primarily attributable to Limitationen:

the uncertainties in the Austrian eligible population and cost data:

As noted previously in the relevant subchapter, the size of the eligible popu- groBe Unsicherheit bei

lation remains highly uncertain. The expert estimates (40-50 patients/year)
applied in the presented BIA are provisional. Given the lack of Austrian epi-
demiological data to reliably estimate the number of patients meeting the
approved indication, the actual number of eligible patients may differ from
the assumed average of 45 per year.

In addition, the considered standard of care chemotherapy agents used in this
indication are off-label; consequently, there is no recommended posology for
this population. The applied dosing was adapted from the pivotal trial [44]
and cross-checked against the product information (for different approved in-
dications) [52]. However, the clinical dosing of chemotherapy regimens and
the agents used in the Austrian practice may differ slightly, altering the stand-
ard of care costs. In addition, chemotherapy may be administered on an inpa-
tient basis to patients who live far from the treatment centre, which would
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increase the standard of care costs. The same uncertainty arises when using
the median number of cycles from the pivotal trial.

Further uncertainties arise regarding the cost data used. The chosen costing Unsicherheiten
approach relied on ex-factory drug prices and an estimation of a daycare clinic hinsichtlich Kostendaten;
day based on LKF catalogue reimbursement codes. In addition, some cost cat- Augenvorbehandlungen
egories - namely, pre-treatment and AE management - were not considered (kosten-irrelevant) und
in the BIA, the former being deemed cost-irrelevant by the clinical experts. For BSC-Kosten

example, the costs of pre-treatment eye procedures were deemed cost-irrel- (individualisiert)

evant by the clinical experts. Additionally, BSC costs could not be included in wurden nicht in der BIA
the BIA due to the highly individualised nature of the associated measures. beriicksichtigt

Finally, the analysis was conducted from a healthcare payer perspective and keine indirekten Kosten
therefore considered only direct medical costs. Standardised and widely ac- beriicksichtigt

cepted data on indirect healthcare costs are unavailable in Austria, limiting
the possibility of applying a societal perspective.
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6 Extended perspectives

This chapter summarises the perspectives of healthcare providers (HCP) and
patients, along with other relevant considerations. It outlines existing regis-
tries and describes frameworks for documenting the use of tisotumab vedotin
in Austria.

6.1 Healthcare provider perspective

Identification of eligible patients

Eligible patients are identified through assessment of treatment response and
follow-up care within the framework of the close monitoring the Austrian can-
cer patients are integrated in.

Implementation considerations

The integration of tisotumab vedotin into clinical practice requires careful
consideration of healthcare infrastructure, HCP readiness, and patient sup-
port needs. Tisotumab vedotin requires specialised resources for storage,
administration, and management [32]. Nevertheless, substantial structural
changes are not anticipated, as most centres administering targeted infusion
therapies already have the necessary infrastructure in place. However, organ-
isational adjustments may be required to accommodate treatment protocols
specific to tisotumab vedotin. Effective treatment also requires interdiscipli-
nary coordination to manage AEs, including ocular complications, neuropa-
thy, and bleeding events. Furthermore, patient education and support are
also required [32, 53].

Austrian clinical practice context

As part of the assessment, eight clinical experts were consulted to provide
specific guidance for the Austrian clinical practice context (see Chapter 3).
The consultation addressed organisational aspects and patient-relevant out-
comes of tisotumab vedotin use. In addition, clinical experience with tiso-
tumab vedotin was discussed. The questions addressed during the two clinical
expert meetings are provided in Appendix 6.1.

Regarding organisational aspects, the clinical experts indicated that adminis-
tering tisotumab vedotin in a day-clinic setting at 3-week intervals could pos-
itively impact healthcare resource utilisation, including fewer patient visits, re-
duced demand for inpatient beds, and lower HCP staffing requirements (e.g.,
for intravenous access). The current standard of care with chemotherapies
generally involves frequent administration with longer infusion times and is
often delivered in an day-clinic setting [22].

In the r/m setting, the clinical experts considered OS, PFS, ORR, and QoL, par-
ticularly regarding symptom control, to be closely interrelated patient-rele-
vant outcomes. The clinical experts noted that while improvements in re-
sponse rate may not necessarily translate into gains in OS, tumour response
was considered relevant, particularly when associated with improvements in
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QoL. Increasing experience with ADCs in oncology and in the management of
associated AEs was reported. Initial clinical experience with tisotumab vedotin
in Austria was described as positive. The feasibility of AE management was
highlighted by the consulted experts [22].

6.2 Patient perspective

The following section outlines the patient perspective, integrating evidence
from the literature and insights gained through a patient questionnaire. The
combined approach provides a more multidimensional view of patient expe-
riences, expectations, and concerns relevant to the HTA report.

Findings from the literature

Treatment preferences

A discrete choice experiment (DCE)® conducted by Thaker et al. (2025) eval-
uated patient trade-offs between treatment efficacy, risks, and burden in r/m
CC and modelled perceived financial and logistical impacts on treatment pref-
erences. The findings suggest that patients prioritise OS and disease control.
Patients with prior experience of ocular TEAEs attributed greater importance
to the risk of corneal side effects. The authors conclude that individual pa-
tient preferences should be considered in shared decision-making, as they
also affect treatment satisfaction and potentially adherence [55].

Joseph et al. (2026) evaluated patient priorities by asking respondents to rank
0S, emotional well-being, functional dependence, healthcare costs, and treat-
ment experience. OS was consistently ranked as the highest priority, whereas
treatment costs were ranked lowest in importance. The ranking of priorities
of greatest and lowest importance was comparable across metastatic and
non-metastatic disease settings, as well as among patients who had received
chemotherapy or surgery. Differences emerged across stages of survivorship
regarding the three highest-ranked priorities in each group. Short-term sur-
vivors (<1 year) prioritised OS, functional independence, and emotional well-
being, whereas long-term survivors (>5 years) placed greater emphasis on OS,
treatment experience, and emotional well-being [56].

Burden of treatment and quality of life

Health-related QoL in patients with CC is multidimensionally impacted, affect-
ing physical, psychological, social, and environmental domains, depending on
the treatment modality. Soares and Dantas (2024) conducted a systematic
review examining QoL outcomes in women with CC. Additionally, Liberacka-
Dwojak et al. (2024) compared QoL in patients with CC after their diagnosis
with that of healthy women using the 36-Item Short Form Survey and the six-
item Female Sexual Function Index (FSFI) and Membrilla-Beltran et al. (2023)
evaluated the impact of CC on QoL and sexuality in female survivors with the
FSFI, Golombok Rust Inventory of Sexual Satisfaction, and European

6 A DCE is a quantitative research method used to explore participants’ preferences
without asking them directly. The participants are presented with a series of alter-
native hypothetical scenarios and are asked to rank their preferences [54].
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Organisation for Research and Treatment of Cancer QoL questionnaire. To syn-
thesise the findings, outcomes were structured using the domains of the
World Health Organization Quality of Life (WHOQOL) framework [57]. An
overview of the affected domains is presented in Figure 6-1.

Psychological

Quality of life

Level of
independence

Social relationships

Figure 6-1: Schematic representation of the quality of life domains
affected by cervical cancer (created using CANVA, based on

[57]
B Physical domain: Women with CC scored significantly lower on phys- korperliche Doméne:
ical functioning (mean 53.56 vs 69.69) [58]. Reported symptoms in- z. B. gynékologische
cluded gynaecological problems, urinary incontinence, intestinal is- Probleme,
sues, physical changes to the vagina, and swelling of the legs [59]. Other Harninkontinenz,
symptoms, such as appetite, fatigue, insomnia, and pain were also re- Magen-/Darmbeschwerden,
ported [60]. Women with CC also scored significantly lower on sexual Erschopfung,

functioning (mean 32.50 vs 88.50) [58]. Manifestations of sexual dys- Schlaflosigkeit
function included loss of libido, lack of sexual excitement, and pain dur-

ing sexual intercourse. Fear of pain during penetration often resulted

in avoidance of sexual intercourse and subsequent impairment of

sexual functioning [59]. Findings showed that CC survivors experi-

enced sexual dysfunction [60].

B Psychological domain: Women with CC scored significantly lower on psychische Domane:
psychological functioning (mean 35.33 vs 85.67) [58]. Patients experi- z. B. Wut, Angst, Trauer
enced aggression, anger, anxiety, and worry. Sadness and frustration und Frustration

related to infertility, difficulty discussing fertility issues, and grief as-
sociated with the loss of the ability to have children following treat-
ment [59].
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® Level of independence domain: Consequences included loss of abil-

ity to work and consequently of employment, and high medical ex-
penses [59].

Social relationships domain: Feelings of shame and self-criticism
were also associated with isolating behaviours. Patients experienced
isolation from family or community following diagnosis or disease pro-
gression. Perceived social support was a key determinant of QoL, with
lower support associated with poorer outcomes [59].

Environmental domain: With reduced independence, patients be-
came increasingly financially reliant on family members. Furthermore,
experiences of discrimination and stigmatisation were reported.
Stigma related to HPV infection, misconceptions regarding transmis-
sion of HPV, and assumptions about women'’s sexual behaviour con-

tributed to stigmatising labels and social ostracisation [59].

Patient perspective — results from a questionnaire

Patient characteristics

Patient perspectives were collected as part of this HTA using a questionnaire,
as described in the Methods section (see Chapter 3). Two patients, who were
not affiliated with any patient organisations, completed the patient question-
naire (see Appendix 6.1). Both patients reported a long history of treatment.
The characteristics of the patients are presented in Table 6-1.

Table 6-1: Characteristics of participants of the structured

patient questionnaires (n=2) [61]

Patient characteristics ‘ Total number of patients (n=2)
Sex

Female 2

Male 0
Median age 47.5
Indication CC
Role

Patient 2

Carer 0

Patient representative 0
Member of a patient organisation

Yes 0

No 2
Patient already received tisotumab vedotin

Yes 2

No 0

Abbreviations: CC ... cervical cancer, n ... number
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Results from the questionnaires

The input of the patients highlighted two main areas: QoL and experiences
with tisotumab vedotin. To synthesise the findings, outcomes were again struc-
tured using the domains of the WHOQOL framework [57]:

= Physical domain: Both patients reported symptoms related to CC and
its treatment. One patient described fatigue and difficulties with urina-
tion. The other patient reported treatment-related side effects, including
hair loss, loss of appetite, and diarrhoea. Changes in the perception of sex-
uality were also reported.

= Psychological domain: CC was noted to impose a substantial burden on
the mental health of patients and their families. Feelings of worthlessness
were reported.

s Level ofindependence domain: Both patients lost employment due to
their inability to work. One patient expressed a desire to avoid becoming
dependent on her children or requiring assistance in her activities of daily
living.

= Social relationships: Due to the inability to work, social relationships were
reduced [61].

In addition, experiences with tisotumab vedotin were evaluated. Compared
with other therapies, certain advantages were observed, including simplified
administration and reduced or improved perceptions of side effects. One pa-
tient reported that several months were required to adjust, but with the ap-
propriate dosage and supportive measures, such as nasal ointment and eye
drops, a restricted but largely independent life could be maintained. Another
patient expressed gratitude for receiving the treatment [61].

6.3  Further considerations

As outlined in Chapter 1.1, CC is largely preventable through HPV vaccinations
and screening [59, 62]. However, disparities in access or uptake of these pre-
ventive measures may result in certain populations presenting with ad-
vanced disease and being more likely to require later-line treatments, such
as tisotumab vedotin. However, there are disparities in screening and detec-
tion. The NICE scope highlights higher CC incidence and lower screening rates
in deprived populations, as well as lower HPV vaccination uptake among de-
prived and non-white groups in the UK [63]. Health disparities associated with
key demographic and socioeconomic factors were also described by Castellano
etal. (2024) and Soares et al. (2024) [59, 64].

Austria lags far behind the HPV vaccination coverage rates of other coun-
tries. The HPV vaccination uptake by socioeconomic status is not reported,
limiting the assessment of equity. With regard to equity in healthcare provi-
sion, Austria shows pronounced regional disparities in HPV vaccination cov-
erage (approximately 28% in Salzburg vs around 80% in Vienna) as well as in
the uptake of screening programmes, which may indirectly influence the inci-
dence of cervical cancer and, consequently, (cost-intensive) future treatment
needs [14, 22, 65, 66].
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6.4 Registries and documentation of tisotumab

vedotin use
Effective cancer registration in Austria relies on multiple national and re- oOsterreichweites Register
gional systems, each serving distinct data-collection purposes. The National zum Krankheitsverlauf:
Cancer Registry primarily focuses on incidence, prevalence, and survival data KRT Osterreich fiir
and therefore does not collect information on treatment pathways, disease Mammakarzinome und
progression and treatment outcomes. The “Klinisches Tumorregister (KTR) gynakologische Tumore
Osterreich” for breast cancer and gynaecological tumours, established in the
early 2000s, includes participating sites across all federal states, aiming to anwendungsbegleitende
collect, review and analyse data on breast, cervical, endometrial and ovarian Dokumentation zu
cancers (results are available on request only [67]). Additional cancer regis- Tisotumab vedotin:
tration initiatives exist at the regional level, such as the “Onkologisches Infor- moglicherweise im KRT

mationssystem and the Tumorzentrum Oberdsterreich” [68]. In the context
of this report, the KTR may provide an appropriate framework for document-
ing the use of tisotumab vedotin, enabling the collection of real-world data on
its clinical use.
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7 Development costs and public contributions

7.1 Own development costs, acquisitions and licences

Genmab/Pfizer has not published the total amount of R&D expenses attributed

to TIVDAK®. As this chapter is based entirely on publicly accessible infor-

mation, the funding amounts relating to the development of tisotumab ve-
dotin may be incomplete. Table 7-1 provides a brief summary of the key de-

velopment points of tisotumab vedotin.

Table 7-1: TIVDAK® overview

Ubersicht zu
Entwicklungskosten

Public

Type of public

by Genmab and Seagen

Originator Developer Information on acquisitions contribution funding
Genmab Genmab Initial development 1999: Licensing agreement n.a. n.a.
Seagen between Genmab and Medarex
(a wholly-owned 2011: Licensing and collaboration agreement
subsidiary of Pfizer) between Genmab and Seagen
Pfizer 2017: Joint development programme launched

Abbreviations: n.a. ... not applicable

Basic research and clinical development

Tisotumab vedotin, marketed as TIVDAK®, is the result of a long-standing col-
laboration between Genmab, a Danish antibody specialist, and Seagen (fully ac-
quired by Pfizer), a US-based pharmaceutical company. The drug’s develop-

ment draws on two distinct proprietary technologies: Genmab’s tissue factor
(TF) antibody and Pfizer’s ADC platform, originally developed by Seagen prior

to Pfizer’s acquisition of that company in December 2023.
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Development Milestones for TIVDAK®

2017 2011 1999
Genmab and Seagen Cooperation between Seagen Genmab acquires license
Co-Marketing and and Genmab initiated for antibody-technology from
Co-Development Medarex

of TIVDAK® initiated

Licensing agreement with Zai Pfizer completes its acquisition of Seagen EMA approves TIVDAK®
Limited for the China region for the treatment of
adult patients with r/m CC
|
INDUSTRY

Figure 7-1: Development milestones for tisotumab vedotin

Clinical development was conducted by

Genmab (NCT02001623, NCT03245736, NCT03438396, NCT06952660,
NCT03786081, NCT03657043, NCT02552121, NCT03485209,
NCT04697628, NCT03913741),

Seagen (NCT02001623, NCT03245736, NCT03438396, NCT03786081,
NCT03657043, NCT02552121, NCT03485209, NCT04697628,
NCT03913741) and

Pfizer (NCT06952660).

Involved organisations in the clinical trials were the European Network
of Gynaecological Oncological Trial Groups (NCT03438396, NCT03786081,
NCT06459180), the Belgian Gynaecological Oncology Group (NCT03438396,
NCT03786081) and the Gynaecologic Oncology Group (NCT03438396).

7.2 Public contributions to drug development

We were unable to find any public funding amounts associated with the de- keine direkten 6ffentlichen
velopment of tisotumab vedotin. Beitrage identifiziert

Company structure and financials

The collaboration between Genmab and Seagen traces back to October 2011, Kooperation seit 2011:
when Genmab and Seagen entered into a license and collaboration agreement Lizenzvertrag mit
granting Genmab rights to utilise Seagen’s ADC technology in exchange for Seagen (Pfizer),
milestone payments and royalties, while also providing Seagen with an op- Option ausgeiibt 2017,
tion to co-develop and co-commercialise the resulting compound. Seagen ex- kommerzieller Rahmen

ercised this option in August 2017, formally launching the joint development 2020
programme. A joint commercialisation agreement followed in October 2020,
establishing the commercial framework under which TIVDAK® would be

brought to market [69].
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Under the terms in effect prior to 2025, Pfizer led commercial operations in
the US, Europe, and China, while Genmab co-promoted in the US and led
commercial activities in Japan. Profits and costs were split equally (50:50)
across the US, Europe, China, and Japan. In all other markets, Pfizer holds sole
commerecialisation responsibility and pays Genmab royalties ranging from the
mid-teens to the mid-twenties as a percentage of aggregate net sales [30, 69].

Effective 1 January 2025, the two companies amended their agreements, re-
structuring the commercial arrangement. Genmab assumed sole responsibil-
ity for the development and commercialisation of TIVDAK® in second line
plus r/m CC across Europe and all regions globally, excluding the US and
China. Under the revised structure, Genmab will record sales for Europe, Ja-
pan, and rest-of-world markets and will pay Pfizer royalties in the low teens
on net sales in those territories. Pfizer remains solely responsible for the man-
ufacturing of tisotumab vedotin [30].

A separate geographic partnership was announced in September 2022, when
Pfizer and Zai Lab Limited entered into an exclusive collaboration and li-
cense agreement covering mainland China, Hong Kong, Macau, and Taiwan.
Under this agreement, Pfizer received a $30-million upfront payment, with
additional development, regulatory, and commercial milestone payments, as
well as tiered royalties on net sales, all of which are shared equally with Gen-
mab per their bilateral agreement [69].

The underlying antibody technology used to generate the tisotumab compo-
nent of tisotumab vedotin was developed using technology licensed from
Medarex (now a wholly owned subsidiary of Bristol-Myers Squibb) under a
1999 agreement. Notably, tisotumab vedotin is not subject to future milestone
or royalty payment obligations to Medarex under that agreement, distinguish-
ing it from several other Genmab pipeline assets [30].

Patents

Tisotumab vedotin has a US basic product patent expiration year of 2033 [69].
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8 Landscape overview

8.1  Ongoing studies on tisotumab vedotin

Five ongoing clinical studies evaluating tisotumab vedotin were identified
via ClinicalTrials.gov (see Chapter 8 in the Appendix for further details).
These include three active but not recruiting:

B The innovaTV 205 study (NCT03786081), a phase 1/2 trial assessing
tisotumab vedotin monotherapy and in combination with bevacizumab,
pembrolizumab, or carboplatin in subjects with recurrent or stage IVB
CC (estimated completion 31 March 2026).

B The innovaTV 207 study (NCT03485209), a phase 2 trial studying ti-
sotumab vedotin to find out whether it is an effective treatment alone
or with other anticancer drugs for certain solid tumours and what side
effects may occur (estimated completion 31 March 2027)

B The innovaTV 301 study (NCT04697628), a phase 3 trial evaluating
whether tisotumab vedotin works better than chemotherapy to treat
r/m CC (estimated completion 7 May 2026).

Additionally, two studies are recruiting:

B The MK-2870-020 study (NCT06459180), a phase 3 trial to test the ef-
ficacy and safety of MK-2870 versus treatment of the physician’s choice
(among other tisotumab vedotin) as second-line treatment for partici-
pants with r/m CC (estimated completion 15 June 2028).

B The C5721005 study (NCT06952660), a phase 4 trial to learn about
possible side effects of tisotumab vedotin, especially any side effect
related to the eye (estimated completion 13 December 2028).

8.2 Treatments in development

Using the IHSI database [37], a total of 20 therapies were identified as under
development for r/m CC in adults.

For r/m CC treatments in adults the expected EC decisions are as follows:
trastuzumab deruxtecan (April 2026), lifileucel (April 2027), catequentinib
(May 2027), peltopepimut-S (August 2029), adrixetinib (October 2029), nerat-
inib (January 2030), Adrx-0706 (February 2030), Crb-701 (February 2030),
sacituzumab tirumotecan (February 2030), Scg142 (November 2030), onvape-
gleukin alfa (July 2031), raludotatug deruxtecan (August 2031), ifinatamab
deruxtecan (June 2032), Ro7502175 (July 2033), Imgn151 (July 2033). Ei-201,
tipapkinogene sovacivec, prolgolimab, tiragolumab and balstilimab have no
expected EC decision date.

The identified therapies were grouped by drug class: seven ADCs (Imgn 151,
sacituzumab tirumotecan, Crb-701, Adrx-0706, trastuzumab deruxtecan,
raludotatug deruxtecan, ifinatamab deruxtecan), three ICIs (balstilimab +
zalifrelimab, tiragolumab + atezolizumab , prolgolimab), three cancer
vaccines (peltopepimut-s, tipapkinogene sovacivec, ei-201), three small
molecule kinase inhibitors (catequentinib, adrixetinib, neratinib), one
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cytokine-based therapy (onvapegleukin alfa) and one bispecific/other
biologics (Ro7502175).

For details on the indication, active ingredient, NCT number, phase of clinical
development, treatment line, developer company, drug class and estimated
EC decision see Table 8-1 below.
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Table 8-1: Landscape overview for r/m CC (sorted by treatment line)

Active Estimated
Indication ingredient NCT Number | Phase Treatment line Developer Drug class EC decision
Prolgolimab
Prolgolimab in combination with platinum-based chemotherapy prolgolimab NCT03912415 3 first line Biocad Immune Checkpoint n.a.
with and without bevacizumab for first-line treatment of advanced CC Inhibitors (ICls)
in adults and the elderly
Ei-201
Ei-201 monotherapy for first-line or later treatment of incurable r/m Ei-201 2021-004277-31 | 1/2 first line or later etherna Cancer Vaccines n.a.
HPV16-positive oropharyngeal cancer in adults and the elderly (only EudraCT

Number available)

Tipapkinogene Sovacivec
Tipapkinogene sovacivec in combination with avelumab for first-line tipapkinogene | NCT03260023 1/2 first line or later Transgene Cancer Vaccines n.a.
or later treatment of metastatic or refractory/recurrent HPV16-positive sovacivec
cancer in adults and the elderly
Raludotatug deruxtecan
Raludotatug deruxtecan monotherapy for treatment of locally advanced | raludotatug NCT06660654 2 Above >1line of therapy Daiichi Sankyo Antibody-Drug August
or metastatic solid tumour in adults and the elderly deruxtecan (no more than 3) Conjugates (ADCs) 2031
Ifinatamab deruxtecan
Ifinatamab deruxtecan monotherapy for the treatment of r/m solid ifinatamab NCT06330064 2 Above >1 line of therapy Daiichi Sankyo Antibody-Drug June
tumour in adults and the elderly deruxtecan (no more than 3) Conjugates (ADCs) 2032
Peltopepimut- S
Peltopepimut- S in combination with cemiplimab for second-line treatment | peltopepimut-S | NCT04646005 2 second line ISA Cancer Vaccines August
of r/m HPV16-positive, squamous cell CCin adults and the elderly who Pharmaceuticals 2029
have experienced disease progression after first-line chemotherapy
Balstilimab
Balstilimab in combination with zalifrelimab for second-line treatment balstilimab NCT03894215 2 second line Agenus Immune Checkpoint n.a.
of metastatic, locally advanced, and/or unresectable CC in adults and Inhibitors (ICls)
elderly who have relapsed after a platinum-based treatment
Tiragolumab
Tiragolumab in combination with atezolizumab for second-line or later tiragolumab NCT04300647 2 second line or later Hoffmann- Immune n.a.
treatment of r/m PD-L1-positive CC in adults and elderly following La Roche Checkpoint
progression on or after prior systemic chemotherapy Inhibitors (ICls)
Adrx-0706
Adrx-0706 monotherapy for second-line or later treatment of advanced Adrx-0706 NCT06036121 1 second line or later Adcentrx Antibody-Drug February
CCin adults and the elderly Therapeutics | Conjugates (ADCs) 2030
Trastuzumab deruxtecan
Trastuzumab deruxtecan monotherapy for second-line or later treatment trastuzumab NCT04482309 2 second line or later Daiichi Sankyo Antibody-Drug April
of locally advanced or metastatic unresectable, HER2-expressing solid deruxtecan Conjugates (ADCs) 2026

tumour in adults and the elderly
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Active Estimated
Indication ingredient NCT Number | Phase Treatment line Developer Drug class EC decision
Lifileucel
Lifileucel monotherapy for second-line or later treatment of r/m, or lifileucel NCT03108495 2 second line or later lovance Cell therapies April
persistent CC in adults and the elderly after a non-myeloablative Biotherapeutics 2027
lymphodepletion preparative regimen
Scg142
Scg142 monotherapy for second-line or later treatment of advanced or Scg142 NCT06505551 1/2 second line or later SCG Cell Cell Therapies November
metastatic HPV16- or HPV52-positive squamous cell carcinoma in adults Therapy 2030
and elderly
Adrixetinib
Adrixetinib in combination with pembrolizumab for the treatment of adrixetinib NCT05438420 1/2 second line or later Qurient Small Molecule October
advanced CC, gastric cancer, oesophageal cancer, hepatocellular carcinoma, Kinase Inhibitors 2029
and gastroesophageal junction cancer in adults and the elderly
Onvapegleukin alfa
Onvapegleukin alfa in combination with pembrolizumab, TransCon TLR7/8 | onvapegleukin | NCT05081609 1/2 second line or later Ascendis Cytokine-Based July
agonist, or other anticancer therapies or as monotherapy for treatment alfa Pharma Therapy 2031
of locally advanced or metastatic solid tumour in adults and elderly
Neratinib (HER2 mutation)
Neratinib monotherapy for the treatment of advanced HER2-mutated neratinib NCT06519110 2 Above <2 lines Convalife Small Molecule January
solid tumour in adults and the elderly Pharmaceuticals | Kinase Inhibitors 2030
Crb-701
Crb-701 monotherapy for third-line treatment of r/m CC in adults and Crb-701 NCT07230626 3 third line Corbus Antibody-Drug February
the elderly who have failed platinum-containing chemotherapy and Pharmaceuticals | Conjugates (ADCs) 2030
PD-1/L1 inhibitor therapy
Catequentinib
Catequentinib in combination with background chemotherapy for third- | catequentinib | NCT02584478 3 third line or later Advenchen Small Molecule May
line or later treatment of r/m CC, endometrial cancer, fallopian tube cancer, Laboratories Kinase Inhibitors 2027
ovarian cancer, primary peritoneal carcinosarcoma in adults and the
elderly
Sacituzumab tirumotecan
Sacituzumab tirumotecan monotherapy for third-line treatment of sacituzumab NCT06459180 3 third line treatment MSD Antibody-Drug February
r/m CCin adults and elderly previously treated with platinum doublet tirumotecan Conjugates (ADCs) 2030
chemotherapy and anti-PD-1/anti-PD-L1 therapy
Imgn151
Imgn151 monotherapy for the treatment of recurrent CC, endometrial Imgn151 NCT05527184 1 no more than 5 prior lines of therapy, AbbVie Antibody-Drug July
cancer, fallopian tube cancer, ovarian cancer, and primary peritoneal with no more than 2 prior therapies since Conjugates (ADCs) 2033
carcinosarcoma in adults and the elderly development of platinum resistance
R07502175
R07502175 in combination with atezolizumab or pembrolizumab R07502175 NCT05581004 1 n.a. Hoffmann-La Bispecific/Other July
or as monotherapy for the treatment of locally advanced or metastatic Roche Biologics 2033

solid tumour in adults and the elderly
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Abbreviations: ADC ... antibody drug conjugate, EC ... European Commission, HERZ ... human epidermal growth factor 2, HPV ... human papilloma virus, ICI ... immune checkpoint
inhibitor, n.a. ... not available/applicable, PD-L1 ... programmed cell death-ligand 1, r/m CC ... recurrent or metastatic cervical cancer
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9 Discussion

This HTA evaluates the available evidence on tisotumab vedotin in adult pa-
tients with r/m CC who have progressed on or after prior systemic therapy.
In addition to clinical effectiveness and safety, the assessment considers eco-
nomic, organisational, and ethical aspects relevant to the potential use of this
intervention within the Austrian healthcare system. The following discussion
summarises the main findings of the assessment and interprets their impli-
cations for clinical practice and healthcare decision-making.

Clinical evidence and uncertainties

The pivotal and only phase 3 RCT in this indication, innovaTV 301, demon-
strated a statistically significant improvement in OS for tisotumab vedotin
compared with ICC (HR 0.70; 95% CI 0.54-0.89). Median OS was prolonged by
two months (11.5 vs 9.5 months). The relative reduction in the risk of death was
consistent across most predefined subgroups, although the trial was not pow-
ered for definitive subgroup conclusions. In the later DCO, the HR was 0.79;
however, this updated OS analysis was descriptive and not alpha-controlled
and should therefore be interpreted as supportive rather than confirmatory
evidence [9, 38].

In contrast, the improvement in PFS was limited (median difference of ap-
proximately 1.3 month), and the ORR was higher with tisotumab vedotin but
remained relatively low. The higher ORR was primarily driven by partial re-
sponses, while complete responses were rare in both treatment arms. Patient-
reported outcomes did not provide conclusive evidence of an improvement in
health-related QoL compared with ICC [9, 38]. The OS benefit was observed
at a DCO with approximately 52% event maturity [9, 38], indicating moderate
maturity of the survival data. Given the open-label design, the RoB was judged
to have some concerns, which introduces additional uncertainty regarding
the interpretation of the observed OS effect [42-44].

In innovaTV 301, the overall frequency of TEAEs was high in both treatment
arms. Grade 23 TEAEs and TESAEs occurred less frequently with tisotumab
vedotin than with ICC. The safety profiles differ primarily in the type of AEs
observed: ocular toxicity occurred more frequently under tisotumab vedotin
and requires specific preventive and monitoring measures. In the clinical trial
setting, most ocular adverse reactions were low grade and considered manage-
able with protocol-mandated risk mitigation strategies; permanent discontin-
uations due to ocular toxicity were infrequent [9, 38]. According to the clinical
experts consulted for this assessment, these AEs are currently perceived as
less problematic in routine practice than at the time of initial introduction, as
treatment teams have gained practical experience with the required prophy-
lactic measures, monitoring procedures and management strategies [22].
Available post-marketing data from the USA, where tisotumab vedotin was
introduced earlier, have not identified new safety signals and are therefore
consistent with the known safety profile, thereby supporting the observations
reported from the Austrian clinical experts [27].

Nevertheless, some uncertainties remain regarding the long-term course and
reversibility of ocular adverse reactions, particularly beyond the observation
period of the pivotal trial, as well as regarding the consistent implementa-
tion of risk-mitigation measures across routine care settings. According to
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the EPAR, long-term safety data for tisotumab vedotin are not available at
present, and final safety data from the pivotal study are to be provided post-
authorisation. Compared with commonly used cytotoxic regimens in this
treatment line, tisotumab vedotin is associated with a different pattern of
toxicity rather than a clearly reduced overall toxicity burden [9, 38].

Further, the study population of innovaTV 301 comprised patients with ECOG
performance status 0-1 and predefined prior treatment exposure. Patients with
relevant ocular comorbidities or significant uncontrolled medical conditions
were excluded [9, 38]. In routine care, however, patients with r/m CC may
present with greater comorbidity or reduced functional status, which may
influence both tolerability and treatment outcomes. The transferability of ef-
ficacy and safety results to patients with poorer performance status, there-
fore, remains uncertain.

Another aspect relevant for the interpretation of the results concerns prior
exposure to ICIs. In innovaTV 301, approximately 28% of patients had re-
ceived prior anti-PD-(L)1 therapy [40]. Since the conduct of the trial, how-
ever, the treatment landscape for r/m CC has evolved, and ICls are now com-
monly used in earlier treatment lines. According to Austrian clinical experts,
most patients in routine practice are expected to have received prior immuno-
therapy before reaching the treatment line evaluated in the trial [22]. Sub-
group analyses of innovaTV 301 suggested a generally consistent treatment
effect irrespective of prior ICI exposure. Currently, there is no evidence that
prior PD-(L)1 inhibitor treatment substantially affects the effectiveness of ti-
sotumab vedotin. However, the relatively small number of patients in the ICI-
pretreated subgroup limits the precision of these estimates [9, 38]. Conse-
quently, some uncertainties remain regarding the magnitude of benefit in
populations with more extensive prior exposure to ICIs.

A further aspect that may affect the interpretation of the results concerns the
comparator regimen used in innovaTV 301. The control arm consisted of
ICC, including gemcitabine, pemetrexed, topotecan, vinorelbine, or irinotecan.
Among the 239 treated patients in the ICC arm, gemcitabine (45.6%) and
pemetrexed (33.5%) were the most frequently administered agents, whereas
topotecan was used in only 7.9% of patients [40]. According to Austrian clini-
cal experts, treatment patterns in routine practice may partially differ, with
topotecan reportedly used more frequently in this setting. While all compara-
tor treatments included in the trial are guideline-consistent options for this
patient population, differences in the distribution of chemotherapy agents
may influence the direct applicability of the trial results to specific national
treatment patterns [22]. Further considerations regarding the transferability
of the results relate to the patient characteristics in innovaTV 301. Most pa-
tients were treated in later therapy lines, and both squamous cell carcinoma
and adenocarcinoma histologies were included. Prior bevacizumab exposure
was reported in a relevant proportion of patients and was used as a stratifica-
tion factor. The study population comprised both patients with recurrent and
metastatic disease; however, detailed stage-specific analyses were limited [9].

While subgroup analyses did not indicate major differences in treatment ef-
fect across these characteristics, the study was not powered to detect such
differences. In routine clinical practice, variations in prior treatment sequences,
histological subtypes, and disease presentation may influence treatment de-
cisions and outcomes. These factors should therefore be considered when
interpreting the applicability of the results to the Austrian healthcare setting.
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Economic aspects

The available economic evidence suggests that the cost-effectiveness of tiso-
tumab vedotin is highly dependent on the assumed drug price. The analysis
conducted for Spain estimated an ICER of €35,600 per QALY gained under
the assumption that the price of tisotumab vedotin equals that of cemiplimab
[45], whereas the US analysis reported an ICER of $839,108 per QALY gained
using Medicare-based price estimates [46]. These differences can largely be
explained by variations in key modelling assumptions between the studies,
particularly the assumed drug acquisition costs. Overall, both analyses indi-
cate that the cost-effectiveness of tisotumab vedotin is highly sensitive to the
assumed drug price, suggesting that price adjustments would be required for
cost-effectiveness under commonly applied thresholds.

Sensitivity analyses in both studies demonstrated that the ICER increases
substantially with higher drug acquisition costs, indicating that the economic
value of tisotumab vedotin is primarily price-driven. However, both studies
have methodological limitations, including the absence of trial-based utility
data, simplified modelling of adverse events, and reliance on price assump-
tions rather than real market prices. In addition, differences in healthcare
systems and treatment pathways limit the transferability of these results to
the Austrian healthcare context.

As no BIA was submitted by the MAH for Austria, a self-conducted BIA was
performed based on literature-derived parameters complemented by expert
opinions. The introduction of tisotumab vedotin is estimated to approximately
triple treatment costs in this therapy line. Assuming approximately 45 eligible
patients per year and complete substitution of currently used chemotherapy
regimens by tisotumab vedotin, the estimated additional expenditure amounts
to approximately €1.63 million per year, totalling €4.89 million over a 3-year
period.

However, the reliability of these estimates is limited by several structural un-
certainties. The analysis relied on literature-based epidemiological data and
expert judgement to estimate the eligible population, as routine Austrian data
for this treatment line are lacking. Given the small size of the target popula-
tion, the actual number of eligible patients may therefore deviate from the as-
sumed average of 45 per year. In addition, the analysis was conducted from a
healthcare payer perspective and included only direct medical costs. Further
methodological limitations of the BIA are described in Chapter 5.2.

International HTA evaluations of tisotumab vedotin

At the time of writing this report, only a limited number of international HTAs of
tisotumab vedotin have been published. These evaluations illustrate that the
interpretation of the available evidence may differ depending on the methodo-
logical framework and the definition of the relevant patient population.

In Germany, the early benefit assessment conducted by the IQWiG and the
subsequent decision by the Federal Joint Committee (Gemeinsamer Bundes-
ausschuss, G-BA) concluded that an additional benefit of tisotumab vedotin
could not be established. In the German assessment, the patient population
was stratified by prior PD-(L)1 therapy, leading to different comparators for
the respective subgroups. For patients without prior immunotherapy, cemi-
plimab was defined as the appropriate comparator; however, no comparative
data were available for this subgroup. For patients previously treated with
PD-(L)1 inhibitors, chemotherapy was defined as the comparator. Although
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the innovaTV 301 trial compared tisotumab vedotin with investigator’s choice
chemotherapy, the submitted analyses did not correspond to the subgroup def-
initions applied in the German assessment. Consequently, the available evi-
dence was considered insufficient to demonstrate an additional benefit [49,
70].

In France, the Haute Autorité de Santé (HAS) issued a favourable reimburse-
ment opinion for tisotumab vedotin and assigned an important medical ben-
efit. Compared with monochemotherapy, the therapy was considered to pro-
vide a minor additional clinical benefit (I'amélioration de service médical rendu,
ASMR 1V). This judgement was based on the statistically significant improve-
ments in OS and PFS observed in the innovaTV 301 study. However, HAS also
highlighted several limitations, including the absence of conclusive QoL results,
limited transposability to current clinical practice due to the low proportion of
patients previously treated with PD-(L)1 inhibitors, and a higher incidence of
specific toxicities such as conjunctivitis and peripheral sensory neuropathy
[71].

In the UK, tisotumab vedotin is currently undergoing appraisal by NICE. In the
draft guidance issued during the consultation phase, the therapy was not rec-
ommended for routine use in the NHS. While the appraisal committee
acknowledged the observed survival benefit, substantial uncertainty remained
in the economic evaluation. In particular, the long-term survival extrapola-
tion based on immature trial data, assumptions about the duration of the
treatment effect, and uncertainties about subsequent therapies were identi-
fied as key drivers of the model results. As a consequence, the ICER for tiso-
tumab vedotin was estimated to exceed the range typically considered cost-
effective by NICE [72]. Final guidance has not yet been published.

Organisational aspects and patient perspectives

From an organisational perspective, tisotumab vedotin can be administered
in a hospital daycare setting within existing oncology structures. According to
the consulted Austrian clinical experts, the associated resource use is consid-
ered manageable. Preventive ocular measures and ophthalmologic assess-
ments prior to treatment initiation are required but were regarded as feasible
in routine care [22]. Nevertheless, consistent implementation of these mea-
sures and coordination between oncology and ophthalmology services remain
necessary to ensure safe use. Treatment decisions are typically embedded in
interdisciplinary tumour board processes. The 3-week administration inter-
val may represent a practical advantage compared with some chemotherapy
regimens.

Patient input was collected through structured questionnaires completed by
two patients with r/m CC who received tisotumab vedotin as part of their
therapy. Due to the very small number of respondents, the findings are highly
limited and not generalisable. Nevertheless, the responses indicate a substan-
tial burden of disease affecting several domains of QoL, including physical
symptoms, psychological distress, loss of independence, and reduced social
participation. Experiences with tisotumab vedotin were described as manage-
able after an initial adjustment period and with appropriate supportive
measures.
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Other aspects

Tisotumab vedotin was developed through a collaboration between Genmab
and Seagen (now part of Pfizer), combining Genmab’s TF-targeting antibody
with Seagen’s ADC technology platform. The development was primarily in-
dustry-led, and public funding contributions to the early development of this
therapy are not readily identifiable in the published literature [30, 69].

Tisotumab vedotin is currently being investigated in five ongoing clinical tri-
als across phases 1/2 to 4, with estimated completion dates between 2026
and 2028. One phase 4 study (NCT06952660) specifically evaluates ocular
AEs in patients with r/m CC, reflecting the clinical relevance of ocular toxicity
associated with this ADC. Other studies are assessing the efficacy and safety
of tisotumab vedotin as monotherapy or in combination with other anticancer
therapies across different solid tumours [37].

Among approximately 20 therapies currently in development for r/m CC, seven
belong to the same drug class as tisotumab vedotin, namely ADCs, including
IMGN-151, sacituzumab tirumotecan, CRB-701, ADRX-0706, trastuzumab
deruxtecan, raludotatug deruxtecan, and ifinatamab deruxtecan. As ADCs rep-
resent an expanding therapeutic class in oncology, the future availability of
additional agents with potentially improved efficacy or safety profiles could
influence the positioning of tisotumab vedotin within the treatment land-
scape. In particular, differences in safety profiles, such as the occurrence of
ocular AEs, may become clinically relevant when comparing agents within this
class. Several of these ADCs are currently in late-stage clinical development,
with regulatory submissions anticipated over the coming years [37].

Conclusion

The available evidence from the pivotal innovaTV 301 trial suggests that tiso-
tumab vedotin is associated with an overall survival benefit compared with
ICC in patients with r/m CC after prior systemic therapy. However, the pri-
mary OS result is based on an interim analysis with approximately 52% event
maturity, and the later OS update is descriptive and not alpha-controlled.
Therefore, the magnitude and robustness of the treatment effect remain un-
certain.

The safety profile is characterised by specific adverse events, particularly oc-
ular toxicities, which require targeted risk mitigation and monitoring but are
considered manageable. Evidence on health-related QoL is inconsistent and
does not allow for a conclusive assessment of patient-relevant benefit. The
transferability of the results to the Austrian healthcare setting is limited due
to differences between the trial population and patients treated in routine
clinical practice. In the absence of real-world evidence, the effectiveness of ti-
sotumab vedotin in routine care remains uncertain.

From an economic perspective, the available evidence suggests that the cost-
effectiveness of tisotumab vedotin is strongly influenced by assumptions about
drug prices. For Austria, the absence of manufacturer-submitted economic
analyses and the lack of an Austrian list price limit the interpretability of
cost-effectiveness estimates. A self-conducted BIA with the assumption of a
price for parallel import of €2,481 suggests additional expenditures of ap-
proximately €1.63 million per year, assuming around 45 eligible patients an-
nually who all switch from chemotherapy to tisotumab vedotin treatment, alt-
hough this estimate is subject to uncertainty.
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Taken together, tisotumab vedotin represents a targeted treatment option in a Evidenzlage mit
disease stage with limited therapeutic alternatives and poor prognosis. While relevanten Unsicherheiten
the available evidence suggests a survival benefit of uncertain magnitude com- fiir Osterreich

pared with chemotherapy, relevant uncertainties remain due to the robust-
ness of the OS results. In addition, relevant uncertainties persist regarding
long-term safety and the economic implications within the Austrian health-
care context.
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