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Om Medicinradet

Medicinradet er et uathaengigt rad, som udarbejder anbefalinger og vejledninger om laegemidler til de fem regioner.

Medicinradet vurderer, om nye leegemidler og indikationsudvidelser kan anbefales som mulig standardbehandling og
udarbejder felles regionale behandlingsvejledninger.

Nye leegemidler vurderes i forhold til effekt, eksisterende behandling og pris. Det skal give lavere priser og
leegemidler, der er til storst mulig gavn for patienterne.

De fezlles regionale behandlingsvejledninger er vurderinger af, hvilke leegemidler der er mest hensigtsmaessige til
behandling af patienter inden for et terapiomréde og dermed grundlag for ensartet hoj kvalitet for patienterne pa
tveers af sygehuse og regioner.

Om anbefalingen

Anbefalingen er Medicinradets vurdering af, om legemidlets samlede pris er rimelig, ndr man sammenligner den
med legemidlets veerdi for patienterne.

Lagemidlet vurderes efter Handbog for Medicinradets proces og metode vedr. nye laegemidler og
indikationsudvidelser — version 2. Se Medicinradets metodehandbog for yderligere information.
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1 Lzegemiddelinformationer

Lzegemidlets oplysninger

Handelsnavn Lynparza®

Generisk navn Olaparib

Firma AstraZeneca

ATC-kode LO1XX46

Virkningsmekanisme Olaparib er en selektiv hemmer af enzymerne poly (adenosine
disphosphate [ADP]-ribose) polymerase (PARP) 1/2/3, der deltager i
DNA-reparation. Blokering af PARP 1/2/3 i tumorceller, som 1
forvejen har mange genomiske skader, inducerer celledead.

Administration/dosis 2 tabletter 4 150 mg, to gange dagligt.

EMA -indikation

Lynparza is indicated as monotherapy for the maintenance treatment
of adult patients with advanced (FIGO stages Il and 1V) BRCA1/2-
mutated (germline and/or somatic) high-grade epithelial ovarian,
fallopian tube or primary peritoneal cancer who are in response
(complete or partial) following completion of first-line platinum-based
chemoterapy.

2 Medicinradets anbefaling

Medicinradet anbefaler olaparib som mulig standardbehandling til patienter med nydiagnosticeret avanceret
high-grade BRCA-muteret kraeft i aggestokkene, eggelederne eller primaer kraeft i bughinden. Anbefalingen
gelder patienter, som ikke er kandidater til behandling med bevacizumab.

Medicinradet anbefaler olaparib som mulig standardbehandling til patienter med nydiagnosticeret avanceret
high-grade BRCA-muteret kraeft i aggestokkene, eggelederne eller primaer kraeft i bughinden. Anbefalingen
geelder patienter, som er kandidater til behandling med bevacizumab.

Medicinradet anbefaler, at der ikke behandles med PARP-ha&mmere (olaparib eller niraparib) i flere pa
hinanden felgende behandlingslinjer, da der for nuvarende ikke foreligger klinisk dokumentation.

De kliniske spergsmal, som ligger til grund for anbefalingen, er som folger:

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med placebo hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i
weggestokkene, wggelederne eller primeer kreeft i bughinden, som ikke er kandidater til bevacizumab?

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med bevacizumab hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i
weggestokkene, wggelederne eller primeer kreeft i bughinden?
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3 Formal

Formélet med Baggrund for Medicinradets anbefaling vedrerende olaparib som mulig standardbehandling til
nydiagnosticeret avanceret high-grade BRCA-muteret kreeft 1 aeggestokkene, a&ggelederne eller primaer kraeft
1 bughinden er at skabe gennemsigtighed om det materiale, der ligger til grund for Medicinradets anbefaling.

4 Baggrund

Kreaeft i ®ggestokkene er den fjerde hyppigste kreftdedsarsag hos kvinder i Danmark. Der diagnosticeres
omkring 550 nye tilfaelde per ar, og omkring 4600 kvinder lever med diagnosen.

Kraft i ®ggestokkene er en heterogen gruppe med forskellige histologiske undertyper, hvor ca. 90 % af alle
tilfzelde er af epitelial type (karcinomer) svarende til ca. 500 af de i alt 550 nye patienter om aret. Histologisk
skelnes mellem low- og high-grade epitelialt karcinom, hvor sidstnaevnte har den darligste prognose.

Arsagen til kreeft i &ggestokkene er ikke kendt, men en rakke risikofaktorer er beskrevet, herunder
genetiske, hvor breast cancer (BRCA) 1 eller 2 genmutationer (arvelige eller somatiske) er de mest kendte.
Forekomsten af BRCA-mutationer ved kraft i @ggestokkene er 15-20 % uanset histologisk undertype.
BRCA1/2-mutation er associeret med bedre prognose hos patienter med kreeft i ggestokkene. Det skennes,
at hejst 110 af de i alt 550 nydiagnosticerede patienter er BRCA-muterede.

Den primare behandling er kirurgisk. Naesten alle patienter, der opereres makroskopisk radikalt, tilbydes
efterfolgende adjuverende kemoterapi. Patienter med efterladt makroskopisk tumorvaev (ikke-radikalt
opererede, stadium-IV og inoperable patienter) tilbydes 1. linjebehandling med kemoterapi enten som
monoterapi eller i kombination og/eller efterfulgt af vedligeholdelsesbehandling med bevacizumab.

Olaparib er EMA-godkendt i 2017 til vedligeholdelsesbehandling til patienter med recidiverende high-grade
epitelial kreeft i &ggestokkene uathangigt af BRCA-mutationsstatus og histologisk undertype. I Danmark er
olaparib kun anbefalet som mulig standardbehandling til patienter med BRCA-muteret recidiverende high-
grade sergst adenokarcinom i eggestokkene, som responderer pa platinbaseret kemoterapi (KRIS 2015).
Denne anbefaling omfatter en indikationsudvidelse for behandling med olaparib til patienter med
nydiagnosticeret avanceret (FIGO-stadium III-IV) BRCA-muteret high-grade epitelialt karcinom i
eggestokkene, aggelederne eller primeer kreeft 1 bughinden.

4.1 Sagsbehandlingstid og proces for Medicinrddets vurdering

Medicinradet modtog den endelige ansggning vedrerende olaparib fra Astra Zeneca A/S den 16. august 2019
(bilag 5). Vurdering af klinisk merverdi blev praesenteret og godkendt pa radsmedet den 25. september
2019. Medicinradet har gennemfort vurderingen af olaparib til behandling af nydiagnosticeret avanceret
high-grade BRCA-muteret kreeft i @ggestokkene, ®ggelederne eller primeer kraeft i bughinden pa 9 uger og 5
dage.
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5 Medicinradets vurdering af samlet veerdi

Medicinradet vurderer, at olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-
grade epitelialt karcinom i aeggestokkene, &ggelederne eller primeer kraeft i bughinden, som ikke er
kandidater til bevacizumab, giver en lille mervzerdi sammenlignet med placebo. Evidensens kvalitet
vurderes at vere lav.

Medicinradet finder, at den samlede veerdi af olaparib sammenlignet med bevacizumab til nydiagnosticerede
patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i eeggestokkene, eggelederne eller
primeer kreeft i bughinden, som er kandidater til bevacizumab, ikke kan kategoriseres. Medicinradet
forventer dog, at effekten af olaparib samlet set er bedre, og vurderer, at sikkerhedsprofilen ikke er darligere
end for bevacizumab. Evidensens kvalitet kan ikke vurderes.

6 Hgring

Ansgger har den 2. oktober 2019 indsendt et heringssvar, som ikke gav anledning til at revurdere
Medicinradets vurdering af klinisk merverdi. Heringssvaret er vedlagt som bilag 3.

7 Resumé af gkonomisk beslutningsgrundlag

I Amgros’ sundhedsgkonomiske analyse estimeres meromkostninger og budgetkonsekvenser forbundet med
behandling med olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade
epitelialt karcinom i &ggestokkene, eggelederne eller primeer kraeft i bughinden, sammenlignet med placebo
og bevacizumab.

Analysen viser, at behandling med olaparib er forbundet med meromkostninger sammenlignet med bade
placebo og bevacizumab. De samlede budgetkonsekvenser er, forudsat at der ikke behandles med PARP-

hazmmere i flere pa hinanden felgende behandlingslinjer, begraensede.

Amgros’ beslutningsgrundlag og sundhedsekonomisk analyse er vedlagt som bilag 1 og 2.

8 Overvejelser omkring alvorlighed/forsigtighed

Medicinradet har ikke fundet anledning til at inddrage forhold vedrerende alvorlighed eller forsigtighed i
anbefalingen.
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9 Sammenseaetning af fagudvalg og kontaktinformation til Medicinradet

Medicinradets fagudvalg vedrerende kreeft i 2eggestokkene

Indstillet af
Formand
Trine Jakobi Nettrup Lagevidenskabelige Selskaber
Overleage, ph.d.
Medlemmer Udpeget af
Deltager ikke Region Nordjylland og Region Hovedstaden
Lene Weber Vestermark Region Sjelland
Overlaege
Jacob Christian Lindegaard Region Midtjylland
Overlaege, dr.med.
Trine Lembrecht Jorgensen Region Syddanmark
Afdelingslaege
Gabor Liposits Dansk Selskab for Klinisk Onkologi
Overlaege

Trine Zeeberg Iversen
Afdelingslege, ph.d.

Dansk Selskab for Klinisk Onkologi

Troels K. Bergmann

Overleage, klinisk lektor, ph.d.

Dansk Selskab for Klinisk Farmakologi

Maria Kaaberbgl Thorberg
Farmaceut

Dansk Selskab for Sygehusapoteksledelse

Birthe Lemley
Patient/patientreprasentant

Danske Patienter

Dorte Blou
Patient/patientreprasentant

Danske Patienter

Medicinradets sekretariat

Medicinradet
Dampfergevej 27-29, 3. th.
2100 Kgbenhavn &
+4570 1036 00

medicinraadet@medicinraadet.dk

Sekretariatets arbejdsgruppe:

Ditte Marie Irwin-Clugston (projekt- og metodeansvarlig)
Anne Sofie Gram (projektdeltager)

Tina Klitmeller Serensen Agander (projektdeltager)

Ilse Linde (fagudvalgskoordinator)

Jan Odgaard-Jensen (biostatistiker)

Kirsten Holdt Henningsen (teamleder)
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Version

Dato

Andring

1.0

23. oktober 2019

Godkendt af Medicinradet.
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11 Bilag
Bilagsliste:

e Amgros’ beslutningsgrundlag

e Amgros’ sundhedsgkonomiske analyse

e Horingssvar fra anseger

e  Vurdering af olaparib til behandling af nydiagnosticeret avanceret high-grade BRCA-muteret kraeft i
eggestokkene, aggelederne eller primeer kreeft 1 bughinden

e Ansggers endelige ansegning

e Protokol for vurdering af olaparib til behandling af nydiagnosticeret avanceret high-grade BRCA-
muteret kraeft i eggestokkene, ®ggelederne eller primeer kreeft i bughinden
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Beslutningsgrundlag til Medicinradet

Dette dokument er Amgros’ vurdering af olaparib (Lynparza) som monoterapi til vedligeholdelsesbehandling
af voksne patienter med platinsensitiv recidiverende BRCA-muteret (gemline og/eller somatisk) high-grade
sergs epitelial kreeft i aeggestokkene, zeggelederne eller primaer kraeft i bughinden, som responderer
(fuldstaendigt eller delvist) pa platinbaseret kemoterapi. Vurderingen er baseret pa laegemidlets
gennemsnitlige inkrementelle omkostninger (baseret pa SAIP) sammenholdt med Medicinradets vurdering af
den kliniske mervaerdi.

Dato for Medicinradsbeslutning 23-10-2019

Firma AstraZeneca (ansgger)
Leegemiddel Olaparib (Lynparza)
Indikation Monoterapi til vedligeholdelsesbehandling af voksne patienter med

platinsensitiv recidiverende BRCA-muteret (gemline og/eller
somatisk) high-grade sergs epitelial kraeft i a2ggestokke, aeggeleder
eller primaer kraeft i bughinden, som er i respons (fuldstaendigt eller
delvist) efter fuldfgrt 1. linje platinbaseret kemoterapi

Amgros’ vurdering

e Amgros vurderer at der ikke er et rimeligt forhold mellem meromkostningerne og den kliniske
merveerdi for olaparib (Lynparza) som mulig standardbehandling til nydiagnosticerede patienter med
avanceret BRCA1/2-muteret high-grade epitelialt kraeft i 2eggestokkene, herunder seggelederne eller
primaer kraeft i bughinden, som har modtaget platinbaseret kemoterapi og som ikke er kandidater til
bevacizumab

e Amgros vurderer at der ikke er et rimeligt forhold mellem meromkostningerne og den kliniske
merveerdi for olaparib (Lynparza) som mulig standardbehandling til nydiagnosticerede patienter med
avanceret BRCA1/2-muteret high-grade epitelialt kraeft i 2eggestokkene, herunder seggelederne eller
primaer kraeft i bughinden, som har modtaget platinbaseret kemoterapi og som vurderes at veere
kandidater til bevacizumab
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Overordnet konklusion

Medicinradet har vurderet, at olaparib (Lynparza) sammenlignet med placebo giver lille klinisk mervaerdi.

Behandling med olaparib (Lynparza) er forbundet med meget hgje meromkostninger sammenlignet med
placebo til den naevnte indikation. Amgros vurderer, at der ikke er et rimeligt forhold mellem den kliniske
merveerdi for olaparib (Lynparza), sammenlignet med behandling placebo. Meromkostninger drives primaert
af prisen for olaparib (Lynparza) samt hospitalsomkostninger.

Medicinradet har vurderet, at olaparib (Lynparza) sammenlignet med bevacizumab ikke kan kategoriseres.

Behandling med olaparib (Lynparza) er forbundet med hgje meromkostninger sammenlignet med
bevacizumab til den naevnte indikation. Amgros vurderer, at der ikke er et rimeligt forhold mellem den
kliniske mervaerdi for olaparib (Lynparza), ssmmenlignet med behandling bevacizumab. Meromkostninger
drives primaert af prisen for olaparib (Lynparza).

Andre overvejelser

Olaparib (Lynparza) er i dag godkendt til behandling af patienter i 2. linje. Fagudvalget beskriver i
merveaerdirapporten, at patienter der tilbydes olaparib (Lynparza) i 1. linje, ikke vil blive behandlet med en
PARP-haemmer (niraparib eller olaparib) i 2. linje ved sygdomstilbagefald, da der ikke er evidens der
understgtter sekventiel behandling pd nuvaerende tidspunkt. Dette er afspejlet i budgetkonsekvensanalysen,
og medfgrer de meget begraensede budgetkonsekvenser ved sammenligning med bevacizumab (P2).
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Konklusion for populationen

Tabel 1 Merveerdi, meromkostninger og Amgros’ vurdering (baseret pé SAIP).

Amgros’
Usikkerhed for konklusion om
Population Komparator Merveerdi klinisk forholdet mellem

mervaerdi meromkostninger
og merveerdi

P1: Nydiagnosticerede
patienter med avanceret
BRCA1/2-muteret high-
grade epitelialt karcinom Lille klinisk Lav o
i eeggestokkene, som har Placebo ) : : Ikke rimeligt
: merveerdi evidenskvalitet
modtaget platinbaseret
kemoterapi og som ikke
er kandidater til
bevacizumab

P2: Nydiagnosticerede
patienter med avanceret
BRCA1/2-muteret high-
grade epitelialt karcinom :
) . Evidensens
i a2ggestokkene, som har . Kan ikke ) —

: Bevacizumab : kvalitet kan Ikke rimeligt
modtaget platinbaseret kategoriseres :

. ikke vurderes
kemoterapi og som
vurderes at vaere
kandidater til

bevacizumab

Supplerende informationer (resumé af resultaterne fra afrapporteringen)

Konklusion pa omkostnings- og budgetkonsekvensanalyserne

Resultatet fra Amgros’ afrapportering pa omkostningsanalyserne er gengivet i det fglgende. For uddybende
gennemgang af analyse og resultater henvises til afrapporteringen pa http://www.amgros.dk.

Amgros’ afrapportering - Inkrementelle omkostninger per patient

Behandling med olaparib (Lynparza) er forbundet med meget hgje meromkostninger sammenlignet med
behandling med placebo.

| tabel 2 ses de inkrementelle omkostninger for olaparib (Lynparza) og placebo.

3/5


http://www.amgros.dk/

"“AMGROS

Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for olaparib (Lynparza)
sammenlignet med placebo pa ca.

Tabel 2: Resultat af Amgros hovedanalyse for olaparib (Lynparza) sammenlignet med placebo, DKK, SAIP.

\ Olaparib (Lynparza) \ Placebo

Omkostningselement

Leegemiddelomkostninger - I -

Inkrementelle omkostninger

Hospitalsomkostninger 191.765 46.241 145.524
Patientomkostninger 34.512 27.526 6.986
Bivirkninger 735 94 641

Totale omkostninger - - -

Hvis analysen udfgres pa baggrund af AIP, bliver de inkrementelle omkostninger per patient for olaparib
(Lynparza) sammenlignet med placebo ca. 992.000 DKK. Leegemiddelomkostningerne for olaparib (Lynparza)
er 839.000 DKK i AIP.

Behandling med olaparib (Lynparza) er forbundet med hgje meromkostninger sammenlignet med
behandling med bevacizumab.

| tabel 3 ses de inkrementelle omkostninger for olaparib (Lynparza) og bevacizumab.

Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for olaparib (Lynparza)
sammenlignet med bevacizumab pa ca.

Tabel 3: Resultat af Amgros hovedanalyse for olaparib (Lynparza) sammenlignet med bevacizumab, DKK, SAIP.

Omkostningselement \ Olaparib (Lynparza) \ Bevacizumab Inkrementelle omkostninger

Leegemiddelomkostninger - -

Hospitalsomkostninger 191.765 210.819 -19.054
Patientomkostninger 34.512 33.018 1.494
Bivirkninger 735 387 348

Totale omkostninger
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Hvis analysen udfgres pa baggrund af AIP, bliver de inkrementelle omkostninger per patient for olaparib
(Lynparza) sammenlignet med placebo ca. 525.000 DKK. Leegemiddelomkostningerne for olaparib (Lynparza)
er 839.000 DKK i AIP.

Amgros’ afrapportering — Budgetkonsekvenser

Amgros vurderer at anbefaling af olaparib (Lynparza) som mulig standardbehandling ved sammenligning
med placebo, vil resultere i budgetkonsekvenser pa ca. - DKK i ar 5. Hvis analysen udfgres med AlIP,
vil budgetkonsekvenserne veere pa ca. 14 mio. DKK'i ar 5.

Amgros vurderer at anbefaling af olaparib (Lynparza) som mulig standardbehandling ved sammenligning
med bevacizumab, vil resultere i budgetkonsekvenser pa ca. - DKK i &r 5. Hvis analysen udfgres med
AIP, vil budgetkonsekvenserne vaere pa ca. 1 mio. DKK i ar 5.
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OPSUMMERING

Analyse

| analysen estimeres de inkrementelle omkostninger forbundet med behandling med olaparib (Lynparza) sam-
menlignet med placebo (P1) og bevacizumab (P2) som vedligeholdelsesbehandling af patienter med BRCA1/2-
mutation i 1. linje efterfglgende kemoterapi.

Inkrementelle omkostninger og budgetkonsekvenser

Amgros har vurderet de gennemsnitlige meromkostninger per patient ved brug af olaparib (Lynparza) sammenlig-
net med placebo og bevacizumab. De inkrementelle omkostninger er angivet i SAIP.

| scenariet Amgros mener er mest sandsynligt, er de gennemsnitlige meromkostninger per patient for olaparib
(Lynparza) sammenlignet med placebo pa ca.

Hvis analysen udfgres pa baggrund af AIP, bliver leegemiddelomkostningerne for olaparib (Lynparza) ca. 839.000
DKK, mens de total inkrementelle omkostninger bliver ca. 992.000 DKK per patient.

Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for olaparib (Lynparza) sammen-
lignet med bevacizumab pa ca.

Hvis analysen udfgres pa baggrund af AP, bliver leegemiddelomkostningerne for olaparib (Lynparza) ca. 839.000
DKK, mens de total inkrementelle omkostninger bliver ca. 525.000 DKK per patient.

Amgros vurderer, at budgetkonsekvenserne for regionerne per ar ved anbefaling af olaparib (Lynparza) som stan-
dardbehandling vil veere ca. _ i ar 5, ved sammenligning med placebo. Hvis analysen udfgres med AlP,
er budgetkonsekvenser ca. 14 mio. DKK i ar 5.

Amgros vurderer, at budgetkonsekvenserne for regionerne per ar ved anbefaling af olaparib (Lynparza) som stan-
dardbehandling vil veere ca. _ i ar 5, ved sammenligning med bevacizumab. Hvis analysen udfgres med
AIP, er budgetkonsekvenser ca. 1 mio. DKK i ar 5.

Konklusion

Behandling med olaparib (Lynparza) er forbundet med betydelige meromkostninger sammenlignet med behand-
ling med placebo. De inkrementelle omkostninger er naesten udelukkende drevet af leegemiddelomkostningerne
for olaparib (Lynparza).
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Liste over forkortelser

AIP Apotekernes indkgbspris

DKK Danske kroner

DRG Diagnose Relaterede Grupper
HGSC High-Grade sergst adenokarcinom
BRCA Breast cancer

gBRCAmut Patienter med BRCA-mutation
non-gBRCAmut Patienter uden BRCA-mutation
PFS-kurve Progressionsfri overlevelseskurve

SAIP Sygehusapotekernes indkgbspriser
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Laegemiddelfirma: AstraZeneca
Handelsnavn: Lynparza
Generisk navn: Olaparib

Monoterapi til vedligeholdelsesbehandling af voksne patienter med
platinsensitiv recidiverende BRCA-muteret (gemline og/eller somatisk) high-
grade sergs epitelial kreeft i 22ggestokke, aeggeleder eller primeer kraeft i

Indikation: bughinden, som er i respons (fuldstaendigt eller delvist) efter fuldfgrt 1. linje
platinbaseret kemoterapi
ATC-kode: LO1XX46

Ansggning modtaget hos Amgros: 04-09-2019
Endelig rapport fzerdig: 09-10-2019
Sagsbehandlingstid fra endelig ansggning: 35 dage

Pernille Winther Johansen
Line Brgns Jensen

Arbejdsgruppe:
Jeseripp Louise Greve Dal

Mark Friborg

Denne rapport bygger pa analyser udfgrt pa baggrund sygehusapotekernes indkgbspriser (SAIP). Enkelte
steder er analysens resultat yderligere angivet pa baggrund af listepriser (AIP).
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1 BAGGRUND

Olaparib (Lynparza) er indiceret som monoterapi til vedligeholdelsesbehandling af voksne patienter med platin-
sensitiv recidiverende BRCA-muteret (gemline og/eller somatisk) high-grade sergs epitelial ovarie-, tuba- eller
primaer peritonealcancer, som er i respons (fuldsteendigt eller delvist) efter fuldfgrt 1. linje platinbaseret kemo-
terapi. AstraZeneca (herefter omtalt som ansgger) er markedsfgringstilladelsesindehaver af olaparib (Lynparza)
og har den 04.09.2019 indsendt en ansggning til Medicinrddet om anbefaling af olaparib (Lynparza) som stan-
dardbehandling pa danske hospitaler af den naevnte indikation. Som et led i denne ansggning vurderer Amgros,
pd vegne af Medicinrddet de gkonomiske analyser, ansgger har sendt som en del af den samlede ansggning til
Medicinradet. Denne rapport er Amgros’ vurdering af de fremsendte gkonomiske analyser (herefter omtalt som
analysen).

1.1 Problemstilling

Formalet med analysen er at estimere de gennemsnitlige inkrementelle omkostninger per patient og de samlede
budgetkonsekvenser for regionerne ved anbefaling af olaparib (Lynparza) som standardbehandling pa danske
hospitaler af den naevnte indikation. | analyserne sammenlignes behandling med olaparib (Lynparza) med be-
handling med placebo og bevacizumab.

1.2 Patientpopulation

Kraeft i aeggestokkene, kraeft i aeggelederne og primaer kreeft i bughinden benaevnes fremadrettet kraeft i z2gge-
stokkene. Kreeft i aeggestokkene er den fjerde hyppigste kreeftdgdsarsag hos kvinder i Danmark. Der diagnostice-
res omkring 550 nye tilfaelde per ar, og omkring 4600 kvinder lever med diagnosen i Danmark (1).

Omkring 90 % af alle tilfeelde af kraeft i 22ggestokkene er af epitelial type (karcinomer) svarende til ca. 500 nye
patienter om aret. Non-epiteliale kraeftformer udggr resten svarende til ca. 50 nye patienter om aret. Den epi-
teliale type er en heterogen gruppe med stor variation, hvorfor der findes mange histologiske undertyper. Den
histologiske variation ggr subklassificering og dermed behandlingsvalg til en kompleks proces, der kraever teet
samarbejde mellem gynaekologer, patologer, billeddiagnostikere og kliniske onkologer (2,3). Histologisk skelnes
mellem low- og high-grade epitelialt karcinom, hvor sidstnaevnte har den darligste prognose. Sergst adenokarci-
nom er den hyppigst forekomne epiteliale undertype (52 %), hvoraf hovedparten er high-grade sergst adenokar-
cinom (HGSC). HGSC udger ca. 75 % af de samlede high-grade epiteliale karcinomer svarende til 290 nye patien-
ter om aret (4).

Arsagen til kraeft i eeggestokkene er ikke kendt, men en raekke risikofaktorer er beskrevet, herunder spiller antal
fgdsler og brug af p-piller en vaesentlig rolle i livstidsrisikoen (3). Det anslas, at hgjst 20 % af HGSC er genetisk
betinget, med breast cancer (BRCA) 1 eller 2 genmutationer (arvelige eller somatiske) som de mest kendte (2).
Forekomsten af BRCA-mutationer hos patienter med kraeft i a2ggestokkene uanset histologisk undertype er 15-
20 %, heraf udviser HGSC den hgjeste frekvens af mutation, mens andre typer af karcinomer (endometroid
adenokarcinom, clear cell adenokarcinom og carcinosarcom) udviser varierende lavere frekvenser (5). BRCA1/2-
mutation er associeret med bedre prognose hos patienter med kreeft i aeggestokkene uanset histologisk type (6).
Ifglge forslag til nationale guidelines anbefales tests for BRCA-mutationsstatus til alle patienter med kraeft i aeg-
gestokkene enten ved diagnose eller recidiv (7). Det sk@gnnes, at ca. 110 af de i alt 550 nydiagnosticerede patien-
ter er BRCA-muterede.

1.3 Nuveerende behandling

Det overordnede mal med behandling af kraeft i aggestokkene er helbredelse, alternativt at forlaenge overlevel-
sen og gge livskvaliteten.

Den primaere behandling er kirurgisk, hvor malet er at fjerne alt synligt kraeftveev (makroskopisk radikal opera-
tion) samt korrekt stadieinddeling (2).
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Naesten alle patienter, der opereres makroskopisk radikalt, tilbydes efterfglgende adjuverende platinbaseret
kombinationskemoterapi i form af carboplatin og paclitaxel (6 serier). Patienter med efterladt makroskopisk tu-
morveeyv dvs. ikke-radikalt opererede patienter (og alle stadium-IV og inoperable patienter) tilbydes 1. linjebe-
handling i form af platinbaseret kemoterapi enten som monoterapi eller i kombination og/eller efterfulgt af ved-
ligeholdelsesbehandling med et targeteret laegemiddel, som haemmer VEGF (bevacizumab) (8). | klinisk praksis
skelnes der mellem patienter, hvor der er efterladt mere end eller lig med og mindre end 10 mm tumorvaeyv ef-
ter operation. Sidstnaevnte gruppe (< 10 mm) far ikke tilbudt vedligeholdelsesbehandling med bevacizumab.

Omkring 60-80 % af patienterne vil opna komplet eller partielt respons efter 1. linjebehandling, men ca. 80 % af
disse patienter vil fa tilbagefald inden for 2-3 ar efter afsluttet kemoterapi (2).

1.4 Behandling med olaparib (Lynparza)

Indikation

Olaparib (Lynparza) er indiceret som monoterapi til vedligeholdelsesbehandling af voksne patienter med platin-
sensitiv recidiverende BRCA-muteret (gemline og/eller somatisk) high-grade sergs epitelial kraeft i aeggestok-
kene, som er i respons (fuldstaendigt eller delvist) efter fuldfgrt 1. linje platinbaseret kemoterapi.

Det Europziske Leegemiddelagentur (EMA) har godkendt olaparib i tabletform til:

e Vedligeholdelsesbehandling til patienter med BRCA1/2-mutation og recidiverende high-grade sergst
adenokarcinom i eeggestokkene, som responderer pa platinbaseret kemoterapi (komplet eller partiel
respons) (2014)

e Vedligeholdelsesbehandling til patienter med reciverende high-grade epitelial kraeft i 2eggestokkene,
uafhaengigt af BRCA-mutationsstatus og histologisk undertype (2017)

e Vedligeholdelsesbehandling til nydiagnosticerede patienter med avanceret BRCA-muteret high-grade
kreeft i 2eggestokkene (2019)

Olaparib er i Danmark anbefalet som mulig standardbehandling til patienter med BRCA1/2-mutation og recidive-
rende high-grade sergst adenokarcinom i aeggestokkene, som responderer pa platinbaseret kemoterapi.

Virkningsmekanisme

Olaparib er en selektiv haemmer af PARP 1/2/3, som er cellekerneproteiner, der detekterer DNA-skader og frem-
mer DNA-reparation. Nar funktionen af PARP 1/2/3 haammes, akkumuleres DNA-skader, hvilket slutteligt forar-
sager celledgd. Til forskel fra raske celler har tumorceller ofte defekter i deres DNA-reparationsmekanismer som
BRCA-mutationer eller defekt homolog rekombination (homologous recombination deficiency (HRD)), hvilket
resulterer i genomisk ustabilitet og akkumulering af mutationer. Effekten af PARP-inhibition er szerlig udtalt hos
patienter med BRCA1/2-mutation (9).

Dosering

Olaparib gives i tabletform (2 tabletter 4 150 mg, to gange dagligt) indtil uacceptabel toksicitet eller i op til 2 ar,
hvis der ikke er sygdomsprogression.
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1.4.1 Komparator

Medicinradet har defineret placebo og bevacizumab som komparatorer for hhv. P1 og P2, se tabel 1.

Tabel 1: Definerede populationer og komparatorer.

Population

P1: Nydiagnosticerede patienter med avanceret BRCA1/2-muteret
high-grade epitelialt karcinom i seggestokkene, som har modtaget
platinbaseret kemoterapi og som ikke er kandidater til
bevacizumab

Komparator

Placebo

P2: Nydiagnosticerede patienter med avanceret BRCA1/2-muteret
high-grade epitelialt karcinom i aeggestokkene, som har modtaget
platinbaseret kemoterapi og som vurderes at veaere kandidater til
bevacizumab

Bevacizumab

1.5 Medicinradets kliniske spgrgsmal

Medicinradet har vurderet den kliniske merveerdi af olaparib (Lynparza) som vedligeholdelsesbehandling for fgl-

gende populationer:

e P1: Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med placebo hos nydi-
agnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i aeggestok-

kene, som ikke er kandidater til bevacizumab?

e P2:Hvad er vaerdien af vedligeholdelsesbehandling med olaparib sammenlignet med bevacizumab hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i segge-

stokkene?
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2 VURDERING AF INDSENDT @KONOMISK ANALYSE

| analysen af inkrementelle omkostninger per patient sammenlignes behandling med olaparib (Lynparza) med
behandling med placebo (P1) og bevacizumab (P2). Analysen inkluderer omkostninger til liegemidler, monitore-
ring, administration, patienttid, transport og behandlingsrelaterede bivirkninger.

2.1 Model, metode og forudsaetninger
2.1.1 Modelbeskrivelse

I modellen opstartes patienter i behandling med olaparib (Lynparza) i 1. linje, efter de har modtaget en behand-
lingsperiode (seks cyklusser) med kemoterapi.

For olaparib (Lynparza)-armen er behandlingslaeengden baseret pa tid til behandlingsophgr (TTD) i SOLO1-studiet
(10). Da der er et behandlingsloft pa to ar (behandlingen afsluttes efter maksimalt to ar), benyttes behandlings-
ophgrskurver direkte fra studiet som basis for den estimerede behandlingsleengde. Et mindre antal af patien-
terne i behandling med olaparib (Lynparza) modtager fortsat behandling efter behandlingsloftet, men da det er
usikkert hvad der sker med patienter efter 45-50 maneder, antager ansgger, at ingen patienter behandles efter
52 maneder. Dette giver en gennemsnitlig tid til behandlingsophgr pa 20,4 maneder for olaparib (Lynparza) og
14,9 maneder for placebo.

Behandlingsleengden for bevacizumab er baseret pa trunkerede progressionsfri overlevelseskurver (PFS-kurver)
fra bade ICON7 og GOG-2018 studierne (11,12), der skeeres ved 15 maneder. Ansgger argumenterer for, at dette
er tilstraekkeligt, da indikationen for bevacizumab i 1. linjebehandling af eeggestokkekraeft er, at behandlingen
skal ske til progression eller til maksimalt 15 maneder, alt efter hvad der forekommer fgrst.

Behandling med bevacizumab bestar af to faser:
e enindledende fase, hvor det administreres i kombination med kemoterapi
e en vedligeholdelsesfase, hvor bevacizumab administreres alene

Ansgger har inkluderet efterfglgende behandlingslinjer i indsendte analyse. Brugen af efterfglgende behandling
til patienter behandlet med olaparib (Lynparza) og placebo er baseret pa SOLO1 studiet (10), dog beskriver ansg-
ger, at disse studiedata stadig er meget umodne. | studiet modtog 35 % af patienterne, der blev behandlet med
olaparib (lynparza) efterfglgende behandling, mens 72 % af patienterne i placebo-armen modtog efterfglgende
behandling. Patienterne modtog i gennemsnit tre linjer af efterfglgende behandling.

De efterfglgende behandlingslinjer bestod hovedsageligt af kemoterapi, men bade patienter i olaparib (Lyn-
parza)-armen og i placebo-armen modtog efterfglgende behandling med en PARP-haemmer. Det var 19,6 % af
patienterne, som modtog efterfglgende behandling og som tidligere havde modtaget olaparib (Lynparza) og 51
% af patienterne i placebo-armen, der efterfglgende modtog behandling, der blev behandlet med en PARP-
haemmer.

Ansgger har antaget, at andelen af patienter der modtager efterfglgende behandling efter 1. linjebehandling
med bevacizumab, vil vaere tilsvarende andelen i placebo-armen.

Ansgger har antaget, at andelen af patienter der modtager olaparib (Lynparza) og niraparib i de efterfglgende
behandlingslinjer fordeler sig som hhv. 70 % og 30 %, hvilket argumenteres at vaere tilsvarende lzegemidlernes
markedsandel i dansk kontekst.

Amgros’ vurdering

Ansgger naevner selv i ansggningen at studiedata endnu er umodne. Det betyder ogsa, at der ikke er data for
overlevelse. Pa baggrund af dette finder Amgros det ikke retvisende at inkludere efterfglgende behandlingslinjer
i hovedanalysen.
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Ansggers anvendelse af et behandlingsloft pd to dr er i overensstemmelse med produktresuméet for olaparib
(Lynparza) til 1. linjebehandling og findes acceptabelt.

Amgros ekskluderer efterfglgende behandling i egen hovedanalyse, men accepterer analysens gvrige modeltil-
gang.

2.1.2 Analyseperspektiv

Ansgger har indsendt en omkostningsanalyse med et begraenset samfundsperspektiv. Analysen har en tidshori-
sont pa 10 ar. Omkostninger der ligger efter det f@grste ar, er diskonteret med en rate pa 4 % per ar.

Amgros’ vurdering

Amgros finder, at analysens perspektiv er i overensstemmelse med geeldende metodevejledning og findes accep-
tabel. Tidshorisonten findes ligeledes acceptabel, da de behandlingsrelaterede omkostninger overvejende falder i
de farste to ar, hvor den aktive behandling med olaparib (Lynparza) og bevacizumab sker.

2.1.3 Omkostninger

Det fglgende afsnit om omkostninger redeggr for hvordan og hvilke omkostninger ansgger har inkluderet i analy-
sen.

Leegemiddelomkostninger

Ansggers analyser inkluderer omkostninger til lsegemidler bade til intervention og komparatorer. Anvendte pri-
ser har ansgger hentet fra Medicinpriser.dk. Leegemidlernes anvendte doser er baseret pa de respektive pro-
duktresuméer. Se tabel 2.

Ansgger har i indsendte analyse inkluderet omkostninger til olaparib (Lynparza), bevacizumab, niraparib og ke-
moterapi.

Da bevacizumab administreres som vaegtbaseret dosis, har ansgger estimeret gennemsnitsvaegten for en pati-
ent. Her er den gennemsnitlige vaegt fra SOLO1 studiet (10), pa 67,2 kg anvendt. Bade en dosis pa 7,5 mg/kg og
en pa 15 mg/kg anses i dansk klinisk praksis for at vaere ligeveerdige doseringer. Ansgger antager pa baggrund
heraf, at fordelingen mellem de to doser er 50 % af patienterne i bevacizumab-armen behandles med hver af
doserne. Til efterfglgende behandling med bevacizumab, har ansgger anvendt dosis fra OCEANS studiet (13) pa
15 mg/kg.

Tabel 2: Anvendte leegemiddelpriser, AIP, Medicinpriser.dk.

Pakningsstgrrelse Styrke Pakningspris [DKK]
Olaparib 56 tabletter 150 mg 19.166,20
Niraparib 84 kapsler 100 mg 63.600,00
Bevacizumab 4 ml 25 mg/ml 2.199,42
Bevacizumab 16 ml 25 mg/ml 8.108,09
Doxorubicin 10 ml 2 mg/ml 2.752,00
Carboplatin 45 ml 10 mg/ml 203,00
Paclitaxel 50 ml 6 mg/ml 201,50
Docetaxel 4 ml 20 mg/ml 150,00
Cisplatin 100 ml 1 mg/ml 80,00
Amgros’ vurdering
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Ansgger har antaget, at 50 % af patienterne i bevacizumab-armen behandles med en dosis pa hhv. 7,5 mg/kg og
15 mg/kg. Amgros finder argumentationen for valget mangelfuldt og udfgrer fglsomhedsanalyser, hvor bevacizu-
mab dosis varieres mellem maksimal og minimal dosis.

Amgros udarbejder scenarieanalyser, der undersgger effekten af varierende bevacizumab dosis. Derudover ud-
skiftes alle laegemiddelpriser angivet i AIP med SAIP. Analysens gvrige omkostninger findes acceptable.
Administrationsomkostninger

For bevacizumab og kemoterapi har ansgger estimeret administrationsomkostningerne som et laegebesgg med
en takst for cancer omkostning som antages at omfatte 90 minutters behandling. Hertil er yderligere tillagt en
omkostning for en times sygeplejerske tid. De anvendte enhedsomkostninger er vist i tabel 3.

Ansgger har valgt ikke at inkludere administrationsomkostninger for olaparib (Lynparza), da det administreres
oralt.

Tabel 3: Enhedsomkostninger til llagemiddeladministration.

‘ Enhedsomkostning Kode \ Kilde

Leegebesgg 701 BG50A DAGS-takst fra 2017

Cancer 1.271 DG30L DAGS-takst fra 2017

Sygeplejerske 271 Time omkostning Amgros vejledning til
vaerdiszetning af enheds-
omkostninger

Ansgger estimerer administrationsomkostninger pa baggrund af det tidsforbrug det forventes administrationen
med de forskellige laegemidler vil medfgre. Behandlingen med bevacizumab antages at vare 30 minutter ved alle
administration, pa trods af ansgger argumenterer for, at tidsforbruget er stgrre ved de fgrste to administratio-
ner, som forventes at have en varighed pa hhv. 90 og 60 minutter, da tolerance overfor leegemidlet undersgges.
Ansgger har valgt en konservativ tilgang hvor den ekstra tid til de fgrste to administrationer ikke inkluderes i ana-
lysen.

Administration med kemoterapi angiver ansgger ofte vil inkludere infusion med carboplatin, efterfulgt af infu-
sion med liposomal doxorubicin. Hver infusion estimeres at have en varighed pa 60 minutter, sa den fulde be-
handling derved antages at have en laengde pa 120 minutter. De estimererede administrationsomkostninger er
vist i tabel 4.

| de tilfeelde, hvor bevacizumab og kemoterapi gives i kombination, vil patienten modtage bevacizumab hver an-
den uge, mens kemoterapi administreres hver fjerde uge. Ansgger antager, at behandling med bevacizumb og
kemoterapi kan gives ved samme hospitalsbesgg, hvor bevacizumab behandlingen tager 30 minutter, mens ke-
moterapien tager 120 minutter.

Tabel 4: Estimerede administrationsomkostninger.

Administrationstid  Enhedsomkostning Administratio- Administrationsom-
[min.] [DKK] ner/maned kostning/maned
[DKK]
Bevacizumab 30 1.972 1,45 2.739
Kemoterapi 120 2.243 1 2.152,5
Amgros’ vurdering

Ansgger har estimeret hospitalsomkostninger til kemoterapi og bevacizumab som et legebesgg med en add-on
cancer takst. Dertil er tillagt en omkostning til en times sygeplejersketid. Amgros finder ikke denne tilgang accep-
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tabel, da DRG-taksterne ma ses som vaerende deekkende for alle omkostninger ved en behandling hvorved inklu-
sion af yderligere omkostninger vil medfgre en overestimering af omkostningerne. Amgros ekskluderer omkost-
ninger for en times sygeplejersketid og for det ambulante besgg fra egen hovedanalyse, da dette forventes at
veere inkluderet i DAGS-cancer-taksten.

Amgros ekskluderer omkostninger til en times sygeplejersketid og DAGS-taksten for et ambulant besgg i forbin-
delse med kemoterapi. Analysens gvrige omkostninger findes acceptable.

Hospitalsomkostninger

Ombkostninger til monitorering af de forskellige behandlingsalternativer estimerer ansgger pa baggrund af DAGS-
takster fra 2017, der er fremskrevet til 2019-niveau. Ansgger har antaget, at omkostninger til blodprgver er in-
kluderet i taksten for et lzegebesgg og inkluderer derfor ikke dette separat. Der er inkluderet omkostninger til
leege/sygeplejerske-besgg, CT-scanning og vaginal ultralydsscanning, se tabel 5.

Tabel 5: DAGS-takster anvendt til estimering af monitoreringsomkostninger.

Pris ‘ Kode Beskrivelse Kilde

Laege/sygeplejerske 1.271 DG30L Cancer DAGS-takster 2017
CT-scanning 2.120 PG14F CT-scanning, kompliceret = DAGS-takster 2017
Vaginal ultralyd 1.292 PG14J UL-scanning, kompliceret = DAGS-takster 2017

I mangel pa viden om gennemsnitligt antal monitoreringsbesgg for de forskellige behandlingsalternativer, base-
res ansggers estimater pa antagelser fra egen medicinske afdeling. Ansggers estimater er vist i tabel 6.

Tabel 6: Estimeret antal besgg per mdned for de forskellige behandlingsalternativer, samt estimeret mdnedlig monitorerings-
omkostning.

‘ Olaparib (Lynparza) ‘ Bevacizumab Placebo Kemoterapi

Laegebesgg 1 0,33 0,33 1
Sygeplejerskebesgg 1 1,45 0,33 1
CT-scanning 0,33 0,33 0,33 0,33
Vaginal ultralyd 0,2 0,2 0,2 0,2
Manedlig omkostning 3.507 DKK 3.220 DKK 1.817 DKK 3.507 DKK

Amgros’ vurdering

Amgros finder ansggers tilgang meget usikker og har derfor veeret i kontakt med klinikere for at fG valideret mo-
dellens antagelser. De adspurgte klinikere giver udtryk for, at vaginal ultralyd ikke anvendes, hvorfor det eksklu-
deres fra Amgros’ hovedanalyse.

Omkostninger til bivirkninger

Ansgger har inkluderet omkostninger til behandlingsrelaterede bivirkninger af grad >3, med en frekvens pa
mindst 2 % i mindst én af behandlingsarmene. Dette er gjort ved at multiplicere antallet af patienter, der er i be-
handling et pagaeldende ar, med bivirkningsfrekvensen for den behandling patienten modtager. Omkostningerne
til de behandlingsrelaterede bivirkninger inkluderes det fgrste ar patienten modtager behandlingen, da ansgger
argumenterer for at det er i denne periode patienter oplever flest bivirkninger.

Da behandlingen med bevacizumab sker i kombination med kemoterapi argumenterer ansgger for, at der kan

veere bivirkninger i bevacizumab-armen der skyldes behandling med kemoterapien. Derfor har ansgger valgt at
traekke bivirkningsfrekvensen for kemoterapi fra bivirkningsfrekvensen for bevacizumab i analysen.
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Bivirkningsfrekvenserne for olaparib (Lynparza) og placebo er hentet fra SOLO1 studiet (10), mens frekvenserne
for bevacizumab er hentet fra ICON7 studiet (11), eftersom GOG-0218 studiet (12) ifglge ansgger ikke inklude-
rede bivirkningsfrekvenser for grad >3 for stgrste delen af bivirkningerne separat.

Tabel 7: Bivirkningsfrekvenser til de forskellige behandlingsalternativer.

Placebo [%] ‘ Kemoterapi [%]

Olaparib [%] Bevacizumab [%]
Treethed 3,8 0 15 0
Hovedpine 0,4 0 2,3 0
Anzemi 24,3 0 1,5 0
Diarré 3,1 0 0 0
Hypertension 0 6,2 0 0,3
Neutropeni 8,5 16,5 4,6 15,1
Febril neutropeni 0 2,6 0 1,9
Trombocytopeni 0,9 3,5 1,5 2,0
Vengs tromboembolisk event 0 4,3 0 1,7
Arteriel tromboembolisk event 0 2,7 0 1,3

Ombkostninger relateret til bivirkninger estimerer ansgger ved brug af DRG/DAGS-takster. De valgte takster er
praesenteret i tabel 8.

Tabel 8: DRG/DAGS-takster anvendt til estimering af omkostninger ved bivirkninger.

Takst [DKK] Beskrivelse

\ Omkostningspost

Flere bivirkninger Laege-/ sygeplejer- 1.271 Cancer DAGS-takst, 2017
skebesgg DG30L
Kvalme/ opkast/ di- Hospitalisering 22.021 Andre sygdomme i fordgjel- DRG-takst, 2019
arré sesorganer, pat. mindst 18 ar DRGO6MA14
Opkast/ diarré/ Blodprgve 23 ALAT: P-alanintransaminase Rigshospitalets
anami/ neutropeni and BILI: P-bilirubiner parakliniske priser,
2017
Diarré Telefon konsulta- 136 Telefon- og email konsulta- DAGS-takst, 2017,
tion tion, samt skriftlig kommuni- BG50G
kation ved prgvesvar
Anzemi Blodtransfusion 3.442 Transfusion af blod, gvrig DAGS-takst, 2017,
PG12E
Hypertension Hospitalisering 15.364 Hypertension DRG-takst, 2019
DRGO5MA11
Febril neutropeni Hospitalisering 19.351 Feber af ukendt arsag, pat. DRG-takst, 2019
mindst 18 ar, uden biopsi DRG16MAO06
og/eller scopi
Trombocytopeni Hospitalisering 38.582 Granulo- og trombocytopeni DRG-takst, 2019
DRG16MAO3
Vengs/ arteriel Hospitalisering 32.443 Lungeemboli DRG-takst, 2019
tromboembolisk DRG04MA04
event
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| tabel 9 er de estimerede enhedsomkostning for hver af bivirkningerne inkluderet i ansggers analyse praesente-
ret.

Tabel 9: Estimerede enhedsomkostninger ved inkluderede bivirkninger.

Enhedsomkostning Antagelse
[DKK]
Treethed 1.271 Et ekstra legebesgg
Diarré 1.399 70 % af patienterne har et ekstra laeegebesgg, 3 ekstra
blodprgver, 2 % af patienterne indlaegges
Hovedpine 1.271 Et ekstra leegebesgg
Anzmi 2.823 Alle patienter modtager tre ekstra blodprgver. 80 % af
patienterne far blodtransfusion
Hypertension 7.682 50 % af patienterne indleegges
Neutropeni 44 To ekstra blodprgver
Febril neutropeni 19.351 Alle patienter indlaegges
Trombocytopeni 3.425 50 % af patienterne modtager et ekstra sygeplejerske-

besgg og 50 % af disse patienter modtager blodtransfu-
sion, 5 % af patienterne indlaegges.

Vengs tromboembolisk event 32.443 Alle patienter indlaegges
Arteriel tromboembolisk event 32.443 Alle patienter indlaegges
Amgros’ vurdering

Amgros finder argumentationen for de valgte antagelser, der ligger til grund for estimeringen af bivirkningernes
enhedsomkostninger mangelfuld. Amgros har veeret i kontakt med klinikere for at fa valideret modellens antagel-
ser. De adspurgte klinikere giver udtryk for, at de naevnte bivirkninger kun meget sjeeldent medfagrer indlaeggelse.
Pa baggrund af dette vil antallet af patienter der indlaegges efter bivirkningerne,; hypertension, febril neutropeni,
vengs tromboembolisk event og arteriel tromboembolisk event blive reduceret til 10 %, mens de resterende pati-
enter vil modtage ambulant behandling.

Patientomkostninger

Ansggers analyse inkluderer omkostninger til patienttid ved monitoreringsbesgg pa hospitalet. Den gennemsnit-
lige tid for hvert besgg er baseret pa den effektive behandlingstid pa hospitalet, se tabel 10.

Tabel 10: Patienttid associeret med monitoreringsbesg@g.

Omkostningsenhed Patienttid [minutter]
Konsultation 20
CT-scanning 30
Vaginal ultralyd 30

For at estimere de samlede gennemsnitlige omkostninger til patienttid og transport har ansgger estimeret gen-
nemsnitligt antal monitoreringsbesgg per maned for hver af behandlingsalternativerne. Ansgger antager, at lee-
gebesgg og vaginal ultralyd forekommer ved samme besgg nar det er muligt, mens CT-scanninger antages altid
at blive foretaget ved et separat besgg.

Patienttiden veaerdiseettes i henhold til Amgros’ katalog for enhedsomkostninger og er derved estimeret at veaere
182,72 DKK per time. Transportomkostninger til og fra hospitalsbesgg er estimeret til at veere 100 DKK hver vej,
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hvilket ogsa er baseret pa Amgros’ katalog for enhedsomkostninger. Ansggers estimater til patienttid og trans-
port er vist i tabel 11.

Tabel 11: Estimeret patientomkostning til tid og transport for komparatorer og intervention.

Olaparib Bevacizumab Placebo ‘ Kemoterapi
Antal besgg per maned 2,33 2,11 1,00 2,33
Patienttid, besgg [timer] 0,93 0,86 0,49 0,93
Patienttid omkostning [DKK] 171 157 89 171
Transportomkostning [DKK] 467 422 201 467
Omkostning per maned [DKK] 637 579 290 637

Amgros’ vurdering

Amgros accepterer ansggers tilgang, dog ekskluderes tidsforbruget til vaginal ultralyd pG baggrund aof tidligere
omtalte korrespondance med klinikere.

2.2 Fglsomhedsanalyser

Ansgger har udfgrt en raekke envejs-fglsomhedsanalyser:
e Variation af diskonteringsraten til3 % og 5 %
e  Variation af leegemiddelprisen for olaparib (Lynparza) med +20 %
e  Variation af leegemiddelprisen for bevacizumab med +20 %
e  Variation af monitoreringsomkostningerne med +20 %
e Variation af administrationsomkostningerne med +20 %
e Variation af patienttids- og transportomkostninger med +20 %
e  Variation af omkostninger forbundet med bivirkninger med 20 %

Udover ovenstaende fglsomhedsanalyser har ansgger ogsa udfgrt en raekke scenarieanalyser:
e Omkostninger til efterfglgende behandlingslinjer ekskluderes
e Tidshorisont pa 5 ar
e Variation i antal efterfglgende behandlingscyklusser med kemoterapi
e Variation i andelen af patienter, der modtager efterfglgende behandling med en PARP-hammer
e Variation i andelen af patienter, der modtager efterfglgende behandling med bevacizumab i olaparib
(Lynparza)-armen og i placebo-armen
e Inklusion af heetteglasdeling
e Inklusion af omkostninger til BRCA-test

Amgros’ vurdering

Ansgger har inkluderet en lang raekke fglsomhedsanalyser for at undersgge analysernes usikkerheder. Dette er i
trdd med Amgros’ metodevejledning. Resultaterne af analyserne bliver ikke preesenteret, da Amgros har aendret i
en reekke forudsaetninger, og praesenterer egen hovedanalyse pa baggrund af disse.
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3 RESULTATER

3.1 Ansggers hovedanalyse

Resultaterne fra ansggers hovedanalyse praesenteres i tabel 12 og tabel 13.

Ansgger estimerer i analysen de inkrementelle omkostninger per patient for olaparib (Lynparza) sammenlignet
med placebo til at vaere ca.

Tabel 12: Resultatet af ans@gers hovedanalyse for olaparib (Lynparza) og placebo hvor efterfalgende behandling er inkluderet,
DKK.

Olaparib (Lynparza) Placebo Inkrementelle omkostninger

Leegemiddelomkostninger

Hospitalsomkostninger 297.791 202.873 94.919
Bivirkninger 735 94 641
Patientomkostninger 39.808 39.004 804

Totale omkostninger _— —_ -7

Ansgger estimerer i analysen, hvor Olaparib (Lynparza) sammenlignes med bevacizumab, de inkrementelle om-
kostninger per patient til ca.

Tabel 13: Resultatet af ansggers hovedanalyse for olaparib (Lynparza) og bevacizumab hvor efterfalgende behandling er in-
kluderet, DKK.

Olaparib (Lynparza) Bevacizumab Inkrementelle omkostninger

Leegemiddelomkostninger

Hospitalsomkostninger 297.745 334.808 -37.063
Bivirkninger 735 1.938 -1.203
Patientomkostninger 39.808 37.500 2308

Totale omkostninger -— —_ -7
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3.2 Amgros’ hovedanalyse

Amgros hovedanalyse bygger pd samme antagelser som ansggers hovedanalyse, med undtagelse af fglgende
punkter:

e  Omkostninger til efterfglgende behandlingslinjer ekskluderes

e Entimes sygeplejersketid ekskluderes ved administrationsomkostninger for kemoterapi

Resultaterne fra Amgros’ hovedanalyse praesenteres i tabel 14 og tabel 15.

Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for olaparib (Lynparza) sam-
menlignet med placebo pa ca.

Hvis analysen udfgres pa baggrund af AIP, bliver leegemiddelomkostningerne for olaparib (Lynparza) ca. 839.000
DKK, mens de total inkrementelle omkostninger bliver ca. 992.000 DKK per patient.

Tabel 14: Resultatet af Amgros' hovedanalyse ved sammenligning med placebo, DKK.

Olaparib (Lynparza) Placebo Inkrementelle omkostninger
Leegemiddelomkostninger
Hospitalsomkostninger 191.765 46.241 145.524
Patientomkostninger 34.512 27.526 6.986
Bivirkninger 735 94 641

Totale omkostninger - - -

Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for olaparib (Lynparza) sam-
menlignet med bevacizumab pa ca.

Hvis analysen udfgres pa baggrund af AIP, bliver leegemiddelomkostningerne for olaparib (Lynparza) ca. 839.000
DKK, mens de total inkrementelle omkostninger bliver ca. 525.000 DKK per patient.

Tabel 15: Resultatet af Amgros' hovedanalyse ved sammenligning med bevacizumab, DKK.

Olaparib (Lynparza) Bevacizumab Inkrementelle omkostninger

Leegemiddelomkostninger

Hospitalsomkostninger 191.765 210.819 -19.054
Patientomkostninger 34.512 33.018 1.494
Bivirkninger 735 387 348

Totale omkostninger - - -
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3.3 Amgros fglsomhedsanalyse

Ansgger har argumenteret for, at bevacizumab anvendes i en dosis pa 7,5 mg/kg og 15 mg/kg i dansk klinisk
praksis. | mangel pa estimat af hvor stor en andel af patienter der modtager de forskellige doser, har ansgger
antaget at 50 % af patienterne modtager den lave dosis og ligeledes 50 % modtager den hgje dosis.

Da Amgros har fundet dette estimat usikkert, praasenteres der i tabel 16 en fglsomhedsanalyse der undersgger i
hvor hgj grad variation i dosis af bevacizumab vil pavirke analysens resultat.

Fglsomhedsanalysen bygger pa to scenariet; et hvor alle patienter modtager den lave dosis pa 7,5 mg/kg og et
hvor alle patienter modtager den hgje dosis pa 15 mg/kg. Fglsomhedsanalysen viser at resultatet i hgj grad vari-

eres, ved a&ndring af dosis.

Tabel 16: Amgros' falsomhedsanalyse af bevacizumab dosis.

Inkrementelle omkostning [DKK]

Hovedanalyse Ca. 418.000
Lav dosis bevacizumab Ca. 492.000
Hgj dosis bevacizumab Ca. 307.000
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4 BUDGETKONSEKVENSER

Budgetkonsekvenserne per ar er baseret pa antagelsen om, at olaparib (Lynparza) vil blive anbefalet som stan-
dardbehandling. Man ser derfor pa to scenarier:

e Olaparib (Lynparza) bliver anbefalet som standardbehandling af Medicinradet til indikationen, som
denne analyse omhandler
e  Olaparib (Lynparza) bliver ikke anbefalet som standardbehandling

Budgetkonsekvenserne bliver differencen mellem budgetkonsekvenserne i de to scenarier.

4.1 Ansggers estimater

4.1.1 Patientpopulation og markedsandel

Tabel 17 viser ansggers estimat af antal patienter arligt.

Tabel 17: Ansggers estimat af antal nye patienter per dr.

Anbefales som standardbehandling Anbefales ikke som standardbehandling
Olaparib 0 45 46 46 46 0 1 3 4 4
(Lynparza)
Placebo 27 3 3 3 3 35 34 33 33 32
Bevacizu- 4, 4 1 1 1 15 15 14 14 14
mab

Amgros’ vurdering af estimeret antal patienter
Ansggers estimerede patientantal findes acceptabelt.

4.1.2 Estimat af budgetkonsekvenser

Ansgger har inkluderet de samme omkostninger i budgetkonsekvensanalysen, som der er inkluderet i omkost-
ningsanalysen. Med de indlagte antagelser estimerer ansgger, at anvendelse af olaparib (Lynparza) vil resultere i
budgetkonsekvenser pa ca. iar5.

Ansggers estimat af budgetkonsekvenserne fremgar af tabel 18.

Tabel 18: Ansggers hovedanalyse for totale budgetkonsekvenser, mio. DKK, ikke-diskonterede tal.

Anbefales

Anbefales ikke I

Totale budgetkonsekvenser I
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Amgros’ vurdering

Amgros udarbejder egen budgetkonsekvensanalyse hvor resultatet fra Amgros hovedanalyse anvendes. Dog in-
kluderes efterfglgende behandling, da Medicinrddets Fagudvalg for kreeft i eeggestokkene, har beskrevet i mer-
veerdirapporten, at hvis olaparib (Lynparza) anvendes i 1. linje, vil det ikke blive anvendt i 2. linje, da der ikke er
evidens der understgtter sekventiel behandling med PARP-haemmere pd nuvaerende tidspunkt.

4.2 Amgros’ estimater af budgetkonsekvenser

Amgros har korrigeret fglgende estimater i forhold til ansggers analyse:
e Resultatet fra Amgros hovedanalyse anvendes, dog inkluderende efterfglgende behandling
e Budgetkonsekvenser for de to komparatorer praesenteres separat

Med de indlagte antagelser estimerer Amgros, at anvendelse af olaparib (Lynparza) sammenlignet med placebo,
vil resultere i budgetkonsekvenser pa ca. DKK i ar 5, se tabel 19.

Hvis analysen udfgres med AIP bliver budgetkonsekvenserne ca. 14 mio. i ar 5.

Tabel 19: Amgros’ analyse af totale budgetkonsekvenser for olaparib (Lynparza) og placebo, mio. DKK, ikke-diskonterede tal.

Anbefales
Anbefales ikke I I .
Totale budgetkonsekvenser I . .

Med de indlagte antagelser estimerer Amgros, at anvendelse af olaparib (Lynparza) sammenlignet med bevacizu-
mab, vil resultere i budgetkonsekvenser pa ca. i 5 ar, se tabel 20.

Hvis analysen udfgres med AIP bliver budgetkonsekvenserne ca. 1 mio. i ar 5.

Tabel 20: Amgros’ analyse af totale budgetkonsekvenser for olaparib (Lynparza) og placebo, mio. DKK, ikke-diskonterede tal.

Anbefales
Anbefales ikke I I .
Totale budgetkonsekvenser I I I I I
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DISKUSSION

Behandlingen med olaparib (Lynparza) har for bade placebo (P1) og bevacizumab (P2) hgje meromkostninger, og
det ggr sig geeldende at resultaterne i analyserne med begge komparatorer i hgj grad er draevet af omkostnin-
gerne til olaparib (Lynparza).

Olaparib (Lynparza) er i dag godkendst til behandling i 2. linje. Medicinradets Fagudvalg for seggestokkekraeft be-
skriver i mervaerdirapporten, at patienter der tilbydes olaparib (Lynparza) i 1. linje, ikke vil blive behandlet med
en PARP-haemmer (niraparib eller olaparib) i 2. linje ved sygdomstilbagefald, da der ikke er evidens der under-
stgtter sekventiel behandling pd nuvaerende tidspunkt. Dette er afspejlet i budgetkonsekvensanalysen. Hvis kli-
nisk praksis aendres og sekventielbehandling indfgrer vil budgetkonsekvenserne gges kraftigt.

Amgros’ hovedanalyse med estimeret omkostning per patient inkluderer ikke omkostninger til efterfglgende be-

handlingslinjer da det vurderes der er stor usikkerhed ved at inkludere disse, da studierne endnu ikke har modne
overlevelsesdata.
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01. oktober 2019

Vedr.: Merveerdifastsaettelse af Lynparza (olaparib) vs. placebo og bevacizumab. Haringsbrev fra
AstraZeneca.

AstraZeneca er ikke bekendt med studier indenfor klinisk onkologi, der har resulteret i en starre absolut
forbedring af den progressionsfri overlevelse(PFS) end SOLO1 studiet, og det er derfor en stor overraskelse, at
vi kan konstatere at Fagudvalget for kreeft i aaggestokkene og senere ogsa Medicinradet, samlet set har
vurderet den kliniske merveerdi til lille sammenlignet med placebo i SOLO1 studiet.

| AstraZenecas optik er dette pa ingen méade konsistent med den kliniske vurdering andre fageksperter har
udtrykt, nar SOLO1 data er blevet diskuteret. Det veerende sig nationale, nordiske eller internationale fora.
Med denne vurdering af den kliniske merveerdi sidestiller Fagudvalget/Medicinradet SOLO1 data fra en
population af BRCA muterede patienter, med de data man observerede i NOVA (niraparib 2. linje) studiet for
patienter uden BRCAL/2-mutation og med platinsensitiv, recidiverende HGSC i eeggestokkene, seggelederne
eller primeer kreeft i bughinden, og respons pa platinbaseret kemoterapi (se senere).

AstraZeneca kan kun bede om en objektiv vurdering af SOLO1 dataseettet, men tillader sig fremadrettet at
veere bekymret — tillige pa vegne af danske patienter - for muligheden for at introducere nye
behandlingsmodaliteter til patienter med kreeft i 2eggestokkene, hvis en faglig vurdering af SOLO1 datasaettet
kun resulterer i en lille klinisk merveerdi.

| arsberetningen 2018 fra Dansk Gynaekologisk Cancer Gruppe skriver Ovariecancer-arbejdsgruppen:

"Vi har gennemgaet nye data fra SOLO1 studiet (artiklen publiceret i NEJM oktober 2018, Moore K et al), hvor
man randomiserede mellem olaparib eller placebo vedligeholdelses behandling til BRCA germline og somatisk
ovariecancer stadium IlI-IV, som havde komplet eller partiel respons efter 1. linje operation og kemoterapi.
Studiet viste en overveeldende signifikant forleengelse af PFS pa 3 ar i gruppen, der modtog
vedligeholdelsesbehandling med olaparib. Man diskuterede, hvorvidt vi kan anbefale preeparater, far de er
godkendt. Disse resultater kan ikke negligeres, men ma inkluderes i behandlingen hurtigst muligt, og man kan
godt gere rede for evidens og niveau af anbefalinger i vores retningslinjer nar der er publicerede data.”

AstraZeneca synes i forhold til ovenstaende, at der ikke virker til at veere konsistens i evalueringen af
dataseettet blandt danske kliniske eksperter. Vil Fagudvalget fastholde at deres objektive kliniske evaluering af
SOLO1-dataseettet, resulterer i en lille klinisk merveerdi for dem og patienterne?

Nar vi laeser evalueringen fra Fagudvalget, beskrives det hvordan udvalget overvejede en moderat merveerdi
drevet af de markante forbedringer i PFS, ingen forveerring af livskvalitet og en samlet konklusion pa
bivirkningsdelen som selvfglgelig er negativ i forhold til en placebobehandling, men hvor det samtidigt noteres
at bivirkningerne er kendte, reversible og kan imgdekommes via dosisreduktioner. Det er uklart hvordan den
samlede kliniske veegtning fra Fagudvalget pludselig leder til den endelige konklusion som er en nedjustering til
en lille merveerdi. Ligeledes er det uklart hvordan det skal fortolkes at der "ikke er tale om skarpt adskilte
kategorier”. Der er ingen grund til at indfgre "lille merveerdi med pil opad” nar der i forvejen er 6 kategorier.
Anbefalingen af olaparib til 1. linje BRCAm behandling er med nedgradering saledes iszer flyttet over til at blive
et spgrgsmal om pris pa olaparib og kan derfor, nar man sammenligner med historikken ved andre afgarelser,
ende med ikke at blive anbefalet pa trods af det skelszettende PFS resultat og DGCG's klare gnske om at
indfare behandlingen.

! http://www.dgcg.dk/images/Aarsmode19/2018 DGCG %C3%A5rsberetning endelig 100419.pdf

AstraZeneca A/S,

Arne Jacobsens Allé 13, DK-2300 Copenhagen S,
Reg No 55742928,

VAT No DK55742928
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Ved introduktion af olaparib til 1. linje BRCAm ovariecancer vil behandlingen af BRCAm 2.linje pa leengere sigt
blive udfaset. Laegemiddelomkostningerne til behandling med olaparib i 1. linje BRCAm ovarie cancer vil pa
grund af den fastsatte behandlingslaengde pa 2 ar veere et mere eller mindre omkostningsneutralt alternativ til
omkostninger til behandling i 2. linje BRCAm, hvor den gennemsnitlige behandlingstid pa grund af
langtidsrespondere kan estimeres til 40 méaneder.

Vi har uddybet nogle af kommentarerne nedenfor og har ligeledes fundet et par misforstaelser/fejl under
gennemgangen af Merveerdi-udkastet fra Fagudvalget og som ikke er blevet rettet/kommenteret i det endelige
dokument fra Medicinradet.

Medicinradet skriver i deres evaluering at:

"Fagudvalget skenner, at der i Danmark hajst er 110 patienter per ar, der er kandidater til behandling”, samt at
"Det skannes, at ca. 110 af de i alt 550 ny-diagnosticerede patienter er BRCA-muterede”.

Det er et forenklet billede og er ikke det antal som den godkendte indikation for Lynparza leegger op til. Antallet
af patienter er ligeledes en vigtig del af den omkostningsanalyse som evalueres af Amgros og det er derfor
essentiel at antallet afspejler kriterierne for udvaelgelsen af de rigtige patienter til den ansggte behandling. Nar
Fagudvalget/Medicinradet skriver 110 kandidater til olaparib behandling tager de ikke hgjde for respons pa 1.
linje platinholdig kemoterapi, som af fagudvalget angives til 60-80%. Derudover tages ikke hensyn til patologi,
sygdomsstadie eller -grade. AstraZeneca vurderer, som opgjort i ansggningen og i Amgros rapporten, at
omkring 50 patienter pr. ar vil veere kandidater til behandling med olaparib efter platinholdig-kemoterapi.

Medicinradet skriver i deres evaluering at:

"Olaparib gives i tabletform (2 tabletter a 150 mg, to gange dagligt) indtil progression”.

Dette er ikke korrekt, da olaparib til denne indikation pr. protokol i SOLO1-studiet og produktresume bgr
anvendes som angivet nedenfor:

"Patienterne kan fortseette behandlingen indtil radiologisk sygdomsprogression, uacceptabel toksicitet eller i op
til 2 ar, hvis der ikke er radiologisk pavist sygdom efter 2 ars behandling. Patienter med pavist sygdom efter

2 ar, som efter den behandlende leeges skgn kan fa yderligere fordel af fortsat behandling, kan behandles ud
over de 2 ar.”

| SOLO1 var andelen af patienter der fortsatte behandling 10%, mens 47% stoppede behandling efter to ar [1].

Senere skriver medicinradet i deres evaluering at:

”I SOLO1 modtog patienterne 6 serier olaparib eller placebo i op til 104 uger”.

Det er korrekt at protokollen i SOLO1 definerer op til 104 ugers behandling med olaparib. 6 serier méa referere
til kemoterapi.

Medicinradet skriver i deres evaluering at:

”... GOG-252 ... undersgger patienter med recidiverende sygdom, hvorfor de ikke kan anvendes til at besvare
de kliniske spgrgsmal”.

GOG-252 undersgger forskellige administrationer af kemoterapi og bevacizumab til behandling af ny-
diagnosticerede ovariecancerpatienter. AstraZeneca mener dog ikke, at det vil have nogen afggrende
betydning for ansggningen.

Medicinradet skriver i deres evaluering at:

” BRCA1/2-mutationsstatus blev ikke analyseret i GOG-0218 og ICON7”

| GOG-218 blev BRCA1/2-mutationsstatus analyseret retrospektivt. Disse retrospektive analyser viste ingen
forskel i PFS for tillaeg af bevacizumab til platinholdig kemoterapi for BRCA1/2 muteret ovariecancer og
konkluderer at BRCA1/2 mutationer ikke er prediktive for bevacizumab-aktivitet [2, 3].

Medicinradet skriver i deres evaluering at:

"Ca. 76 % af patienterne er radikalt opererede (ingen resttumor), og 24 % har resttumor efter kirurgi > 0 mm.”
samt "Fagudvalget bemeerker desuden, at der er en hgj andel af makroradikalt opererede patienter (76 %)”.
De naevnte 76% refererer til andelen af patienter i SOLO1 der er primeert opererede. AstraZeneca undrer sig
over denne bemaerkning, da den seneste arsrapport fra Dansk Gynaekologisk Cancer Gruppe angiver, at



andelen af patienter der opnar komplet makroradikal operation er 80 %2. AstraZeneca mener netop at denne
gruppe af patienter ggr SOLO1 sammenlignelig med en tilsvarende dansk patientpopulation. Andre studier
inkluderer ikke disse patienter, da de pa grund af ingen resttumor efter primaer kirurgi ikke kan selekteres for
respons pa platinholdig kemoterapi.

Medicinradet skriver i deres evaluering at:

"Den markante forskel i PFS mellem de to arme i studiet og de preesenterede data pa FACT-O-TOI med
sammenlignelig livskvalitet mellem de to grupper affgdte en faglig diskussion i fagudvalget om, hvorvidt
mervaerdien skulle kategoriseres som moderat eller lille. Der er ikke tale om skarpt adskilte kategorier og
fagudvalget kom frem til ’lille merveerdi’. ”

Ved sammenligning med tidligere afgarelser fra Medicinradet, undrer AstraZeneca sig over denne
kategorisering.

Ved behandling af ansggningen for niraparib til patienter uden BRCA1/2-mutation og med platinsensitiv,
recidiverende HGSC i aeggestokkene, seggelederne eller primaer kreeft i bughinden, og respons pa
platinbaseret kemoterapi, vurderer Medicinradet og det daveerende fagudvalg, at niraparib behandling udgjorde
en lille klinisk merveerdi sammenlignet med placebo (lav evidenskvalitet).

Datagrundlaget for denne kategorisering indeholdt ingen OS-data. Data for PFS bestod udelukkende af
absolutte veerdier for PFS, da det var vurderet, at de relative veerdier ikke var konstante over tid. Den
forhandsdefinerede graense for mindste kliniske relevante forskel var 3 maneder, og den demonstrerede forskel
var 5,4 maneder. Dette vurderedes til vigtig klinisk merveerdi (denne kategori findes ikke i den opdaterede
metodehandbog, hvor den er erstattet af "moderat mervaerdi”). | vurderingen af bivirkninger blev der ligesom i
evalueringen af AstraZeneca ansggningen(SOLO1) angivet negativ klinisk mervaerdi pa baggrund af en
forskel pa 12,5 %-point i andel af patienter der opharer behandling pga. bivirkninger og en relativ risiko pa 6,58.
Andelen af patienter der oplevede en eller flere grad 3-4 bivirkninger havde en absolut forskel pa 51,2 %-point
og en relativ risiko pa 3,24. Vaegtningen af kombinationen af disse effektmal resulterede i en samlet vurdering
svarende til lille klinisk merveaerdi.

Til sammenligning blev mervaerdien af PFS i SOLO1 ansggning evalueret til stor klinisk mervaerdi. Det
bemeerkes, at den gvre konfidensintervalgraense for stor klinisk mervaerdi ifalge Medicinrddets metodehandbog
gar ved 0,85, og det gvre konfidensinterval for PFS i SOLO1 var 0,41. Altsa nzesten en firedobling af
risikoreduktion i forhold til kriteriet for stor klinisk mervaerdi!

Pa trods af en median opfglgningstid pa 41 maneder i SOLO1 var median PFS for olaparib ikke naet. En raekke
sensitivitetsanalyser blev foretaget for at bekreefte robustheden af resultaterne, samt imgdekomme risikoen for
bias. Alle seks sensitivitetsanalyser bekraeftede de overordnede resultater med hazard ratio’er fra 0,25 til 0,33.
For to af disse sensitivitetsanalyser blev median PFS for olaparib opnaet med en forskel p& hhv. 35,1 og 36,1
maneder (korrigeret for mulig bias pa grund af drop-out i studiet samt informativ censorering)[1]. Disse veerdier
er selvsagt forbundet med usikkerhed og ingen konfidensintervaller er angivet. Det fremgar dog af
Medicinradets metodehandbog at:

"Nar konfidensintervallerne omkring absolutte forskelle ikke er veldefinerede, vil punktestimatet for den
absolutte forskel blive vurderet i forhold til den mindste kliniske relevante forskel. Denne vurdering vil indga
som en del af kategoriseringen af effektmalet p& aggregeret niveau. Dette kan bl.a. veere geeldende for
forskelle i median overlevelse.”

| protokollen var den mindste kliniske relevante forskel for progressionsfri overlevelse defineret som 6 maneder.
| det lys mener AstraZeneca, trods usikkerheden i bestemmelsen, at en estimeret forskel pd omkring 35
maneder bgr have alle parters kliniske interesse og tillaegges mere vaerdi i den samlede bedgmmelse, iseer
sammenlignet med tidligere naevnte ansggning i BRCA negative patienter, hvor en forskel pa 5,4 maneder i
PFS resulterede i en tilsvarende samlet bedgmmelse pa lille klinisk mervaerdi.

| protokollen blev der efterspurgt veerdier for progressionsfri overlevelsesrate ved 2 ar. Den retningsgivende
mindste kliniske relevante forskel ved 2 ar var defineret som en forskel pa 10 %-point, mens den justerede
mindste kliniske relevante forskel var 5%-point. Forskellen i progressionsfri overlevelsesrate ved 2 ar i SOLO1
var 39,0 %-point. AstraZeneca anerkender, at manglende konfidensintervaller medfgrer en vis usikkerhed i
vurderingen, men med reference til afsnittet fra metodehandbogen ovenfor, der angiver at punktestimater for
absolutte forskelle kan vurderes i forhold til den mindste kliniske relevante forskel, hvis konfidensintervaller ikke

2 http://www.dgcg.dk/images/Grupper/Databasegruppen/rsrapport DGCD 2016-17 endelig_anonymiseret.pdf
(indikator 10A)
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er veldefinerede, undrer det AstraZeneca, hvis en naesten otte-dobling af mindste kliniske relevante forskel ikke
ogsa baerer en vis vaegt i tilleeg til estimatet af den mediane forskel, samt den lave gvre graense for
konfidensintervallet for HR.

AstraZeneca anerkender vurderingen af bivirkninger, som ved sammenligning med placebo ma forventes at
blive negativ. Vi bemaerker dog ogsa fagudvalgets kommentar at:

"Fagudvalget vurderer, at bivirkningerne forbundet med behandling med olaparib generelt er reversible i klinisk
praksis blandt andet ved hjeelp af dosisreduktion”. Olaparib er jo ikke ny pa det danske marked og der er stor
erfaring i at handtere disse bivirkninger.

Ovenstdende understreges af en opdateret analyse af bivirkningerne i SOLO1, hvor det blev rapporteret, at
kvalme og opkast var reversibelt i mere end 90 % af patienterne, traethed i mere end 60 %, ansemi og
neutropeni i mere end 80 % og trombocytopeni i mere end 70 % af tilfseldene [4]. Ved sammenligning med den
farnaevnte ansggning for niraparib var andelen af patienter der ophgrer behandling pga. bivirkninger, samt
andelen af patienter der oplevede en eller flere grad 3-4 bivirkninger lavere i SOLOL1.

Ved sammenligning med afggrelser fra andre fagudvalg, undrer det ligeledes AstraZeneca hvordan
vaegtningen af samlet overlevelse er forskellig mellem sygdomsomrade. | protokollen for alectinib til behandling
af ALK positiv NSCLC skriver fagudvalget for lungekreeft:

"Fagudvalget vurderer, at OS en vanskelig effektparameter at vurdere i farstelinjestudier pga. muligheden for
effekt af behandling i efterfglgende linjer (cross-over), hvorfor den er vurderet som et vigtigt og ikke kritisk
effektmal.”

Dette afspejler i gvrigt vejledningen fra “Fifth Ovarian Cancer Consensus Conference of the Gynecologic
Cancer InterGroup”, der skriver: "Overall survival (OS) is the ideal primary end point for first-line trials, with or
without a maintenance component, but is difficult to demonstrate in ovarian cancer because of long post
progression survival and crossover” [5]

Til trods for en hgjere kategorisk vurdering af klinisk merveerdi for PFS i SOLO1 og en sammenlignelig
vurdering for bivirkninger i forhold til niraparib i 2. linje BRCA-negative, kommer det bag pa os, at den samlede
vurdering af klinisk merveerdi for olaparib 1. linje BRCAm:

e kan justeres 2 trin ned fra PFS mervaerdien-veerdien p& baggrund af umodne OS data og en kendt,
reversibel bivirkningsprofil malt i forhold til placebo.

e er vurderet til samme kategori "lille merveerdi” som niraparib i BRCA-negative. Det virker som ude af
proportioner og inkonsistent brug af metodehandbogen

Selvom den indirekte sammenligning med bevacizumab ikke kan kategoriseret er det vigtigt at notere
konklusionen fra Fagudvalget/Medicinradet:

"Fagudvalget finder, at den samlede veerdi af olaparib sammenlignet med bevacizumab ikke kan
kategoriseres. Fagudvalget vurderer dog, at effekten af olaparib samlet set er bedre, og at sikkerhedsprofilen
ikke er darligere end bevacizumab.”

Fagudvalget og Medicinradet skriver jo ogsa at "der er ikke tale om skarpt adskilte kategorier og Fagudvalget
kom frem til ’lille mervaerdi’.” AstraZeneca forstar ikke hvorfor konklusionen fra bevacizumab-sammenligningen
hvor olaparib vurderes som mere effektivt og med en ikke-darligere bivirkningsprofil, i tilleeg til de markante
PFS-resultater versus placebo ikke netop er det der lgfter vurderingen i den godkendte indikation fra lille til

moderat mervaerdi. Iszer nar der skeles til tidligere afgarelser af Medicinradet.

Med venlig hilsen
AstraZenca A/S

Rasmus Eliasen Sgren Clausen
Medical Advisor Market Access Director
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Om Medicinradet
Medicinradet er et uathaengigt rad, som udarbejder anbefalinger og vejledninger om laegemidler til de fem regioner.

Medicinradet vurderer, om nye leegemidler og indikationsudvidelser kan anbefales som mulig standardbehandling og
udarbejder felles regionale behandlingsvejledninger.

Nye leegemidler og indikationsudvidelser vurderes i forhold til effekt, eksisterende behandling og pris. Det skal give
lavere priser og laegemidler, der er til storst mulig gavn for patienterne.

De fezlles regionale behandlingsvejledninger er vurderinger af, hvilke leegemidler der er mest hensigtsmassige til
behandling af patienter inden for et terapiomréde og dermed grundlag for ensartet hej kvalitet for patienterne pa
tveers af sygehuse og regioner.

Om vurderingen

Vurderingen af et nyt legemiddel er Medicinradets vurdering af, hvor effektiv og sikkert leegemidlet er i forhold til
andre leegemidler til den samme gruppe patienter.

Vurderingen indgér, nar Medicinradet skal beslutte, om leegemidlet anbefales som mulig standardbehandling.

Lagemidlet vurderes efter Handbog for Medicinradets proces og metode vedr. nye laegemidler og
indikationsudvidelser — version 2. Se Medicinradets metodehandbog for yderligere information.
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1 Lzegemiddelinformationer

Lzegemidlets oplysninger

Handelsnavn Lynparza®

Generisk navn Olaparib

Firma AstraZeneca

ATC-kode LO1XX46

Virkningsmekanisme Olaparib er en selektiv hemmer af enzymerne poly (adenosine

disphosphate [ ADP]-ribose) polymerase (PARP) 1/2/3, der deltager i
DNA-reparation. Blokering af PARP 1/2/3 i tumorceller, som i
forvejen har mange genomiske skader, inducerer celledad.

Administration/dosis 2 tabletter 4 150 mg, to gange dagligt.

EMA-indikation Lynparza is indicated as monotherapy for the maintenance treatment
of adult patients with advanced (FIGO stages Il and 1V) BRCA1/2-
mutated (germline and/or somatic) high-grade epithelial ovarian,
fallopian tube or primary peritoneal cancer who are in response
(complete or partial) following completion of first-line platinum-based
chemoterapy.

2 Medicinradets konklusion

Medicinradet vurderer, at olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-
grade epitelialt karcinom i eggestokkene, ®ggelederne eller primeer kraeft i bughinden, som ikke er
kandidater til bevacizumab, giver en lille mervaerdi sammenlignet med placebo. Evidensens kvalitet
vurderes at veere lav.

Medicinradet finder, at den samlede veerdi af olaparib sammenlignet med bevacizumab til nydiagnosticerede
patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i &ggestokkene, eggelederne eller
primeer kreeft i bughinden, som er kandidater til bevacizumab, ikke kan kategoriseres. Medicinradet
forventer dog, at effekten af olaparib samlet set er bedre, og vurderer, at sikkerhedsprofilen ikke er darligere
end for bevacizumab. Evidensens kvalitet kan ikke vurderes.
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Medicinradet kategoriserer lzegemidlers vaerdi i en af felgende kategorier:

* Stor mervzerdi: Der er pavist en stor forbedring i effektforhold i forhold til geldende standardbehandling,
eksempelvis markant forbedret overlevelse, markant reduktion i forekomsten af alvorlige symptomer og/eller
alvorlige bivirkninger.

* Moderat mervzerdi: Der er pdvist en moderat forbedring i forhold til geeldende standardbehandling, eksempelvis
moderat forbedret overlevelse, moderat reduktion i forekomsten af symptomer og/eller bivirkninger.

* Lille merveerdi: Der er pavist en lille forbedring i forhold til geeldende standardbehandling, eksempelvis en
dokumenteret forbedret overlevelse, en reduktion i forekomsten af symptomer og/eller bivirkninger.

* Merverdi af ukendt sterrelse: Der er pavist en forbedring i forhold til galdende standardbehandling, men
storrelsen af forbedring kan ikke bestemmes. Lagemidlets mervardi er som minimum lille, men kunne ogsa vere

moderat eller stor.

* Ingen dokumenteret merveerdi: Der er ikke péavist en mervardi i forhold til gaeldende standardbehandling.
Omvendt tyder den tilgeengelige evidens heller ikke pa, at der er en negativ verdi.

* Negativ veerdi: Der er pavist en negativ veerdi i forhold til geeldende standardbehandling.

* Samlet veerdi kan ikke kategoriseres: Pa grund af usikkerheder omkring effektforhold, er det ikke muligt at
kategorisere leegemidlets samlede vardi.
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3 Forkortelser

AE

AR
BRCA1/2:
CL

CFIL:
CTCAE:
DGCD:
EMA:
EPAR:
FACT-O:
FIGO:
HGSC:
HR:
HRD:
ITT:
KRIS:
MKREF:
OR:

OS:
PARP:
PFS:
PFS2:
PICO:
PS
RECIST:

TFST:
TOL
TSST:
VEGEF:

Uensket hendelse (adverse event)

Bivirkning (adverse reaction)

BReast CAncerl/2

Konfidensinterval

Det kemoterapifrie interval (chemotherapy-free interval)

Common Terminology Criteria for Adverse Events

Dansk Gynakologisk Cancer Database

Det Europaiske Lagemiddelagentur (European Medicines Agency)
FEuropean Public Assessment Report

Functional Assessment of Cancer Therapy — Ovarian cancer
International Federation of Gynecology and Obstetrics

High-grade serest adenokarcinom (high-grade serous carcinoma)
Hazard ratio

Defekt homolog rekombination (homologous recombination deficiency)
Intention-to-treat

Koordineringsradet for ibrugtagning af sygehusmedicin

Mindste klinisk relevante forskel

Od(ds ratio

Samlet overlevelse (overall survival)

Poly-ADP-Ribose-Polymeraser

Progressionsfri overlevelse (progression free survival)

Progressionsfri overlevelse 2 (progression free survival 2)

Population, Intervention, Comparator and Outcome

Performance status

Response Evaluation Criteria In Solid Tumors

Relativ risiko

Tid til ferste efterfalgende behandling (time to first subsequent treatment)
Trial Outcome Index

Tid til anden efterfolgende behandling (time to second subsequent treatment)

Vascular endothelial growth factor
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4 Formal

Formélet med Medicinrddets vurdering af olaparib til nydiagnosticeret avanceret BRCA 1/2-muteret high-
grade epitelialt karcinom i aeggestokkene, &ggelederne eller primeer kraeft i bughinden er at vurdere den
veerdi, leegemidlet har i forhold til et eller flere leegemidler til samme patientgruppe (komparator(er)).

Med udgangspunkt i vurderingen og en omkostningsanalyse udarbejdet af Amgros beslutter Medicinradet,
om olaparib kan anbefales som mulig standardbehandling.

5 Baggrund
Kreeft i ceggestokkene, kreeft i ceggelederne og primeer kreeft i bughinden

Kreeft i ®ggestokkene, kreeft i eggelederne og primaer kraeft i bughinden benavnes fremadrettet kraeft i
eggestokkene.

Kreeft i ®ggestokkene er den fjerde hyppigste kraeftdedsérsag hos kvinder i Danmark. Medianalder for
sygdomsdebut er 63 ér, og 80 % af patienterne er postmenopausale [1]. Der diagnosticeres omkring 550 nye
tilfeelde per ér, og omkring 4600 kvinder lever med diagnosen i Danmark [2]. Kraeft i eggestokkene har den
hgjeste dedelighed blandt de gynakologiske kraftsygdomme, dels fordi sygdommen oftest opdages sent
(stadium III-IV) og dels pé grund af hgj frekvens af recidivudvikling (ca. 80 % af patienterne) [1].
Overlevelsen er blandt andet afthengig af sygdomsstadiet pa diagnosepunktet. [falge Dansk Gynakologisk
Cancer Database (DGCD) ligger 5-ars overlevelsen for patienter med kraeft i eggestokkene i stadie I, 11, III
eller IV pa henholdsvis 87 %, 70 %, 30 % og 15 % (tal fra 2005-2016) [1], og den samlede 5-ars overlevelse
er ca. 40 %.

Omkring 90 % af alle tilfeelde af kraeft i ®eggestokkene er af epitelial type (karcinomer) svarende til ca. 500
nye patienter om &ret. Non-epiteliale kraeftformer udger resten svarende til ca. 50 nye patienter om aret. Den
epiteliale type er en heterogen gruppe med stor variation, hvorfor der findes mange histologiske undertyper.
Den histologiske variation ger subklassificering og dermed behandlingsvalg til en kompleks proces, der
kreever et taet samarbejde mellem gyneekologer, patologer, billeddiagnostikere og kliniske onkologer [1,3].
Histologisk skelnes mellem low- og high-grade epitelialt karcinom, hvor sidstnavnte har den dérligste
prognose. Sergst adenokarcinom er den hyppigst forekomne epiteliale undertype (52 %), hvoraf hovedparten
er high-grade sergst adenokarcinom (HGSC). HGSC udger ca. 75 % af de samlede high-grade epiteliale
karcinomer svarende til 290 nye patienter om aret [4].

Arsagen til kreeft i 22ggestokkene er ikke kendt, men en raekke risikofaktorer er beskrevet, herunder spiller
antal fedsler og brug af p-piller en vasentlig rolle i livstidsrisikoen [3]. Det anslas, at hgjst 20 % af HGSC er
genetisk betinget, med breast cancer (BRCA) 1 eller 2 genmutationer (arvelige eller somatiske) som de mest
kendte [1]. Forekomsten af BRCA-mutationer hos patienter med kreeft i &2ggestokkene uanset histologisk
undertype er 15-20 %, heraf udviser HGSC den hgjeste frekvens af mutation, mens andre typer af
karcinomer (endometrioid adenokarcinom, clear cell adenokarcinom og carcinosarcom) udviser varierende
lavere frekvenser [5]. BRCA1/2-mutation er associeret med bedre prognose hos patienter med kreeft i
aeggestokkene uanset histologisk type [6]. Ifalge forslag til nationale guidelines anbefales tests for BRCA-
mutationsstatus til alle patienter med kreeft 1 aggestokkene enten ved diagnose eller recidiv [7]. Det skennes,
at ca. 110 af de i alt 550 nydiagnosticerede patienter er BRCA-muterede.

Side 7 af 36



:"» Medicinradet

Nuvceerende behandling

Det overordnede mal med behandling af kraeft i &ggestokkene er helbredelse, alternativt at forlenge
overlevelsen og gge livskvaliteten. Den primere behandling er kirurgisk, hvor mélet er at fjerne alt synligt
kraeftvaev (makroskopisk radikal operation) samt korrekt stadieinddeling [1].

Neasten alle patienter, der opereres makroskopisk radikalt, tilbydes efterfelgende adjuverende platinbaseret
kombinationskemoterapi i form af carboplatin og taxan (6 serier). Patienter med efterladt makroskopisk
tumorvaev dvs. ikke-radikalt opererede patienter (og alle stadium-IV og inoperable patienter) tilbydes 1.
linjebehandling i form af platinbaseret kemoterapi enten som monoterapi eller i kombination og/eller
efterfulgt af vedligeholdelsesbehandling med et targeteret l&egemiddel, som hemmer VEGF (bevacizumab)
[8]. I klinisk praksis skelnes der mellem patienter, hvor der er efterladt mere end eller lig med og mindre end
10 mm tumorvev efter operation. Sidstnavnte gruppe (< 10 mm) far ikke tilbudt vedligeholdelsesbehandling
med bevacizumab.

Termen ’avanceret kreeft i eggestokkene, &ggelederne eller kraeft i bughinden’ refererer til patienter med
kreeft i stadium III og IV.

Omkring 60-80 % af patienterne vil opna komplet eller partielt respons efter 1. linjebehandling, men ca. 80
% af disse patienter vil fa tilbagefald inden for 2-3 ar efter afsluttet kemoterapi [1].

Anvendelse af det nye lcegemiddel

Olaparib er en selektiv hemmer af PARP 1/2/3, som er cellekerneproteiner, der detekterer DNA-skader og
fremmer DNA -reparation. Nar funktionen af PARP 1/2/3 hemmes, akkumuleres DNA-skader, hvilket
slutteligt forarsager celleded. Til forskel fra raske celler har tumorceller ofte defekter i deres DNA-
reparationsmekanismer som BRCA-mutationer eller defekt homolog rekombination (homologous
recombination deficiency (HRD)), hvilket resulterer i genomisk ustabilitet og akkumulering af mutationer.
Effekten af PARP-inhibition er serlig udtalt hos patienter med BRCA1/2-mutation [9].

Det Europaiske Laegemiddelagentur (European Medicines Agency (EMA)) har godkendt olaparib i
tabletform til:

e vedligeholdelsesbehandling til patienter med BRCA1/2-mutation og recidiverende high-grade serost
adenokarcinom i &ggestokkene, herunder @ggelederne og primeer kraeft i bughinden, som
responderer pé platinbaseret kemoterapi (komplet eller partiel respons) (2014).

e vedligeholdelsesbehandling til patienter med recidiverende high-grade epitelial kreeft i
eggestokkene, herunder aggelederne og primar kraeft i bughinden, uathangigt af BRCA-
mutationsstatus og histologisk undertype (2017).

e vedligeholdelsesbehandling til patienter med nydiagnosticeret avanceret (FIGO-stadium III-1V)
BRCA1/2-muteret high-grade epitelialt karcinom i1 &ggestokkene, eggelederne eller primeer kraeft i
bughinden (2019).

Olaparib er i Danmark anbefalet som mulig standardbehandling til patienter med BRCA1/2-mutation og
recidiverende high-grade sergst adenokarcinom i &ggestokkene, herunder @ggelederne og primeer kreeft i
bughinden, som responderer pa platinbaseret kemoterapi (KRIS 2015).

Fagudvalget tager i denne vurdering af olaparib stilling til patienter med nydiagnosticeret avanceret (FIGO-
stadium I1I-IV) BRCA1/2-muteret high-grade epitelialt karcinom i &ggestokkene, ®ggelederne eller primaer
kreeft i bughinden. Olaparib gives i tabletform (2 tabletter 4 150 mg, to gange dagligt) indtil progression.
Fagudvalget skenner, at der i Danmark hgjst er 110 patienter per ar, der er kandidater til behandling.
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6 Metode

De praspecificerede metoder i protokollen er udarbejdet af Medicinrddet. Ansegningen er valideret af
Medicinradet.

Den endelige ansegning fra AstraZeneca blev modtaget den 4. september 2019. Ansgger har anvendt og
fulgt den praspecificerede metode, jf. protokollen, som blev godkendt i Medicinradet den 26. juli 2019.

Ansegningen indeholder en direkte sammenligning af olaparib og placebo (klinisk spergsmal 1) og en
narrativ gennemgang af data for olaparib og bevacizumab (klinisk spergsmal 2). Medicinrédets sekretariat og
fagudvalget vurderer, at kategoriseringen kan basere sig pé de indsendte analyser.

Fra evidens til kategori. Medicinradet vurderer verdien af et legemiddel ud fra den indsendte endelige ansegning,
evt. suppleret med andet materiale. I protokollen blev effektmélene angivet som “kritiske”, ’vigtige” og “mindre
vigtige”. I vurderingen veegter de kritiske hejest, de vigtige naesthejest og de mindre vigtige indgar ikke.

Béde den relative og absolutte effekt indgar i kategoriseringen af et leegemiddel. Dette foregar i en trinvis proces.
Fagudvalget kategoriserer forst den relative forelabige kategori pa baggrund af vaesentlighedskriterierne og den
absolutte forelabige kategori pé baggrund af de praspecificerede mindste klinisk relevante forskelle. Her er der tale
om en ren kvantitativ proces. Herefter fastleegger fagudvalget den aggregerede kategori for hvert effektmal ved at
sammenholde de forelebige kategorier. Her kan fagudvalget inddrage deres kliniske indsigt. Nar den samlede
kategori for leegemidlets verdi skal fastleegges, sammenvejer fagudvalget alle effektmal. Effektmalenes kategorier
kombineres med effektmalenes veegt, og eventuelle kliniske overvejelser inddrages. Den samlede kategorisering af
leegemidlets veerdi er saledes delvis en kvantitativ og delvis en kvalitativ proces, hvor der foretages en klinisk
vurdering af det foreliggende datagrundlag. Vurdering af evidensens kvalitet foretages med udgangspunkt i GRADE
og udtrykker tiltroen til evidensgrundlaget for de enkelte effektstorrelser og den endelige kategori for klinisk vaerdi.
Evidensens kvalitet inddeles i fire niveauer: hgj, moderat, lav og meget lav. GRADE-metoden er et internationalt
anerkendt redskab til systematisk vurdering af evidens og udarbejdelse af anbefalinger. I denne vurdering er metoden
anvendt til at vurdere evidensens kvalitet.

7 Litteratursggning

Ansgger har sagt litteratur som beskrevet i protokollen. Ansggers PRISMA-diagram og
litteraturgennemgang fremgér af ansegningen.

Anseger har udfert en systematisk litteraturseggning den 1. august 2019. Segningen resulterede i
identifikation af 9 publikationer fra 3 randomiserede dobbeltblindede kliniske studier, som opfylder
Medicinradets praespecificerede kriterier og séledes kan anvendes til at besvare de kliniske spargsmal i
protokollen. Publikationerne er listet nedenfor (tabel 1). Ansgger identificerede yderligere to publikationer
fra to randomiserede dobbeltblindede kliniske studier (SOLO2/ENGOT-Ov21, GOG-252). Disse studier
undersoger patienter med recidiverende sygdom, hvorfor de ikke kan anvendes til at besvare de kliniske
spergsmal. Ansgger anvender i stedet disse studier i deres diskussion af data.
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Tabel 1. Publikationer inkluderet i analysen af den kliniske merveerdi af olaparib

Reference | Klinisk forseg | NCT-nummer
Olaparib

Maintenance Olaparib in Patients with Newly Diagnosed SOLO1 NCT01844986
Advanced Ovarian Cancer. Moore et al. 2018. The New

England Journal of Medicine [10].

Bevacizumab

Incorporation of bevacizumab in the primary treatment of ovarian | GOG-0218 NCT00262847
cancer. Burger et al. 2011. The New England Journal of

Medicine [11].

Patient reported outcomes of a randomized, GOG-0218, opfelgning | NCT00262847
placebo-controlled trial of bevacizumab in the front-line treatment | pé livskvalitet

of ovarian cancer: A Gynecologic Oncology Group Study. Monk

et al. 2013 Gynecologic Oncology [12].

Mutations in Homologous Recombination Genes and Outcomes GOG-0218, HRR- NCT00262847

in Ovarian Carcinoma Patients in GOG 218: An NRG mutation, rapporterer

Oncology/Gynecologic Oncology Group Study. Norquist et al. ikke pa relevante

2018. Clinical Cancer Research [13]. effektmal

Final Overall Survival of a Randomized Trial of Bevacizumab for | GOG-0218, opfelgning | NCT00262847
Primary Treatment of Ovarian Cancer. Tewari et al. 2019. pa OS

Journal of Clinical Oncology [14].

A phase III trial in Ovarian Cancer. Perren et al. 2011. The New | I[CON7 ISRCTN91273375
England Journal of Medicine [15].

Standard chemotherapy with or without bevacizumab in advanced | ICON7, opfelgning p& | ISRCTN91273375
ovarian cancer: quality-of-life outcomes from the International livskvalitet

Collaboration on Ovarian Neoplasms (ICON7) phase 3

randomised trial. Stark et al. 2013. Lancet Oncology [16].

ICONT7 trial investigators. Standard chemotherapy ICON7, opfelgning pd | ISRCTN91273375
with or without bevacizumab for women with newly diagnosed (0N

ovarian cancer (ICON7): overall survival results of a phase 3

randomised trial. Oza et al. 2015. Lancet Oncology [17].

ICON7 investigators. Exploratory outcome analyses according to | ICON7, ISRCTN91273375
stage and/or residual disease in the ICON7 trial of subgruppeanalyse

carboplatin and paclitaxel with or without bevacizumab for newly

diagnosed ovarian cancer. Gonzalez Martin et al. 2019.

Gynecologic Oncology [13].

De overnavnte primeerstudier samt European Product Assessment Report (EPAR) og produktresumé for

olaparib [18,19] og bevacizumab [20,21] udger datagrundlaget for de analyser, der benyttes til besvarelsen af

de kliniske spergsmaél. Under hvert effektmal fremgar det, hvilke publikationer data er ekstraheret fra.

8 Databehandling
Klinisk sporgsmdl 1

Til besvarelse af klinisk spergsmél 1, hvor olaparib sammenlignes med placebo, har anseger indsendt data
fra den direkte sammenligning, der foreligger fra SOLO1. Medicinrédet har ikke fundet anledning til at
foretage endringer af beregninger foretaget af anseger. Medicinradet har dog foretaget supplerende

beregninger af konfidensintervaller for absolutte effektforskelle for effektmélene *behandlingsopher pa
grund af uenskede haendelser’ og "uenskede handelser grad 3-4°. Medicinradets sekretariat og fagudvalget
vurderer, at kategoriseringen kan basere sig pa de indsendte analyser med folgende bemaerkninger:
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SOLO1 inkluderer patienter i stadium III-IV, bade radikalt opererede og patienter med resttumor
efter kirurgi. I studiet blev der opnaet makroskopisk radikaloperation hos 76 % af patienterne. Ved
rapportering af data for det primare og de sekundare effektméal skelnes der ikke mellem disse
grupper. Fagudvalget finder, at data for den samlede population kan anvendes til besvarelse af
klinisk spergsmal 1, som vedrerer patienter, som ikke er kandidater til bevacizumab, det vil sige
patienter, som ikke har makroskopisk resttumor efter kirurgi. Fagudvalget er opmaerksomme pa, at
dette kan betyde, at effekten ikke estimeres helt korrekt i forhold til den danske population, som
onskes undersogt.

Ansgger har indsendt bivirkningsdata i form af uenskede haendelser (adverse events (AE’er)), som
daeekker over haendelser relateret til studiemedicinen (adverse reactions (AR’er)) og evrige haendelser
opstéet under behandlingen. Fagudvalget vurderer, at dette ikke vil pavirke vurderingen af
effektmalet.

Ansgger har indsendt data for livskvalitet malt ved Functional Assessment of Cancer Therapy —
Ovarian (FACT-O) Trial Outcome Index (TOI)) og ikke for FACT-O, som efterspurgt i protokollen.
Effektmalet er opgjort som forskellen i den gennemsnitlige endring fra baseline og ikke som
forskellen i andelen af patienter, som ikke oplever en klinisk relevant forverring. FACT-O TOI er et
indekseret mal for FACT-O, som inkluderer fysisk og funktionelt velbefindende og centrale
symptomer for kraeft i ggestokkene. Fagudvalget finder derfor, at data kan anvendes i diskussionen
af den samlede verdi af olaparib.

Klinisk sporgsmal 2

Til besvarelse af klinisk spergsmal 2, hvor olaparib sammenlignes med bevacizumab, har ansgger foretaget
en narrativ beskrivelse af data fra SOLO1, som underseger olaparib, og data fra GOG-0218 og ICON7, som
undersgger bevacizumab. Fagudvalget vurderer ligesom anseger, at der grundet forskelle mellem studierne
ikke foreligger et reelt grundlag for en meningsfuld indirekte sammenligning.

Fagudvalget vil i en narrativ gennemgang af data tage stilling til, hvilken effekt og sikkerhedsprofil olaparib
har sammenlignet med bevacizumab. Fagudvalget bemarker, at folgende forhold vanskeligger
sammenligning af data, hvorfor denne skal tages med forbehold.

I GOG-0218 og ICON-7 blev resultatet af kirurgi opgjort efter skalaen > 1cm resttumor

< lcm resttumor, det vil sige, at antallet af makroradikalt opererede patienter ikke blev opgjort. De
makroradikalt opererede er en undergruppe af patienterne, af ukendt sterrelse, med <1cm resttumor.
I GOG-0218 har patienterne stadium III-IV og 66% har >1cm resttumor efter kirurgi eller har
stadium IV-sygdom, mens ICON7 omfatter patienter i stadium I-IV, hvor 33 % af patienterne har
>1cm resttumor efter kirurgi, er inoperable eller har stadium IV-sygdom. SOLO1 inkluderer
patienter i stadium III-IV, som er enten radikalt opererede (76 %) eller har resttumor efter kirurgi > 0
mm (24 %). Prognosen for patienter med kraeft i ggestokkene er veesentlig athaengig af stadium og
resultatet efter kirurgi. Patienter i stadium I har bedre prognose end patienter i stadium IV. Patienter
uden resttumor efter kirurgi har bedre prognose end patienter med resttumor efter kirurgi.

BRCA1/2-mutationsstatus blev ikke analyseret i GOG-0218 og ICON7, og dermed er frekvensen af
patienter med og uden BRCA1/2-mutation ukendt. Dette afviger fra SOLO1, som undersoger
patienter med BRCA1/2-mutation. Patienter med BRCA-mutation har som udgangspunkt en bedre
prognose end patienter med BRCA-vildtype.
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e Behandling med bevacizumab gives samtidigt med kemoterapi efterfulgt af bevacizumab
vedligeholdelsesbehandling, mens olaparib gives som vedligeholdelsesbehandling effer endt
kemoterapi.

e [ alle studier modtager patienterne, som udgangspunkt, 6 serier platin og taxan kemoterapi. I GOG-
0218 modtog patienterne op til 22 serier bevacizumab i begge arme (svarende til en
behandlingsvarighed op til 69 uger), i ICON7 modtog patienterne op til 18 serier bevacizumab
(svarende til en behandlingsvarighed op til 57 uger). I SOLO1 modtog patienterne 6 serier olaparib
eller placebo i op til 104 uger.

9 Laegemidlets veerdi

9.1 Konklusion klinisk spgrgsmal 1

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med placebo hos

nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i

ceggestokkene, ceggelederne eller primeer kreeft i bughinden, som ikke er kandidater til bevacizumab?

Fagudvalget vurderer, at olaparib til patienter med nydiagnosticeret avanceret BRCA 1/2-muteret high-grade
epitelialt karcinom i eggestokkene, &ggelederne eller primaer kreeft i bughinden giver en lille mervaerdi

sammenlignet med placebo. Evidensens kvalitet vurderes at vere lav.

Tabel 2: Kategorier og resultater

eller flere grad
3-4 uonskede
handelser

Kvalitativ
gennemgang
af
bivirkningerne

Effektmal Mileenhed Vigtighed Forskel i absolutte tal Forskel i relative tal Aggregeret
Forskel Forelobig Forskel Forelobig verdi pr.
(95%CI) | verdi (95%CI) | verdi effektmal
Samlet Median OS, Kritisk NR Kan ikke HR: 0,95 Kan ikke Kan ikke
overlevelse mdr. kategoriseres | [0,60; 1,53] | kategoriseres | kategoriseres
(08) OS-rate ved 5 NA Kan ikke
ar kategoriseres
Progressionsfri | Median PFS, Kritisk Olaparib: Kan ikke HR: 0,30 Stor veerdi Stor
overlevelse mdr. NR kategoriseres | [0,23; 0,41] merverdi
(PES) Placebo:
13,8 mdr.
PFS-rate ved 39,0 %-point | Kan ikke
2 ar kategoriseres
Bivirkninger Andel af Kritisk 9,2 %-point | Negativ veerdi | RR: 5,0 Negativ Negativ
patienter, der [3,8; 13,9] [1,56; veerdi
opherer 16,08]
behandling
pga. uenskede
haendelser
Andel af 20,7 %-point | Negativ vaerdi | RR: 2,13 Negativ
patienter, som [11,2;29,0] [1,44;3,14] | veerdi
oplever en

Narrativ beskrivelse
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Livskvalitet Zndring i Vigtig NA Kan ikke NA NA Kan ikke
score fra kategoriseres kategoriseres
baseline

Samlet kategori for Lille merveerdi

leegemidlets veerdi

Kbvalitet af den samlede Lav evidenskvalitet

evidens

NA, not available; NR, not reported.

9.1.1 Gennemgang af studier

Karakteristika

SOLOI1 (NCT01844986) er et randomiseret, dobbeltblindet, kontrolleret fase 3-studie. Det inkluderer 491
patienter med avanceret BRCA-muteret high-risk epitelialt karcinom i eeggestokkene, aggeledere og primeer
kreeft i bughinden. Efter endt behandling med platinbaseret kemoterapi blev patienterne randomiseret 2:1 til
behandling med 300 mg olaparib (260 patienter) eller placebo (131 patienter) to gange dagligt. Patienterne
blev stratificeret efter klinisk respons efter platinbaseret kemoterapi (komplet eller partielt).

Studiets primaere effektmal er progressionsfri overlevelse (PFS). Studiets sekundaere effektmal er anden
progressionsfri overlevelse (PFS2), samlet overlevelse (OS), tiden fra randomisering til forste efterfolgende
terapi eller ded og livskvalitet bestemt med FACT-O TOL. Patienter uden tegn pa sygdom stoppede
behandling efter 2 &r, mens patienter med partielt respons efter 2 ar fortsatte blindet behandling.
Overkrydsning mellem grupper, efter progression, er ikke specificeret i protokollen.

Effektanalyser er udfert pa data fra intention-to-treat (ITT)-populationen. Analyse af det primare effektmél
’PFS’ blev udfert, da 191 handelser havde fundet sted. Den mediane opfelgningstid var 40,7 maneder i
olaparibgruppen og 41,2 maneder i placebogruppen. Resultatet for OS er baseret pa en interimanalyse ved 3
ar (datamodenhed, 21 %). Den endelig OS-analyse er planlagt at skulle udferes ved ca. 60 % datamodenhed,
hvilket er forventet i 2023 £ 2 ar. EMA har stillet krav om, at ansgger indsender opfelgende OS-data den 31.
december 2023.

Sikkerhedsanalyser er baseret pa sikkerhedspopulationen bestaende af alle patienter, der har modtaget mindst
én behandlingsdosis (260 patienter behandlet med olaparib og 131 behandlet med placebo). Den mediane
behandlingsvarighed var 24,6 maneder i olaparibgruppen og 13,9 méaneder i placebogruppen.

Population

Nedenfor rapporteres de relevante baselinekarakteristika for patienter i SOLO1.
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Tabel 3. Baselinekarakteristika for patienter i SOLOI1.

> Medicinradet

Olaparib Placebo
(n=260) (n=131)

Alder, ér

Median 53,0 53,0

Range 29-82 31-84
Respons pa seneste platinbaserede kemoterapi, n (%)

Komplet 213 (82) 107 (82)

Partiel 47 (18) 24 (18)
Antal cykler af kemoterapi, n (%)

4 2(1) 0

5 2(1) 1(1)

6 198 (76) 106 (81)

7 17 (7) 10 (8)

8 18 (7) 7(5)

9 23 (9) 7(5)
ECOG PS, n (%)

Normal aktivitet 200 (77) 105 (80)

Begranset aktivitet 60 (23) 25 (19)

Ukendt 0 1(1)
Tumortype, n (%)

Aggestokke 220 (85) 113 (86)

Aggeleder 22 (8) 11 (8)

Bughinden 15 (6) 7(5)

Andet/ukendt 3(1) 0
International FIGO stadium, n (%)

Stadie I1I 220 (85) 105 (80)

Stadie IV 40 (15) 26 (20)
CA-125 niveau, n (%)

<ULN 247 (95) 123 (94)

>ULN 13 (5) 7(5)

Ukendt 0 1(1)
Histologisk type, n (%)

Serost 246 (95) 130 (99)

Endometrioid 9(3) 0

Blandet serast og endometrioid 5(12) 1(1)
BRCA-mutation, n (%)

BRCALI 191 (73) 91 (69)

BRCA2 66 (25) 40 (31)

BRCA1 og BRCA2 3(1) 0
Tidlig cytoreduktiv kirurgi, n (%) 161 (62) 85 (65)

Makroskopisk restsygdom 37 (23) 22 (26)

Ingen makroskopisk restsygdom 123 (76) 62 (73)

Ukendt 1(1) 1(1)
Interval cytoreduktiv kirurgi 94 (36) 43 (33)

Makroskopisk restsygdom 18 (19) 7 (16)

Ingen makroskopisk restsygdom 76 (81) 36 (84)

Ingen kirurgi 4012 312
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Der er balance i baselinekarakteristika mellem olaparib og placeboarmen. Fagudvalget bemeerker, at
patienterne i studiet generelt er i god performance status (0-1), responderer pa kemoterapi (18 % med partielt
respons og 82 % med komplet respons) og er BRCA-muterede. Fagudvalget bemarker desuden, at der er en
hgj andel af makroradikalt opererede patienter (76 %). Patienterne har ogsé lavt CA125, hvilket er associeret
med et bedre respons. Alle ovenfor naevnte faktorer pavirker patienternes prognose i en positiv retning.
Fagudvalget vurderer overordnet set, at studiepopulationen er sammenlignelig med en tilsvarende dansk
patientpopulation. Dog papeger fagudvalget, at patienternes etnicitet ikke er publiceret, hvorfor det ikke er
muligt for fagudvalget at afgere, om populationen i SOLO1 afviger fra den danske pa denne parameter.
Studiet finder sted i centre i Australien, Brasilien, Canada, Kina, Frankrig, Israel, Italien, Japan, Holland,
Polen, Rusland, Sydkorea, Spanien, Storbritannien og USA.

9.1.2 Resultater og vurdering

Resultater og vurdering af de effektmal, som fagudvalget har praespecificeret som hhv. kritiske og vigtige,
folger nedenfor.

Samlet overlevelse (kritisk)

Median OS er ikke naet for hverken olaparib- eller placebogruppen. OS-raten ved 5 ér er ikke néet. Andelen
af patienter i live ved 4 &r er estimeret ud fra Kaplan-Meier-kurven. Efter 4 ar var 75,2 %1 live i
olaparibgruppen, mens 74,8 % var i live i placebogruppen. Ved seneste data cut off (17. maj 2018) var 70,4
% 1 live i olaparibgruppen, mens 69,5 % var i live i placebogruppen. Da der ikke er tilgeengelig evidens pa de
efterspurgte parametre, kan veerdien af olaparib baseret pa de absolutte effektforskelle forelobigt ikke
kategoriseres.

Den relative effektforskel *hazard ratio (HR)’ er 0,95 [0,60; 1,53]. Pa grund af usikkerhed omkring den
relative effektforskel kan vaerdien af olaparib forelebigt ikke kategoriseres.

Pa aggregeret niveau vurderer fagudvalget, at vaerdien af olaprib sammenlignet med placebo ikke kan
kategoriseres, hvad angar OS (lav evidenskvalitet).

Progressionsfri overlevelse (kritisk)

Median PFS for gruppen behandlet med olaparib er ikke néet. Til sammenligning er median PFS for gruppen
behandlet med placebo 13,8 maneder. Ved 2 ar er 73,6 % progressionsfri i olaparibgruppen, mens 34,6 % er
progressionsfri i placebogruppen, hvilket svarer til en forskel mellem grupperne pa 39,0 %-point.
Konfidensintervallet kan ikke beregnes. Da der ikke er tilgeengelige usikkerhedsmaél kan vaerdien af olaparib
baseret pa de absolutte effektforskelle forelgbigt ikke kategoriseres.

Den relative effektforskel (HR = 0,30 [0,23; 0,41]) indplacerer olaparib i kategorien stor mervaerdi, da
konfidensintervallets gvre graense er mindre end 0,75 og risikoen er sterre end 5 % i de sammenlignende
grupper [10,19]. Baseret pa den relative effektforskel har olaparib forelebigt en stor mervaerdi.

Pa aggregeret niveau vurderer fagudvalget, at olaparib sammenlignet med placebo har en stor merveerdi,
hvad angér PFS (moderat evidenskvalitet). Fagudvalget leegger veegt pa, at den relative effektforskel
indplacerer olaparib i kategorien ’stor mervaerdi’. Desuden leegger fagudvalget veegt pa sterrelsesordenen af
den absolutte forskel i PFS-rate efter 2 ar. Fagudvalget finder det positivt, at median PFS ikke er ndet med en
opfelgningstid pa 41 méaneder.

Side 15 af 36



:"» Medicinradet

Bivirkninger (kritisk)

Effektmélet vurderes samlet ud fra behandlingsopher pa grund af uenskede haendelser, ugnskede haendelser
grad 3-4 (CTC etc.) samt en kvalitativ gennemgang af bivirkningerne.

Behandlingsophor pa grund af uonskede hewendelser

30 ud af 260 patienter (11,5 %) behandlet med olaparib og 3 ud af 131 patienter (2,3 %) behandlet med
placebo opherte pa grund af uenskede haendelser [10]. Det svarer til en forskel pa 9,2 %-point [3,8; 13,9] til
fordel for placebo. Den nedre graense for konfidensintervallet ligger dermed over den justerede mindste
klinisk relevante forskel pa 2,5 %-point. Baseret pa den absolutte effektforskel har olaparib forelebigt en
negativ veerdi.

Den relative effektforskel (relativ risiko (RR) = 5,00 [1,56; 16,08]) indplacerer olaparib i kategorien negativ
veerdi’, da konfidensintervallets nedre graense er sterre end 1,00. Da der er fa haendelser, er der stor
usikkerhed omkring estimatet, hvilket afspejles i det brede konfidensinterval. Baseret pa den relative
effektforskel har olaparib forelgbigt en negativ veerdi.

Pa aggregeret niveau vurderer fagudvalget, at olaprib sammenlignet med placebo har en negativ veerdi, hvad
angér behandlingsopher pa grund af uenskede haendelser (lav evidenskvalitet).

Uonskede heendelser grad 3-4

102 patienter ud af 260 (39,2 %) behandlet med olaparib og 24 ud af 131 patienter (18,5 %) behandlet med
placebo oplevede mindst en ugnsket haendelse af grad 3-4 [10]. Det svarer til en absolut forskel pa 20,7 %-
point [11,2; 29,0] til fordel for placebo. Fagudvalget bemerker, at dette er forventeligt i sammenligningen
med en aktiv behandling med placebo. Den nedre graense for konfidensintervallet ligger dermed over den
justerede mindste klinisk relevante forskel pa 5 %-point. Baseret pa den absolutte effektforskel har olaparib
forelabigt en negativ veerdi.

Den relative effektforskel (RR = 2,13 [1,44; 3,14]) indplacerer olaparib i kategorien 'negativ veerdi’, da
konfidensintervallets nedre graense er storre end 1,00. Baseret pa den relative effektforskel har olaparib
forelabigt en negativ veerdi.

Pa aggregeret niveau vurderer fagudvalget, at olaparib sammenlignet med placebo har en negativ veerdi,
hvad angér uenskede handelser grad 3-4 (lav evidenskvalitet).

Kvalitativ gennemgang af bivirkninger

Fagudvalget enskede i protokollen at lave en kvalitativ gennemgang af bivirkninger forbundet med
behandling med olaparib med henblik pé at vurdere alvorlighed, hyppighed og héndterbarhed af
bivirkningerne.

Bivirkningerne forbundet med behandling med olaparib er for sterstedelen af let eller moderat sveerhedsgrad
(grad 1-2) og kraever i en del tilfzelde dosisreduktion men generelt ikke afbrydelse af behandling [18].

De alvorligste bivirkninger (grad > 3), som forekommer hos mindst 2 % af patienterne, er anemi (16 %),
neutropeni (6 %), treethed (13,9 %), leukopeni (3 %), trombocytopeni (2 %) og opkastning (2 %). De
hyppigste bivirkninger, som ses hos mindst 10 % af patienterne, er kvalme, opkastning, diarré, dyspepsi,
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treethed, hovedpine, smagsforstyrrelser, nedsat appetit, svimmelhed, gvre abdominalsmerter, hoste, andened,
anzmi, neutropeni, trombocytopeni og leukopeni [18].

Baseline-test efterfulgt af manedlig monitorering af komplette blodtal anbefales i de forste 12 maneder af
behandlingen og regelmaessigt efter dette tidspunkt for at monitorere for klinisk signifikante a&ndringer i en
eller flere parametre under behandling, som kunne kreeve afbrydelse af doseringen eller dosisreduktion
og/eller understattende behandling [18]. I SOLOI er det angivet, at i olaparib- og placebogruppen opherte
henholdsvis 12 % og 2 % fuldstendigt behandlingen p& grund af bivirkninger, 28 % og 3 % fik reduktion af
dosis pé grund af bivirkninger men fortsatte behandlingen, 52 % og 17 % havde midlertidig
behandlingspause pé grund af bivirkninger, som forte til én af tre handlinger: genoptagning i samme dosis,
genoptagning i reduceret dosis eller dosisopher [19].

Samlet vurdering

Samlet vurderer fagudvalget, at olaparib har en negativ vaerdi sammenlignet med placebo, hvad angar
bivirkninger. Fagudvalget vurderer dog, at bivirkningerne forbundet med behandling med olaparib generelt
er reversible 1 klinisk praksis.

Livskvalitet (vigtig)

I SOLOI1 blev livskvalitet vurderet ved hjaelp af FACT-O TOI, som er et indekseret mal for FACT-O [22].
FACT-O TOI inkluderer fysisk og funktionelt velvare og centrale symptomer for kraeft i eggestokkene
(skala 0-104). FACT-O inkluderer desuden folelsesmeassigt og socialt velvare (skala 0-152), og giver
dermed et indblik i flere omréader af patienternes livskvalitet. Ansgger har ikke leveret data for livskvalitet
maélt ved FACT-O, som efterspurgt i protokollen. Baseret herpa kan vaerdien af olaparib forelgbigt ikke
kategoriseres.

Fagudvalget bemerker dog, at der for FACT-O TOI ikke blev observeret en klinisk relevant aendring fra
baseline for hverken olaparib- eller placebogruppen (10 % forskel i forhold til baseline) [23]. Baselinescore
var 73,6 og 75,0 i henholdsvis olaparib- og placebogruppen. Ved 24 maneder var den gennemsnitlige forskel
fra baseline 0,3 point [-0,72; 1,32] og 3,3 point [1,84; 4,76] 1 henholdsvis olaparib- og placebogruppen,
svarende til en forskel pa 3,00 point [1,2; 4,8] til fordel for placebo.

9.1.3 Evidensens kvalitet

Evidensens kvalitet for klinisk spergsmal 1 er samlet set vurderet som vaerende lav. Overvejelser vedrerende
evidensens kvalitet kan ses i bilag 1.

Evidensens kvalitet er nedgraderet pé baggrund af folgende GRADE-domener:

o Pé samtlige effektmal er der nedgraderet for ‘inconsistency’, da der kun er data fra ét studie, hvorfor
det er usikkert, om studiet estimerer den sande storrelsesorden af effekten samt usikkerheden
omkring effektestimatet.

e P§ alle effektmal pa naer PFS er der nedgraderet for 'imprecission’, da konfidensintervallet krydser
den kliniske beslutningsgraense for at anbefale eller ¢j, og/eller fordi kriteriet for ‘optimal
information size’ ikke er opfyldt.
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9.2 Konklusion klinisk spgrgsmal 2

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med bevacizumab hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i
ceggestokkene, ceggelederne eller primeer kreeft i bughinden?

Fagudvalget finder, at den samlede verdi af olaparib sammenlignet med bevacizumab ikke kan
kategoriseres. Fagudvalget vurderer dog, at effekten af olaparib samlet set er bedre, og at sikkerhedsprofilen
ikke er dérligere end bevacizumab.

I tabellen herunder fremgéar effekten for hvert effektmal for hvert studie, som indgar i den narrative
gennemgang samt den samlede kategori for laegemidlet og kvaliteten af den samlede evidens. Man kan ogsa
se bade absolutte og relative effektforskelle samt forelebige og aggregerede veerdier.
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Effektmal Maleenhed Vigtighed | SOLO1 GOG-218 ICON7
Samlet Median OS i Kritisk Placebo: NR Placebo: 39,3 Standard: 58,6
overlevelse (OS) | antal maneder Olaparib: NR Bevacizumab initiering: 38,7 Bevacizumab: 58,0
Bevacizumab kontinuert: 39,7
HR 0,95; 95 % CI1 0,60-1,53 HR: 0,99; 95 % CI1 0,85-1,14
Placebo vs. bevacizumab initiering:
HR: 1,04; 95 % CI1 0,83-1,30 Pt. med hgj risiko for progression
Placebo vs. bevacizumab kontinuert: | (n =465)
HR: 0,91;95 % CI1 0,73-1, 15 Standard: 34,5
Bevacizumab: 39,3
OS-rate ved 5 ar NA NA NA
Progressionsfri Median PFS i Kritisk Samlede population: Placebo: 10,3 Standard: 17,4
overlevelse (PFS) | antal méneder Placebo: 14,1 Bevacizumab initiering: 11,2 Bevacizumab: 19,8
Olaparib: NR Bevacizumab kontinuert: 14,1 HR 0,87; 95 % CI 0,77-0,99
HR 0,28; 95 % CI 0,20-0,39
Placebo vs. bevacizumab initiering: Pt. med hgj risiko for progression
Pt. m. stadium I'V-sygdom: HR: 0,91; 95 % CI 0,80-1,04 (n=465)
Placebo: 11,3 Placebo vs. bevacizumab kontinuert: | Standard: 10,5
Olaparib: 29,4 HR: 0,72; 95 % CI 0,63-0,82 Bevacizumab: 16,0
HR: 0,44; 95 % CI1 0,25-0,77 HR: 0,73; 95 % CI 0,60-0,93
PFS-rate ved 2 Samlede population: NA NA
ar Placebo: 34,6 %
Olaparib: 73,6 %
Pt. m. stadium I'V-sygdom:
Placebo: N/A
Olaparib: N/A
Bivirkninger Andel af Kritisk Placebo: 2,3 % Placebo: 11,1 % Standard: NA
patienter, der Olaparib: 11,5 % Bevacizumab: 25,2 % Bevacizumab: 22 %
opherer
behandling pga.
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ugnskede

handelser

Andel af Placebo: 18 % Placebo: 20 % Standard: 56 %

patienter, som Olaparib: 39,2 % Bevacizumab: 52 % Bevacizumab: 66 %

oplever en eller

flere grad 3-4

uenskede

haendelser

Kvalitativ Narrativ beskrivelse

gennemgang af

bivirkningerne

Livskvalitet Andel patienter, | Vigtig Opgjort ved FACT-O TOI. Opgjort ved FACT-O TOI. Opgjort ved EORTC QLQ-C30 og

der ikke viser Baselinescore var 73,6 i Scoren steg fra 67,4 til 77,8, 6 QLQ-OV28.

klinisk olaparib-gruppen og 75,0 i maneder efter kemoterapifasen. Der | Baselinescore var 58,6 i

signifikant placebogruppen. Der blev ikke | blev ikke observeret nogen forskel standardgruppen og 55,1 i

forveerring i observeret en klinisk relevant mellem bevacizumab og placebo i bevacizumabgruppen. Efter endt

livskvalitet @ndring fra baseline, eller vedligeholdelsesfasen. kemobehandling var den 64 vs. 59
forskel mellem olaparib- og mens den efter endt bevacizumab-
placebogruppen behandling var 76 vs. 69.

Samlet kategori for lzegemidlets
veerdi

Kan ikke kategoriseres

Kvalitet af den samlede evidens

Kan ikke vurderes
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9.2.1 Gennemgang af studier

Til besvarelse af klinisk spergsmal 2 anvendes data fra tre randomiserede dobbeltblindede kliniske studier,
SOLO1, GOG-0218 og ICONT7. Studie- og baselinekarakteristika for SOLO1 er beskrevet under afsnit 9.1.1.
Nedenfor ses en kort opsummering af baselinekarakteristika for SOLO1 og en beskrivelse af studie- og
baselinekarakteristika for GOG-0218 og ICON7.

SOLO1

Patienterne 1 SOLO1 er selekteret pa baggrund af BRCA-mutationsstatus. Patienterne i studiet har stadium
HI-IV-sygdom. Ca. 76 % af patienterne er radikalt opererede (ingen resttumor), og 24 % har resttumor efter
kirurgi > 0 mm. Pa denne parameter adskiller patienterne i studiet sig fra den danske population, som gnskes
undersegt; nemlig patienter med resttumor efter kirurgi.

GOG-0218
Karakteristika

GOG-0218 er et multicenter, dobbeltblindet, placebokontrolleret fase 3-forseg, hvor 1873 kvinder med kreeft
1 aeggestokkene i stadie I1I/IV, som havde gennemgéet debulkingkirurgi er randomiseret til at fa kemoterapi
alene med carboplatin (AUC 6) og paclitaxel (175 mg/m?) i serier 1 til 6 (n = 625); den samme
kemoterapibehandling med bevacizumab initiering fra serie 2 til 6 efterfulgt af placebo i serie 7 til 22 (n =
625); eller den samme kemoterapi med bevacizumab tilsat i serie 2 til 22 (bevacizumab overalt; n = 623).
Bevacizumab blev doseret med 15 mg/kg hver 3. uge.

Studiets primere effektmal er PFS. Studiets sekundere effektmal er OS, bivirkninger og livskvalitet bestemt
ved FACT-O TOI. Patienterne blev fulgt til ded eller op til 6 &r fra randomiseringen. Den mediane
opfelgningstid er 103 méaneder.

OS blev oprindeligt defineret som det primare effektmal i studiet. Studiets formal er at bestemme, om tilleeg
af fem samtidige serier af bevacizumab med eller uden vedligeholdelsesbehandling med bevacizumab
forleenger OS, sammenlignet med kemoterapi alene. For at tillade afblinding ved progression blev det
primere effektmal i 2010 endret til PFS. Effektanalysen for OS blev foretaget pa ITT-populationen den 17.
januar 2018 ved en median opfelgning pa 102,9 méaneder og 493 dedsfald i kontrolarmen.
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Population
Nedenfor rapporteres de relevante baselinekarakteristika for patienter i GOG-0218.

Tabel 4. Baselinekarakteristika for patienter i GOG-0218

Karakteristika Bevacizumab-initering Bevacizumab kontinuert Kontrolgruppe
(n = 625) (n=623) (n = 625)

Alder -ar

Median 60 60 60

Range 24-88 22-89 25-86
Race/etnisk gruppe, n (%)*

Non-Hispanic white 519 (83,0) 521 (83,6) 526 (84,2)

Asian 37 (5,9) 39 (6,3) 41 (6,6)

Non-Hispanic black 28 (4,5) 27 (4,3) 25 (4,0)

Hispanic 28 (4,5) 25 (4,0) 21 (3.4)

Andet eller ikke specificeret 13 (2,1) 11 (1,8) 12 (1,9)
GOG performance status, n (%)**

0 315 (50,4) 305 (49,0) 311 (49,8)

1 270 (43,2) 267 (42,9) 272 (43,5)

2 40 (6,4) 51(8,2) 42 (6,7)
Stadium/debulking status, n (%)

IIT (makroskopisk, < 1 cm) 205 (32,8) 216 (34,7) 218 (34,9)

I (> 1 cm) 256 (41,0) 242 (38,8) 254 (40,6)

v 164 (26,2) 165 (26,5) 153 (24,5)
Histologisk type, n (%)§

Sergst adenokarcinom 519 (83,0) 524 (84,1) 541 (86,6)

Endometrioidt adenokarcinom | 14 (2,2) 24 (3,9) 21 (3,4)

Clear celle adenokarcinom 23 (3,7) 20 (3,2) 12 (1,9)

Mucingst adenokarcinom 5(0,8) 8(1,3) 6 (1,0)

Andet/ikke specificeret 64 (10,2) 47 (7.,5) 45(7,2)
Tumor grad, n (%)§

3 465 (74,4) 460 (73,8) 445 (71,2)

2 86 (13,8) 97 (15,6) 102 (16,3)

1 28 (4,5) 18 (2,9) 36 (5,8)

Ikke graderet 46 (7,4) 48 (7,7) 42 (6,7)

*Race/etnicitet er selvrapporteret, og betegnelserne stammer direkte fra studiet. **En Gynecologic Oncology Group (GOG
performance status score pa 0 indikerer, at patienten er aktiv uden restriktioner, 1 indikerer, at patienten har nedsat fysisk forméaen
men ambulant, mens 2 indikerer, at patienten ikke er ambulant og ikke kan arbejde §Histologisk type og tumorgrad blev hentet fra
den centrale GOG Pathology Committee revision opdateret i september 2010. Alle clear celle tumorer blev klassificeret som grad 3.

Der er balance i baselinekarakteristika mellem placebo- og interventionsarmen. Fagudvalget bemeerker, at
patienterne i studiet ikke er selekteret pa baggrund af BRCA-mutationsstatus, hvorfor frekvensen af patienter
med BRCA-mutation er uvis. P4 denne parameter afviger populationen fra den danske population, som
onskes undersogt. Patienterne 1 GOG-0218 har stadium III- eller IV-sygdom. Henholdsvis 34 % og 40 % af
patienterne i stadium III har < 1 cm og > 1 cm resttumor efter kirurgi. Ca. 26 % af patienterne har stadium
IV-sygdom. Populationen er pa denne parameter sammenlignelig med den danske population, som enskes
undersogt. Fagudvalget bemerker desuden, at patienterne er i bedre PS (0-1) sammenlignet med en
tilsvarende dansk patientpopulation. Patienter med > 1 cm resttumor efter kirurgi eller stadium IV-sygdom
vil 1 dansk kontekst vaere kandidater til bevacizumab. Bortset fra BRCA-mutationsstatus finder fagudvalget
overordnet, at studiepopulationen er sammenlignelig med den danske patientpopulation, som enskes
undersogt i klinisk spergsmal 2.
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Karakteristika

ICONT7 er et multicenter, aben label, randomiseret, kontrolleret forsgg, hvor 1528 kvinder med
nydiagnosticeret kraeft i ggestokkene i stadium I-IV med resttumor efter debulkingkirurgi er randomiseret
til at f4 kemoterapi i form af carboplatin (6 AUC) og paclitaxel (175 mg/m?) hver 3. uge i op til 6 serier enten
alene eller i kombination med bevacizumab i fraver af sygdomsprogression eller uacceptabel toksicitet.
Bevacizumab blev doseret med 7,5 mg/kg hver 3. uge. Patienter, som modtager bevacizumab i tilleg,
fortszetter med at modtage bevacizumab alene hver 3. uge i 12 serier.

Studiet primare effektmal er PFS og OS. Studiets sekundere effektmal er responsrate og responsvarighed
samt PFS vurderet ved CA-125-niveau, bivirkninger og PS samt livskvalitet vurderet ved EORTC QLQ-C30
og QLQ-OV28. Median opfelgningstid er 48,9 méneder.

Effektanalyser udferes i ITT-populationen. Resultatet af analysen rapporteres mindst 12 maneder efter, at
den sidste patient er blevet randomiseret til forseget. Dette for at sikre, at alle patienter har afsluttet
behandlingen i forseget, for resultaterne offentliggeres. Cut off for analyser af PFS og OS var den 30.
november 2010 efter en median opfelgningsperiode pa 28 méneder og i alt 378 dedsfald.

Population
Nedenfor rapporteres de relevante baselinekarakteristika for patienter i ICON7.

Tabel 5 Baselinekarakteristika for patienter i ICON7

Karakteristika Standardbehandling Bevacizumab
(n =764) (n =764)
Alder, ir
Median (range) 57 (18-81) 57 (24-82)
Race, n (%)
Kaukasier 737 (96) 730 (96)
Andet 27 (4) 34 (4)
ECOG PS, n (%)
0 358 (47) 334 (45)
1 354 (47) 366 (49)
2 43 (6) 45 (6)
Tumorudgangspunkt, n (%)
Aggestok (epitelial) 667 (87) 673 (88)
Aggeleder 29 (4) 27 (4
Primaer bughinde 56 (7) 50 (6)
Multiple 12 (2) 14 (2)
Histologi, n (%)
Sergst adenokarcinom 529 (69) 525 (69)
Mucingst adenokarcinom 15 (2) 19 (2)
Endometrioidt adenokarcinom 57(7) 60 (8)
Clear celle adenokarcinom 60 (8) 67 (9)
Mixed adenokarcinom 48 (6) 40 (5)
Andet 55(7) 53(7)
FIGO-stadium, n (%)
I/TTIA 75 (10) 67 (9)
1IB/IIC 70 (9) 70 (9)
111 14 (2) 18 (2)
1A 32 (4) 22 (3)
111B 44 (6) 45 (6)
11IC 432 (57) 438 (57)
v 97 (12) 104 (13)
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Gradering, n (%)
Grad 1 -hgjt differentieret 56 (7) 41 (5)
Grad 2 -moderat differentieret 142 (19) 175 (23)
Grad 3 -lavt differentieret 556 (74) 538 (71)
Operabilitet/debulking, n (%)
Inoperabel 17 (2) 13 (2)
Residual tumor > 1 cm 195 (26) 192 (26)
Residual tumor <1 cm 552 (74) 559 (74)
Hgj risiko for progression (FIGO >1cm/IV debulking), n (%)
Nej 530 (69) 533 (70)
Ja 234 (31) 231 (30)
GCIG-gruppe, n (%)
ANZGOG (Australien & New Zealand) 37 (5) 39 (5)
AGO-OVAR (Tyskland) 266 (35) 267 (35)
GEICO (Spanien) 19 (3) 22 (3)
GINECO (Frankrig) 98 (13) 98 (13)
MRC/NCRI (UK) 187 (24) 188 (25)
NCIC CTG (Canada) 61 (8) 57 (7)
NSGO (DK/FIN/NOR/SVE) 96 (12) 93 (12)
FIGO og operations stadium, n (%)
FIGO I-III & residualsygdom <1 cm 508 (66) 518 (68)
FIGO I-III & residualsygdom > 1 cm 150 (20) 140 (18)
FIGO III inoperable og IV 106 (14) 106 (14)
Intention om start af kemoterapi efter operation, n (%)
<4 uger 328 (43) 326 (43)
> 4 uger 436 (57) 438 (57)

Der er balance i baselinekarakteristika mellem placebo- og interventionsarmen. Fagudvalget bemerker, at
patienterne i studiet ikke er selekteret pa baggrund af BRCA-mutationsstatus, hvorfor frekvensen af patienter
med BRCA-mutation er uvis. P4 denne parameter afviger population fra den danske population, som egnskes
undersoggt. Patienterne i ICON7 har stadium [-IV-sygdom. Henholdsvis 67 % og 19 % af patienterne med
stadium I-III har < 1 cm og > 1 cm resttumor efter kirurgi. 14 % af patienterne er stadium IlI-inoperable eller
stadium IV. Patienter med > 1 cm resttumor efter kirurgi eller stadium IV-sygdom vil i dansk kontekst vaere
kandidater til bevacizumab. Dog adskiller populationen sig fra den danske, som enskes undersogt, idet den
ogsa inkluderer patienter i stadium I-II, som har en vasentlig bedre prognose. Fagudvalget bemarker
desuden, at patienterne er i bedre PS (0-1) sammenlignet med en tilsvarende dansk patientpopulation. Bortset
fra BRCA-mutationsstatus og inkludering af patienter med stadium I-II, finder fagudvalget, at
studiepopulationen er sammenlignelig med den danske patientpopulation, som enskes undersegt i klinisk
spergsmal 2.

9.2.2 Resultater og vurdering

Resultater og vurdering af de effektmal, som fagudvalget har praespecificeret som hhv. kritiske og vigtige,
folger nedenfor.
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Samlet overlevelse (kritisk)

I SOLOI1 er median OS og OS-raten ved 5 ar for den samlede population ikke néet. Andelen af patienter i
live ved 4 ar er estimeret ud fra Kaplan-Meier-kurven. Pa dette tidspunkt er 75,2 % i live i olaparibgruppen,
mens 74,8 % er i live i placebogruppen. Den relative effektforskel "HR’ er 0,95 [0,60; 1,53] [10].
Fagudvalget bemerker, at data for OS ikke er modne.

1 GOG-0218 er median OS naet for alle grupper, men der er ikke rapporteret OS-rater. Median OS er 39,3
maneder, 38,7 maneder og 39,7 méaneder for henholdsvis placebo-, bevacizumab initierings- og bevacizumab
kontinuertgruppen. Den relative effektforskel "HR’ er for placebogruppen vs. bevacizumab
initieringsgruppen 1,04 [0,83; 1,30], mens HR for placebogruppen vs. bevacizumab kontinuertgruppen er
0,91 [0,73; 1,15] [24].

I ICON7 er median OS néet for alle grupper, men der er ikke rapporteret OS-rater. Median OS er 58,6
méneder og 58,0 méneder for henholdsvis standardbehandlings- og bevacizumabgruppen. Den relative
effektforskel (HR) er 0,99 [0,85; 1,14]. For en subgruppe af patienter med hgj risiko for progression er
median OS 34,5 maneder og 39,3 maneder for henholdsvis standardbehandlings- og bevacizumabgruppen
[17,25].

Fagudvalget vurderer, at vaerdien af olaparib sammenlignet med bevacizumab ikke kan kategoriseres, hvad
angar OS.

Progressionsfri overlevelse (kritisk)

I SOLOI1 er median PFS for den samlede population i placebogruppen 14,1 méaneder, mens den ikke er naet
for olaparibgruppen. Den relative effektforskel,”HR’ er 0,28 [0,20-0,39]. PFS-raten for den samlede
population ved 2 ar er 34,6 % og 73,6 % for henholdsvis placebo- og olaparibgruppen. Median PFS for
stadium [V-patienter er 11,3 og 29, 4 méneder i henholdsvis placebo- og olaparibgruppen, mens data for
PFS-raten ved 2 ér ikke er oplyst for denne undergruppe. Den relative effektforskel "HR’ er 0,44 [0,25; 0,77]
[10,19].

I GOG-0218 er median PFS néet for alle grupper, men der er ikke rapporteret PFS-rater. Median PFS er 10,3
méneder, 11,2 maneder og 14,1 méneder for henholdsvis kontrolgruppen, bevacizumab initieringsgruppen og
bevacizumab kontinuertgruppen. Den relative effektforskel, HR, er for kontrolgruppen vs. bevacizumab
initieringsgruppen 0,91 [0,80; 1,04], mens HR for kontrolgruppen vs. bevacizumab kontinuertgruppen er
0,72 10,63; 0,82] [11,20].

I ICON7 er median PFS naet for alle grupper, men der er ikke rapporteret PFS-rater. Median PFS er 17,4 og
19,8 maneder for henholdsvis standardbehandlings- og bevacizumabgruppen. Den relative effektforskel
’HR’ er 0,87 [0,77; 0,99]. For en subgruppe af patienter med hgj risiko for progression er median PFS 10,5
og 16,0 méneder for henholdsvis standardbehandlings- og bevacizumabgruppen. Den relative effektforskel
"HR’ er 0,73 [0,60; 0,93] [20,25].

Fagudvalget vurderer, at veerdien af olaparib sammenlignet med bevacizumab ikke kan kategoriseres, hvad
angér PFS.
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Bivirkninger (kritisk)

Behandlingsophor pa grund af uonskede hewendelser

I SOLOL1 er andelen af patienter, der opharer behandling pa grund af uenskede haendelser 2,3 % og 11,5 % i
henholdsvis placebo- og olaparibgruppen [10,19].

I GOG-0218 er andelen af patienter, der opherer behandling pa grund af uenskede hendelser 11,1 % og 25,2
% 1 henholdsvis placebo- og bevacizumabgruppen [20].

I ICONT7 er andelen af patienter, der opherer behandling pa grund af uenskede handelser 3 % og 16 % i
henholdsvis standardbehandlingsgruppen (udelukkende behandlet med kemoterapi) og bevacizumabgruppen
(bade behandlet med kemoterapi og bevacizumab) [20,25].

Fagudvalget vurderer, at vaerdien af olaparib sammenlignet med bevacizumab ikke kan kategoriseres, hvad
angér behandlingsopher pa grund af uenskede handelser.

Uonskede heendelser grad 3-4

I SOLOI1 er andelen af patienter, som oplever en eller flere grad 3-4 uenskede haendelser 18 % og 39,2 % i
henholdsvis placebo- og olaparibgruppen [10,19].

I GOG-0218 er andelen af patienter, der oplever en eller flere grad 3-4 uenskede handelser 20 % og 52 % i
henholdsvis placebo- og bevacizumabgruppen [20].

I ICONT7 er andelen af patienter, der oplever en eller flere grad 3-4 uenskede handelser 56 % og 66 % i
henholdsvis standardbehandlings- og bevacizumabgruppen [20,25].

Fagudvalget vurderer, at veerdien af olaparib sammenlignet med bevacizumab ikke kan kategoriseres, hvad
angar uenskede haendelser grad 3-4.

Kvalitative gennemgang af bivirkninger

Fagudvalget enskede i protokollen at lave en kvalitativ gennemgang af bivirkninger forbundet med
behandling med olaparib og bevacizumab med henblik pa at vurdere alvorlighed, hyppighed og
handterbarhed af bivirkningerne. Bivirkninger forbundet med olaparib er beskrevet under klinisk spergsmal
1.

De alvorligste bivirkninger forbundet med behandling med bevacizumab er gastrointestinale perforationer
(hos ca. 2 % af patienterne) og fistler (hos ca. 2 % af patienterne), bledninger (op til 7 % af patienterne),
arterielle (op til 3,8 % af patienterne) og vengse tromboembolier (op til 17 % af patienterne).

Gastrointestinale perforationer varierer i type og intensitet fra normalisering uden behandling til perforation
af kolon med abdominal absces og fatalt udfald. De bladninger, som observeres, er fortrinsvis
tumorassocierede blgdninger og mindre slimhindebladninger (f.eks. epistaxis). Arterielle tromboemboliske
haendelser inkluderer cerebrovaskuleare handelser, myokardieinfarkt, transitoriske iskaemiske anfald og
andre arterielle tromboemboliske haendelser.

De hyppigste bivirkninger, som ses hos mindst 10 % af patienterne, er proteinuri (op til over 50 % af
patienterne, dog sterstedelen CTCAE grad 1), hypertension (op til over 40 % af patienterne, heraf op til 18 %
med CTCAE grad 3 og 4), trethed, asteni, diarré og abdominalsmerter. Forekomst af hypertension og
proteinuri efter behandling med bevacizumab er sandsynligvis dosisafthaengig [21].
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Samlet vurdering

Samlet vurderer fagudvalget, at veerdien af olaparib sammenlignet med bevacizumab ikke kan
kategoriseres, hvad angar bivirkninger. Fagudvalget vurderer, at bivirkningerne forbundet med behandling
med olaparib generelt er reversible i klinisk praksis blandt andet ved hjelp af dosisreduktion. Fagudvalget
har et godt kendskab til sikkerhedsprofilen for bevacizumab, da der er tale om et @ldre laegemiddel.
Fagudvalget vurderer, at bivirkningerne ved bevacizumab som oftest er handterbare. Dog er det ikke muligt
at dosisreducere eller pausere behandlingen med bevacizumab, som det er ved behandling med olaparib.

Livskvalitet (vigtig)

I SOLOL1 blev livskvaliteten vurderet ved hjelp af FACT-O TOI. Baselinescore var 73,6 i olaparibgruppen
og 75,0 1 placebogruppen. Der blev ikke observeret en klinisk relevant aendring fra baseline eller forskel
mellem olaparib- og placebogruppen [10,19].

1 GOG-0218 blev livskvaliteten vurderet ved hjelp af FACT-O TOI. 6 maneder efter kemoterapifasen steg
scoren fra 67,4 til 77,8. Der blev ikke observeret nogen forskel mellem bevacizumab- og placebogruppen i
vedligeholdelsesfasen [12].

I ICONT7 blev livskvaliteten vurderet ved EORTC QLQ-C30 og QLQ-OV28. Baselinescore var 58,6 1
standardbehandlingsgruppen og 55,1 i bevacizumabgruppen. Efter endt kemobehandling var den 64 vs. 59,
mens den efter endt bevacizumabbehandling var 76 vs. 69 for henholdsvis standardbehandlings- og
bevacizumabgruppen [16]

Fagudvalget vurderer, at veerdien af olaparib sammenlignet med bevacizumab ikke kan kategoriseres, hvad
angér livskvalitet.

9.2.3 Evidensens kvalitet

Evidensens kvalitet for klinisk spergsmal 2 kan ikke vurderes.

10 Fagudvalgets vurdering af samlet veerdi og samlet evidensniveau

Konklusion for klinisk sporgsmdl 1

Fagudvalget vurderer, at olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-
grade epitelialt karcinom i aggestokkene, &ggelederne eller primaer kraeft i bughinden, som ikke er
kandidater til bevacizumab, giver en:

e lille mervzerdi sammenlignet med placebo (lav evidenskvalitet).

Fagudvalget leegger i vurderingen veegt pa, at olaparib pa aggregeret niveau har en stor merverdi
sammenlignet med placebo, hvad angér PFS. Den relative effektforskel indplacerer olaparib i kategorien stor
merverdi. Desuden legger fagudvalget veegt pa sterrelsesordenen af den absolutte forskel i PFS-rate efter 2
ar, og at median PFS ved behandling med olaparib ikke er ndet med en opfolgningstid pa 41 méneder. Ved
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vedligeholdelsesbehandling afspejler PFS tiden til naste linje med platinbaseret kemoterapi. Langden af det
platinfrie interval er bestemmende for valg af efterfalgende behandling, hvilket fagudvalget anser som en
vigtig patientrelateret parameter. Derfor finder fagudvalget, at den markante forskel i PFS er af stor veerdi for
patienten og vegter det hejt i den samlede vurdering.

Fagudvalget bemarker, at data for OS endnu ikke er modne, hvorfor det med det eksisterende datagrundlag
ikke er muligt at vurdere, om den forlaengede PFS vil afspejles i forlenget OS. Fagudvalget vurderer, at det
vil veere nedvendigt at vurdere data for OS for olaparib, nar der foreligger et opdateret datagrundlag i
december 2023.

Fagudvalget vurderer, at der er en negativ veerdi af olaparib, hvad angar uenskede haendelser grad 3-4, men
finder, at sterstedelen af de uenskede handelser er reversible ved dosisreduktion. Fagudvalget bemarker, at
storrelsesordenen i forskellen af uenskede haendelser grad 3-4 er forventelig, nar en aktiv behandling
sammenlignes med placebo. Bivirkningerne forbundet med behandling med olaparib er for sterstedelen af let
eller moderat sveerhedsgrad (grad 1-2) og kraever i en del tilfelde dosisreduktion men generelt ikke
afbrydelse af behandling.

Data for livskvalitet malt ved FACT-O, som efterspurgt i protokollen, er ikke tilgeengelig. Derfor kan
veerdien af olaparib, hvad angér livskvalitet, ikke kategoriseres. Fagudvalget bemarker dog, at der ikke blev
observeret en klinisk relevant eendring fra baseline eller forskel mellem olaparib- eller placebogruppen malt
ved FACT-O TOI, som er et indekseret mal for FACT-O.

Den markante forskel i PFS mellem de to arme i studiet og de praesenterede data pa FACT-O-TOI med
sammenlignelig livskvalitet mellem de to grupper affedte en faglig diskussion i fagudvalget om hvorvidt
mervardien skulle kategoriseres som moderat eller lille. Der er ikke tale om skarpt adskilte kategorier og
fagudvalget kom frem til ’lille merveerdi.

Konklusion af klinisk sporgsmdl 2

Fagudvalget finder, at olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade
epitelialt karcinom i eeggestokkene, eeggelederne eller primeer kreeft i bughinden, som er kandidater til
bevacizumab:

o ikke kan kategoriseres sammenlignet med bevacizumab (evidens kan ikke vurderes). Fagudvalget
forventer dog, at effekten af olaparib samlet set er bedre, og vurderer, at sikkerhedsprofilen ikke er
dérligere end for bevacizumab.

Som beskrevet i afsnit 8 er der vaesentlige forskelle mellem populationerne i SOLO1, GOG-0218 og ICONT7.
Den samlede population i ICON7 omfatter patienter i stadium I-IV med resttumor efter kirurgi. Det faktum,
at en andel af patienterne er i stadium I-1I, ger, at prognosen for den samlede population som udgangspunkt
er bedre end for populationerne i de gvrige to studier. Det kan bevirke en overestimering af effekten af
bevacizumab. Den samlede population i GOG-0218 omfatter patienter i stadium III-IV med resttumor efter
kirurgi, hvorfor prognosen for patienterne i dette studie som udgangspunkt er darligere end for patienter i de
gvrige to studier. Det kan bevirke en underestimering af effekten af bevacizumab. Den undersagte
population i SOLO1 omfatter patienter i stadium III-IV, som overvejende er uden resttumor efter kirurgi,
hvorfor prognosen for patienterne i dette studie som udgangspunkt er mere favorabel end for patienter med
resttumor efter kirurgi. Det kan bevirke en overestimering af effekten af olaparib. Datagrundlaget er for
nuvarende det eneste tilgeengelige. Fagudvalget har derfor — pa trods af forskelle i studierne — foretaget en
sammenstilling af data.

Fagudvalget leegger vaegt pé, at de tilgeengelige data for bevacizumab indikerer, at behandling med
bevacizumab ikke resulterer i forleenget OS pé trods af forleenget PFS. For olaparib er OS-data endnu ikke
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modne, og fagudvalget finder derfor ikke, at der kan foretages en meningsfuld sammenstilling af data.
Fagudvalget bemerker, at behandling med olaparib resulterer i en betydelig forlengelse af PFS. Effekten pa
PFS er mindre ved behandling med bevacizumab. Forskellene for PFS mellem olaparib og bevacizumab ger
sig geeldende for den samlede population i alle tre studier (SOLO1, GOG-0218 og ICON7) og bibeholdes i
de subpopulationer, som har den darligste prognose i henholdsvis SOLO1 og ICON7. Hvorvidt den
betydeligt forleengede PFS, som ses ved behandling med olaparib, vil resultere i forleenget OS, er fortsat
uvis. Det er ikke muligt at drage sammenligning mellem olaparib og bevacizumabs effekt pa OS pé baggrund
af effekten p& PFS, da de to legemidler har forskellig virkningsmekanisme. Pa trods af forskelle mellem
studierne, forventer fagudvalget, at effekten af olaparib er bedre end bevacizumab.

Fagudvalget bemerker, at faerre patienter behandlet med olaparib sammenlignet med bevacizumab opharer
behandlingen pa grund af uenskede hendelser. Der rapporteres ogsé faerre uenskede haendelser af grad 3-4
hos patienter behandlet med olaparib. Fagudvalget vurderer, at bivirkningerne forbundet med behandling
med olaparib generelt er reversible i klinisk praksis blandt andet ved hjelp af dosisreduktion. Dette er ikke
altid tilfzeldet for bevacizumab, hvor behandlingen ikke kan dosisreduceres eller pauseres. Dog kan de fleste
tilfeelde af hypertension reguleres medicinsk, og behandlingen kan fortszette. De fleste tilfeelde af vengse
embolier kan ogsé behandles uden mén for patienten, dog afbrydes behandlingen ofte. Fagudvalget kan ikke
vurdere, om der er forskel pa behandling med olaparib og bevacizumab, hvad angar livskvalitet, da de
rapporterede data er indsamlet med forskellige redskaber. Pé trods af forskelle mellem studierne, vurderer
fagudvalget, at sikkerhedsprofilen for olaparib ikke er darligere end for bevacizumab.

11 Radets vurdering af samlet vaerdi og samlet evidensniveau

Medicinradet vurderer, at olaparib til nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-
grade epitelialt karcinom i eggestokkene, ®ggelederne eller primeer kraeft i bughinden, som ikke er
kandidater til bevacizumab, giver en lille mervaerdi sammenlignet med placebo. Evidensens kvalitet
vurderes at vare lav.

Medicinradet finder, at den samlede veerdi af olaparib sammenlignet med bevacizumab til nydiagnosticerede
patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i &ggestokkene, eggelederne eller
primeer kreeft i bughinden, som er kandidater til bevacizumab, ikke kan kategoriseres. Medicinradet
forventer dog, at effekten af olaparib samlet set er bedre, og vurderer, at sikkerhedsprofilen ikke er darligere
end for bevacizumab. Evidensens kvalitet kan ikke vurderes.

12 Relation til eksisterende behandlingsvejledning

Der findes ingen RADS-behandlingsvejledning for kreeft i eeggestokkene, aeggelederne og primaer kreaeft i
bughinden. Medicinradet vil i 2019 udarbejde en behandlingsvejledning p& omrédet.

Medicinradet forudsatter, at legemidler med samme virkningsmekanisme ikke anvendes sekventielt.
Olaparib er ogsé indiceret til behandling af patienter med BRCA-muteret recidiverende high-grade sergst
adenokarcinom i &ggestokkene, herunder eeggelederne og primeer kraeft i bughinden. Hvis patienter med
nydiagnosticeret avanceret BRCA-muteret high-grade epitelialt karcinom i eeggestokkene, eeggelederne eller
primeer kreeft i bughinden behandles med olaparib i 1. linje, kan de dermed ikke tilbydes denne behandling
ved tilbagefald, da der ikke foreligger evidens for effekt af sekventiel behandling pa nuverende tidspunkt.

Behandling af tilbagefald retter sig efter almindelige kliniske retningslinjer med kemoterapi og
vedligeholdelse med bevacizumab, hvis dette ikke er givet for.
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16 Bilag 1: GRADE-evidensprofiler

16.1 Cochrane Risk of Bias

:"» Medicinradet

Risiko for bias — SOLO1

Vurdering

Begrundelse

Random sequence generation
(selection bias)

e Lav risiko for bias

Allocation concealment
(selection bias)

e Lav risiko for bias

Randomisering var udfert centralt ved hjaelp af
blokke via et interaktivt web-baseret eller voice
responssystem med et computer-genereret
randomiseringsskema. Patienter blev
stratificeret efter:
e respons ved platinbaseret kemoterapi
(komplet eller partiel).

Patienter blev randomiseret 2:1 til olaparib-
eller placeboarmen. Cross-over var ikke
specificeret men tilladt.

Blinding of participants and
personnel
(performance bias)

e Lav risiko for bias for

OS and PFS

e  Uklar risiko for bias
for ovrige effektmal

Béde patienter og personale var blindede.

Da behandling med olaparib er forbundet med
bivirkninger, vil det i sammenligning med
placebo sandsynligvis vere tydeligt, hvilke
patienter som fér aktiv behandling, og hvilke
patienter som fér placebo. Dette kan influere
alle effektmél pa ner OS og PFS.

Blinding of outcome assessment
(detection bias)

e Lav risiko for bias for

OS and PFS

e  Uklar risiko for bias
for ovrige effektmal

Behandlinger blev maskeret for de, der
vurderede effektmalene (site investigator) og
udforte analyser ved brug af unikke identifiers
genereret ved randomisering.

Da behandling med olaparib er forbundet med
bivirkninger, vil det i sammenligning med
placebo sandsynligvis vere tydeligt, hvilke
patienter som far aktiv behandling, og hvilke
patienter som fér placebo. Dette kan influere
alle effektmél pa ner OS og PFS.

Incomplete outcome data
(attrition bias)

e Lav risiko for bias

Alle effektmal blev analyseret i intention-to-
treat-population og pa praedefineret
subgruppeniveau.

Selective reporting
(reporting bias)

e Lav risiko for bias

De effektmal, der beskrives i metodeafsnittet, er
rapporteret i studiet.

Other bias
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16.2 GRADE-evaluering af evidenskvaliteten

Klinisk sporgsmal 1

Ne of
studies

Study
design bias

Risk of Other

Indirectness . .
considerations

Inconsistency

Samlet overlevelse (OS) (follow up: median 41 months)

olaparib

of patients

e _

placebo

Relative
95% CI)

:"» Medicinradet

Absolute
95%
CI)

Certainty

Importance

1 RCT not serious serious * not serious serious ° none -/260

-/131

HR 0.95
(0.60 to 1.53)

®e00
LOW

CRITICAL

Prpgressionsfri overlevelse (PFS) (follow up: median 41 months)

1 RCT 191/260

(73.5%)

not serious serious * not serious | not serious © none

45/131
(34.4%)

HR 0.30
(0.23 t0 0.41)

225
fewer
per 1.000
(from
251
fewer to
185
fewer)

©e00
MODERATE

CRITICAL

Behandlingsopheor pga. uonskede hzendelser

30/260
(11.5%)

1 RCT not serious serious * not serious serious ° none

3/131 (2.3%)

RR 5.00
(156 to
16.08)

92 more
per 1.000
(from 13
more to
345
more)

:0]@)
LOW

CRITICAL
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:"» Medicinradet

Certainty assessment Ne of patients Effect
Certainty Importance

N of Study Risk of Inconsistency | Indirectness | Imprecision Other olaparib lacebo Relative A?ng‘l’/ute
studies | design bias y p considerations I p 95% CI) CI)u

Usenskede hzndelser grad 3-4

1 RCT not serious serious * not serious serious ° none 102/260 24/131 RR 2.13 207 00 CRITICAL
(39.2%) (18.3%) (1.44t0 3.14) | more per LOW
1.000
(from 81
more to
392
more)

livskvalitet

1 RCT - - - - - - - IMPORTANT

Cl: Confidence interval; HR: Hazard Ratio; RR: Risk ratio

a. Der nedgraderes, da der kun er ét studie, og det derfor er usikkert, om dette estimerer stgrrelsesordenen pa effekten korrekt.
b. Der nedgraderes, da Cl krydser den kliniske beslutningsgraense for at anbefale eller e;.

c. Der nedgraderes ikke, da Cl ikke krydser den kliniske beslutningsgreense for at anbefale eller ej.

Side 36 af 36



Application for the assessment of clinically
added value of Lynparza (olaparib) as
monotherapy as monotherapy for the
maintenance treatment of adult patients with
newly diagnosed advanced (FIGO stages Il|
and 1V) BRCA1/2-mutated (germline and/or
somatic) high-grade epithelial ovarian,
fallopian tube or primary peritoneal cancer
who are in response (complete or partial)
following completion of first line platinum-
based chemotherapy.
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1 Basic information
Table 1 Contact information

Name Sgren Clausen

Title Market Access Director

Area of responsibility Reimbursement, pricing and governmental affairs

Phone +4523615584

E-mail soren.clausen@astrazeneca.com

Name Rasmus Eliasen

Title Medical Advisor

Area of responsibility Clinical and medical

Phone +45 51894504

E-mail rasmus.eliasen@astrazeneca.com

Name Jesper Hansen

Title Senior Medical Advisor

Area of responsibility Clinical and medical

Phone +45 25970199

E-mail jesper.hansen@astrazeneca.com

Name Kim Hjort Jensen

Title Medical Advisor

Area of responsibility Clinical and medical

Phone +45 26707422

E-mail kim.hjort-jensen@astrazeneca.com
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Table 2. Overview of the pharmaceutical

Proprietary name

Lynparza

Generic name

Olaparib

Marketing authorization
holder in Denmark

AstraZeneca AB

ATC code

LO1XX46

Pharmacotherapeutic group

poly [ADP-ribose] polymerase inhibitors (PARPi),

Active substance(s)

Olaparib

Pharmaceutical form(s)

Tablets 150 mg and 100 mg

Mechanism of action

Olaparib is an oral potent inhibitor of PARP1, PARP2, and PARP3. These PARP
enzymes are required for the efficient repair of DNA single-strand breaks. During
the repair process, after chromatin modification, PARP auto-modifies itself and
dissociates from the DNA to facilitate access for base excision repair (BER) enzymes.
Olaparib, when bound to the active site of DNA-associated PARP, prevents
dissociation from DNA, blocking repair of the single-strand break

Dosage regimen

2 tablets twice daily.

Therapeutic indication
relevant for assessment (as
defined by the European
Medicines Agency, EMA)

Lynparza™ as monotherapy for the maintenance treatment of adult patients with
advanced (FIGO stages Ill and IV) BRCA1/2-mutated (germline and/or somatic) high-
grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are in
response (complete or partial) following completion of first-line platinum-based
chemotherapy. (tablet formulation)

Other approved therapeutic
indications

Lynparza is indicated as monotherapy for the maintenance treatment of adult
patients with platinum-sensitive relapsed BRCA-mutated (germline and/or somatic)
high grade serous epithelial ovarian, fallopian tube, or primary peritoneal cancer
who are in response (complete response or partial response) to platinum-based
chemotherapy (capsule formulation)

Other approved therapeutic
indications

Monotherapy for the maintenance treatment of adult patients with platinum-
sensitive relapsed high-grade epithelial ovarian, fallopian tube or primary
peritoneal cancer who are in response (complete response or partial response) to
platinum-based chemotherapy (tablet formulation)

Other approved therapeutic
indications

Monotherapy for the treatment of adult patients with germline BRCA1/2-
mutations, who have HER2 negative locally advanced or metastatic breast cancer.
Patients should have previously been treated with an anthracycline and a taxane in
the (neo)adjuvant or metastatic setting unless patients were not suitable for these
treatments.

Patients with hormone receptor (HR)-positive breast cancer should also have
progressed on or after prior endocrine therapy, or be considered unsuitable for
endocrine therapy. (tablet formulation)

Will dispensing be restricted
to hospitals?

Yes. Labelled BEGR
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Combination therapy and/or No
co-medication

Packaging — types, 56 tablets
sizes/number of units, and
concentrations

Orphan drug designation No. Was orphan until March 2018

2 Abbreviations

Abbreviations

AE Adverse event

ALT Alanine aminotransferase

AST Aspartate aminotransferase

AUC Area under the plasma concentration-time curve

BARD1 BRCA1l-associated ring domain 1 (gene)

BICR Blinded independent central review

BRCA Breast cancer susceptibility gene

BRCA1 Breast cancer susceptibility gene 1

BRCA2 Breast cancer susceptibility gene 2

BRCAmM Breast cancer susceptibility gene mutation (germline and/or somatic)

CA-125 Cancer antigen-125

al Confidence interval

cpP Carboplatin plus paclitaxel

CPB15+ Carboplatin, paclitaxel, bevacizumab (15 mg/kg for cycles 2 to 22

CPP Carboplatin, paclitaxel, placebo

CR Complete response

CR (objective) Complete objective response (RECIST)

CSR Clinical study report

DCO Data cut-off

DCR Disease control rate; percentage of patients with a best objective response of complete response, partial response,
or stable disease 224 weeks following randomisation
Duration of response; for patients who had best response of complete response or partial response, calculated as (i)
date of randomisation until date of documented disease progression (derived from central read RECIST assessments)

DOR or death in the absence of documented progression; (ii) date of first documented response until date of documented
disease progression or death in the absence of documented progression (provided death was within 3 months of last
evaluable central read RECIST assessment)

EMA European Medicines Agency

ENGOT European Network of Gynaecological Oncological Trials

EOC Epithelial ovarian cancer
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Abbreviations

EORTC European Organisation for Research and Treatment of Cancer

EORTC QLQ-C30 European Organisation for Research and Treatment of Cancer life questionnaire 30

EORTC QLQ-0V28 European Organisation for Research and Treatment of Cancer life questionnaire-ovarian cancer module 28

EoT End of treatment

EQ-5D-5L European Profile of Quality of Life (EuroQoL) 5 dimensions, 5 level

ESMO European Society for Medical Oncology

EU European Union

EuroQolL European Profile of Quality of Life

FACT Functional Assessment of Cancer Therapy

FACT-O Functional Assessment of Cancer Therapy — Ovarian

FAS Full analysis set

gBRCA Germline (mutation in) breast cancer susceptibility gene

HER2 Human epidermal growth factor receptor 2

HGEC High-grade endometroid carcinoma

HGSC High-grade serous carcinoma

HGSOC High-grade serous ovarian cancer

HR Hazard ratio

HRD Homologous recombination deficiency

HRQolL Health-related quality of life

HRR Homologous recombination repair

HTA Health technology assessment

ITC Indirect treatment comparison

ITT Intent-to-treat

LGEC Low-grade endometroid carcinoma

LGSC Low-grade serous carcinoma

NS Not significant

ocC Ovarian cancer

OR Odds ratio
Objective response rate; percentage of patients with a best objective response of complete response or partial

ORR response. Best objective response was determined based on data up to the point of the first RECIST progression
according to all available central read RECIST assessments

oS Overall survival

PARP Poly (ADP-ribose) polymerase

PARPi Poly (ADP-ribose) polymerase inhibitor

PD Progressed disease

PF Progression-free

PFS Progression-free survival

PFS2 Time to second progression or death
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Abbreviations

PPS Post-progression survival

PR Partial response

PRO Patient-reported outcome

PRR Platinum resistant/refractory

PS Performance status

PSR Platinum-sensitive recurrent

QoL Quality of life

RCT Randomised clinical trial

RECIST Response Evaluation Criteria in Solid Tumours

RR Relative Risk

SAE Serious adverse event

SAS Safety analysis set

SBRCA Somatic (mutation in) breast cancer susceptibility gene

SD Standard deviation

SE Standard error

SPP Survival post progression

SST Second subsequent therapy

DT Time to discontinuation of treatment

TFST Time to first subsequent therapy or death

™M Tumour (T), Node (N), Metastasis (M) — The TNM Classification of Malignant Tumours is a cancer staging system that
describes the extent of cancer in a patient’s body

TSST Time from randomisation to second subsequent therapy or death

TTP Time to progression

TWIiST Time without symptoms of disease or treatment toxicity

Vus Variants of unknown significance

Wt Wild-type

3 Summary

Lynparza tablet formulation is indicated:

e as monotherapy for the maintenance treatment of adult patients with platinum-sensitive relapsed high-grade
epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in response (complete or partial) to
platinum-based chemotherapy.

e as maintenance treatment of adult patients with advanced (FIGO stages Il and |V) BRCA1/2-mutated
(germline and/or somatic) high-grade epithelial ovarian, fallopian tube or primary peritoneal cancer who are
in response (complete or partial) following completion of first-line platinum-based chemotherapy.
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as monotherapy for the treatment of adult patients with germline BRCA1/2-mutations, who have HER2
negative locally advanced or metastatic breast cancer. Patients should have previously been treated with an
anthracycline and a taxane in the (neo)adjuvant or metastatic setting unless patients were not suitable for
these treatments.

Patients with hormone receptor (HR)-positive breast cancer should also have progressed on or after prior
endocrine therapy or be considered unsuitable for endocrine therapy.

The indication for the capsule formulation is:

Lynparza is indicated as monotherapy for the maintenance treatment of adult patients with platinum-
sensitive relapsed BRCA-mutated (germline and/or somatic) high grade serous epithelial ovarian, fallopian
tube, or primary peritoneal cancer who are in response (complete response or partial response) to platinum-
based chemotherapy.”

Use in this indication was approved by KRIS in 2015

Olaparib tablets are administered orally at a recommended dose of 300 mg (2 x 150 mg tablets) taken twice daily
(bid). 100 mg tablets are available for dose reductions. The tablets can be taken with or without food.

In Denmark, the latest ovarian cancer incidence figures are 553 new cases per year, 371 deaths and with a prevalence
of 4.659. This represent an incidence rate of 15 per 100.000 female being the second highest reported in the world.
The 5 years survival rate is 40% (Source: NORDCAN). In table 3 below, we have estimated the annual number of
patients who would be eligible for olaparib treatment based on the new (newly diagnosed BRCAm) indication to 50
(highlighted in green).

TABLE 3. PATIENT DYNAMICS OC IN DENMARK

First Line

Ovarian Cancer Incidence DK(1) 553
Epithelial Ovarian Cancer (2) 90% 498
High-grade(3) 90% 448
Stage IIb-1V (4) 72% 322
Receiving 15t Line platinum based 95% 306
CTX (5)

Clinical response obtained (partial, 90% 275

Complete & surgery) (6)

Olaparib eligible, BRCAm (5) 18% 50
Platinum resistant (5) 15% 41 | 234
Platinum sensitive (5) 70% 193
Longterm responders (5) 15% 41

Second Line

Number of Patients with 1st 193

Platinum Sensitive relapse
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Ptt. with known BRCA status (7) 90% 173
Ptt. with unknown BRCA status 10% 19
BRCAmM BRCAwt/VUS
BRCAmut (5) 23% 40
BRCAwt (5) 77% 152
Responding to Pt based ctx (7) 80/60 91

(1) Nordcan - http://www-dep.iarc.fr/NORDCAN/DK/frame.asp (2) DGCG Arsrapport 2010-12 (3) Romero | et al. Endocrinology 2012; 153: 1593-1602
(4) Average from DGCG annual report 2016/2017. (5) Average, various literature. DGCG national guidelines on BRCA testing.

http://www.dgcg.dk/images/retningslinier/Ovarie/Guideline_BRCA-OC_final.pdf
(5) Perren et al, NEJM 2011, (7) Questionnaire Advisory Board 2018

In the protocol by Medicinradet/Fagudvalget is described that around 110 of the newly diagnosed ovarian cancer
patients has a BRCA mutation. This number is in line with the numbers in table 3, but does not take into account

pathology, histology, grade, stage and response to first line chemotherapy.

4 Literature search

Szt | Segetermer

Kommentar

Ovarian Neoplasms[mh]

Fallopian Tube Neoplasms[mh]

Peritoneal Neoplasms[mh]

| B |

ovary[tiab] or ovaries[tiab] or ovarian[tiab] or ovarial[tiab] or fallopian
tube*[tiab] or (primary[tiab] and (peritoneum([tiab] or peritoneal[tiab]))

cancer*[tiab] or carcinoma*[tiab] or adenocarcinoma*[tiab]

#1 OR #2 OR #3 OR (#4 and #5)

Segeord for indikation. De
seges som MeSH termer, og
som fritekst i titel og abstract

olaparib[tiab] OR Lynparza*[tiab]

5
6
7 | Olaparib[nm]
]
9

Bevacizumab[mh]

10 | bevacizumab[tiab] or Avastin*[tiab] or Mvasi*[tiab]

11 | #7 OR #8 OR #9 OR #10

Sggeord for ansagers
leegemiddel og komparator.
De s@ges som Supplementary
Concept/Substance, MeSH
term, og som fritekst 1 titel og
abstract

12 | #6 AND #11

Kombination af indikation og
lzzgemidler

13 | ("Randomized Controlled Trial"[pt] OR "Controlled Clinical Trial"[pt] OR
randomuzed[tiab] OR randomised[tiab] OR placebo[tiab] OR "Clinical Trials
as Topic"[mh:noexp] OR randomly[tiab] OR trial[ti]) NOT ("Animals"[mh]
NOT "Humans"[mh])

14 | #12 AND #13

Afgrensning til
randomuserede, kontrollerede
forseg, inkl eksklusion af

(indekserede) dyreforsag

15 | case report[ti] OR Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR
Letter[pt] OR Review[pt] OR Systematic Review[pt] OR review[ti])

16 | #14 NOT #15

Afgrensning (eksklusion) pa
publikationstype
Linje 16 = endeligt resultat

Literature search was performed on 1 August 2019.
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http://www-dep.iarc.fr/NORDCAN/DK/frame.asp

Flow diagram

See separate document for included and excluded publications
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2 database searching Additional records identified
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]
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PR Records after duplicates removed Records excluded
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2 controlled trial
'S Not a population relevant
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S Not evaluating olaparib
2 Records screened :
- 267 or bevacizumab
(n=267) Congress abstract
— Clinical trial description
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Full-text articles assessed Full-text articles excluded,
= for eligibility with reasons
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‘@ Evaluates for biomarker
w specific subgroups not
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— Stuc.iles- included in Not randomized and not
qualitative synthesis a population relevant for
)
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Endpoints not relevant
- for this application
% Y No subgroup data for
3 Studies included in patients eligible for
= quantitative synthesis be"ac'?“mat? ac?ord'ng
(meta-analysis) to Danish guidelines
(n=11)
—
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4.1 Relevant studies

Table 4. Relevant studies/publications

al. Incorporation of
bevacizumab in the
primary treatment of
ovarian cancer. N
Engl J Med.

randomized trial
of bevacizumab
in women with
newly
diagnosed
ovarian,

The trial included 1,873 patients
OS update byTewari et al. 2019

HRR mutation outcome, Norquist et al. 2018

Reference (title, Trial name NCT Dates of study (start and expected Relevant for
author, journal, year) number completion date) clinical question
Maintenance Olaparib NCT01844 | Enrolment between August 2013 and May Overall survival,
Olaparib in Patients Maintenance 986 17t 2016. progression free
with Newly Monotherapy in survival,
Diagnosed Advanced | Patients with Discontinuations,
Ovarian Cancer. K. BRCA Mutated AE grade 3 or
Moore, N. Colombo, Ovarian Cancer more and HQoL.
G. Scambia, B.-G. Following First

Kim, A. Oaknin, M. Line Platinum

Friedlander, Based

A. Lisyanskaya, A. Chemotherapy.

Floquet, A. Leary, (SOLO-1)

G.S. Sonke, C.

Gourley, S. Banerjee,

A. Oza,

A. Gonzalez-Martin,

C. Aghajanian, W.

Bradley, C. Mathews,

J. Liu, E.S. Lowe,

R. Bloomfield, and P.

Di Silvestro. N Engl J

Med 2018; 379:2495-

2505

Pujade-Lauraine E, Olaparib tablets | NCT01874 | Enrolment between Sept 3, 2013, and Nov Overall Survival,
Ledermann JA, Selle as maintenance | 353 21, 2014 Progression Free
F, Gebski V, Penson therapy in Tablets Survival,

RT, Oza AM, et al. patients with Discontinuations,
Olaparib tablets as platinum- AE grade 3
maintenance therapy | sensitive,

in patients with relapsed

platinum-sensitive, ovarian cancer

relapsed ovarian and a BRCA1/2

cancer and a mutation

BRCA1/2 mutation (SOLO2/ENGOT-

(SOLO2/ENGOT- Ov21):a

Ov21): a double- double-blind,

blind, randomised, randomised,

placebo-controlled, placebo-

phase 3 trial. Lancet controlled,

Oncol. 2017. phase 3 trial.

1)Burger RA, Brady G0OG-0218 NCT00262 | October 2005 to June 2009. Overall Survival.
MF, Bookman MA, et | a phase lll, 847 Bevacizumab 15 mg/kg Progression Free

Survival, AE grade
3 and more

Olaparib_application_medicinradet_AstraZeneca_09082019
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2011;365(26):2473- fallopian tube, PRO update, Monk 2013

2483. or primary
2)Final Overall peritoneal
Survival of a carcinoma.

Randomized Trial of
Bevacizumab for
Primary Treatment of
Ovarian Cancer
Krishnansu S. Tewari,
Robert A. Burger,
Danielle Enserro,
Barbara M. Norquist,
Elizabeth M. Swisher,
Mark F. Brady,
Michael A. Bookman
J Clin Oncol 37.2019
3) Mutations in
Homologous
Recombination
Genes and Outcomes
in Ovarian Carcinoma
Patients in GOG

218: An NRG
Oncology/Gynecologi
¢ Oncology Group
Study. Norquist BM,
Brady MF, Harrell Ml,
et al. Clin Cancer Res.
2018

4) Patient reported
outcomes of a
randomized,
placebo-controlled
trial of bevacizumab
in the front-line
treatment of ovarian
cancer: a
Gynecologic
Oncology Group
Study. Monk BJ,
Huang HQ, Burger
RA, et al. Gynecol

Oncol. 2013

1) A phase lll trial in ICON7 ISRCTN91 December 2006 to February 2009. Overall survival,
Ovarian Cancer. 273375. 1528 patients randomized. progression free
Timothy J. Perren, Bevacizumab: 7.5 mg per kilogram of body survival, Grade 3
Ann Marie Swart, weight, given concurrently every 3 weeks AEs

Jacobus Pfisterer,

Jonathan A. Subgroup outcome, Gonzalez Martin 2019

Ledermann,

Eric Pujade-Lauraine, OS update by Oza et al. 2015

Gunnar Kristensen,

Mark S. Carey, Qol update, Stark et al. 2013

Philip Beale et al

Page 12 of 67
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N Engl J Med 2011;
365:2484-2496

2) ICON7
investigators.
Exploratory
outcome analyses
according to stage
and/or residual
disease in the ICON7
trial of

carboplatin and
paclitaxel with or
without bevacizumab
for newly diagnosed
ovarian cancer.
Gonzalez Martin A,
Oza AM, Embleton
AC, et al. Gynecol
Oncol. 2019.

3) ICON7 trial
investigators.
Standard
chemotherapy

with or without
bevacizumab for
women with newly
diagnosed ovarian
cancer

(ICON7): overall
survival results of a
phase 3 randomised
trial. Oza AM, Cook
AD, Pfisterer J, et al.
Lancet Oncol.

2015.

4) Standard
chemotherapy with
or without
bevacizumab in
advanced ovarian
cancer: quality-of-life
outcomes from

the International
Collaboration on
Ovarian Neoplasms
(ICON7) phase 3
randomised

trial. Stark D,
Nankivell M, Pujade-
Lauraine E, et al.
Lancet Oncol. 2013

Randomized Trial of
Intravenous Versus

GOG-252

NCT00951
496

Enrolment between July 27, 2009, and
November

Clinical question
2. PFS for

Olaparib_application_medicinradet_AstraZeneca_09082019
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Intraperitoneal 30, 2011 bevacizumab
Chemotherapy Plus maintenance
Bevacizumab therapy.

in Advanced Ovarian
Carcinoma: An NRG
Oncology/Gynecologi
Oncology Group
Study. Joan L.
Walker, Mark F.
Brady, Lari Wenzel,
et al. J Clin Onc. 2019

4.2 Main characteristics of included studies

SOLO1 is a Phase Ill, randomised, double-blind, placebo-controlled, multicentre study to assess the efficacy of olaparib
as maintenance monotherapy in newly diagnosed advanced OC patients (including patients with primary peritoneal
and/or fallopian tube cancer) with BRCA mutations (documented mutation in BRCA1 or BRCA2) that were predicted to
be loss of function mutations (known or predicted to be detrimental/lead to loss of function) who were in response
following platinum-based chemotherapy [1]. Study treatment continued until investigator-assessed objective
radiological disease progression (RECIST version 1.1 criteria), provided patients were experiencing benefit and did not
meet other discontinuation criteria. Patients with no evidence of disease at two years stopped treatment. Patients
who continued to have evidence of disease that remained stable (i.e., not progressed) at 2 years could continue to
receive study treatment if, in the opinion of the investigator, it was in the patient’s best interest. However, if at 2
years the patient had no evidence of disease (NED), study treatment was discontinued.

The primary objective of SOLO1 was to determine the efficacy by PFS (objective radiological disease progression as per
RECIST 1.1 as assessed by the investigator) of olaparib compared with placebo in newly diagnosed BRCAm advanced
OC patients who were in clinical CR or PR following first-line platinum-based chemotherapy.

The secondary objectives of SOLO1 were [1]:

. Comparison of olaparib with placebo by assessment of OS, time to earliest progression by RECIST or cancer
antigen-125 (CA-125), or death, and time from randomisation to second progression (PFS2)

. Comparison of olaparib with placebo by TFST, TSST and time to discontinuation of treatment (TDT)

. Effect of olaparib on Health-related quality of life (HRQoL) as measured by the Trial Outcome Index (TOI), of the
Functional Assessment of Cancer Therapy — Ovarian (FACT-0)

In total, 1084 patients were enrolled into the study, but 693 patients were not randomised as they did not meet the
eligibility criteria [1]. Of the 391 patients randomised into the study, all patients received their allocated treatment
except one patient who received no treatment in the placebo arm due to withdrawal (figure 1) [1].

Page 14 of 67
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Figure 1. SOLO1 patient disposition
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Table 5. Baseline characteristics SOLO1

Characteristic Olaparib (N=260) Placebo (N=131)
Age, year
Median 53.0 53.0
Range 29-82 31-84

Median duration of follow-up for primary
analysis (months)?

40.7 (34.9-42.9)

41.2 (32.2-41.6)

ECOG performance status, n (%)

0 Normal activity

200 (76.9%)

105 (80.2%)

1 Restricted activity

60 (23.1%)

25 (19.1%)

Missing data

0

1(0.8%)

Myriad/BGlI or locally reported BRCA gene name® n (%)

BRCA1 191 (73.5%) 91 (69.5%)
BRCA2 66 (25.4%) 40 (30.5%)
BRCA1 and BRCA2 3(1.2%) 0

Primary tumour location, n (%)

Ovary 220 (84.6%) 113 (86.3%)
Fallopian tubes 22 (8.5%) 11 (8.4%)
Primary peritoneal 15 (5.8%) 7 (5.3%)
Other 3(1.2%) 0

Olaparib_application_medicinradet_AstraZeneca_09082019
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Histology, n (%)

Serous 246 (94.6%) 130 (99.2%)
Endometrioid 9 (1.5%) 0
Mixed serous/endometrioid 5(1.9%) 1(0.8)

FIGO stage, n (%)

Stage lll 220 (84.6%) 105 (80.2%)

Stage IV 40 (15.4%) 26 (19.8%)
Response to previous platinum chemotherapy, n (%)

Clinical CR 213 (81.9%) 107 (81.7%)

PR 47 (18.1%) 24 (18.3%)

time from randomisation to date of censoring "gBRCAm patients reported using Myriad/BGlI test were considered first before then considering
locally reported BRCA gene name. The five randomised patients from China had a BGI test rather than a Myriad test. “Patients with unknown
gBRCA status or patients with a local BRCA test that was not performed on a blood sample or whose sample type was indicated as unknown in the
eCRF; Yother includes fallopian tube, peritoneum and omentum cancer (n=1), ovary and peritoneum (n=1) and tubo-ovary (n=1); BGI, analysis of
the BRCA1 and BRCA?2 genes performed in China by the BGI Clinical Laboratories; Source: [1].

Table 6. History of debulking surgery

Source [1]

5 Clinical questions vs placebo BRCAm 15t [ine

5.1 Overall Survival vs placebo BRCAm 1°! line

At the time of the DCO (17 May 2018), 70.4% of patients in the olaparib arm and 69.5% of patients in the placebo arm
were alive and in survival follow-up [1]. At the time of the PFS analysis, the interim OS data were immature (82/391
events, 21.0% maturity) and showed no significant difference between the groups (HR 0.95; 95% Cl 0.60—1.53;
P=0.8903) with median OS not reached in either group [1]. The HR suggested no OS detriment for patients in the
olaparib arm. At three years, the KM estimate of the rate of freedom from death was 84% in the olaparib arm and
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80% in the placebo arm. Final OS analysis will be conducted at approximately 60% maturity and is expected 2023 +/- 2
years. At an ovarian cancer consensus conference, published in 2017, it was highlighted that it is challenging to
demonstrate OS in first-line ovarian cancer trials because of long post-progression survival and because of crossover.
At the time of the primary analysis it was not expected that an OS benefit was demonstrated because of the low
maturity.

Figure 2. Kaplan Meier OS

1.0 w " Olaparib 300 mg bd
- —hy *‘"“\1‘*-'&' . Placebo bd
£ o.8 - ok =
g w
£
£ 0.6
,_fl:)
2
0.4
=]
=
a
E=]
& 0.2
0.0 T T T T T T T T T T T
o] (53 12 18 24 30 36 42 48 54 60
Time from randomisation (months)
Numbers at risk
Olaparib 300 mg bd
260 250 243 234 224 210 200 131 51 1 0
Placebo bd
131 128 125 113 107 99 96 58 18 (0]
Souce: [1].
EPAR [2]:

At the time of the DCO, 70.4% of patients in the olaparib arm and 69.5% of patients in the placebo arm were alive and
in survival follow-up. At the time of the PFS analysis, the interim OS data were immature (82/391 events, 21.0%
maturity) and the median OS was not reached in either treatment arm. Final OS analysis will be conducted at
approximately 60% maturity.

5.1.1 Conclusion overall survival vs. placebo. BRCAm 1% line

At the time of the primary analysis, HR for OS was 0.95 and 95% CI (0.6-1.53). The target from
Medicinradet/Fagudvaglet is an absolute difference in OS rate of 5 % at five year and a median difference in OS of 4
months between olaparib and placebo. Olaparib cannot meet the target set by Fagudvalget/Medicinradet due to lack
of maturity of the data. Data on OS based on SOLO1 are not available separately for the group of patients that are not
candidates for bevacizumab (as requested in the clinical question).
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5.2 PFSvs placebo SOLO1 1° line BRCAm

5.2.1 Comparative analyses

At the time of primary data cut-off (DCO) (17 May 2018) data maturity was 50.6% (olaparib 102 events; placebo 96
events). At the time of analysis, 51.5% of patients receiving olaparib vs 24.4% of patients receiving placebo were
progression free (figure 2) [1]. The SOLO1 study met its primary endpoint. There was a significant improvement in PFS
in the olaparib arm compared with the placebo arm (HR 0.30; 95% Cl 0.23-0.41; P<0.0001; figure 3). The median PFS
(months) was not reached for patients in the olaparib arm vs 13.8 months for patients in the placebo arm. The
estimated difference in median PFS between the treatment arms is approximately 3 years [1].

Compared to other first-line trials, the randomisation point in SOLO1 was at the starting time of maintenance
treatment rather than from the start of chemotherapy. The median PFS of the placebo arm is consistent with that
reported in other studies of carboplatin plus paclitaxel in patients with newly diagnosed, BRCA1 and/or BRCA2
mutated advanced OC.[3, 4]. There was an early, large and sustained separation of the curves in the Kaplan-Meier plot
in favour of olaparib from the first RECIST 1.1 assessment 12 weeks from randomisation. Furthermore, there was no
evidence of change in the shape of the Kaplan-Meier plot (figure 3,4) after 24 months when patients discontinued
treatment as per protocol indicating a sustained benefit in PFS beyond treatment completion [1].

Based on the Kaplan-Meier estimates, the proportion of patients who remained progression free [1]:
e 1lyear: olaparib 87.7% vs placebo 51.4%
e 2vyears: olaparib 73.6% vs placebo 34.6%

e 3years: olaparib 60.4% vs placebo 26.9%
e 4Avyears olaparib 52.6% vs placebo 11.4%

Based on Kaplan-Meier estimates, 19% of patients on the placebo arm experienced progression within 6 months of
randomisation compared with 6% of patients receiving olaparib. [5]

FIGURE 3: KAPLAN-MEIER PFS BY INVESTIGATOR ASSESSMENT

100 Hazard ratio, 0.30 (35% Cl, 0.23—0.41)

P<0.0001
\\\_\L_‘Olapanb (N=260)

Placebo (N=131)

Investigator-assessed
Progression-free Survival (%)

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60

Months since Randomization

No. at Risk

Olaparib 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4 3 0 0 0
Placebo 131 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 0 0 0 0
Source: [1]

The statistical analysis of PFS by BICR (figure 4) confirmed the robustness of the analysis by investigator assessment [1,
5]. There was a significant improvement in BICR PFS in the olaparib arm compared with the placebo arm (HR 0.28;
95% Cl 0.20-0.39; P<0.0001;). The median PFS (months) was not reached for patients in the olaparib arm vs 14.1
months for patients in the placebo arm [1].
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FIGURE 4: KAPLAN-MEIER PLOT OF PFS BY BICR ASSESSMENT
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5.2.2 PFS by subgroup 1°'line BRCAm

A Forest plot of prespecified subgroup analyses of PFS is shown in figure 5. All results were consistent with the PFS
analysis [1]. Clinically meaningful reductions in the risk of progression or death in patients in the olaparib arm (ranging
from 51 to 81%) were observed across all the prespecified subgroups. Patients with stage IV disease had a HR of 0.49
(95% ClI 0.25-0.94). Patients with residual macroscopic disease following debulking surgery had a HR of 0.44 (95% ClI
0.25-0.77). At the recent 2019 ASCO conference a PFS subgroup update was shown by Mathews et al. In these patients
with residual disease a median PFS of 29.4 months vs. 11.3 was shown [6].

FIGURE 5: FOREST PLOT OF PROGRESSION FREE SURVIVAL BY SUBGROUP
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In the protocol by Medicinrddet/Fagudvalget, clinical question 1 address the benefit of olaparib vs. placebo for
patients who are not candidates for bevacizumab maintenance therapy. In figure 12, the Danish guidelines for front-
line non-surgical treatment of epithelial ovarian cancer is shown. Bevacizumab maintenance is used to treat patients
with macroscopic residual disease following surgery, patients with stage IV disease or when planned interval surgery is
not possible. Patients with no macroscopic residual disease following surgery are consequently not candidates for
bevacizumab. In SOLO1, patients were included regardless of their surgical outcome and consequently, primary and
secondary endpoints included both groups. In the update by Mathews et al., a HR of 0.33 (95% Cl; 0.20-0.51) was
observed in SOLO1 for patients with upfront surgery and no residual macroscopic disease (figure 6 and table 7) [6].
The median PFS was 22.0 months for the placebo group and no met for the olaparib group. The PFS-rate at 2 years
were not published for this subgroup, however from the Kaplan-Meier curves on figure 6 it is clearly observed that the
difference exceeds the threshold of 10 percent points set by Medicinradet/Fagudvalget. These patients were not
candidates for bevacizumab according to the Danish guidelines. Since the median PFS was not met for the olaparib
group, it is not possible to assess whether difference in median PFS exceeds the 6 months required by
Medicinradet/Fagudvalget. However, with the limited amount of censoring before month 30 in the olaparib group, it
is unlikely that the difference in median PFS for this subgroup does not exceed the required 6 months.

FIGURE 6: KM ESTIMATE (INVEST) PFS IN STAGE IIl PATIENTS WHO UNDERWENT UPFRONT SURGERY AND HAD NO RESIDUAL DISEASE
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Source: [6]

TABLE 7: INVESTIGATOR-ASSESSED PFS IN PATIENTS WHO UNDERWENT UPFRONT SURGERY BASED ON RESIDUAL DISEASE STATUS

Olaparib Placebo

Upfront surgery and no residual disease n=123 n=62
Number of events 35 39
Median PFS, months NR 220
HR {95% CI) 0.33 (0.20-0.51)

Upfront surgery and residual disease n=37 n=22
Number of events 16 18
Median PFS, months NR 113
HR (85% CI) 0.29 (0.15-0.58)

NR, not reached

Source: [6]
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The study met its primary objective demonstrating a statistically significant improvement in investigator assessed PFS
for olaparib compared with placebo with a hazard ratio (HR) of 0.30 (95% ClI 0.23, 0.41; p<0.0001; median not reached
for olaparib vs 13.8 months for placebo). The investigator assessment of PFS was supported with a blinded
independent central radiological (BICR) review of PFS (HR 0.28; 95% Cl 0.20, 0.39; p<0.0001; median not reached for
olaparib and 14.1 months for placebo). However, beyond the data cut-off the scans have not been sent for BICR. At
the time of the analysis, 51.5% olaparib treated patients remained progression free compared with 24.4% placebo
treated patients. In both assessments

Kaplan-Meier plots showed a more favorable effect for olaparib arm than for placebo arm with a separation of curves
since the first three months.

Similar PFS results were observed in both the China cohort and the global cohort in SOLO1. However, the China cohort
was not powered for assessment of statistical significance due to the limited number of participants (64 patients).
Nevertheless, a significant efficacy result was achieved (hazard ratio=0.46 95% Cl 0.23 0.97 p=0.0320). The median PFS
was planned to be 21 months on olaparib vs 13 months on placebo with an estimated HR about 0.62. The benefit of
olaparib seems to have been underestimated in SOLO1 study. Estimation was made in relation to results from Study
19 and the target population in study 19 was heavily pre-treated patients in an advanced line setting whereas SOLO-1
targeted newly diagnosed patients.

Subgroup analysis of PFS across various particular subgroups did not reveal an obvious differential benefit across pre-
defined subgroups compared with the overall population. The benefit of olaparib over placebo was maintained across
all pre-defined subgroups, with different magnitude.

The median PFS as the primary endpoint was not reached and will not be tested at a later time point to provide a
precise estimate as per planned statistical analyses. The results of the primary analysis and sensitivity analyses
support that maintenance treatment for 2 years result in PFS benefit in the both subgroups of patients regardless of
the primary disease status (clinical CR or clinical PR). In patients with evidence of disease (PR) at baseline, median PFS
on olaparib was 30.9 months as compared with 8.4 months on placebo arm. The currently observed results in patients
with residual disease at baseline (mainly those with persisting PR or stable disease after 2 years of treatment) support
the continuous olaparib maintenance treatment until disease progression as currently proposed.

5.2.3 Conclusion PFS vs. placebo BRCAm 1% line

HR (investigator assessed) was 0.30; 95% Cl (0.23, 0.41) P<0.0001. The estimated median PFS gain is 3 years.

Sensitivity and additional analyses of PFS was performed at DCO to exclude any patients who did not have a BRCA
mutation status confirmed by either the central Myriad test or by Foundation Medicine. Sensitivity analyses was also
performed to assess the possible presence of the following

Biases:

e  Evaluation-time bias

e  Attrition bias

e Ascertainment bias (BICR assessment)
e  Deviation bias

e  eCREF stratification variable

e  Possible informative censoring

The statistical analysis of PFS by BICR confirmed the robustness of the analysis by investigator assessment.

Page 21 of 67
Olaparib_application_medicinradet_AstraZeneca_09082019



Medicinradet/Fagudvalget has estimated that PFS-rate for this ovarian cancer population is 40 % and median PFS is
approx. 14 months. Based on the estimated PFS gain of 3 years and the HR values in the ITT population the target set
by Fagudvalget/Medicinradet is met.

The clinical question specifically requests an answer based on patients that are not candidates for bevacizumab. The
benefit of olaparib vs. placebo on PFS was also observed for the subgroup of patients who underwent upfront surgery
and had no macroscopic residual disease, which according to Danish guidelines are not candidates for bevacizumab
maintenance therapy. The HR was 0.33 (95% Cl; 0.20-0.51) and median PFS was not met. Consequently, the benefit in
this subgroup who are not candidates for bevacizumab was comparable with the ITT population. A visual inspection of
the Kaplan-Meier curve indicates that the difference in PFS-rate at 2 years clearly exceed the target of 10 % points set
by Fagudvalget/Medicinradet. The target for this specific population is also met.

5.3 Discontinuations due to adverse events vs. placebo. BRCAm 1% line

5.3.1 Comparative analysis

TABLE 8. NUMBER (%) oF AEs IN SOLO1

Characteristic Number of patients (%)

Olaparib 300 mg BID Placebo

(N=260) (N=130)

Any AE 256 (98%) 120 (92%)
Any AE > grade 3 102 (39%) 24 (18%)
Any SAE 54 (21%) 16 (12.%)
Any AE leading to dose interruption 135 (52%) 22 (17%)
Any AE leading to dose reduction 74 (28%) 4 (3%)
Any AE leading to discontinuation of study treatment 30 (11.5%) 3(2.3%)
Any AE with an outcome of death 0 0

Patients with multiple events in the same category are counted only once in that category. Patients with events in more than one
category were counted once in each of those categories. Source: [1].

Discontinuations, dose reductions and interruptions due to AEs were more common in olaparib arm than in placebo
arm in SOLO1. Results showed a percentage of olaparib discontinuations due to AEs in SOLO-1 of 11.5%; a higher
proportion compared to 300 mg bd pool (7.1%). In SOLO-1, the most common DAE that occurred at >2% difference
between any of the treatment group was anemia leading to 2.3% of the olaparib discontinuations.

Olaparib_application_medicinradet_AstraZeneca_09082019
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5.3.2 Conclusion discontinuations AE vs. placebo. BRCAm 1%t line

30 patients in the olaparib arm vs. 3 in the placebo group discontinued treatment (table 8). RR (calculated by
AstraZeneca) is 5.00 and 95 % Cl (1.56, 16,08). Fagudvalget/Medicinradet has set a target of 5 %. As SOLO1 is
comparing active treatment vs placebo as higher number of discontinuations are expected. Olaparib do not meet the
target set by Fagudvalget/Medicinradet.

Data on side effects and quality of life in SOLO1 are not available separately for the group of patients that are not
candidates for bevacizumab (as requested in the clinical question).

SOLO1
Groups - Discontinuation ﬂ Continued - Total patients - Risk Ratio - Relative RR |
OLA 30 230 260 0,11538 5,000
placebo 3 127 130 0,023076923 4
95%Cl = Bl LN(RR)+/-1,96*SQRT((((n1-x1)/x1)/n1) + ((n2-x2)/x2)/n2)) B exp af log B interpretation B column1  [B
0,029487179" 2,777 16,07802677 1,56 ; 16,078 ekskl. 1 = sig. Relativ risiko
0,325641026 0,441 1,555/ NA NA

5.4 Grade 3 or more events vs. placebo.

5.4.1 Comparative analysis

AEs of grade >3 were reported in 39.2% of patients receiving olaparib and 18.5% of patients receiving placebo (table
9). Of the grade 23 AEs the most commonly observed were blood and lymphatic system disorders, gastrointestinal
disorders, investigations and general disorders and administration-site conditions. Anaemia and neutropenia were the
only AEs of grade >3 reported in 5% of patients. AEs of grade >3 were typically known adverse drug reactions for
olaparib [5] In total, 9 patients in the olaparib arm had grade 4 AEs. These included anaemia (n=6), neutrophil count
decreased, platelet count decreased, sepsis and white blood cell count decreased (n=1 each). In the placebo arm, 3
patients experienced grade 4 AEs (platelet count decreased n=2 patients) and neutrophil count decreased and small
intestinal obstruction (n=1 each) [5].

TABLE 9: AES GRADE >3 BY SYSTEM ORGAN CLASS AND PREFERRED TERM (>1 PATIENT IN THE OLAPARIB ARM)

Number of patients(%) ®
System organ class Olaparib 300 mg BID (n=260) Placebo (n=130)
Patients with AE of grade >3b 102 (39.2%) 24 (18.5%)
Blood and lymphatic system disorders 63 (24.2%) 8 (6.2%)
Anaemia® 56 (21.5%) 2 (1.5%)
Neutropeniad 22 (8.5%) 6 (4.6%)
Leukopenia 4 (1.5%) 0
Lymphopenia 2 (0.8%) 1(0.8%)
Thrombocytopenia® 2 (0.8%) 2 (1.5%)
Gastrointestinal disorders 17 (6.5%) 3(2.3%)
Diarrhoea 8 (3.1%) 0
Abdominal pain 4(1.5) 1(0.8%)
Nausea 2 (0.8%) 0
Small intestinal obstruction 2 (0.8%) 1(0.8%)
Investigations 12 (4.6%) 4 (3.1%)
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Number of patients(%) 2

System organ class Olaparib 300 mg BID (n=260) Placebo (n=130)

Neutrophil count decreased 7 (2.7%) 2 (1.5%)

White blood cell count decreased 4 (1.5%) 0

Lymphocyte count decreased 2 (0.8%) 0
General disorders and administration- 11 (4.2%) 2 (1.5%)
site conditions

Asthenia 5(1.9%) 0

Fatigue 5(1.9%) 2 (1.5%)

Infections and infestations 8 (3.1%) 4 (3.1%)

Urinary tract infection 2 (0.8%) 0
Respiratory, thoracic and mediastinal 5(1.9%) 0
disorders

Pulmonary embolism 2 (0.8%) 0

Musculoskeletal and connective 2 (0.8%) 0
tissue disorders

Rotator cuff syndrome 2 (0.8%) 0

Renal and urinary disorders 2 (0.8%) 0

Urinary incontinence 2 (0.8%) 0

aNumber (%) of patients with AEs >grade 3 or higher, sorted by frequency in the olaparib arm for system organ class and for preferred term.
bPatients with multiple AEs >grade 3 or higher are counted once for each preferred term. <Includes anaemia, anaemia macrocytic, erythropenia,
haematocrit decreased, haemoglobin decreased, normochromic anaemia, normochromic normocytic anaemia, normocytic anaemia and red blood
cell decreased; “Includes agranulocytosis, febrile neutropenia, granulocyte count decreased, granulocytopenia, idiopathic neutropenia, neutropenia,
neutropenic infection, neutropenic sepsis and neutrophil count decreased; ¢Includes platelet count decreased, platelet production decreased,
plateletcrit decreased and thrombocytopenia. Includes AEs with an onset date on or after the date of first dose and up to and including 30 days
following the date of last dose of olaparib/placebo. Source: [5]

The percentage of patients experiencing any AEs of CTCAE grade 3 higher or any SAEs in SOLO1 were higher in the
olaparib-treated patients compared to placebo ones (39.2% vs 18.5% and 20.8% vs 12.3%, respectively). The most
common AEs of CTCAE Grade 3 or higher occurring in two or more patients in the olaparib arm were anaemia (21.4%),
neutropenia (5%), diarrhoea (3.1%), neutrophil count decreased (2.7%) and leukopenia (1.5%).

Proportions of patients with AE of CTCAE Grade 3 or higher were similar in SOLO-1 (39.2%) compared to the 300 mg
bd pool (38.1%). The most commonly reported event of CTCAE Grade >3 was anaemia. The proportion of patients with
Grade 23 anaemia in SOLO-1 (21.2%) was consistent with results from the 300 mg bd pool (17.1%).

5.4.2 Conclusion AEs of grade 3 or more

39.2 % of patients receiving olaparib and 18.5 % of patients receiving placebo experienced AEs of grade 3 or more. RR
is 2,13 and 95 % Cl (1.44, 3.14). The absolute difference is 20,7 %. Medicinradet has set a target of 10 percentage
point. Olaparib do not meet the target set by Fagudvalget/Medicinradet.

Data on side effects and quality of life in SOLO1 are not available separately for the group of patients that are not
candidates for bevacizumab (as requested in the clinical question).

v v - - - -

OLA 102 158 260 0,39231 2,125
placebo 24 106 130 0,184615385 J
0,005957768' 1,145 3,143821449 1,44;3,14 Ekskl. 1 = ikke sig. Relativ risiko
0,033974359 0,362 1,436349065 NA NA J
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5.4.3 AE of special interest Myolodysplastic syndrome (MDS) and acute myeloid leukaemia
(AML)

During the long-term collection of safety data three cases of AML (1.2%) and no cases of MDS were identified in
patients in the olaparib arm in SOLO1 [5]. All three cases of AML were fatal. All of these cases occurred beyond
treatment discontinuation and 30-day follow-up. Because the deaths due to AML occurred >30 days after treatment
discontinuation they were not classified as treatment-emergent AEs with an outcome of death. No cases of MDS/AML
were observed in the patients receiving placebo.

Other AEs of special interest were new primary malignancies and pneumonitis/interstitial lung disease [5]. New
primary malignancies occurred in five patients (1.9%) in the olaparib group and three patients (2.3%) in the placebo
group. Pneumonitis/interstitial lung disease occurred in five patients (1.9%) in the olaparib group and no patients in
the placebo group. It is important to emphasise that treatment with platinum chemotherapy and having a BRCA-
mutation is confounding risk factors for these AEs of special interest and that comparable incidents were also
observed for both olaparib and control arms in Study 19 and SOLO2 [1, 7, 8].

EPAR [2]:

The incidence rate of MDS/AML is 0.6% (55/9293 patients) in the entire olaparib clinical programme and 1.2%
(26/2258 patients) for the pool of all doses of olaparib in monotherapy. The majority of the cases reported a fatal
outcome, with MDS/AML noted as the primary or secondary cause of death. The duration of therapy with olaparib in
patients who developed MDS/AML varied from <6 months to >2 years. The time to death after olaparib was
discontinued ranged from 17 to 667 days (median 209 days).

5.5 QoL vs. placebo BRCAm 1% line

5.5.1 Comparative analyses

In ovarian cancer, patient HRQol is negatively impacted by the use of chemotherapy, although the decrement may
lessen during and after therapy.[9] Therefore, the impact of olaparib on HRQoL was evaluated as a secondary
endpoint in SOLO1. Patient-reported HRQoL was assessed using the FACT-O questionnaire, while patient health status
was measured through the EQ-5D-5L questionnaire [1] (+ supplement appendix) The FACT-0 is composed of several
subscales: physical, social/family, emotional, and functional well-being scales, as well as the additional concerns scale
consisting of specific ovarian cancer symptoms. The primary HRQoL analysis in SOLO1 was the TOI, change from
baseline over the first 24 months in the TOI score, an established single targeted index derived from the FACT-O
questionnaire [1] (+ supplement appendix). The TOI targets the most relevant symptoms and functional and physical
well-being that can be directly related to symptoms and AEs. The TOI is composed of the following scales of the FACT-
O: physical and functional well-being and additional concerns.

Baseline scores for the TOI and FACT-O were high with no differences between treatment arms for all patients. Mean
TOl scores at baseline were 73.6 and 75.0 for patients in the olaparib and placebo arms, respectively.

Over 24 months, patients in the olaparib arm remained stable with no detrimental effect, whereas, patients in the
placebo arm showed small but not clinically relevant improvements. The estimated difference between the arms was
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significant, but not clinically meaningful because as TOI scores range from 0 to 100, a clinically meaningful difference
is defined as 10 points, and the observed between-group difference in the change in TOI score was <10 points.

The adjusted mean change from baseline in TOI score over 24 months for patients in the olaparib arm was 0.30 (95%
Cl-0.717-1.318) and 3.30 (95% Cl 1.839-4.758) for patients in the placebo arm. The estimated difference in treatment
arms was -3.00 (95% Cl -4.779 to -1.216; P=0.001). The observation of no clinically meaningful worsening in TOI of
olaparib relative to placebo in HRQoL was supported by a sensitivity analysis using area under the curve (AUC) over all
visits. This analysis found that up to 24 months there were no statistically significant or clinically relevant differences
between the treatment arms (estimated difference -2.05; 95% Cl -5.596 to 1.501; P=0.2573).[5]

The primary measure of HRQolL, the FACT-O TOlI score, did not decrease and there was no clinically significant
deterioration in TOI of olaparib relative to placebo or baseline in HRQoL (figure 7).

FIGURE 7: CHANGE FROM BASELINE IN MEAN TOI SCORE OVER TIME
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Source: [1] supplementary appendix and [5]

The impact of treatment and disease state on health state utility was assessed by the EQ-5D-5L using a weighted
health state index score over time (until the treatment cap). Overall, there was no worsening or deterioration in
HRQol for patients in the olaparib arm compared with patients in the placebo arm (figure 8).

The EQ-5D Visual Analogue Scale (EQ-VAS) records the respondent’s self-rated health on a vertical, VAS where the
endpoints are labelled ‘best imaginable health state’ and ‘worst imaginable health state’. The VAS score also did not
support a worsening or deterioration of patients in the olaparib arm relative to patients in the placebo arm (figure 9).:
[1] supplementary appendix and [5].
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FIGURE 8: MEAN EQ-5D-5L WEIGHTED HEALTH STATE INDEX SCORE
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FIGURE 9: MEAN EQ-5D-5L VISUAL ANALOGUE SCALE SCORE

Olaparits 300mg bd
24 233 216 00 197 183 170 182 151 142 134 2 12 9@ 11 B 7 1 162 113 147 124 130 125 60 B4 48 47 23 21 13 9 12 & B 3 1
Placeba bd
128 118 116 108 95 B1 65 50 48 42 40 3 3 2 3 2 0O 0 B6 66 B0 56 59 59 48 47 22 23 0 13 18 B 6 I 1 0 0O
100
a0 (D)
v \\(1}
80 T - #
P I'J |
Y \ n i
-. b
'
60 | i
i
2 0 L
x &b
0
30
20
1w
o
_ ____ Olaparib 300mg bd (N=260)
_ Placebo bd (N=131)
T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T T
BOW W W W W W W W W W W W W W W W W E 3F BVIBVZENIEW4BVGEVTEWSEWIBVIEVIEWLIBWLIBWLIBVLBVIBVIENZ
L 5 1 2 3 4 6 7 & 9 1 1 1 1 1 1 1 2 o OUoklok4ok6okBokOok2ok4okbokOok 20k3ok4ok Sok6okBokok0
35?9135?gl;;;gg%TDPTTTTTTTTT8TOT2T4T5T3TOT2T4
1

Source: [1] supplementary appendix and [5]

Page 27 of 67
Olaparib_application_medicinradet_AstraZeneca_09082019



The TOI and FACT-O scores ranged between 0 to 100 and 0 to 152, respectively, with a higher score indicating a better
HRQoL. Mean baseline TOI scores were 73.6 (SD 12.8) and 75 (SD 13.1) for the olaparib and placebo arms,
respectively, and mean FACT-O scores were 113.5 (SD 18.3) and 115.8 (SD 18.6) for the olaparib and placebo arm,
respectively. The compliance rates for the planned on-treatment visits by FACT-O were above 80% from the baseline
to Week 97 (about 24 months) in both arms.

Over the 24 months (main analysis), the average adjusted mean change from baseline was 0.3 (95% ClI -0.72, 1.32)
with olaparib (n=237) and 3.3 (95% Cl 1.84, 4.76) with placebo (n=125). The estimated difference (-3.00; 95% Cl -4.8, -
1.2) between the arms in the mean change from baseline in TOI score over 24 months was statistically significant.
Over the first 12 months, the average adjusted mean change from baseline was -0.69 (95%Cl -1.67, 0.29) with olaparib
(n=237) and 3.47 (95% Cl 2.18, 4.83) with placebo (n=125), with an estimated difference of -4.17 (95% Cl -5.8, -2.5)
between the arms being statistically significant. The mean TOI score change from baseline was -2.86 and -1.16 at the
early timepoints (5 weeks and 13 weeks, respectively) in the olaparib arm, while it was 2.15 and 2.91 at the same
timepoints in the placebo arm, respectively. An AUC (area under the curve) analysis over all visits was also performed
for TOI as sensitivity analysis and supported the main analysis.

5.5.2 Conclusion HRQoL BRCAm 1% line

Patient-reported HRQoL was assessed using the FACT-O questionnaire, while patient health status was measured
through the EQ-5D-5L questionnaire [1, 5]

The primary HRQoL analysis in SOLO1 was change from baseline over the first 24 months in the TOI score. Over 24
months, patients in the olaparib arm remained stable with no detrimental effect, whereas, patients in the placebo
arm showed small but not clinically relevant improvements. The adjusted mean change from baseline in TOIl score
over 24 months for patients in the olaparib arm was 0.30 (95% Cl -0.717-1.318) and 3.30 (95% Cl 1.839-4.758) for
patients in the placebo arm. The estimated difference in treatment arms was -3.00 (95% Cl -4.779 to -1.216; P=0.001).
The estimated difference between the arms was significant, but not clinically meaningful. The target set by
Medicinradet/Fagudvalget is not met.

The target for HoQL (based on the tool with highest priority) is a difference of 10 percentage point between olaparib
and placebo (patients that do not show detoriation of QoL). The target set by Medicinradet/Fagudvalget is not met.

The EQ-5D Visual Analogue Scale (EQ-VAS) records the respondent’s self-rated health. The VAS score also did not
support a worsening or deterioration of patients in the olaparib arm relative to patients in the placebo arm [5].

It has been demonstrated that disease progression is associated with detriment in physical and emotional wellbeing
and consequently also a detriment in HRQoL . As illustrated by the number of patients at risk in Figure 7, the HRQoL
assessment is only evaluating patients before progression. As a consequence, the positive impact on HRQoL from the
PFS gain of olaparib compared with placebo is not taken into account in the HRQoL evaluation in SOLO1.

Data on side effects and quality of life in SOLO1 are not available separately for the group of patients that are not
candidates for bevacizumab (as requested in the clinical question).
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5.6 Other endpoints olaparib vs. placebo BRCAm 1° line

5.6.1 Time from randomisation to second progression (PFS2)

PFS2 events were based on radiological, CA-125 or symptomatic progression as assessed by the investigator or death
[1, 5] At the time of DCO, data maturity was 30.9% and there were 121 PFS2 events (olaparib arm n=69, 26.5% vs
placebo n=52, 39.7%). In the olaparib arm, 61.2% of patients had not progressed to the second line of therapy at the
time of analysis compared with 40.5% of patients in the placebo arm. [1] supplementary appendix and [5].

There was a significant improvement in PFS2 in the olaparib arm compared with the placebo arm as shown by the HR
0.50 (95% Cl 0.35—-0.72; P<0.0002 (figure 10). The median PFS2 was not reached for patients in the olaparib arm
versus 41.9 months for patients in the placebo arm. The PFS2 benefit with olaparib was observed despite an
imbalance between the treatment arms in the proportion of patients who as their first subsequent therapy received a
PARP inhibitor (first subsequent PARP inhibitor use occurred in 33/94 [35.1%)] patients in the placebo group and 10/91
[11.0%] patients in the olaparib arm).

FIGURE 10: KAPLAN-MEIER PLOT OF PFS2
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Source: [1] supplementary appendix and [5]

5.6.2 Time to discontinuation of treatment or death (TDT)

Treatment with olaparib was associated with a significantly and clinically meaningful increase in median TDT
compared with placebo (24.6 months vs 13.8 months; HR 0.63; 95% Cl, 0.51-0.79; P<0.0001; Median follow-up for
time to study treatment discontinuation olaparib 47.2 months vs placebo 45.4 months) [5]. A Kaplan-Meier plot of
TDT is shown in figure 11.

TDT in SOLO1 was longer for patients receiving olaparib due to 44.2% (n=115) of the patients still being on treatment
at 2 years. In the placebo arm 27.7% (n=36) of patients were still on treatment at 2 years [5]. Of these patients, 15
patients in the olaparib arm and two patients in the placebo arm had stable disease after 2 years and continued to
receive treatment. Furthermore, 11 patients in the olaparib arm and one patient in the placebo arm had no evidence
of disease after 2 years but also continued to receive treatment.
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FIGURE 11: KAPLAN-MEIER PLOT OF TDT

1.0
0.91
@ ]
.?-_J 0.8
E 07
[
3
2 0.6+
§ o
=
®
o 0.44
-
o
S
€
o 0.21
(=X
o
£ 0.1
Olaparib 300 mg bd
01 Placebo bd
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Number of Patients at risk Time from randomisation (months)
Olaparib 300 mg bd 260 234 215 204 193 181 174 171 148 22 16 14 14 14 9 8 6 4 0 0 0
Placebo bd 131 119 108 88 69 55 52 47 37 3 3 2 2 1 1 1 0 0 0 0 0

Source: [1] supplementary appendix and [5]

5.6.3 Time to first subsequent therapy (TFST) and time to 2" subsequent therapy TSST

In SOLO1, TFST is defined as the time from the date of randomisation to the start of the first subsequent therapy or
death following discontinuation of randomised study treatment [1]. TSST is the time to second subsequent therapy or
death following discontinuation of randomised study treatment from randomization [1]. TFST and TSST were both
significantly improved in patients receiving olaparib compared with those receiving placebo. [1] supplementary
appendix [5].

The median TFST was 51.8 months for patients in the olaparib arm versus 15.1 months for those in the placebo arm
(HR 0.30; 95% CI 0.22—-0.40; P<0.0001) [1]. The median TSST was not reached for patients in the olaparib arm vs 40.7
months in the patients in the placebo arm (HR 0.45; 95% Cl 0.32—-0.63; P<0.0001 [1] supplementary appendix [5].

At the time of the DCO (17 May 2018) for the PFS analysis, 71.8% (94/131) of patients in the placebo group had
received subsequent anticancer therapies [5]. In the olaparib arm, 35.0% (91/260) of patients had received
subsequent therapies. Of the patients who received a subsequent therapy, the best response (CR or PR) was similar in
both treatment arms (olaparib 40.7% n=37/91; placebo 48.4% n=45/93), indicating that olaparib maintenance therapy
following platinum-based therapy does not compromise the ability of patients who have progressed to respond to
further therapy.

5.7 Guidelines

In figure 12, the Danish guidelines for front-line non-surgical treatment of epithelial ovarian cancer is shown. In line
with SOLO1 protocol, the recommendation is six series of carboplatin/taxane. Furthermore, the recommendation is to
add 15 months of bevacizumab for stage Il patients with macroscopic residual disease following surgery or patients
with stage IV disease. Olaparib 1% line is already mentioned in the guidelines.
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Figure 12: Danish Gynecological Cancer Group Guidelines

Retningslinjer for visitati liag ik, behandling og opfelgning af epitelial ovarie-, tuba- og primzer
peritonealcancer samt borderline tumorer 6. udgave 2019
Kapitel 5 - Version 20 03 2019

Anbefalinger: Grad af anbe-
faling

For patienter med FIGO stadium II-IV ovarie-, tuba-, eller peritonealcancer efter A
makroradikal operation anbefales 6 serier kombinationsk terapi med carbo-
platin og et taxan.

Som behandling efter primarkirurgi anbefales bevacizumab sammen med carbo- | A
platin og paclitaxel til patienter med FIGO st. IIl med efterladt makroskopisk tu-
morvzav > 1 cm eller stadium IV. Bevacizumab bgr fortsaette i alt 15 mdr. (16 se-
rier vedligeholdelses monoterapi) eller til progression hvis dette indtraffer far 15
maneder. Dosis er 7.5 mg/kg eller 15 mg/kg hver 3. uge*

Til primzert inoperable patienter med st. I1I og IV sygdom, hvor intervalkirurgi
planlaegges, anbefales start af bevacizumab efter ikke-makroskopisk radikal inter-
valkirurgi. Dosis er 7.5 mg/kg eller 15 mg/kg hver 3. uge, i alt 15 mdr. eller til
progression. Bevacizumab kan pabegyndes 4 uger efter kirurgi.

Hos patienter, hvor intervalkirurgi har vaeret gnsket, men ikke mulig, gives be-
vacizumab fra og med serie 4, forudsat, at patienten ikke har varet igennem et ki-
rurgisk indgreb.

Patienter med avanceret high-grade sergs/endometrioid cancer og en BRCA1/2 A
germline/somatisk og som opndr partiel eller komplet respons pa platinbaseret
kemoterapi kan tilbydes vedligeholdelsesbehandling med PARP h&mmer olapa-
rib i 2 ar eller indtil til progression, toksicitet eller patientens gnske om ophgr,
hvis dette optraeder tidligere end 2 ér efter behandlingsstart**

* Der foreligger 2 studier ICON7 og GOG218 - det ene studie med dosering 7% mg/kg og det andet studie med
dosering pa15 mg/kg. Begge studier opniede deres primaere endepunkt: Forskel i PFS. ICON7 (7% mg/kg)
kunne vise forskel i overlevelse (0S) i en post hoc analyse, mens GOG218 med 15 mg/kg ikke kunne pavise for-
skel i overlevelse (0S). EMA har godkendt 15 mg/kg. Omvendt har EMA hos bade lungecancer og hos kolorektal
cancer til samme indikation godkendt 2 doseringer: 7% mg/kg og 15 mg/kg. | denne situation er det ovariecan-
cer gruppens opfattelse, at 7% mg/kg og 15 mg/kg begge er acceptable doseringer.

**Olaparib til denne indikation afventer bide EMA godkendelse og evt. Medicinerrids godkendelse.

Source:http://www.dgcg.dk/images/Grupper/Ovariecancergruppen/Retningslinier_2019/Kapitel 5 OPDATERET version_24 04
19 nye_koder.pdf (accessed 27/6 2019)

5.8 Other considerations

Medicinradet/Fagudvalget has requested that AstraZeneca discuss the potential difference in efficacy of olaparib
when used in 1%t versus 2™ line.

In both SOLO1 and SOLO2, the primary endpoint was investigator-assessed PFS. In both trials, the HR was 0.30
indicating that the relative benefit of olaparib vs. placebo is similar regardless of first or second line of maintenance
therapy [1, 7]. However, the absolute benefit is substantially different. In SOLO2, the difference in median PFS was
13.6 months. In SOLO1, the median PFS for olaparib was not met. However, estimates of the median PFS indicate a
difference of around 36 months versus placebo. In addition to the difference in magnitude of absolute difference in
PFS, it is noteworthy that nearly twice as many patients will be able to benefit from olaparib if used in first line versus
second line. Estimated from the placebo group in SOLO1, around 15% of the patients relapse within 6 months and are
consequently platinum resistant and will not be candidates for second line PARP maintenance therapy (figure 3).
Furthermore, around 15% are long-term responders and could potentially never be candidates for 2nd olaparib
maintenance therapy. Of the remaining 70% that experience a platinum sensitive relapse, not all will receive and
respond to second line platinum-based chemotherapy and thereby also not be candidates for 2" line olaparib
maintenance therapy. A final thing to consider when comparing first line versus second line treatment with olaparib, is
the two-year treatment cap in SOLO1. Because of this, the estimated mean treatment duration is nearly twice as large
in SOLO2, 40 months [10], compared to SOLO1, 21 months [5]. Consequently, the total treatment weeks for the
second line population is larger than the corresponding first line population.
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In SOLO1, 33 of 94 patients (35 %) in the placebo group who received subsequent therapy was treated with a PARP
inhibitor as their first subsequent therapy [1]. In comparison, 10 of 91 patients (11 %) in the olaparib arm was treated
with a PARP inhibitor as their first subsequent therapy [1] . In total, 49 of the 94 patients (52 %) in the placebo group
was subsequently treated with a PARP inhibitor (olaparib SmPC).

Medicinradet/Fagudvalget has requested data for olaparib vs. placebo for patients with no residual disease, patients
with residual disease and patients with less than 10 mm residual tumor tissue. In figure 5 is shown PFS HR for patients
with macroscopic vs. no macroscopic remaining tissue. In figure 13, the Kaplan-Meier curves for the two groups are
shown.

FIGURE 13: KAPLAN-MEIER ESTIMATE OF INVESTIGATOR-ASSESSED PFS BASED ON RESIDUAL DISEASE STATUS FOLLOWING SURGERY

100+ —— Olaparib: No residual disease
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Num. patients at risk:

Olaparib: No residual disease 200 184 177 172 167 162 155 147 137 119 113 108 90 70 36 28 4 3 0 0 0
Placebo: No residual disease 98 90 79 64 53 47 45 39 33 32 31 25 23 18 5 4 1 0 0 0 0
Olaparib: Residual disease 55 51 47 44 41 35 35 33 31 26 23 23 19 16 8 7 0 0 0 0 0
Placebo: Residual disease 29 25 24 18 12 9 8 8 8 7 7 6 5 4 1 1 0 0 0 0 0

Source: [6]

5.9 Overall efficacy conclusion vs. placebo BRCAm 1% line

SOLO1 met the primary endpoint, demonstrating a substantial improvement in PFS for patients receiving olaparib
compared with those receiving placebo as shown by the HR 0.30.

In SOLO1, the treatment benefit of olaparib in BRCAm patients with advanced OC was demonstrated by:

. A statistically significant and clinically relevant improvement in investigator-assessed PFS

— A 70% reduction in the risk of disease progression or death at any point in time for olaparib versus placebo-
treated patients (HR 0.30; 95% ClI 0.23—-0.41; P<0.0001), with median PFS not reached in the olaparib arm vs
13.8 months for placebo.

—  The estimated difference in median PFS between the treatment arms was approximately 3 years.

. The proportion of patients who remained progression free in the olaparib arm at 1, 2, 3 and 4 years was 87.7%,
73.6%, 60.4% and 52.6%, respectively compared with 51.4%, 34.6%, 26.9% and 11.4%, respectively in the
placebo arm.
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e  The sensitivity analysis of PFS by BICR was consistent with investigator-assessed analysis (median PFS olaparib
not reached vs placebo 14.1 months; HR 0.28; 95% Cl (0.20—0.39); P<0.0001).

e The PFS benefit for olaparib over placebo was maintained across all predefined subgroups.
. In patients with residual disease a median PFS of 29.4 months vs. 11.3 HR = 0.44(0.25-0.77) was shown.

. Clinically meaningful reductions in the risk of progression or death in patients in the olaparib arm (ranging from
49 to 81%) across all the prespecified subgroups.

Clinical benefit beyond progression was demonstrated by:

e  Astatistically significant and clinically meaningful 50% reduction in the risk of second progression or death (HR
0.50; 95% Cl 0.35-0.72; P=0.0002).

e Although not controlled for multiplicity, the delays in both TFST and TSST were statistically significant and
clinically meaningful (TFST HR 0.30, 95% Cl 0.22—-0.40, P<0.0001; TSST HR 0.45, 95% Cl 0.32-0.63, P<0.0001).

° At DCO, the interim OS analysis data were immature (82/391 events, 21% maturity; HR 0.95, 95% Cl 0.60-1.53,
P=0.8903) and the median OS was not reached in either arm.

° Efficacy outcomes of PFS, PFS2, OS, TDT, TFST and TSST in the Myriad gBRCAm and Foundation Medicine Inc.
tBRCAm subsets were consistent with those in the full analysis set.

5.10 Overall safety conclusion vs. placebo BRCAm 1°t line

. Olaparib maintenance therapy following platinum-based chemotherapy for patients with newly diagnosed
advanced ovarian cancer, as evaluated in SOLO1, was well tolerated.

e  The proportion of patients experiencing any AE in both treatment arms was similar (olaparib 98.5%, n=256 vs
placebo 92.3%, n=120).

. In total, 102 (39.2%) patients receiving olaparib experienced grade 3/4 AEs. Grade 3/4 AEs were observed in 24
(18.5%) patients in the placebo arm.

e At DCO (17 May 2018), 13 (5.0%) patients in the olaparib arm and 1 (0.8%) patient in the placebo arm remained
on study treatment. Nearly half (49.8%) of patients who discontinued olaparib did so as they had completed the
protocol-specified 2 years’ treatment. For patients who discontinued placebo (n=129) only 27.1% completed the
protocol-specified 2 years’ treatment.

e The proportion of patients who discontinued treatment due to objective disease progression was considerably
higher in patients receiving placebo (n=78; 60%) than those receiving olaparib (n=51; 19.6%)

e  AEs leading to treatment discontinuation were reported in 30 (11.5%) patients in the olaparib arm and 3 (2.3%)
patients in the placebo arm

° Most deaths in the study were due to the disease under investigation
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e Ahigher proportion of patients in the olaparib arm required dose modifications than those in the placebo arm
(olaparib n=171; 65.8% vs placebo n=42; 32.3%)

e  There was no evidence of toxicity accumulation over time for events known to be associated with olaparib

5.11 Indirect comparison vs. bevacizumab (clinical question 2)

In a previous evaluation by Fagudvalget/medicinrddet of olaparib in PSR BRCAwt OC, it was communicated that
comparison of trials evaluating bevacizumab and olaparib for these patients was not meaningful because of
differences BRCA-mutation status, randomization time point and progression assessment schedule. However,
Medicinradet/Fagudvalget has requested this comparison for the 1% line BRCAm population and AstraZeneca has
therefore conducted a narrative indirect comparison of olaparib with bevacizumab for patients with stage Ill disease
and macroscopic residual disease following surgery or stage IV patients. These patients are treated with bevacizumab
maintenance therapy according to Danish guidelines (figure 12).

The efficacy and safety of bevacizumab in combination with carboplatin and paclitaxel in the first-line setting with
maintenance bevacizumab therapy has been most widely assessed and is approved by ESMO and NCCN guidelines. An
overview of the pivotal clinical trials for all the agents assessed as maintenance therapy are outlined below in table 10.

Table 10. Key 15t line bevacizumab studies.

Study details and Reference

population

Study drugs Median PF$ (months) Median OS (months) Safety

Bevacizumab

GOG-218

Double-blind, placebo-
controlled, Phase Il trial
in women with newly
diagnosed Stage IlI-IV
(incompletely
resectable) OC who had
undergone debulking
surgery

Each group received 22 cycles
every 3 weeks
Three cohorts:

« GControl: Paclitaxel plus
carboplatin with placebo for
cycles 2-22
Bevacizumab-initiation:
Paclitaxel plus carboplatin with
bevacizumab cycles 2-6.

Control: 10.3
Bevacizumab-initiation:
11.2

Bevacizumab-throughout:
14.1

Control vs bevacizumab-
initiation: HR 0.908; 95%
C1 0.795-1.040; P=0.16

Control: 39.3
Bevacizumab-initiation:

Bevacizumab-throughout:

Bevacizumab-initiation:
hazard of death 1.04;
95% CI 0.827-1.297;
P=0.76

Hypertension of Grade 22 was
more common (P<0.001) with
bevacizumab vs placebo

No significant differences in the
three groups for AEs (>5%):

« Pain (Grade z2)

« Neutropenia (Grade 24)

« Venous thromboembolism

Burger et al, 2011

0S8 data Tewarie et
al 2019

‘Women with early (I or
11A) or advanced Stage
(IIB-IV) OC after surgery

n=1528

« Standard: carboplatin and
paclitaxel every 3 weeks for six
cycles

Bevacizumab: carboplatin and
paclitaxel every 3 weeks for six
cycles plus bevacizumab every
3 weeks for five to six cycles
continued for 12 cycles or until
disease progression

Standard: 17.4
Bevacizumab: 19.8

HR 0.87; 95% CI 0.77—
0.99; P=0.04

Patients at high risk for
progression (n=465): 16.0
vs 10.5; HR 0.73; 95% CI
0.6-0.93; P=0.002

No OS benefit: restricted
mean survival time:
Standard: 44.6; 95% CI
43.2-45.9

Bevacizumab: 45.5; 95%
Cl44.2-46.7

P=0.85

Patients at high risk for
progression

Standard: 34.5; 95% CI
32.0-37.0

Bevacizumab: 39-3; 95%
Cl 37.0-41.7 P=0-03

Standard: 56%

Bevacizumab: 66%
Bevacizumab associated with an
increase in bleeding,
hypertension, thromboembolic
events and gastrointestinal
perforations

n=1873 Placebo added cycles 7-22 Bevacizumab-throughout:
« Bevacizumab-throughout: hazard of death 0.91: )
Paclitaxel plus carboplatin with | Control vs bevacizumab- | ggor ) 0.797-1.152:
bevacizumab cycles 2-22 throughout: HR 0.717; P=0.45 !
95% CI 0.625-0.824;
P<0.001
ICON 7 Two cohorts Updated analysis Follow-up study AEs Grade 23 Perren et al, 20115

OS data Oza ef al,
201527

GOG-218 assessed patients with newly diagnosed Stage Ill (incompletely resectable) or stage IV epithelial ovarian
cancer who had undergone debulking surgery. Patients received one of three treatments and the study found that the
addition of bevacizumab added in cycles two through to 22 with carboplatin and paclitaxel resulted in a significantly
extended PFS (14.1 months vs 10.3 months; HR 0.72; 95% Cl, 0.625-0.824; P<0.001)[11]. Hypertension of Grade 2 or
greater was significantly (p<0.001) more common in women receiving bevacizumab than those in the placebo group
[11].

ICON7 assessed carboplatin and paclitaxel plus bevacizumab given concurrently every 3 weeks for five or six cycles

and bevacizumab continued for 12 additional cycles or until disease progression. The median PFS was significantly
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longer in the bevacizumab cohort than the standard therapy group (19.0 vs 17.3 months; HR 0.81; 95% Cl 0.70—0.94;
P=0.004) [12].

In GOG218, which investigated the addition of bevacizumab to platinum containing chemotherapy in front-line
ovarian cancer, updated analyses for patients harboring BRCA or HRR mutation demonstrated no difference in overall
survival when adding bevacizumab to platinum-based chemotherapy followed by maintenance bevacizumab (HR 1.18,
95% Cl 0.86-1.63) and a median overall survival of 62.6 months [13]. Similarly, for PFS no difference was observed with
a HR for PFS of 0.95 (95% Cl 0.71-1.26), although a difference in median PFS 19.6 months vs. 15.4 months was
observed : [3, 13] (figure 14). Out of the patients with confirmed mutations in GOG218, 226 had BRCA1/2 mutations,
while 81 had other HRR mutations. 120 received maintenance bevacizumab and 108 received placebo: [3]. In the
group of patients that according to Danish guidelines are treated with bevacizumab maintenance therapy, stage llI
with macroscopic residual disease or stage 1V, regardless of BRCA/HRR mutation status, no difference was observed in
overall survival (HR 0.905, 95% ClI not indicated but overlapping 1.0) [13]. This is in contrast with what was observed in
ICON7, where an improvement in both PFS and OS was observed for the stage Ill macroscopic residual disease and
stage IV group when receiving maintenance bevacizumab (PFS HR 0.73, 95% Cl 0.6-0.93, p=0.002, median PFS 16.0 vs.
10.5 months for bevacizumab vs. placebo (figure 15)[12] and in an updated OS analysis a HR for OS of 0.78, 95% ClI
0.63-0.97, p=0.01, median OS 39.3 vs. 34.5 months for bevacizumab vs. placebo) [14]. In GOG-252 which investigated
IP vs. IV chemotherapy plus bevacizumab, a median PFS of 16.9 months and median OS of 55.5 months for stage Il
patients with suboptimal surgical outcome or stage IV when treated with IV carboplatin plus paclitaxel and
bevacizumab in a similar schedule as in GOG-218 [15]. In summary, the results of GOG-218 and ICON7 indicate that
patients with a BRCA or HRR mutation do not derive any benefit from maintenance bevacizumab treatment, while
conflicting results have been demonstrated for stage Ill patients with macroscopic residual disease and stage IV
patients, not considering mutational status of the patients.

FIGURE 14: KM CURVES FOR PFS IN OVARIAN CARCINOMA PATIENTS WITH MUTATIONS IN GENES AFFECTING HRR IN GOG218
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FIGURE 15: UPDATED PFS(A) AND OS(B) CURVES FOR PATIENTS AT HIGH RISK FOR PROGRESSION IN ICON7
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In SOLO1, patients with residual macroscopic disease following surgery had a PFS HR of 0.44, 95% Cl 0.25-0.77 and a
median PFS of 29.4 months vs. 11.3 months for olaparib vs. placebo [1] and [6]. These results indicate that the benefit
of olaparib is also observed in patients with residual disease following surgery in SOLO1. While comparing median PFS
across trials with different baseline characteristics and randomisation time points is not meaningful, it is noteworthy
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that the median PFS of olaparib for patients with residual disease of 29.4 months is longer than the 19.6 months
observed in GOG218 for patients with BRCA or HRR mutations and 16.0 months in ICON7 for stage Il patients with
macroscopic residual disease or stage IV, despite the randomisation time point in SOLO1 being after completion of
chemotherapy. The results from the respective placebo groups were more comparable with 11.3 months for SOLO1 in
the subgroup with residual macroscopic disease, 15.4 months in GOG218 for patients with BRCA or HRR mutation and
10.5 months in ICON7 for stage Il patients with macroscopic residual disease or stage IV.

Medicinradet/Fagudvalget has requested data for olaparib vs. bevacizumab for patients with more than 10 mm
residual tumor tissue, patients with stage IV disease and inoperable patients. In figure 5 is shown PFS HR for patients
with macroscopic vs. no macroscopic remaining tissue in SOLO1. In figure 13, the Kaplan-Meier curves for the two
groups are shown. For patients with stage IV disease the HR for PFS was 0.49 (95 % Cl 0.25-0.94) in SOLO1 [1]. No data
on inoperable patents in SOLO1 are available as only four patients in the olaparib group were not operated in SOLO1
[6]. In GOG218, HR for PFS for patients with stage Ill disease and macroscopic residual disease following surgery was
0.763 (95% Cl not indicated but not overlapping 1.0) [11]. HR for patients with stage IV disease the HR for PFS was
0.698 (95% Cl not indicated but overlapping 1.0) [11]. AstraZeneca is not familiar with data on inoperable patients
treated with bevacizumab.

Data on side effects and quality of life in SOLO1 are not available separately for the subgroup with macroscopic
residual disease or stage IV. Similarly, in GOG218 and ICON7, only data from the overall populations are available. In
addition, the concomitant use of bevacizumab and chemotherapy in GOG218 and ICON7 further challenges the
comparison. The side effects and quality of life in SOLO1 is described in section 5.4 and 5.5. Whereas the most
common side effects for olaparib are hematological (anemia, neutropenia) and gastrointestinal (nausea, vomiting,
diarrhea), the most frequent side effects of bevacizumab in GOG218 and ICON7 compared with placebo groups were
hypertension (grade 2 or higher: 22.9 % and 18 % respectively) and any bleeding (any grade: NA and 39 %
respectively) [11, 12].

AEs of grade >3 were reported in 39.2% of patients receiving olaparib in SOLO1[1]. In ICON7 66% experienced grade 3
or higher [12], while the number was not reported in GOG218 [11].

Treatment discontinuation due to adverse events was reported for 11.5 % of patients in SOLO1[1], 17% in GOG218
[11] and 22.0 % in ICON7 [12].

In GOG218, quality of life was assessed through FACT-O TOI. The score increased from 67.4 to 77.8, 6 months after the
chemotherapy phase. No difference was observed between bevacizumab and placebo during the maintenance phase
[11, 16]. In ICON7, quality of life was assessed through EORTC QLQ-C30 and QLQ-OV28. There was an increase of more
than 10 points for the bevacizumab group, which was considered clinically significant [12, 17]. In SOLO1, quality of life
was assessed through FACT-O TOI. No change from baseline was observed for olaparib. The baseline score was 73.6 in
the olaparib group and no clinical significant difference was observed between the olaparib and placebo group [1].

5.11.1 Conclusion olaparib vs. bevacizumab

When taking into account the results from GOG218 showing that patients with BRCA or HRR mutations do not derive
any benefit from bevacizumab maintenance therapy, the conflicting results from GOG218 and ICON7 regarding
benefit in stage Il patients with residual disease or stage IV, the observed benefit in SOLO1 of olaparib for patients
with macroscopic residual disease, the larger median PFS observed in this subgroup of SOLO1 compared with the
subgroups of GOG-218, GOG-252 and ICON7 and the favorable HR for PFS for these subgroups, AstraZeneca believe
that the clinical efficacy in BRCA1/2 mutated patients with residual disease following surgery is larger for olaparib than
shown for bevacizumab.
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Because of the differences in trial designs, mainly the randomization time point, meaning that in GOG218 and ICON7,
concurrent use of chemotherapy and bevacizumab influenced adverse event profile, discontinuation rates and quality
of life, AstraZeneca do not find it meaningful to directly compare these.

EPAR [2]:

At the time the study started, bevacizumab (Avastin) was approved in combination with carboplatin and paclitaxel
followed by bevacizumab maintenance in the first line maintenance ovarian cancer. According to NCCN guidelines
(2019), bevacizumab may be continued, regardless of BRCA status, as a single-agent maintenance therapy if used
previously as part of a combination therapy, if partial or complete remission following: primary therapy for stage II-IV
disease or recurrence therapy for platinum-sensitive disease [Evidence 3; moderately effective]. In addition, according
to ESMO guidelines regardless of BRCA status (2013), bevacizumab is generally recommended [l, B] for patients with
poor prognostic features such as stage IV or suboptimal debulking as defined in the ICON-7 trial. Bevacizumab should
be given with paclitaxel or carboplatin with a treatment duration of one year. Bevacizumab is not universally used in
this setting in EU and it could have been considered as a treatment option under discretion of investigator and
according to local clinical practice. Treatment with bevacizumab did not show a clear benefit for BRCAm patients
according to the results from sub-study GOG-218: 1) PFS in the subgroup of patients with HRR mutations (n=228): HR
0.95, 95% CI 0.71 to 1.26 for bevacizumab + carboplatin/paclitaxel vs carboplatin/paclitaxel, and PFS in the subgroup
of patients with no HRR mutation (n=581): HR 0.71, 95% CI 0.60 to 0.85 (Norquist et al 2018), 2) results were not
conclusive for OS. Therefore, the use of placebo as comparator is considered to be appropriate in order to determine
the efficacy of olaparib maintenance monotherapy in advanced ovarian cancer patients who had responded following
first-line platinum-based chemotherapy.
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7 Appendices

Literature search

See separate document for excluded studies/references

7.1 Main characteristics of included studies

Table A2 Study and baseline characteristics SOLO1

Trial name A Phase Ill, Randomised, Double Blind, Placebo Controlled, Multicentre Study of Olaparib
Maintenance Monotherapy in Patients with BRCA Mutated Advanced (FIGO Stage IlI-IV)
Ovarian Cancer following First Line Platinum Based Chemotherapy.

NCT number NCT01844986

Objective To determine the efficacy of olaparib maintenance monotherapy compared to placebo in BRCA

mutated high risk advanced ovarian cancer patients who are in clinical complete response or
partial response following first line platinum based chemotherapy.

Publications — title, author,
journal, year

Maintenance Olaparib in Patients with Newly Diagnosed Advanced Ovarian Cancer. K. Moore,
N. Colombo, G. Scambia, B.-G. Kim, A. Oaknin, M. Friedlander, A. Lisyanskaya, A. Floquet, A.
Leary, G.S. Sonke, C. Gourley, S. Banerjee, A. Oza, A. Gonzalez-Martin, C. Aghajanian, W.
Bradley, C. Mathews, J. Liu, E.S. Lowe, R. Bloomfield, and P. DiSilvestro. N Engl ] Med 2018;
379:2495-2505

Study type and design

A phase Ill, randomised, double-blind, placebo-controlled, multi-center study to assess the
efficacy of olaparib maintenance monotherapy in high risk advanced ovarian cancer patients
(including patients with primary peritoneal and / or fallopian tube cancer) with BRCA mutations
[documented mutation in BRCA1 or BRCA2] that is predicted to be deleterious or suspected
deleterious (known or predicted to be detrimental/lead to loss of function) who have
responded following first line platinum based chemotherapy. Patients will be randomised in a
2:1 ratio to the treatments as specified below:

e olaparib tablets p.o. 300mg twice daily.

¢ placebo tablets p.o. twice daily.

Randomisation will be stratified by:

e response to first line platinum chemotherapy (clinical complete response or partial response)

Patients will be randomised within 8 weeks after their last dose of chemotherapy (last dose is
the day of the last infusion). Patients in both treatment arms will have tumour assessments
according to RECIST at baseline and every 12 weeks (+1 week) up to 120 weeks and then every
24 weeks (+1 week) relative to date of randomisation, until objective radiological disease
progression according to RECIST. All CT/MRI scans will be sent to an AstraZeneca appointed
Clinical Research Organisation (CRO) for blinded independent central review. After the primary
Progression Free Survival (PFS) analysis, central review of scans will no longer be required.
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Follow-up time

At the DCO of SOLO1, the median follow-up time was 41 months.

Population (inclusion and
exclusion criteria)

Inclusion and exclusion criteria related to NCT number from www.clinicaltrials.gov:
Inclusion criteria:

Female patients with newly diagnosed, histologically confirmed, high risk advanced
(FIGO stage Il - IV) BRCA mutated high grade serous or high grade endometrioid

ovarian cancer, primary peritoneal cancer and / or fallopian - tube cancer who have
completed first line platinum based chemotherapy (intravenous or intraperitoneal).

Stage |l patients must have had one attempt at optimal debulking surgery (upfront or
interval debulking). Stage IV patients must have had either a biopsy and/or upfront or
interval debulking surgery.

Documented mutation in BRCA1 or BRCA2 that is predicted to be deleterious or
suspected deleterious (known or predicted to be detrimental/lead to loss of function).

Patients who have completed first line platinum (e.g. carboplatin or cisplatin),
containing therapy (intravenous or intraperitoneal) prior to randomisation:

Patients must have, in the opinion of the investigator, clinical complete response or
partial response and have no clinical evidence of disease progression on the post
treatment scan or rising CA-125 level, following completion of this chemotherapy
course. Patients with stable disease on the post-treatment scan at completion of first
line platinum-containing therapy are not eligible for the study.

Patients must be randomized within 8 weeks of their last dose of chemotherapy

Exclusion criteria:

BRCA1 and/or BRCA2 mutations that are considered to be non detrimental (e.g.
"Variants of uncertain clinical significance" or "Variant of unknown significance" or
"Variant, favor polymorphism" or "benign polymorphism" etc).

Patients with early stage disease (FIGO Stage |, lIA, IIB or 1IC)

Stable disease or progressive disease on the post-treatment scan or clinical evidence
of progression at the end of the patient's first line chemotherapy treatment.

Patients where more than one debulking surgery has been performed before
randomisation to the study. (Patients who, at the time of diagnosis, are deemed to be
unresectable and undergo only a biopsy or oophorectomy but then go on to receive
chemotherapy and interval debulking surgery are eligible).

Patients who have previously been diagnosed and treated for earlier stage ovarian,
fallopian tube or primary peritoneal cancer.

Patients who have previously received chemotherapy for any abdominal or pelvic
tumour, including treatment for prior diagnosis at an earlier stage for their ovarian,
fallopian tube or primary peritoneal cancer. (Patients who have received prior
adjuvant chemotherapy for localised breast cancer may be eligible, provided that it
was completed more than three years prior to registration, and that the patient
remains free of recurrent or metastatic disease).

Patients with synchronous primary endometrial cancer unless both of the following
criteria are met: 1) stage <2 2) less than 60 years old at the time of diagnosis of
endometrial cancer with stage IA or IB grade 1 or 2, or stage IA grade 3 endometrioid
adenocarcinoma OR 2 60 years old at the time of diagnosis of endometrial cancer with
Stage |A grade 1 or 2 endometrioid adenocarcinoma. Patients with serous or clear cell
adenocarcinoma or carcinosarcoma of the endometrium are not eligible.
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Intervention

391 patients were randomised using an Interactive Voice Response System / Interactive Web
Response System (IVR/IWR system) in a 2:1 ratio to the treatments as specified below:

e Olaparib tablets p.o. 300 mg twice daily

* Placebo tablets p.o. twice daily

Patients should continue to receive study treatment for up to two years or until objective
radiological disease progression as per RECIST as assessed by the investigator, whichever is
earlier, and as long as in the investigator’s opinion they are benefiting from treatment and they
do not meet any other discontinuation criteria as outlined in section 5.8. Patients should
continue with study treatment to RECIST progression as described above despite rises in
CA125. Patients who continue to have evidence of stable disease at two years may continue to
receive study treatment if, in the opinion of the investigator, it is in the patient’s best interest.
However, if at two years the patient has no evidence of disease, study treatment should be
discontinued.

Baseline characteristics

Demographic and baseline characteristics were generally well balanced between the olaparib
and placebo treatment arms. Median age was 53 years in both arms. Ovarian cancer was the
primary tumour in 85% of the patients. The most common histological type was serous (96%),
endometrioid histology was reported in 2% of the patients. Most patients were ECOG
performance status 0 (78%), there are no data in patients with performance status 2 to 4. Sixty-
three percent (63%) of the patients had upfront debulking surgery and of these the majority
(75%) had no macroscopic residual disease. Interval debulking surgery was performed in 35%
of the patients and of these 82% had no macroscopic residual disease reported. Seven patients,
all stage IV, had no cytoreductive surgery. All patients had received first-line platinum-based
therapy. There was no evidence of disease at study entry (CR), defined by the investigator as
no radiological evidence of disease and cancer antigen 125 (CA-125) within normal range, in
73% and 77% of patients in the olaparib and placebo arms, respectively. PR, defined as the
presence of any measurable or non-measurable lesions at baseline or elevated CA-125, was
reported in 27% and 23% of patients in the olaparib and placebo arms, respectively. Ninety
three percent (93%) of patients were randomised within 8 weeks of their last dose of platinum-
based chemotherapy.

Primary and secondary
endpoints

The primary endpoint was investigator assessed PFS as measured by RECIST 1.1 criteria.

Secondary endpoints included PFS by Blinded independent central review (BICR), OS, PFS2,
TFST, TSST, TDT, health-related quality of life (trial outcome index [TOI], functional assessment
of cancer therapy for ovarian cancer [FACT-0O] and safety and tolerability.

Method of analysis

The primary statistical analysis of the efficacy of olaparib will include all randomised patients
and will compare the treatment groups on the basis of randomised treatment, regardless of
the treatment actually received. Patients who were randomised but did not subsequently go
on to receive study treatment are included in the Full Analysis Set (FAS). Therefore, all efficacy
and health-related quality of life (HRQoL) data will be summarised and analysed using the
FAS on an intention-to-treat (ITT) basis.

When assessing safety and tolerability, summaries will be produced based on the Safety
Analysis Set. This will include all patients who receive at least one dose of randomised
treatment (olaparib or placebo). The safety data will be summarised descriptively and will not
be formally analysed.

PFS will be analysed using a log rank test stratified by response to first line platinum
chemotherapy (clinical complete response or partial response). The HR together with its 95%
confidence interval and p-value will be presented (a HR less than 1 will favour olaparib). This
analysis will be performed when approximately 206 progression events have occurred. The
primary analysis will be based on investigator-recorded assessment of disease

progression by RECIST; however, sensitivity analyses will be performed including using a
blinded independent central review (BICR).

Subgroup analyses

Subgroup analyses will be conducted comparing PFS between treatments in the following
subgroups of the full analysis set:
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* Response to previous platinum chemotherapy (clinical complete response or partial
response)

¢ ECOG performance status at baseline (0 or 1)

* Baseline CA-125 value (< ULN vs > ULN)

¢ Age at randomisation (<65 vs. >=65)

* Stage of disease at initial diagnosis (Il or IV)

Table A2 Study and baseline characteristics Study 19

Trial name Phase Il Randomised, Double Blind, Multicentre Study to Assess the Efficacy of AZD2281 in the
Treatment of Patients With Platinum Sensitive Relapsed Serous Ovarian Cancer Following
Treatment With Two or More Platinum Containing Regimens

NCT number NCT00753545

Objective To evaluate the efficacy of olaparib mono-therapy as maintenance treatment in patients with

platinum-sensitive, relapsed, high-grade serous ovarian cancer who had a complete or partial
response to their most recent platinum-based chemotherapy.

Publications — title, author,
journal, year

Friedlander M, Matulonis U, Gourley C, du Bois A, Vergote |, Rustin G, et al. Long-term efficacy,
tolerability and overall survival in patients with platinum-sensitive, recurrent high-grade serous
ovarian cancer treated with maintenance olaparib capsules following response to
chemotherapy. BrJ Cancer. 2018;119(9):1075-85.

Ledermann J, Harter P, Gourley C, Friedlander M, Vergote |, Rustin G, et al. Olaparib
maintenance therapy in platinum-sensitive relapsed ovarian cancer. N Engl J Med.
2012;366(15):1382-92.

Ledermann J, Harter P, Gourley C, Friedlander M, Vergote |, Rustin G, et al. Olaparib
maintenance therapy in patients with platinum-sensitive relapsed serous ovarian cancer: a
preplanned retrospective analysis of outcomes by BRCA status in a randomised phase 2 trial.
Lancet Oncol. 2014;15(8):852-61.

Ledermann J, Harter P, Gourley C. Correction to Lancet Oncol 2014; 15: 856. Olaparib
maintenance therapy in patients with platinum-sensitive relapsed serous ovarian cancer: a
preplanned retrospective analysis of outcomes by BRCA status in a randomised phase 2 trial.
Lancet Oncol. 2015;16(4):e158.

Ledermann JA, Harter P, Gourley C, Friedlander M, Vergote |, Rustin G, et al. Quality of life
during olaparib maintenance therapy in platinum-sensitive relapsed serous ovarian cancer. BrJ
Cancer. 2016;115(11):1313-20.

Ledermann JA, Harter P, Gourley C, Friedlander M, Vergote |, Rustin G, et al. Overall survival in
patients with platinum-sensitive recurrent serous ovarian cancer receiving olaparib
maintenance monotherapy: an updated analysis from a randomised, placebo-controlled,
double-blind, phase 2 trial. The Lancet Oncology. 2016;17(11):1579-89.

Lheureux S, Lai Z, Dougherty BA, Runswick S, Hodgson DR, Timms KM, et al. Long-Term
Responders on Olaparib Maintenance in High-Grade Serous Ovarian Cancer: Clinical and
Molecular Characterization. Clin Cancer Res. 2017;23(15):4086-94.
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Matulonis UA, Harter P, Gourley C, Friedlander M, Vergote I, Rustin G, et al. Olaparib
maintenance therapy in patients with platinum-sensitive, relapsed serous ovarian cancer and a
BRCA mutation: Overall survival adjusted for post progression poly(adenosine diphosphate
ribose) polymerase inhibitor therapy. Cancer. 2016;122(12):1844-52.

Study type and design

A multicenter, double-blind, placebo-controlled, phase 2 trial at 82 study sites across 16
countries between Aug 28, 2008 and Feb 9, 2010. A total of 265 Patients were randomly
assigned in a 1:1 ratio to receive olaparib capsules (n=136), at a dose of 400 mg twice daily (the
monotherapy dose shown to be the maximum dose associated with acceptable adverse-event
rates), or matching placebo (n=129) within 8 weeks after completion of the last dose of
platinum-based chemotherapy.

Eligible patients were stratified according to the interval between disease progression and
completion of their penultimate platinum-based regimen (from 6 to 12 months vs. more than
12 months), objective response to their most recent regimen (complete response vs. partial
response), and ancestry (Jewish vs. non-Jewish), to help balance the

distribution.of BRCA1/2 germline mutations (which are found more frequently in Jewish
populations). A prespecified exploratory analysis of all efficacy endpoints was done according
to BRCA status. Germline BRCA mutation status was either reported on case report forms after
local testing or it was established retrospectively using the Integrated BRACAnalysis assay
(Myriad Genetics Laboratories, Salt Lake City, UT, USA), with DNA extracted from blood
samples obtained before randomization. BRCA genes were sequenced and examined for
mutations and rearrangements (deletions and duplications) in the coding regions and 10-20
base pairs of flanking intronic sequence. Tumour BRCAstatus was established retrospectively
using DNA extracted from formalin-fixed, paraffin-embedded archival tumour samples using a
previously validated next-generation sequencing protocol (Foundation Medicine, Cambridge,
MA, USA).

Follow-up time

At the final analysis of Study 19, the median OS follow-up time was 78 months.

Population (inclusion and
exclusion criteria)

Inclusion and exclusion criteria related to NCT number from www.clinicaltrials.gov:
Inclusion criteria:

Female patients with histologically diagnosed serous ovarian cancer or recurrent serous
ovarian cancer.

Patients must have completed at least 2 previous courses of platinum containing therapy; the
patient must have been platinum sensitive to the penultimate chemo regimen.

For the last chemotherapy course prior to enrolment on the study, patients must have
demonstrated an objective stable maintained response (partial or complete response) and this
response needs to be maintained until completion of chemotherapy.

Patients must be treated on the study within 8 wks of completion of their final dose of the
platinum containing regimen

Exclusion criteria:
Previous treatment with PARP inhibitors including olaparib.
Patients with low grade ovarian carcinoma.

Patients who have had drainage of their ascites during the final 2 cycles of their last
chemotherapy regimen prior to enrolment on the study.

Patients receiving any chemotherapy, radiotherapy (except for palliative reasons), within 2
weeks from the last dose prior to study entry (or a longer period depending on the defined
characteristics of the agents used).

Page 44 of 67

Olaparib_application_medicinradet_AstraZeneca_09082019



http://www.clinicaltrials.gov/

Intervention

With the use of an interactive voice response system, 265 patients were randomly assigned in a
1:1 ratio to receive olaparib capsules, at a dose of 400 mg twice daily or matching placebo
within 8 weeks after completion of the last dose of platinum-based chemotherapy. Study
treatment was blinded with the use of unique identifiers generated during randomization.
Patients continued the assigned study treatment until objective disease progression, as defined
by RECIST guidelines, provided that they did not meet any criteria for discontinuation (any
grade 3 or 4 adverse event that did not resolve completely or to grade 1 within 28 days after
onset, according to the National Cancer Institute's Common Terminology Criteria for Adverse
Events [CTCAE], version 3.0). All the trial agents were provided by AstraZeneca.

Baseline characteristics

Germline or tumour testing established the BRCA status of 254 (96%) patients, of whom 136
(74 [56%] in the olaparib group and 62 [50%] in the placebo group) had a known or suspected
deleterious BRCA1/2 mutation. Germline BRCA mutation was detected in 36% of all patients.
Somatic BRCA mutation, in the absence of gBRCA mutation was detected in 18 patients,
representing 13% of all patients with a known BRCA mutation (n=136). The randomisation of
patients with BRCAm between the treatment groups was fairly balanced.

The two treatment groups were well matched for baseline characteristics including age,
number of prior courses of platinum-containing chemotherapy, site of cancer (ovarian vs
fallopian tube vs peritoneal). The characteristics of patients with BRCAm were similar to the
overall patient population except that they were slightly younger (approximately 26% aged
under 50 years in the BRCAm population compared with 19% in the overall patient population.

Primary and secondary
endpoints

The primary endpoint was investigator assessed PFS as measured by RECIST 1.0 criteria.

Secondary endpoints included PFS by Blinded independent central review (BICR), OS, TFST,
TSST, best overall response, health-related quality of life (trial outcome index [TOI], functional
assessment of cancer therapy for ovarian cancer [FACT-0], FACT-O symptom index [FOSI]), and
safety and tolerability.

Method of analyzis

The primary objective of this study was to assess the efficacy of olaparib compared to the
efficacy of placebo alone. This objective was assessed by the primary variable of PFS.
Secondary efficacy variables included OS, best overall response, duration of response, CA-125
response (GCIG criteria), time to progression by CA125 (GCIG criteria), or RECIST, QoL and
disease related symptoms.

Efficacy data was summarized and analysed on an intention-to-treat (ITT) basis using
randomised treatment. The primary analysis population was based on the Full Analysis Set
(FAS) and included all randomised patients. This compared the treatment groups on the basis
of randomised treatment, regardless of the treatment actually received or protocol
deviations/violations. PFS was analysed using a Cox proportional hazards model with factors
for time to progression (6-12 months and >12 months, after the penultimate platinum therapy
before study enrolment), objective response (CR or PR, after the last platinum therapy before
enrolment on the study) and Jewish decent (yes or no) in accordance with the stratification
used at randomisation. The effect of treatment was estimated by the adjusted HR together
with its corresponding 80% and 95% confidence intervals (Cls). The existence of any treatment-
by-covariate interactions was investigated and the assumption of proportionality was assessed.
The primary analysis was programmatically derived from the objective RECIST assessments.
Subsequently, a pre-planned exploratory analysis of secondary endpoints TFST, TSST that
includes BRCA status in the COX model was performed. Sensitivity analyses was performed to
assess potential censoring bias and possible timeassessment bias. In order to assess
symptomatic progression a further sensitivity analysis that censors RECIST progressions (not
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deaths) was performed the analysis of OS, TFST, and TSST used the same methodology and
model as described for PFS.

Subgroup analyses

Based on germline or tumour testing, a pre-planned subsequent exploratory analysis grouped
the patients according to BRCA mutation status.

Table A2: Study and baseline characteristics SOLO2

Trial name Olaparib tablets as maintenance therapy in patients with platinum-sensitive, relapsed ovarian
cancer and a BRCA1/2 mutation (SOLO2/ENGOT-0v21): a double-blind, randomised, placebo-
controlled, phase 3 trial.

NCT number NCT01874353

Objective To assess the efficacy of olaparib (tablets) maintenance monotherapy in relapsed high grade

serous ovarian cancer (HGSOC) patients (including patients with primary peritoneal and / or
fallopian tube cancer) or high grade endometrioid cancer with BRCA mutations (documented
mutation in BRCA1 or BRCA2 that is predicted to be deleterious or suspected deleterious
(known or predicted to be detrimental/lead to loss of function)) who have responded following
platinum based chemotherapy.

Publications — title, author,
journal, year

Friedlander M, Gebski V, Gibbs E, Davies L, Bloomfield R, Hilpert F, et al. Health-related quality
of life and patient-centred outcomes with olaparib maintenance after chemotherapy in
patients with platinum-sensitive, relapsed ovarian cancer and a BRCA1/2 mutation
(SOLO2/ENGOT Ov-21): a placebo-controlled, phase 3 randomised trial. Lancet Oncol.
2018;19(8):1126-34.

Pujade-Lauraine E, Ledermann JA, Selle F, Gebski V, Penson RT, Oza AM, et al. Olaparib tablets
as maintenance therapy in patients with platinum-sensitive, relapsed ovarian cancer and a
BRCA1/2 mutation (SOLO2/ENGOT-Ov21): a double-blind, randomised, placebo-controlled,
phase 3 trial. Lancet Oncol. 2017;18(9):1274-84.

Study type and design

A Phase lll, randomised, double-blind, placebo-controlled, multi-centre study to assess the
efficacy of olaparib maintenance monotherapy in relapsed high grade serous ovarian cancer
(HGSOC) patients (including patients with primary peritoneal and / or fallopian tube cancer) or
high grade endometrioid cancer with BRCA mutations (documented mutation in BRCA1 or
BRCAZ2 that is predicted to be deleterious or suspected deleterious (known or predicted to be
detrimental/lead to loss of function)) who have responded following platinum based
chemotherapy. Patients were randomised in a 2:1 ratio to the treatments as specified below:
olaparib tablets p.o. 300 mg twice daily or placebo tablets p.o. twice daily. Randomisation was
stratified by response to previous platinum chemotherapy (complete response (CR) or partial
response (PR)) and time to disease progression in the penultimate platinum based
chemotherapy prior to enrolment (>6 - 12 months and >12 months). Patients were randomised
within 8 weeks after their last dose of chemotherapy (last dose is the day of the last infusion).
Patients in both treatment arms had tumour assessments according to RECIST at baseline and
every 12 weeks (t1week) up to 72 weeks and then every 24 weeks (+1week) relative to date of
randomisation, until objective radiological disease progression according to RECIST. All CT/MRI
scans were sent to an AstraZeneca appointed Clinical Research Organisation (CRO) for blinded
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independent central review. After the primary Progression Free Survival (PFS) analysis, central
review of scans were no longer be required. Patients continued to receive study treatment
until objective radiological disease progression as per RECIST as assessed by the investigator or
as long as in the investigator’s opinion they were benefiting from treatment and they did not
meet any other discontinuation criteria. Patients continued with therapy to RECIST progression
despite rises in cancer antigen-125 (CA-125). All patients continued to be assessed for
radiological tumour assessments according to the study schedule until objective radiological
disease progression, irrespective of their continuation on study treatment. Once a patient had
progressed the patient was followed as per local clinical practice, but assessment was made
every 12 weeks for second progression and then survival until the final analysis.

Follow-up time

At the primary data cutoff (19 September 2016) the median follow-up time was approximately
22 months.

Population (inclusion and
exclusion criteria)

Inclusion and exclusion criteria related to NCT number from www.clinicaltrials.gov:
Inclusion criteria:
Patients must be > 18 years of age.

Female patients with histologically diagnosed relapsed high grade serous ovarian cancer
(including primary peritoneal and / or fallopian tube cancer) or high grade endometrioid
cancer.

Documented mutation in BRCA1 or BRCA2 that is predicted to be deleterious or suspected
deleterious (known or predicted to be detrimental/lead to loss of function).

Patients who have received at least 2 previous lines of platinum containing therapy prior to
randomisation

For the penultimate chemotherapy course prior to enrolment on the study:

Patients defined as platinum sensitive after this treatment; defined as disease progression
greater than 6 months after completion of their last dose of platinum chemotherapy

For the last chemotherapy course immediately prior to randomisation on the study:

Patients must be, in the opinion of the investigator, in response (partial or complete
radiological response), or may have no evidence of disease (if optimal cytoreductive surgery
was conducted prior to chemotherapy), and no evidence of a rising CA-125, following
completion of this chemotherapy course

Patients must have received a platinum based chemotherapy regimen (e.g. carboplatin or
cisplatin) and have received at least 4 cycles of treatment

Patients must be randomized within 8 weeks of their last dose of chemotherapy

Maintenance treatment is allowed at the end of the penultimate platinum regimen, including
bevacizumab

Exclusion criteria:

Involvement in the planning and/or conduct of the study (applies to both AstraZeneca staff
and/or staff at the study site).

BRCA 1 and/or BRCA2 mutations that are considered to be non detrimental (e.g., "Variants of
uncertain clinical significance" or "Variant of unknown significance" or "Variant, favor
polymorphism" or "benign polymorphism" etc.)

Patients who have had drainage of their ascites during the final 2 cycles of their last
chemotherapy regimen prior to enrolment on the study.

Page 47 of 67

Olaparib_application_medicinradet_AstraZeneca_09082019



http://www.clinicaltrials.gov/

Intervention

With the use of an interactive voice response system, 265 patients were randomly assigned in a
2:1 ratio to receive olaparib tablets, at a dose of 300 mg twice daily or matching placebo within
8 weeks after completion of the last dose of platinum-based chemotherapy. Study treatment
was blinded with the use of unique identifiers generated during randomization. Patients
continued to receive study treatment until objective radiological disease progression as per
RECIST as assessed by the investigator or as long as in the investigator’s opinion they were
benefiting from treatment and they did not meet any other discontinuation criteria. All the trial
agents were provided by AstraZeneca.

Baseline characteristics

Demographic and baseline characteristics seemed to be well balanced between the two
groups. 33 (17%) of 196 patients in the olaparib group and 20 (20%) of 99 patients in the
placebo group had received treatment with bevacizumab before their final platinum regimen
prior to randomisation in this study. 153 (78%) patients in the olaparib group and 83 (84%)
patients in the placebo group had a BRCA1/2mutation previously determined by local testing
and could be enrolled on the basis of this information. All patients received a

confirmatory BRCA test as part of the trial, which confirmed a germline BRCA1/2 mutation in
190 (97%) patients in the olaparib group and 96 (97%) in the placebo group. The Myriad
Genetics BRCA test did not determine a BRCA1/2 mutation either to be deleterious or
suspected deleterious in nine cases (six in the olaparib group and three in the placebo group):
four of these nine patients had variants of unknown significance, two patients

were BRCA1/2wildtype according to the Myriad Genetics BRCA test, and three had a missing
confirmatory Myriad Genetics BRCA test (because the BRCA1/2 mutation status of all nine
patients had previously been determined by local testing before randomisation, they were still
eligible for inclusion). No patients had a confirmed somatic BRCA1/2 mutation.

Primary and secondary
endpoints

The primary endpoint was investigator assessment of PFS, defined as the time from
randomisation until objective radiological disease progression or death using modified RECIST
version 1.1. Secondary endpoints included: PFS by blinded independent central review (BICR),
0S, time from randomisation to second progression (PFS2), time from randomisation to first
subsequent therapy or death (TFST), time from randomisation to second subsequent therapy
or death (TSST), time from randomisation to study treatment discontinuation or death (TDT).
The Trial Outcome Index (TOI) of the Functional Assessment of Cancer Therapy — Ovarian
Cancer (FACT-0) was used to determine change from baseline in TOI score

Method of analysis

The aim was to analyse a higher number of events than required for a powered superiority
analysis for both progression-free survival and time to second progression; therefore, the
power to show superiority for both endpoints was greater than 90%. In total, 192 events of
progression or death (~65% maturity) were required to provide sufficient precision of the
estimated hazard ratio. PFS was tested at a two-sided significance level of 5% and analysed
with a log-rank test, using the randomisation stratification factors. The sensitivity analysis of
progression-free survival by blinded independent central review used the same methods and
model as for the primary analysis of progression-free survival. Time to second progression and
overall survival was analysed at the time of primary analysis of progression-free survival, using
the same methods. At this initial analysis, statistical significance would be declared for time to
second progression if one-sided p<0-0125 and for overall survival if one-sided p<0-0001. SAS
version 9.1.3 was used for all analyses.

Efficacy data and patient-reported outcomes were analysed in the intention-to-treat
population, which included all randomised patients (full analysis set). Safety was analysed in all
patients from the intention-to-treat population who received at least one dose of study
treatment (safety analysis set). Patients were required to have both an evaluable score at
baseline and at least one evaluable follow-up form to be assessable for health-related quality
of life. An evaluable form was defined as one having at least one subscale that could be
measured, or a form that was not completed because the patient was deemed too heavily
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affected by symptoms of disease. Patients who did not fulfil these requirements were deemed
as not assessable for health-related quality of life.

Subgroup analyses Subgroup analyses were conducted comparing PFS between treatments in the following
subgroups of the full analysis set: Response to previous platinum chemotherapy (Complete
Response or Partial Response), Time to disease progression in the penultimate platinum based
chemotherapy prior to enrolment (>6-12 months and >12 months), gBRCAm status-confirmed
by Myriad test vs gBRCA wt or missing by Myriad gBRCA test, ECOG performance status at
baseline (0 or 1), Prior cytoreductive surgery (Yes or No), Lines of prior platinum therapy (2, 3
or 4+), Baseline CA 125 value (< ULN vs > ULN), BRCA mutation type eg BRCA1, BRCA2 or
BRCA1/2 (both) and Age at randomization (<65 vs. >65).

Table A2 Study and baseline characteristics GOG-218

Trial name A Phase Il Trial of Carboplatin and Paclitaxel Plus Placebo Versus Carboplatin and Paclitaxel
Plus Concurrent Bevacizumab (NSC # 704865) Followed by Placebo, Versus Carboplatin and
Paclitaxel Plus Concurrent and Extended Bevacizumab, in Women With Newly Diagnosed,

Previously Untreated, Stage Il or IV Epithelial Ovarian, Primary Peritoneal or Fallopian Tube

Cancer
NCT number NCT00262847
Objective To study carboplatin, paclitaxel, and bevacizumab to see how well they work compared to

carboplatin, paclitaxel, and placebo in treating patients with stage Ill or stage IV ovarian
epithelial, primary peritoneal, or fallopian tube cancer.

Publications — title, author, Burger et al. Incorporation of Bevacizumab in the Primary Treatment of Ovarian CancerN Engl J Med

journal, year 2011,365:2473-83
’

Study type and design A phase Ill randomized study to evaluate new treatment programs for patients with
advanced stage (International Federation of Gynecologic Oncology, FIGO, llI-1V)
epithelial ovarian or peritoneal primary cancer.

Follow-up time 102.9 months at final OS cut off.
Population (inclusion and Inclusion and exclusion criteria related to NCT number from www.clinicaltrials.gov:
exclusion criteria) Inclusion criteria:

e  Patients with a histologic diagnosis of epithelial ovarian cancer, peritoneal primary
carcinoma or fallopian tube cancer; International Federation of Gynecology and
Obstetrics (FIGO) stage Il with any gross (macroscopic or palpable) residual disease or
FIGO stage IV, defined surgically at the completion of initial abdominal surgery and
with appropriate tissue available for histologic evaluation; the minimum surgery
required was an abdominal surgery providing tissue for histologic evaluation and
establishing and documenting the primary site and stage, as well as a maximal effort
at tumor debulking; if additional surgery was performed, it should have been in
accordance with appropriate surgery for ovarian or peritoneal carcinoma described in
the Gynecologic Oncology Group (GOG) Surgical Procedures Manual; however, the
surgeon is not required to have performed all of the items contained in this section of
the GOG Surgical Procedures Manual; those patients with stage Ill cancer in which the
largest maximal diameter of any residual tumor implant at the completion of this
initial surgery is no greater than 1 cm will be defined as "optimal;" all others will be
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defined as "suboptimal;" measurable disease on post-operative imaging studies is not
required for eligibility

e Patients with the following histologic epithelial cell types are eligible: serous
adenocarcinoma, endometrioid adenocarcinoma, mucinous adenocarcinoma,
undifferentiated carcinoma, clear cell adenocarcinoma, mixed epithelial carcinoma,
transitional cell carcinoma, malignant Brenner's Tumor, or adenocarcinoma not
otherwise specified (N.O.S.); however, the histologic features of the tumor must be
compatible with a primary Miillerian epithelial adenocarcinoma; if doubt exists, it is
recommended that the investigator should have the slides reviewed by an
independent pathologist or, if necessary, the Pathology Co-Chair, prior to entry;
patients may have co-existing fallopian tube carcinoma in-situ so long as the primary
origin of invasive tumor is ovarian, peritoneal or fallopian tube

e  Absolute neutrophil count (ANC) greater than or equal to 1,500/ul equivalent to
Common Toxicity Criteria for Adverse Events version (v)3.0 (CTCAE) grade 1; this ANC
cannot have been induced or supported by granulocyte colony stimulating factors

e Platelets greater than or equal to 100,000/ul; (CTCAE grade 0-1)
e  Creatinine =< 1.5 x institutional upper limit normal (ULN), CTCAE grade 1
e  Bilirubin less than or equal to 1.5 x ULN (CTCAE grade 1)

e  Serum glutamic oxaloacetic transaminase (SGOT) and alkaline phosphatase less than
or equal to 2.5 x ULN (CTCAE grade 1)

e Neuropathy (sensory and motor) less than or equal to CTCAE grade 1

e Prothrombin time (PT) such that international normalized ratio (INR) is =< 1.5 (or an
in-range INR, usually between 2 and 3, if a patient is on a stable dose of therapeutic
warfarin for management of venous thrombosis including pulmonary thrombo-
embolus) and a partial thromboplastin time (PTT) < 1.2 times the upper limit of
normal

e  Patients with a GOG Performance Status of 0, 1, or 2

e Patients must be entered between 1 and 12 weeks after initial surgery performed for
the combined purpose of diagnosis, staging and cytoreduction

e  Patients with measurable and non-measurable disease are eligible; patients may or
may not have cancer-related symptoms

e  Patients who have met the pre-entry requirements

e Anapproved informed consent and authorization permitting release of personal
health information must be signed by the patient or guardian

e  Patients in this trial may receive ovarian estrogen +/- progestin replacement therapy
as indicated at the lowest effective dose(s) for control of menopausal symptoms at
any time, but not progestins for management of anorexia while on protocol directed
therapy or prior to disease progression

Exclusion criteria:

e Patients with a current diagnosis of borderline epithelial ovarian tumor (formerly
"tumors of low malignant potential") or recurrent invasive epithelial ovarian, primary
peritoneal or fallopian tube cancer treated with surgery only (such as patients with
stage la or Ib low grade epithelial ovarian or fallopian tube cancers) are not eligible;
patients with a prior diagnosis of a borderline tumor that was surgically resected and
who subsequently develop an unrelated, new invasive epithelial ovarian, peritoneal
primary or fallopian tube cancer are eligible, provided that they have not received
prior chemotherapy for any ovarian tumor
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e  Patients who have received prior radiotherapy to any portion of the abdominal cavity
or pelvis are excluded; prior radiation for localized cancer of the breast, head and
neck, or skin is permitted, provided that it was completed more than three years prior
to registration, and the patient remains free of recurrent or metastatic disease

e  Patients who have received prior chemotherapy for any abdominal or pelvic tumor
including neo-adjuvant chemotherapy for their ovarian, primary peritoneal or
fallopian tube cancer are excluded; patients may have received prior adjuvant
chemotherapy for localized breast cancer, provided that it was completed more than
three years prior to registration, and that the patient remains free of recurrent or
metastatic disease

e  Patients who have received any targeted therapy (including but not limited to
vaccines, antibodies, tyrosine kinase inhibitors) or hormonal therapy for management
of their epithelial ovarian or peritoneal primary cancer

e  Patients with synchronous primary endometrial cancer, or a past history of primary
endometrial cancer, are excluded, unless all of the following conditions are met: stage
not greater than I-B; no more than superficial myometrial invasion, without vascular
or lymphatic invasion; no poorly differentiated subtypes, including papillary serous,
clear cell or other FIGO grade 3 lesions

e With the exception of non-melanoma skin cancer and other specific malignancies as
noted above, patients with other invasive malignancies who had (or have) any
evidence of the other cancer present within the last five years or whose previous
cancer treatment contraindicates this protocol therapy are excluded

e  Patients with acute hepatitis or active infection that requires parenteral antibiotics

e  Patients with serious non-healing wound, ulcer, or bone fracture; this includes history
of abdominal fistula, gastrointestinal perforation or intra-abdominal abscess within 28
days; patients with granulating incisions healing by secondary intention with no
evidence of fascial dehiscence or infection are eligible but require weekly wound
examinations

e Patients with active bleeding or pathologic conditions that carry high risk of bleeding,
such as known bleeding disorder, coagulopathy, or tumor involving major vessels

e Patients with history or evidence upon physical examination of central nervous system
(CNS) disease, including primary brain tumor, seizures not controlled with standard
medical therapy, any brain metastases, or history of cerebrovascular accident (CVA,
stroke), transient ischemic attack (TIA) or subarachnoid hemorrhage within six months
of the first date of treatment on this study

e  Patients with clinically significant cardiovascular disease; this includes:

e Uncontrolled hypertension, defined as systolic > 150 mm Hg or diastolic > 90 mm Hg
e  Myocardial infarction or unstable angina < 6 months prior to registration

e New York Heart Association (NYHA) grade Il or greater congestive heart failure

e Serious cardiac arrhythmia requiring medication; this does not include asymptomatic,
atrial fibrillation with controlled ventricular rate

e CTCAE grade 2 or greater peripheral vascular disease (at least brief (< 24 hrs) episodes
of ischemia managed non-surgically and without permanent deficit)

e History of CVA within six months

e  Patients with known hypersensitivity to Chinese hamster ovary cell products or other
recombinant human or humanized antibodies

e  Patients with clinically significant proteinuria; urine protein should be screened by
urine protein-creatinine ratio (UPCR); the UPCR has been found to correlate directly

Page 51 of 67
Olaparib_application_medicinradet_AstraZeneca_09082019



with the amount of protein excreted in a 24 hour urine collection; specifically, a UPCR
of 1.0 is equivalent to 1.0 gram of protein in a 24 hour urine collection; obtain at least
4 ml of a random urine sample in a sterile container (does not have to be a 24 hour
urine); send sample to lab with request for urine protein and creatinine levels
[separate requests]; the lab will measure protein concentration (mg/dL) and
creatinine concentration (mg/dL); the UPCR is derived as follows: protein
concentration (mg/dL)/creatinine (mg/dL); patients must have a UPCR < 1.0 to allow
participation in the study

e  Patients with or with anticipation of invasive procedures as defined below:

e Major surgical procedure, open biopsy or significant traumatic injury within 28 days
prior to the first date of bevacizumab/placebo therapy (cycle 2)

e  Major surgical procedure anticipated during the course of the study; this includes, but
is not limited to abdominal surgery (laparotomy or laparoscopy) prior to disease
progression, such as colostomy or enterostomy reversal, interval or secondary
cytoreductive surgery, or second look surgery; please consult with the study chair
prior to patient entry for any questions related to the classification of surgical
procedures

e  Core biopsy, within 7 days prior to the first date of bevacizumab/placebo therapy
(cycle 2)

e  Patients with GOG Performance Grade of 3 or 4

e Patients who are pregnant or nursing; bevacizumab should not be administered to
nursing women; patients of childbearing potential must agree to use contraceptive
measures during study therapy and for at least six months after completion of
bevacizumab therapy

e Patients who have received prior therapy with any anti-vascular endothelial growth
factor (VEGF) drug, including bevacizumab

e  Patients with clinical symptoms or signs of gastrointestinal obstruction and who
require parenteral hydration and/or nutrition

e  Patients with medical history or conditions not otherwise previously specified which in
the opinion of the investigator should exclude participation in this study; the
investigator should feel free to consult the study chair or study co-chairs for
uncertainty in this regard

Intervention

A total of 1873 patients were randomised in equal proportions to the following three arms:

* CPP arm: Five cycles of placebo (started cycle 2) in combination with carboplatin (AUC 6) and
paclitaxel (175 mg/m?) for 6 cycles followed by placebo alone, for a total of up to 15 months of
therapy

¢ CPB15 arm: Five cycles of Avastin (15 mg/kg q3w started cycle 2) in combination with
carboplatin (AUC 6) and paclitaxel (175 mg/m2 ) for 6 cycles followed by placebo alone, for a
total of up to 15 months of therapy

¢ CPB15+ arm: Five cycles of Avastin (15 mg/kg q3w started cycle 2) in combination with
carboplatin (AUC 6) and paclitaxel (175 mg/m2 ) for 6 cycles followed by continued use of
Avastin (15 mg/kg q3w) as single agent for a total of up to 15 months of therapy

Baseline characteristics

The majority of patients included in the study were White (87% in all three arms); the median
age was 60 years in CPP and CPB15 arms and 59 years in CPB15+ arm; and 29% of patients in
CPP or CPB15 and 26% in CPB15+ were over 65 years of age. Overall approximately 50% of
patients had a GOG PS of 0 at baseline, 43% a GOG PS score of 1, and 7% a GOG PS score of 2.
Most patients had EOC (82% in CPP and CPB15, 85% in CPB15+) followed by PPC (16% in CPP,
15% in CPB15, 13% in CPB15+) and FTC (1% in CPP, 3% in CPB15, 2% in CPB15+). The majority
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of patients had serous adenocarcinoma histologic type (85% in CPP and CPB15, 86% in
CPB15+). Overall approximately 34% of patients were FIGO Stage Il optimally debulked with
gross residual disease, 40% Stage Il sub-optimally debulked, and 26% were Stage IV patients

Primary and secondary
endpoints

The primary endpoint was PFS based on investigator’s assessment of disease progression based
on radiological scans or CA 125 levels, or symptomatic deterioration per protocol. In addition, a
prespecified analysis of the data censoring for CA-125 progression events was conducted, as
well as an independent review of PFS as determined by radiological scans.

Secondary Outcome Measures

Overall Survival [ Time Frame: From study entry to death or last contact, up to 6 years ]

Median overall survival (OS)

Frequency and Severity (Grade 3 or Above) of Adverse Events Assessed by Common
Terminology Criteria for Adverse Events Version 3.0 [Time Frame: Up to 5 years]
Eligible and Evaluable patients

Impact on Quality of Life Measured by the Functional Assessment of Cancer Therapy-Ovary
Trial Outcome Index (FACT-O TOI) [ Time Frame: At baseline, 9, 18, 36, 60, and 84 weeks ]
Estimated least squares means from a mixed module of Quality of Life (QOL) scores at each
assessment point, adjusted for baseline score and patient's age. Note: The range of possible
scores of the FACT-O TOl is 0 - 104 for all treatment groups and at all visits. A higher score
indicates better QOL. Baseline mean scores are raw means.

Method of analysis

The primary analyses of overall survival will include all patients enrolled onto the study
regardless of eligibility or compliance to their assigned study regimen. Patients will be
grouped by their randomized treatment for intention-to-treat analyses (ITT).

Safety endpoints will be summarized with descriptive statistics for the patients in the
safety analysis dataset. The safety analysis dataset will include all patients enrolled to
the study who receive any of their assigned study treatment and the patients will be
grouped by their assigned treatment. Patients who do not receive any of their assigned
study treatment will not be included in these analyses.

Subgroup analyses

Patients determined by presence of clinically measurable of disease (clinically measurable vs
non-measurable), site of primary disease (ovarian vs extra-ovarian), stage of disease (lll vs IV),
histologic cell type (papillary serous vs mucinous vs clear cell vs other cell types), Grade (1 and
2 vs 3) and age (<= 60 vs > 60 years). The exploratory analysis will include an estimate of the
treatment hazard ratios among only those patients deemed eligible for the study.

Table A2 Study and baseline characteristics ICON7

Trial name ICON7 - A randomised, two-arm, multi-centre Gynaecologic Cancer InterGroup trial of adding
bevacizumab to standard chemotherapy (carboplatin and paclitaxel) in patients with epithelial
ovarian cancer

NCT number NCT00483782

Objective To determine whether the addition of bevacizumab to standard chemotherapy

improves Progression Free Survival (PFS) and Overall Survival (OS) when compared to
standard chemotherapy alone.

Publications — title, author,
journal, year

Perren TJ, Swart AM, Pfisterer J, et al. A phase 3 trial of bevacizumab in ovarian cancer. N Engl J
Med 2011;365:2484-96.
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Study type and design

A randomised controlled phase lll trial in patients with high risk early stage (FIGO stage | or lIA
clear cell or Grade 3 carcinoma) or advanced stage (FIGO stage IIB or greater, all grades and all
histological subtypes) epithelial ovarian carcinoma, primary peritoneal carcinoma or fallopian
tube carcinoma, to evaluate the addition of bevacizumab to standard chemotherapy with
carboplatin and paclitaxel.

Follow-up time

48.9 months at the time of the OS cut off.

Population (inclusion and
exclusion criteria)

Inclusion and exclusion criteria related to NCT number from www.clinicaltrials.gov:

DISEASE CHARACTERISTICS:

Histologically confirmed ovarian epithelial, fallopian tube, or primary peritoneal cavity cancer
Newly diagnosed disease

Meets 1 of the following staging criteria:

High-risk stage | or IIA disease (grade 3 disease or clear cell carcinoma only)

Stage IIB-IV disease (all grades and all histological types)

Must have undergone initial surgery (e.g., debulking cytoreductive surgery or a biopsy if the
patient has stage IV disease) within the past 6 weeks

Patients with stage IV disease for which initial surgical debulking was not appropriate are
eligible provided the following criteria are met:

Stage IV disease diagnosed by histology
No planned surgery prior to disease progression, including interval debulking surgery

Patients with prior early-stage ovarian epithelial or fallopian tube carcinoma treated with
surgery alone are eligible at the time of diagnosis of abdominopelvic recurrence provided no
further interval cytoreductive therapy is planned prior to disease progression

Synchronous primary endometrial carcinoma or a past history of primary endometrial
carcinoma allowed provided the following criteria are met:

Disease < stage IB

No more than superficial myometrial invasion

No lymphovascular invasion

Not poorly differentiated (i.e., no grade 3, papillary serous, or clear cell disease)
Measurable or nonmeasurable disease

No ovarian nonepithelial cancer, including malignant mixed Miillerian tumors
No borderline tumors (e.g., tumors of low malignant potential)

No history or clinical suspicion of brain metastases or spinal cord compression

CT scan or MRI of the brain is mandatory (within 4 weeks prior to randomization) in case of
suspected brain metastases

Spinal MRI is mandatory (within 4 weeks prior to randomization) in case of suspected spinal
cord compression

PATIENT CHARACTERISTICS:
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ECOG performance status 0-2

Life expectancy > 12 weeks

ANC > 1,500/mm~"3

Platelet count > 100,000/mm~3

Hemoglobin > 9 g/dL (can be post-transfusion)
INR<1.5

APTT < 1.5 times upper limit of normal (ULN)
Bilirubin < 1.5 times ULN

ALT and AST < 2.5 times ULN

Creatinine < 2.0 mg/dL

Proteinuria < 1+ by urine dipstick OR < 1 g by 24-hour urine collection
Not pregnant or nursing

Negative pregnancy test

Fertile patients must use effective contraception during and for > 6 weeks after completion of
study therapy

No significant traumatic injury within the past 4 weeks

No cerebrovascular accident, transient ischemic attack, or subarachnoid hemorrhage within
the past 6 months

No other malignancies within the past 5 years except for adequately treated carcinoma in situ
of the cervix, and/or basal cell skin cancer, and/or early endometrial carcinoma

No pre-existing sensory or motor neuropathy > grade 2

No history or evidence of CNS disease (e.g., uncontrolled seizures) by neurological examination
unless adequately treated with standard medical therapy

No history or evidence of thrombotic or hemorrhagic disorders

No uncontrolled hypertension (i.e., blood pressure > 150/100 mm Hg despite antihypertensive
therapy)

No known hypersensitivity to bevacizumab and its excipients, chemotherapy, or Cremophor EL

No nonhealing wound, ulcer, or bone fracture

Patients with granulating incisions healing by secondary intention with no evidence of facial
dehiscence or infection are eligible but require three weekly wound examinations

No clinically significant cardiovascular disease, including any of the following:
Myocardial infarction or unstable angina within the past 6 months

New York Heart Association class II-IV congestive heart failure

Poorly controlled cardiac arrhythmia despite medication

Rate-controlled atrial fibrillation allowed

Peripheral vascular disease > grade 3 (i.e., symptomatic and interfering with activities of daily
living requiring repair or revision)

No evidence of other disease or condition, metabolic dysfunction, physical examination
findings, or laboratory findings that would contraindicate the use of an investigational drug or
put the patient at high-risk for treatment-related complications

PRIOR CONCURRENT THERAPY:

See Disease Characteristics

Page 55 of 67
Olaparib_application_medicinradet_AstraZeneca_09082019



More than 4 weeks since other prior surgery or open biopsy

No prior systemic therapy for ovarian cancer (e.g., chemotherapy, monoclonal antibody
therapy, tyrosine kinase inhibitor therapy, or hormonal therapy)

Prior adjuvant chemotherapy allowed for other malignancies (e.g., breast or colorectal
carcinoma) if malignancy was diagnosed over 5 years ago with no evidence of subsequent
recurrence

No prior mouse CA 125 antibody
No prior radiotherapy to the abdomen or pelvis

More than 10 days since prior and no concurrent chronic use of acetylsalicylic acid (> 325
mg/day)
Low-dose (< 325 mg/day) acetylsalicylic acid allowed

More than 10 days since prior and no concurrent full-dose oral or parenteral anticoagulants or
thrombolytic agents for therapeutic purposes

Use of therapy for line patency allowed provided INR < 1.5

More than 30 days since prior and no other concurrent investigational agent or participation in
another clinical trial

No other concurrent systemic antitumor agents
No concurrent surgery

No concurrent maintenance chemotherapy or intraperitoneal chemotherapy (including
cytotoxic chemotherapy)

Intervention

A total of 1528 patients were randomised in equal proportions to the following two arms:

e CP arm: Carboplatin (AUC 6) and paclitaxel (175 mg/m2 ) for 6 cycles of 3 weeks duration

e CPB7.5+ arm: Carboplatin (AUC 6) and paclitaxel (175 mg/m2 ) for 6 cycles of 3 weeks plus
Avastin (7.5 mg/kg q3w) for up to 12 months (Avastin was started at cycle 2 of chemotherapy
if treatment was initiated within 4 weeks of surgery or at cycle 1 if treatment was initiated
more than 4 weeks after surgery).

Baseline characteristics

The majority of patients included in the study were White (96%), the median age was 57 years
in both treatment arms, 25% of patients in each treatment arm were 65 years of age or over,
and approximately 50% of patients had an ECOG PS of 1; 7% of patients in each treatment arm
had an ECOG PS of 2. The majority of patients had EOC (87.7%) followed by PPC (6.9%) and FTC
(3.7%) or a mixture of the three origins (1.7%). Most patients were FIGO Stage IIl (both 68%)
followed by FIGO Stage IV (13% and 14%), FIGO Stage Il (10% and 11%) and FIGO Stage | (9%
and 7%). The majority of the patients in each treatment arm (74% and 71%) had poorly
differentiated (Grade 3) primary tumours at baseline. The incidence of each histologic sub-type
of EOC was similar between the treatment arms; 69% of patients in each treatment arm had
serous adenocarcinoma histologic type.

Primary and secondary
endpoints

Primary Outcome Measures :

The primary endpoint was PFS as assessed by the investigator using RECIST.
Secondary Outcome Measures:

Duration of overall survival

Objective response rate

Duration of response

Biological progression-free interval as measured by increasing CA 125 levels
Safety as measured by NCI CTAE version 3.0

Quality of life

Health economics

Method of analysis

The following populations will be defined for efficacy and safety analyses
¢ Intent-to-treat Population (ITT)
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The ITT population is defined as all patients randomised in the study, regardless of whether
they actually received treatment. The treatment group will be analysed as randomised.

e Safety Population

The safety population comprises all patients randomised and having received at least one
dose of study treatment. The treatment group will be analysed as treated. Patients who
received at least one dose of bevacizumab will be counted in the bevacizumab group.

Efficacy Analyses

The primary analysis of this trial will be a non-stratified log-rank test for the difference in the
distribution of progression-free survival (PFS) between the bevacizumab group and the control
group (two-sided at an a-level of 5%). Kaplan-Meier estimates for median PFS with the
corresponding 95% confidence intervals will be presented and a stratified log-rank test
(twosided at an a-level of 5%, stratifying for the factors used for randomisation) will also be
ICON7 performed to assess the robustness of the result. In addition, stratified and non-
stratified Cox regression analyses will be performed to analyse the influence of baseline
covariates.

For overall survival and duration of response, the same analyses as for PFS will be performed.
For response rates in the two treatment arms 95% Pearson-Clopper69confidence intervals will
be provided. Response rates will be compared using a x2—test (with Schouten correction70, a
95% confidence interval for the difference in response rates will be presented (using the
HauckAnderson correction71. These analyses will be performed for all the types of response
defined above.

Efficacy analyses will be performed according to ITT. The analysis of PFS will include at least
684 events. The result of the analysis will be reported a minimum of 12 months after the last
patient has been randomised to the trial. This is to ensure that all patients have completed
treatment on trial, before the results are made public. The analysis of OS will include at least
715 deaths.

Censoring

Patients with no follow up information following randomisation will be censored at the time of
randomisation.

For PFS, patients who have neither progressed nor died at the time of the analysis or who are
lost to follow-up will be censored at the date that they were last known not to have
progressed. In the analysis of overall survival, patients without an event at the time of the
analysis will be censored at the last time known to be alive.

Patients with no baseline tumour measurements (both radiological and CA 125) will be
censored at time of randomisation for evaluation of response, progression and biological
progression. Patients with missing CA 125 values will be censored for assessment of biological
progression at the last recorded CA 125.

Safety Analyses

The safety analyses will be based on the safety population. All safety parameters will be
summarized and also listed by patient. Summary tables will be presented for incidence rates
(number of patients with at least one incidence) of AEs, SAEs, AEs that led to premature
withdrawal of trial treatment and interruptions/dose modifications, as well as summaries of
severity (CTCAE v3.0 grades) and causal relationship. Tables of change from baseline will be
presented for clinical laboratory assessments, vital signs and ECOG performance score.
Laboratory abnormalities will also be summarized in tables showing shifts in grade.

Subgroup analyses

FIGO stage (category 1: stage I-lll with residual disease < 1 cm, category 2: Stage I-1ll with
residual disease > 1 cm, category 3: FIGO stage IV and inoperable FIGO stage lll), intent to start
chemotherapy < 4 weeks following surgery versus intent to start chemotherapy > 4 weeks after
surgery and GCIG group.
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7.1.1 A3. Results per study SOLO1

Trial name:

SOLO1

NCT number:

NCT01844986

Estimated absolute difference in

effect

Estimated relative difference in effect

Description of methods
used
for estimation

Outcome

Study arm

Result (Cl)

Difference

95% Cl

P value

Hazard/Odds/
Risk ratio

95% Cl

Pvalue

PFS
(Inv)

Olaparib

260

Not reached

Placebo

131

13,8 months

NA

NA

NA

HR=0.30

(0.23,0.41)

P<0.0001

Kaplan-Meier estimates of
progression-free survival (PFS)
based on investigator
assessment, censoring for
non—protocol-specified
therapy (randomly assigned
patients)

PFS
(BIRC)

Olaparib

260

Not reached

Placebo

131

14,1 months

NA

NA

NA

HR =0.28

(0.20, 0.39)

P<0.0001

Kaplan-Meier estimates of
progression-free survival (PFS)
assessed by independent
review committee, censoring
for non—protocol-specified
cancer therapy (randomly
assigned patients).

PFS (residual
disease)

Olaparib

55

29,4 months

Placebo

29

11,3 months

18.1

NA

NA

HR =0.44

(0.25, 0.77)

NA

Kaplan-Meier estimates of
progression-free survival (PFS)
assessed by independent
review committee, censoring
for non—protocol-specified
cancer therapy (randomly
assigned patients).

2-year PFS rate

Olaparib

260

73.6%

Placebo

131

34.6%

39.0%

NA

NA

RR=2,13

(1,66 ; 2,72)

NA

KM estimates of PFS based on
investigator assessment,
censoring for non—protocol-
specified therapy (randomly
assigned patients). RR
calculated by AstraZeneca

Olaparib_application_medicinradet_AstraZeneca_09082019

Page 58 of 67




Olaparib

At the time of the DCO (17

260 84% May 2018), data were
immature (82/391 events,
o . .
3-year OS rate 4% NA NA RR=1,050  |(0,95,1,16) |NA 21.0% maturity) Final 05
analysis will be conducted at
Placebo 131 80% approximately 60% maturity
and is expected 2023. RR
calculated by AstraZeneca
. Not reached. 70.4 % At the time of the DCO (17
Olaparib 260 alive May 2018), data were
immature (82/391 events,
Median OS 0.9% NA NA HR=0.95 (0.60,1.53) | P=0.8903 |21.0% maturity) Final OS
Not reached. 69.5 % analysis will be conducted at
Placebo 131 . . .
alive approximately 60% maturity
and is expected 2023.
. . . Olaparib 260 11,5 % RR calculated by AstraZeneca
Discontinuations 9,2% NA NA RR=5.0 (1.56, 16,08) NA
Placebo 131 2,3%
HQoL Olaparib 237 0.3(-0.72, 1.32) 3.00 (48-12) |P=0.001 NA NA NA TOlI scorer. Baseline 73.6 (SD
24 months Placebo 125 |3.3(1.84,4.76) ' R e 12.8) and 75 (SD 13.1)
Calculated by AstraZeneca
?if;;}cf grade | - harib 260 | 39.2% 20,7 % NA NA RR=2,13 | (1.44,3.14). NA Y

7.1.2 A3. Results per study Study 19
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Trial name:

Study 19

NCT number:

NCT00753545

Estimated absolute difference in effect

Estimated relative difference in effect

Description of methods
used for estimation

Outcome

Study arm

Result (CI)

Difference 95% ClI P value

Hazard/Odds/
Risk ratio

95% ClI

P value

0os

Olaparib

136

29.8

Placebo

129

27.8

2.0 NA NA

HR=0.73

(0.55 - 0.95)

0.002138

os
BRCAwt

Olaparib

57

24.5

Placebo

61

26.6

-2.1 NA NA

HR=0.84

(0.57 - 1.25)

0.39749

Median time to event based on

the KM estimate. HR Estimated from
Cox proportionalhazards model
including treatment,

subgroup and the treatment

by subgroup interaction.

P-value for HR

from comparing difference i

n -2 log likelihood from this model
and a model without the

treatment term, against a
chi-squared distribution. HR% <1 favours olaparib.

PSF

(Inv)

Olaparib

136

8.4

Placebo

129

4.8

3.6m NA NA

HR=0.35

(0.25 - 0.49)

<0.00001

PFS was analyzed using a Cox
proportional

hazards model with factors

for time toprogression (6—12 months,
and >12 months,

after the penultimate platinum therapy
prior to study enrolment).

PFS was consistent with the
investigator-assessed PFS

(HR 0.39; 95% Cl 0.27, 0.55; P<0.001)

PFS
BRCAwt

Olaparib

57

7.4

Placebo

61

5.5

19m NA NA

HR=0.54

(0.34- 0.85)

0.00745

PFS was analyzed using a Cox

proportional

hazards model with factors

for time to

progression (6—12 months, and >12 months,
after the penultimate platinum therapy
prior to study enrolment

Discontinuations

ITT

Olaparib

136

59 %

Placebo

128

1.6%

43 % NA NA

RD=-0.04

(-0.00 - 0.09)

0.0599

Odds ratio and relative risk <1, and

risk difference <0 favours

olaparib.logistic regression adjusted for stratification
variables.
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Estimated absolute difference in effect

Estimated relative difference in effect

Description of
methods used
for estimation

Outcome Study arm N Result (Cl) Difference 95% Cl P value HR/OR/RR 95% Cl P value
. . . . 1)5.9% C?dds ratio an'd relative
Discontinuations Olaparib 57 2)3.5% Calculated risk <1, and risk
1)FAS (Ledermann 18 Calculated AZ A7 Calculated AZ d;'fferer;ce <0 favours
suppl.) o 1) OR=3.92 1) 0.0901 olaparib.
2)BRCAwt (DCO May ;; g;;j mﬁ mﬁ 1) RR=3.76 i; 821:1325 1) 0.0896 Odqs ‘ratio obtqinedfrom
16. Data on file. Placebo 61 1)1.6% : 2) OR=1.12 %) 0'15—8 5'3 2) 0.9101 Iog:st:c regress:on‘ o
Extracted from Study 2)3.3% 2) RR=1.07 : : 2) 0.9450 adjusted for stratification
19) 2)0.16-7.35 variables.
Od(ds ratio and relative
AE of CTCAE grade 3 | Olaparib 136 43.4% risk <1, and risk
or difference <0 favours
Higher. olaparib.
IT'Ig 21.5% NA NA OR=2.74 (1.59 -4.70) | 0.0003 0dds ratio obtained from
(Ledermann 18 Placebo 128 21.9% NA NA RR=1.98 (1.36-2.90) |0.0004 loqistic regress,.on. N
suppl.). Calculated adjusted for stratification
OR/RR variables.
Odds ratio and relative
Olaparib 57 45.6% risk <1, and risk
AE of CTCAE grade 3 difference <0 favours
or 17.7% NA NA OR=2.29 (1.06-4.98) |0.0361 olaparib.
Higher. ‘ NA NA RR=1.64 (1.00-2.68) |0.0503 Odds ratio obtained from
BRCAwt Placebo 61 27.9% logistic regression
adjusted for stratification
variables.
Calculated by
AstraZeneca
HQolL Olaparib 114 80.7%
ITT. Patient with
improved or 5% NA NA RR=1.07 (0.9,1.22) NA
unchanged FACT-O
Ledermann 2016 BJO Placebo 111 75,7%
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HQoL

FACT-0O and FOSI
improvement rate
Ledermann 2016

suppl.

Olaparib

114

21.1%

Placebo

111

19.9%

1.2%

NA

NA

OR=1.17

0.60-2.27

0.65

See Ledermann suppl.
[18] for statistical
methods
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7.1.3 A3. Results per study SOLO2

SOLO2 (tablets)

Trial name:
NCT number: NCT01874353
Description of
Estimated absolute difference in effect Estimated relative difference in effect methods used for
estimation
Outcome Study arm N Result (Cl) Difference 95% Cl P value I';Iiasia::éOOdds/ 95% Cl P value
. 19.1m (16.3- Defined as the time from
Olaparib 196 25.7) randomisation until
PFS(inv.) 13.6m NA NA HR=0.3 (0.22-0.41) | p<0.0001 objective radiological
BRCAmM disease progression or
Placebo 99 5.5m (5.2-5.8) death using modified
RECIST version 1.1.
. Defined as the time from
Olaparib 196 30.2m (19.8-NC) randomisation until
PFS(BICR) 24.7m NA NA HR=0.25 (0.18-0.35) | p<0.0001 objective radological
BRCAM disease progression or
Placebo 99 5.5m (4.8-5.6) death using modified
RECIST version 1.1.
. Calculated by AstraZeneca
Olaparib 196 11%
Discontinuations 9% NA NA RR=5.5 (1,3,23,1) NA
Placebo 99 2%
AE of CTCAE grade Olaparib 196 36% Calculated by AstraZeneca
3or ceh . 18% NA NA RR=2.0 (13:;317)  Ina
Higher. ITT Placebo 99 18%
05s Olaparib 196 45 (23%) . .
Foonts 4% NA NA HR = 0.80 050-1-31 | 0-43 24% maturity
Placebo 99 27 (27 %)
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7.1.4 A3. Results per study GOG218

Trial name: GOG218
NCT number: NCT00262847
Description of
Estimated absolute difference in . . . . methods
Estimated relative difference in effect
effect used
for estimation
. H d/Odd

Outcome Study arm N Result (CI) Difference |95% ClI P value Riif(arrat/io s/ 95% ClI P value

Standard + DCO: Feb 2010. Burger et

andar 625 |112m 0.9m NA NA HR=0.91 (0.80—1.04) |P=0.16 |al-

bevacizumab
PFS Carboplatin/paclitaxel | 625 103 m

Standard + bev - bev | 623 14.1m 29m NA NA HR=0.72 (0.63-0.82) |P<0.001

Tewari et al. DCO: Jan

PES Standard + bev - bev | 120 19.6 m 2018. Follow-up 102,9 m
(BRCAM) 4.2 m NA NA HR=0.95 (0.71-1.26)

Carboplatin/paclitaxel | 108 154 m

Standard + 40.8 m Tewari et al. DCO: Jan

bevacizumab 625 0.3m NA NA HR=1.06 (0.94-1.20) P=0.34 2018. Follow-up 102,9 m
05 Carboplatin/paclitaxel | 625 41.1m

Standard + bev - bev | 623 434 m 23 m NA NA HR=0.96 (0.85-1.09) |P=0.53

62.2 Norquist et al.

o5 Standard + bev - bev | 120 RR calculated by
(BRCAM) 0.2m NA NA RR=1,033 (0,8-1,33) NA AstraZeneca

Carboplatin/paclitaxel | 108 62.0
Grade 3 or more AE Stand?rd * 625

bevacizumab
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AE of grade 3 or more is

Carboplatin/paclitaxel | 625 not possible to extract
from Burger et al.
Standard + bev - bev | 623
Standard + (0,95, 1,71) Only absolut values are
bevacizumab 625 14% 3% NA available. Burger et al.
RR=1,27 supplementary. RR
Discontinuations Carboplatin/paclitaxel | 625 |11 % calculated by
P P ? AstraZeneca
Standard + bev > bev | 623 |15% 4% NA 0,7;1,71
Standard + . Cl98,3 _ Burger et al.
bevacizumab 625 2.7 points (0.88 - 4.57) P=0.001 FACT-O TIO.
HQolL Carboplatin/paclitaxel | 625 NA NA NA
. C198,3
+ - 3. =0.
Standard + bev - bev | 623 3.0 points (1.13-4.78) P=0.001
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7.1.5 A3. Results per study ICON7

Trial name: ICON7
NCT number: NCT00262847
Description of
Estimated absolute difference in . . . . methods
Estimated relative difference in effect
effect used
for estimation

Outcome Study arm N Result (Cl) Difference | 95% ClI P value :izia::t/igdds/ 95% Cl P value

Standard + 19.0 m Unstratified log-lank test.
PES bevacizumab 764 ' Cox regression analyses
Primary analysis 17m  |NA NA  |HR=0.81 (0.70-094) | p=0.004 | Medianfollow-up 194
Perren et al Carboplatin/paclitaxel 17.3m

764

Standard + Unstratified log-lank test.
PFS bevacizumab 764 159 m Cox regression analyses.
High risk 5.4m NA NA HR=0.68 (0.55-0.85) |p=0.001 Median follow-up 19.4
Perren Carboplatin/paclitaxel | 764 | 10.5 m months

Standard + 24 16.0m (14.2 -17.8) Unstratified log-lank test.
PFS bevacizumab 8 Cox regression analyses.
High risk 55m NA NA HR=0.73 (0.61-0.88) p=0.001 Median follow-up 10.1 m
Update by Oza 2015 Carboplatin/paclitaxel | 254 | 10.5 m (9.3-12.0) and 15.6 m

Standard + Unstratified log-lank test.
AE of CTCAE grade 3 or bevacizumab 764 66% Cox regression analyses.
Higher 10 % NA NA RR=1.18 (1.08, 1.78) Median follow-up 19.4 m.
Perren et al Carboplatin/paclitaxel | 764 | 56% RR calculated by

AstraZeneca
Median OS Standard + DCO March 2013. Median
edian andar 764 |58.6m(53.5-67.5) [0.6m NA NA HR= 0.85 (0.85-1.14) | p=0.02

Update by Oza 2015

bevacizumab

follow-up 48.9 m.
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. . Unstratified log-lank test.
Carboplatin/paclitaxel 764 58.0 m (52.4-66.9) Cox regression analyses
+ DCO March 2013. Medi

Median OS standard 248 |30.2m (27.0-34.3) are edian

. ] bevacizumab follow-up 29 m and 38.9
High Risk - 9.5m NA NA HR=0.78 (0.63-0.97) | p=0.01 |,
Update by Oza 2015 Carboplatin/paclitaxel 39.7m (36.0—-44.2)
Median OS Standard + DCO March 2013. Median
(restricted mean bevacizumab 764 | 45.5m (44-2-46-7) follow-up 48.9 m

. . 0.9m (-0.8-2.6) P=0.85 |[HR=0.99 (0.85-1.14) p=0.02
survival time). ITT boolati i |
Update by Oza 2015 Carboplatin/paclitaxel | 764 44.6 m (43.2, 45.9)
Median OS (retricted Standard + DCO March 2013. Median
mean survival time) bevacizumab 248 34.5m (32.0,37.0) follow-up 29 m and 38.9
High risk 552 4.8 m (1.5-8.1) NA HR=0.78 (0.63-0.97) p=0.01 |m
Update by Oza 2015 Carboplatin/paclitaxel 39.3m (37.0, 41.7)
HQolL Standard + 44 9.4 points 76 weeks. The difference
EORTC QLQ-C30 bevacizumab P 43p (-4.9-13.4) | p=0.36 NA NA NA is' co.n.sidered of non
High Risk Carboplatin/paclitaxel | 26 76.7 points significance
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:"» Medicinradet

Om Medicinradet

Medicinradet er et uathaengigt rad, som udarbejder anbefalinger og vejledninger om laegemidler til de fem regioner.

Medicinradet vurderer, om nye leegemidler og nye indikationer kan anbefales som mulig standardbehandling og
udarbejder felles regionale behandlingsvejledninger.

Nye leegemidler vurderes i forhold til effekt, eksisterende behandling og pris. Det skal give lavere priser og
leegemidler, der er til storst mulig gavn for patienterne.

De fezlles regionale behandlingsvejledninger er vurderinger af, hvilke leegemidler der er mest hensigtsmassige til
behandling af patienter inden for et terapiomréde og dermed grundlag for ensartet hej kvalitet for patienterne pa
tveers af sygehuse og regioner.

Om protokollen

Protokollen er grundlaget for Medicinradets vurdering af et nyt laegemiddel. Den indeholder et eller flere kliniske
spergsmal, som anseger skal besvare i den endelige ansegning, og som Medicinrédet skal basere sin vurdering pa.

Se Medicinradets metodehandbog for yderligere information.

Dokumentoplysninger
Godkendelsesdato 26. juli 2019
Ikrafttreedelsesdato 26. juli 2019
Dokumentnummer 55182
Versionsnummer 1.0

Fremkommer der nye og veesentlige oplysninger i sagen af betydning for protokollens indhold, kan
Medicinrddet tage protokollen op til fornyet behandling. Det samme geelder, hvis der er begdet veesentlige
fejli forbindelse med sagsbehandlingen vedrerende protokollen. Hvis Medicinrddet foretager cendringer i
protokollen, vil ansogende virksomhed fd besked.

© Medicinradet, 2019. Publikationen kan frit refereres med tydelig kildeangivelse.
Medicinradet, Dampfargevej 27-29, 3. th., 2100 Kebenhavn O
www.medicinraadet.dk

Sprog: dansk

Format: pdf

Udgivet af Medicinradet, 26. juli 2019
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1 Lzegemiddelinformationer

Lzegemidlets oplysninger

Handelsnavn Lynparza®

Generisk navn Olaparib

Firma AstraZeneca

ATC-kode LO1XX46

Virkningsmekanisme Olaparib er en selektiv hemmer af enzymerne poly (adenosine

disphosphate [ADP]-ribose) polymerase (PARP) 1/2/3, der deltager i
DNA-reparation. Blokering af PARP 1/2/3 i tumorceller, som 1
forvejen har mange genomiske skader, inducerer celledead.

Administration/dosis 2 tabletter 4 150 mg, to gange dagligt.

EMA-indikation Lynparza is indicated as monotherapy for the maintenance treatment
of adult patients with advanced (FIGO stages Il and 1V) BRCA1/2-
mutated (germline and/or somatic) high-grade epithelial ovarian,
fallopian tube or primary peritoneal cancer who are in response
(complete or partial) following completion of first-line platinum-based
chemoterapy.
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2 Forkortelser
BRCA1/2:  BReast CAncerl/2 (tumorsuppressorgen)

CL Konfidensinterval

CFL: Det kemoterapifrie interval (chemotherapy-free interval)

CTCAE: Common Terminology Criteria for Adverse Events

DGCD: Dansk Gynakologisk Cancer Database

EMA: Det Europaiske Laegemiddelagentur (Furopean Medicines Agency)
EPAR: European Public Assessment Report

HGSC: High-grade serest adenokarcinom (high-grade serous carcinoma)

HR: Hazard ratio

HRD: Defekt homolog rekombination (homologous recombination deficiency)
ITT: Intention-to-treat

KRIS: Koordineringsradet for ibrugtagning af sygehusmedicin

MKREF: Mindste kliniske relevante forskel

OR: Odds ratio

OS: Overlevelse (overall survival)

PARP: Poly -ADP-Ribose-Polymeraser

PFS: Progressionsfti overlevelse (progression free survival)

PFS2: Progressionsfti overlevelse 2 (progression free survival 2)

PICO: Fokuserede forskningsspergsmél baseret pa Population, Intervention, Komparator og

Outcome (effektmal)

RECIST: Response Evaluation Criteria In Solid Tumors

RR: Relativ risiko

TFST: Tid til ferste efterfolgende behandling (time to first subsequent treatment)

TSST: Tid til efterfelgende behandling nummer 2 (time to second subsequent treatment)
VEGF: Vascular endothelial growth factor
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3 Formal

Protokollen har til formal at definere de kliniske spergsmal, der enskes belyst i vurderingen af olaparib som
mulig standardbehandling af patienter med nydiagnosticeret avanceret BRCA-muteret high-grade kraeft i
eggestokkene, aggelederne eller primeer kreeft i bughinden. I protokollen angives en definition af
population(er), komparator(er) og effektmél, der skal praesenteres i den endelige ansggning samt de metoder
der onskes anvendt til den komparative analyse. Arbejdet med protokollen er igangsat pa baggrund af den
forelabige ansggning vedrerende olaparib modtaget den 6. marts 2019.

Protokollen danner grundlag for den endelige ansggning for vurdering af olaparib sammenlignet med dansk
standardbehandling. Alle effektmél, der er opgivet i denne protokol, skal besvares med en sammenlignende
analyse mellem olaparib og placebo eller bevacizumab af bade absolutte og relative vardier for de
udspecificerede populationer i de angivne méleenheder (se tabel 1). Litteratursggning og databehandling
udferes som beskrevet i protokollen.

4  Baggrund
Kreeft i ceggestokkene, kreeft i ceggelederne og primeer kreeft i bughinden

Kreeft i ®ggestokkene, kreeft i eggelederne og primaer kraeft i bughinden benavnes fremadrettet kraeft i
eggestokkene.

Kreaeft i ®ggestokkene er den fjerde hyppigste kreftdedsarsag hos kvinder i Danmark. Medianalder for
sygdomsdebut er 63 ér, og 80 % af patienterne er postmenopausale [1]. Der diagnosticeres omkring 550 nye
tilfeelde per ér, og omkring 4600 kvinder lever med diagnosen i Danmark [2]. Kreeft i eggestokkene har den
hgjeste dedelighed blandt de gynakologiske kraeftsygdomme, dels fordi sygdommen oftest opdages sent
(stadium III-IV) og dels pé grund af hej frekvens af recidivudvikling (ca. 80 % af patienterne) [1].
Overlevelsen er blandt andet afthengig af sygdomsstadiet pa diagnosepunktet. [falge Dansk Gynakologisk
Cancer Database (DGCD) ligger 5-ars overlevelsen for patienter med kraeft i eggestokkene i stadie I, 11, 1II
eller IV pé henholdsvis 87 %, 70 %, 30 % og 15 % (tal fra 2005-2016) [1] og den samlede 5-ars overlevelse
er ca. 40 %.

Omkring 90 % af alle tilfeelde af kreeft i eeggestokkene er af epitelial type (karcinomer) svarende til ca. 500
nye patienter om aret. Non-epiteliale kraeftformer udger resten svarende til ca. 50 nye patienter om aret. Den
epiteliale type er en heterogen gruppe med stor variation, hvorfor der findes mange histologiske undertyper.
Den histologiske variation ger subklassificering og dermed behandlingsvalg til en kompleks proces, der
kreever tet samarbejde mellem gynakologer, patologer, billeddiagnostikere og kliniske onkologer [1,3].
Histologisk skelnes mellem low- og high-grade epitelialt karcinom, hvor sidstnavnte har den darligste
prognose. Sergst adenokarcinom er den hyppigst forekomne epiteliale undertype (52 %), hvoraf hovedparten
er high-grade serest adenokarcinom (HGSC). HGSC udger ca. 75 % af de samlede high-grade epiteliale
karcinomer svarende til 290 nye patienter om aret [4].

Arsagen til kreeft i 22ggestokkene er ikke kendt, men en raekke risikofaktorer er beskrevet, herunder spiller
antal fedsler og brug af p-piller en vasentlig rolle i livstidsrisikoen [3]. Det anslas, at hejst 20 % af HGSC er
genetisk betinget, med breast cancer (BRCA) 1 eller 2 genmutationer (arvelige eller somatiske) som de mest
kendte [1]. Forekomsten af BRCA-mutationer hos patienter med kreeft i eeggestokkene uanset histologisk
undertype er 15-20 %, heraf udviser HGSC den hgjeste frekvens af mutation, mens andre typer af
karcinomer (endometroid adenokarcinom, clear cell adenokarcinom og carcinosarcom) udviser varierende
lavere frekvenser [5]. BRCA1/2-mutation er associeret med bedre prognose hos patienter med kraeft i
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aeggestokkene uanset histologisk type [6]. Ifalge forslag til nationale guidelines anbefales tests for BRCA-
mutationsstatus til alle patienter med kraeft i eggestokkene enten ved diagnose eller recidiv [7]. Det skennes,
at ca. 110 af de i alt 550 nydiagnosticerede patienter er BRCA-muterede.

4.1 Nuveerende behandling

Det overordnede mal med behandling af kraeft 1 &ggestokkene er helbredelse, alternativt at forlenge
overlevelsen og gge livskvaliteten. Den primere behandling er kirurgisk, hvor mélet er at fjerne alt synligt
kraeftveev (makroskopisk radikal operation) samt korrekt stadieinddeling [1].

Nesten alle patienter, der opereres makroskopisk radikalt, tilbydes efterfalgende adjuverende platinbaseret
kombinationskemoterapi i form af carboplatin og paclitaxel (6 serier). Patienter med efterladt makroskopisk
tumorvev dvs. ikke-radikalt opererede patienter (og alle stadium-IV og inoperable patienter) tilbydes 1.
linjebehandling i form af platinbaseret kemoterapi enten som monoterapi eller i kombination og/eller
efterfulgt af vedligeholdelsesbehandling med et targeteret l&egemiddel, som hemmer VEGF (bevacizumab)
[8]. I klinisk praksis skelnes der mellem patienter, hvor der er efterladt mere end eller lig med og mindre end
10 mm tumorvev efter operation. Sidstnavnte gruppe (< 10 mm) far ikke tilbudt vedligeholdelsesbehandling
med bevacizumab.

Omkring 60-80 % af patienterne vil opné komplet eller partielt respons efter 1. linjebehandling, men ca. 80
% af disse patienter vil f4 tilbagefald inden for 2-3 &r efter afsluttet kemoterapi [1].

4.2 Olaparib

Olaparib er en selektiv hemmer af PARP 1/2/3, som er cellekerneproteiner, der detekterer DNA-skader og
fremmer DNA-reparation. Nér funktionen af PARP1/2/3 heemmes, akkumuleres DNA-skader, hvilket
slutteligt forarsager celledad. Til forskel fra raske celler har tumorceller ofte defekter i deres DNA-
reparationsmekanismer som BRCA-mutationer eller defekt homolog rekombination (homologous
recombination deficiency (HRD)), hvilket resulterer i genomisk ustabilitet og akkumulering af mutationer.
Effekten af PARP-inhibition er sarlig udtalt hos patienter med BRCA 1/2-mutation [9].

Det Europaiske Laegemiddelagentur (European Medicines Agency (EMA)) har godkendt olaparib i
tabletform til:

e vedligeholdelsesbehandling til patienter med BRCA1/2-mutation og recidiverende high-grade sergst
adenokarcinom i &ggestokkene, herunder eggelederne og primeer kraeft i bughinden, som
responderer pa platinbaseret kemoterapi (komplet eller partiel respons) (2014).

e vedligeholdelsesbehandling til patienter med reciverende high-grade epitelial kreeft i eeggestokkene,
herunder eggelederne og primeer kraeft i bughinden, uathengigt af BRCA-mutationsstatus og
histologisk undertype (2017).

o vedligeholdelsesbehandling til nydiagnosticerede patienter med avanceret BRCA-muteret high-
grade kreeft i eggestokkene (2019).

Olaparib er i Danmark anbefalet som mulig standardbehandling til patienter med BRCA1/2-mutation og
recidiverende high-grade sergst adenokarcinom i aggestokkene, herunder eeggelederne og primeer kraeft i
bughinden, som responderer pa platinbaseret kemoterapi (KRIS 2015).

Fagudvalget tager i denne vurdering af olaparib stilling til sidstneevnte EM A-indikation.
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Olaparib gives i tabletform (2 tabletter 4 150 mg, to gange dagligt) indtil progression. Fagudvalget skenner,
at der i Danmark hgjst er 110 patienter per ar, der er kandidater til behandling.

5 Kliniske spgrgsmal

De kliniske spergsmal skal indeholde specifikation af patientgruppen, interventionen, alternativet/-erne til
interventionen og effektmal.

5.1 Klinisk spgrgsmal 1

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med placebo hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i
weggestokkene, wggelederne eller primeer kreeft i bughinden, som ikke er kandidater til bevacizumab?

Population

Nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom 1
eggestokkene, herunder aggelederne eller primer kraeft i bughinden, som har modtaget platinbaseret
kemoterapi og som ikke er kandidater til bevacizumab.

Intervention
Olaparib som beskrevet i 4.2.

Komparator
Placebo.

Effektmal
Se tabel 1.

5.2 Klinisk spgrgsmal 2

Hvad er veerdien af vedligeholdelsesbehandling med olaparib sammenlignet med bevacizumab hos
nydiagnosticerede patienter med avanceret BRCA1/2-muteret high-grade epitelialt karcinom i
weggestokkene, wggelederne eller primeer kreeft i bughinden?

Population

Nydiagnosticerede patienter med avanceret BRCA 1/2-muteret high-grade epitelialt karcinom 1
eggestokkene, herunder &ggelederne eller primeer kreeft i bughinden, som har modtaget platinbaseret
kemoterapi og som vurderes at vaere kandidater til bevacizumab (patienter med mere end eller lig med 10
mm efterladt tumorveyv, patienter med efterladt tumorvaev udenfor bughulen (stadium IV), og patienter, som
er primert og/eller sekundeert (interval kirurgi) inoperable).
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Intervention
Olaparib som beskrevet i 4.2.

Komparator
Bevacizumab.

Effektmal
Se tabel 1.

5.3 Valg af effektmal

Tabel 1 summerer de valgte effektmal, deres vigtighed, den retningsgivende mindste klinisk relevante
forskel, en evt. justeret mindste klinisk relevant forskel og kategori.

For alle effektmal enskes bade absolutte og relative veerdier, jf. ansggningsskemaet. Der gnskes bade
punktestimater og konfidensintervaller (for de absolutte vaerdier enskes dog ikke konfidensintervaller, hvor
metoderne til beregning af disse ikke er veldefinerede). For de absolutte vaerdier, hvor der kan beregnes
konfidensintervaller efter veldefinerede metoder, vurderes den kliniske relevans (verdi), jf. tabel 3 i
Medicinradets handbog for vurdering af nye leegemidler. For de relative veerdier vurderes den kliniske
relevans (vaerdi), jf. veesentlighedskriterierne beskrevet i Medicinradets hdndbog. De relative effektestimater
skal angives i relativ risiko (RR) eller hazard ratio (HR). Hvis studierne resulterer i en odds ratio (OR), skal
denne transformeres til relativ risiko, jf. appendiks 2 i Medicinradets handbog. Det skal begrundes i
ansggningen, hvis der afviges fra de enskede effektmal.

Tabel 1. Oversigt over valgte effektmal. For hvert effektmél er angivet deres vigtighed. For kritiske og vigtige effektmal er
desuden angivet den mindste klinisk relevante forskel (retningsgivende og evt. justeret) samt indplacering i de tre kategorier
("dedelighed”, "livskvalitet, alvorlige symptomer og bivirkninger” og ikkealvorlige symptomer og bivirkninger”).

Effektmal* Vigtighed | Effektmals- | Mileenhed Retningsgivende | Justeret mindste | Grundlag for
gruppe mindste klinisk klinisk relevante | mindste klinisk
relevante forskel | forskel relevante
forskel
Samlet Kritisk Dadelighed | Median OS i antal En forskel pa 4 Klinisk faglig
overlevelse maneder maneder vurdering
(0S) OS-rate ved 5 &r En forskel pa 5 2,5 %-point Klinisk faglig
Y%-point vurdering
Progressions- | Kritisk Livskvalitet | Median PFS iantal | En forskel pa 6 Klinisk faglig
fri overlevelse samt maneder maneder vurdering
(PES) alvorlige PFS-rate ved 2 &r En forskel pa 10 5 %-point Klinisk faglig
symptomer %-point vurdering
og
bivirkninger
Bivirkninger Kritisk Livskvalitet | Andel af patienter, En forskel pa 5 2,5 %-point Klinisk faglig
samt der opherer %-point vurdering
alvorlige behandling pga.
symptomer | bivirkninger
- Andel af patienter, | En forskel p& 10 5%-point Klinisk faglig
bivirkninger | som oplever en eller | %-point vurdering
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flere grad 3-4
bivirkninger
Livskvalitet Vigtig Livskvalitet | Andel patienter, der | En forskel pa 10 5%-point Klinisk faglig
samt ikke viser statistisk | %-point vurdering
alvorlige signifikant
symptomer | forveerring i
og livskvalitet
bivirkninger

* For alle effektmal, hvor andet ikke er specificeret, enskes data med l&ngst mulig opfelgningstid.

Fagudvalget vaegter samlet overlevelse som et kritisk effektmal. I overensstemmelse med tidligere godkendte
protokoller pa andre kraeftomrader vagtes bivirkninger ogsa som et kritisk effektmal. Fagudvalget er af den
holdning, at bivirkninger og progressionsfri overlevelse (PFS) ber tildeles samme vagtning idet der — taget
patienternes prognose i betragtning — er en sammenhang mellem deres risikovillighed over for andelen af
bivirkninger og forlenget PFS. Desuden er storstedelen af bivirkningerne forbundet med behandling med
PARP-h&mmere héndterbare og dosistitrerbare. Nedenfor gennemgas effektmélene enkeltvis.

Kritiske effektmal
Overlevelse (OS)

Forbedret samlet overlevelse (OS) med mindst mulig toksicitet er det optimale mal for kraeftbehandling. OS
defineres som tiden fra randomisering eller behandlingsstart til dod uanset arsag. For OS anvendes to mal til
at vurdere den absolutte effekt: median OS og OS-rate. De to mal supplerer hinanden.

Kreaeft i 2ggestokkene er en livstruende sygdom, og fagudvalget betragter derfor OS som et kritisk effektmal.
For patienter med kraeft i @ggestokkene stadie III-IV er 2- og 5-arsoverlevelsen henholdsvis 66 % og 23 %,
og median OS er ca. 24 maneder [8]. Fagudvalget vurderer derfor, at en absolut forskel i OS-rate ved 5 ar pa
5 %-point og en absolut forskel for median OS pa 4 maneder mellem intervention og komparator er klinisk
relevant.

Progressionsfri overlevelse (PFS)

Progressionsfri overlevelse (PFS) defineres som tiden fra randomisering eller behandlingsstart til forste
dokumentation af progression i henhold til Response Evaluation Criteria i Solid Tumors (RECIST)-
kriterierne [10] eller til ded.

PFS anvendes som surrogatmal for OS og livskvalitet inden for omradet. Hvis der ikke findes modne data pa
0S, vil fagudvalget anvende data pa PFS som surrogatmal for OS. PFS pavirkes ikke af akkumulerede
effekter af efterfolgende behandlinger pd samme made som OS. Fagudvalget er dog opmaerksomme p4, at
validiteten af PFS som surrogat er uklar, fordi ssmmenhangen mellem OS og PFS ikke er dokumenteret for
behandling af kraeft i &ggestokkene. Fagudvalget satter derfor hajere krav til effekten pa PFS end pa OS,
hvilket er afspejlet i effektméalenes indplacering i effektmalsgruppe (se tabel 1).

PFS ved vedligeholdelsesbehandling afspejler desuden tiden til naste linje med platinbaseret kemoterapi.
Langden af det platinfrie interval er bestemmende for valg af efterfelgende behandling, og fagudvalget anser
dette som en vigtig patientrelateret parameter.
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Fagudvalget vurderer pa denne baggrund, at PFS er et kritisk effektmél. For den pagaeldende population er
PFS-raten ved 2 ér ca. 40 %, og median PFS er ca. 14 méaneder. Fagudvalget vurderer derfor, at en absolut
forskel i PFS-rate ved 2 ar pa 10 %-point og en absolut forskel p4 median PFS pa 6 maneder mellem
intervention og komparator er klinisk relevant.

Bivirkninger

Bivirkninger (toksicitet) belyser de negative konsekvenser, patienterne kan opleve ved behandling med
leegemidlet. Forbedret OS med mindst mulig toksicitet er det optimale mal for kraftbehandling. Fagudvalget
anser derfor bivirkninger som et kritiskeffektmal. Effektmalet vurderes samlet ud fra behandlingsopher pa
grund af bivirkninger, bivirkninger grad 3-4 (CTC etc.) samt en kvalitativ gennemgang af bivirkningerne.
Behandlingsopher pé grund af bivirkninger og bivirkninger grad 3-4 er to kvantitative opgerelser, som
belyser henholdsvis hyppigheden af alvorlige og livstruende bivirkninger og tolerabilitet.

Da der ikke foreligger kliniske studier, der direkte sammenligner effekten af olaparib og bevacizumab, ber
anseger lave en vurdering af, om sammenligning af opher pa grund af bivirkninger og andel patienter med
grad 3-4 bivirkninger kan foretages pa forsvarlig vis pa baggrund af studiedesign, median opfelgningstid og
dataindsamling. Overvejelser omkring dette skal indgé i den endelige ansggning.

Behandlingsophor pd grund af bivirkninger

Fagudvalget onsker en opgerelse over forskellen i andel af patienter, som opherer behandling grundet
bivirkninger ved laengst mulig opfelgningstid. Fagudvalget vurderer, at den mindste klinisk relevante forskel
er 5 procentpoint.

Bivirkninger grad 3-4

Forekomst af bivirkninger grad 3-4 defineret i henhold til National Cancer Institute CTCAE version 4.0 [11]
er et udtryk for alvorlig, men ikke fatal toksicitet af leegemidlet.

Fagudvalget onsker en opgerelse over andelen af patienter, som oplever en eller flere bivirkninger af grad 3
og/eller 4 ved lengst mulig opfelgningstid. Fagudvalget vurderer, at den mindste klinisk relevante forskel er
10 procentpoint.

Kvalitativ gennemgang af bivirkningerne

Fagudvalget onsker en kvalitativ gennemgang af de konkrete bivirkninger forbundet med olaparib samt
komparator med henblik pa at vurdere bivirkningernes alvorlighed, hyppighed og handterbarhed. Anseger
bedes bidrage med bivirkningsdata fra bade kliniske studier samt l&egemidlernes produktresumé.

Fagudvalget er meget opmarksomme pa, at op til 80 % af bivirkningerne forbundet med behandling med
PARP-hammere er handterbare og dosistitrerbare. Fagudvalget vil tage hgjde for dette i den samlede
kategorisering.

Vigtige effektmal
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Livskvalitet

Zndring i livskvalitet er et patientrelevant effektmal, som kan give indblik i, hvordan legemidlernes fordele
og ulemper samlet set pavirker patienten. Baseline FACT-O TOI-score er uathengigt prognostisk for PFS og
OS, hvor forbedring sammenlignet med forveerring i livskvalitet er forbundet med forleenget PFS og OS hos
kvinder med kreeft i eeggestokkene [12]. Pa baggrund af dette betragter fagudvalget livskvalitet som et vigtigt
effektmal for alle prognosegrupper.

Livskvalitet kan for patienter med kraeft i &2ggestokkene males med forskellige instrumenter
(spergeskemaer). Fagudvalget vurderer, at folgende validerede spergeskemaer er relevante, i prioriteret
reekkefolge:

o Functional Assessment of Cancer Therapy-Ovarian (FACT-0). FACT-O er et sygdomsspecifikt
sporgeskema, som anvendes til vurdering af helbredsrelateret livskvalitet hos patienter med kraeft i
eggestokkene. Spergeskemaet bestér af fem domaner (fysisk velvere, socialt velvare,
folelsesmeessigt velveare, funktionelt velveare og evrige bekymringer), som scores pa en 5-point
Likertskala fra 0 (ingen) til 4 (rigtig meget). En hej samlet score reprasenterer hgj livskvalitet [13].

o FACT Ovarian Symptom Index (FOSI). FOSI er et valideret 8-spergsméls méleinstrument
omhandlende sygdomsrelaterede symptomer. Spergsmélene er taget fra FACT-O-spergeskemaet.
Scoreskalaen gar fra 0 (alvorlige symptomer) til 32 (ingen symptomer).

e EQ-5D: EQ-5D er et velvalideret generisk spergeskema, som anvendes til vurdering af
helbredsrelateret livskvalitet (EuroQol Group). Spergeskemaet bestér af fem dimensioner
(bevagelighed, personlig pleje, seedvanlige aktiviteter, smerte/ubehag og angst/depression).
Spergeskemaet indeholder desuden en visuel analog skala (VAS), der gar fra 0 (varst taenkeligt
helbred) til 100 (bedst taenkeligt helbred) [14].

Fagudvalget onsker livskvalitet opgjort som andel patienter, der ikke viser forverring svarende til MKRF 1
livskvalitet. Hvis der foreligger data fra flere spergeskemaer, vil vurderingen baseres pa instrumentet med
hgjest prioritet. Fagudvalget vurderer, at en forskel pa 10 procentpoint i andel patienter, der ikke viser
forveerring i livskvalitet mellem leegemidlerne, er klinisk relevant.

Mindre vigtige effektmal

Progressionsfri overlevelse 2 (PFS2)

PFS2 defineres som tiden fra start af behandling til forste dokumenterede progression eller dedsfald pé
efterfolgende behandlingslinje efter endt vedligeholdelsesbehandling. Da tiden fra progression frem til start
af naeste behandlingslinje kan variere af hensyn til patientpraeferencer, vurderer fagudvalget, at dette
effektmal klassificeres som mindre vigtigt.

Tid til forste efterfelgende behandling (time to first subsequent treatment (TFST))
TFST defineres som tiden fra start af behandling til start af den forste platinbaserede kemoterapi efter endt
vedligeholdelsesbehandling. Med samme argumentation som for PFS2 vurderer fagudvalget, at effektmélet

er mindre vigtigt.

Det kemoterapifrie interval (chemotherapy-free interval (CFI))
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CFI defineres som tiden fra sidste behandling med platinbaseret kemoterapi til start af naste antineoplastiske
behandling. Med samme argumentation som for PFS2 vurderer fagudvalget, at effektmélet er mindre vigtigt.

Tid til efterfolgende behandling nummer 2 (time to second subsequent treatment (TSST))

TSST defineres som tiden fra start af behandling til start af den anden antineoplastiske behandling efter endt
vedligeholdelsesbehandling. Med samme argumentation som for PFS2 vurderer fagudvalget, at effektmélet
er mindre vigtigt.

6 Litteratursggning

Vurderingen af klinisk merverdi baseres som udgangspunkt pa data fra peer-reviewed publicerede
fuldtekstartikler og data fra EMAs European public assessment reports (EPAR). Data skal derudover stemme
overens med protokollens beskrivelser.

Sekretariatet har pa baggrund af den forelgbige ansegning undersegt, om der findes et eller flere peer-
reviewede publicerede fuldtekstartikler, hvor olaparib er ssmmenlignet direkte med de valgte komparatorer.

For klinisk spergsmaél 1 fandt sekretariatet falgende artikel, som er relevant, og som kan anvendes til direkte
sammenligning af samtlige definerede effektmal:

e Maintenance Olaparib in Patients with Newly Diagnosed Advanced Ovarian Cancer. Moore et al.
The New England Journal of Medicine [15].

Virksomheden skal derfor ikke soge efter yderligere studier. Dog skal EMAs European public assessment
reports (EPAR) konsulteres for bade det aktuelle leegemiddel og dets komparator(er).

For klinisk spergsmél 2 har sekretariatet ikke fundet artikler, som kan anvendes til direkte sammenligning af
olaparib og bevacizumab.

Virksomheden skal derfor sgge efter studier, der kan anvendes til en indirekte sammenligning af olaparib og
bevacizumab. Det betyder, at der bade skal sgges efter primerstudier af olaparibs effekt og efter
primerstudier af effekten af bevacizumab. Til det formal har sekretariatet udarbejdet sogestrenge, som skal
anvendes i MEDLINE (via PubMed) og CENTRAL (via Cochrane Library). Segestrengene kan findes i
bilag 1. Derudover skal EMAs European public assessment reports (EPAR) konsulteres for bade det aktuelle
leegemiddel og dets komparator.

Kriterier for udveelgelse af litteratur

Virksomheden skal forst ekskludere artikler pa titel- og abstractniveau, dernast ved gennemlasning af
fuldtekstartikler. Artikler, der ekskluderes ved fuldtekstlaesning, skal fremga med forfatter, arstal og titel i en
eksklusionsliste, hvor eksklusionen begrundes kort. Den samlede udvalgelsesproces skal afrapporteres ved
brug af et PRISMA-flowdiagram (http://prisma-statement.org/PRISMAStatement/FlowDiagram.aspx).

Ved usikkerheder om, hvorvidt en artikel pé titel- og abstractniveau lever op til inklusions- og
cksklusionskriterierne, skal der anvendes et forsigtighedsprincip til fordel for artiklen, hvorved
fuldtekstartiklen vurderes.
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7 Databehandling og analyse

De inkluderede studier og baselinekarakteristikken af studiepopulationerne beskrives i Medicinradets
ansggningsskema. Det skal angives, hvilke studier der benyttes til at besvare hvilke kliniske spargsmal.

Al relevant data skal som udgangspunkt ekstraheres ved brug af Medicinrddets ansggningsskema. Der skal
udferes en komparativ analyse for hvert enkelt effektmal pa baggrund af relevant data fra inkluderede
studier. For hvert effektmal og studie angives analysepopulation (f.eks. intention to treat (ITT), per-protocol)
samt metode. Resultater for ITT-populationen skal angives, hvis muligt, hvis komparative analyser ikke i
udgangspunktet er baseret pa denne population. Alle ekstraherede data skal krydstjekkes med de resultater,
der beskrives i EPAR’en. Findes uoverensstemmelser, gives en mulig grund herfor.

Hvis ekstraherede data afviger fra de forhandsdefinerede PICO-beskrivelser, specielt i forhold til
praespecificeret population og effektmal, begrundes dette.

Hvis data for et effektmal ikke er tilgaengelig for alle deltagere i et studie, vil der ikke blive gjort forseg pa at
erstatte manglende data med en meningsfuld vardi. Det vil sige, at alle analyser udelukkende baseres pa
tilgeengelige data pa individniveau.

For effektmél (ORR, SAE, behandlingsstop pga. bivirkninger og ikkealvorlige bivirkninger), hvor det er
naturligt at beregne bade absolut og relativ forskel, vil den relative forskel veere basis for statistiske analyser.
Den absolutte forskel vil derefter blive beregnet, baseret pa den estimerede relative forskel for et antaget
niveau pé hendelsesraten i komparatorgruppen. Det antagne niveau vil afspejle det forventede niveau i
Danmark ved behandling med komparator (hvis relativ risiko (RR) = 0,5 og antaget andel med handelse i
komparatorgruppen er 30 %, da er den absolutte risikoreduktion (ARR) =30 — 30 x 0,5 = 15 %-point).

Hvis der er mere end ét sammenlignende studie, foretages en metaanalyse for de effektmal, hvor det er
metodemeessigt forsvarligt. Hvis der ikke foreligger sammenlignende studier, kan data eventuelt syntetiseres
indirekte (evt. i form af formelle netvaeerksmetaanalyser eller ved brug af Buchers metode), hvis intervention
og komparator er sammenlignet med samme alternative komparator i separate studier. Medicinradet
forbeholder sig retten til at foretage sensitivitets- og subgruppeanalyser pa baggrund af studiernes validitet
og relevans.

For effektmal, hvor forskellige maleinstrumenter er brugt pa tvers af de inkluderede studier, vil eventuelle
metaanalyser blive baseret pa standardized mean difference (SMD). Den estimerede SMD vil blive omregnet
til den foretrukne skala for effektmalet. Til dette formal anvendes medianen af de observerede
standardafvigelser i de inkluderede studier.

Hvis det ikke er en mulighed at udarbejde metaanalyser (herunder netvarksmetaanalyser), syntetiseres data
narrativt. Studie- og patientkarakteristika samt resultater fra de inkluderede studier beskrives narrativt og i
tabelform med angivelse af resultater pr. effektmal for bade intervention og komparator(er). Forskelle i
patientkarakteristika og studiekontekst (f.eks. geografi og é&rstal) mellem studier skal beskrives og vurderes
for at afgere, hvorvidt resultaterne er sammenlignelige.

Valget af syntesemetode (metaanalyse eller narrativ beskrivelse) begrundes, og specifikke analysevalg truffet
i forhold til metoden skal fremgé tydeligt.
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8 Andre overvejelser

Medicinradet forudsatter, at legemidler med samme virkningsmekanisme ikke anvendes sekventielt med
mindre der er evidens herfor. Olaparib er anbefalet som mulig standardbehandling til patienter med BRCA-
muteret recidiverende high-grade kraeft i &ggestokkene. Hvis nydiagnosticerede patienter med avanceret
BRCA-muteret high-grade kreeft i ®ggestokkene behandles med olaparib i 1. linje, kan de dermed ikke
modtage det, hvis de udvikler recidiv. I stedet vil disse patienter tilbydes platinbaseret kemoterapi enten som
monoterapi eller i kombination og/eller efterfulgt af vedligeholdelsesbehandling med bevacizumab.

Fagudvalget finder det derfor vigtigt at 4 belyst, hvorvidt der er forskel pa effekt mellem behandling med
olaparib i 1. og 2. linje. Hvis det er tilgaengeligt, ansker fagudvalget, at anseger leverer data pé crossover
efter progression i SOLO1. Fagudvalget vil orientere sig i eventuelle data, men det vil ikke have indflydelse
pa kategoriseringen.

Fagudvalget vil forholde sig til olaparibs eventuelle indplacering i behandlingsalgoritmen.

Safremt det er tilgaengeligt, ansker fagudvalget, at ansgger leverer data opgjort separat for nedenstdende
grupper. Fagudvalget vil orientere sig i eventuelle data, men det vil ikke have indflydelse pé
kategoriseringen.

Grupper, som behandles med platinbaseret kemoterapi enten som monoterapi eller efterfulgt af
vedligeholdelsesbehandling med olaparib:

e Patienter, som er radikalt opererede.
e Patienter, som er ikke-radikalt opererede.
e Patienter med mindre end 10 mm efterladt tumorvaev efter operation.

Grupper, som behandles med platinbaseret kemoterapi efterfulgt af vedligeholdelsesbehandling enten med
bevacizumab eller olaparib:

e Patienter med mere end eller lig med 10 mm efterladt tumorvev efter operation.
e Patienter med efterladt tumorvaev udenfor bughulen (stadium IV).
e Patienter, som er primart og sekundert (intervalkirurgi) inoperable.
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Medicinradet

Saet | Segetermer Kommentar
1 | Ovarian Neoplasms[mh] Segeord for indikation. De
2 | Fallopian Tube Neoplasms[mh] soges som MeSH termer, og
3 | Peritoneal Neoplasms[mh] som fritekst i titel og abstract
4 | ovary[tiab] or ovaries[tiab] or ovarian[tiab] or ovarial[tiab] or fallopian
tube*[tiab] or (primary[tiab] and (peritoneum|[tiab] or peritoneal[tiab]))
5 | cancer*[tiab] or carcinoma*[tiab] or adenocarcinoma*[tiab]
6 | #1 OR #2 OR #3 OR (#4 and #5)
7 | Olaparib[nm] Segeord for ansegers
8 | olaparib[tiab] OR Lynparza*[tiab] leegemiddel og komparator.
9 | Bevacizumab[mh] De spges som Supplementary
10 | bevacizumab[tiab] or Avastin*[tiab] or Mvasi*[tiab] Concept/Substance, MeSH
11 | #7 OR #8 OR #9 OR #10 term, og som fritekst i titel og
abstract
12 | #6 AND #11 Kombination af indikation og
leegemidler
13 | ("Randomized Controlled Trial"[pt] OR "Controlled Clinical Trial"[pt] OR Afgraensning til
randomized[tiab] OR randomised[tiab] OR placebo[tiab] OR "Clinical Trials | randomiserede, kontrollerede
as Topic"[mh:noexp] OR randomly[tiab] OR trial[ti]) NOT ("Animals"[mh] | forseg, inkl. eksklusion af
NOT "Humans'"[mh]) (indekserede) dyreforsag
14 | #12 AND #13
15 | case report[ti] OR Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Afgrensning (eksklusion) pa
Letter[pt] OR Review[pt] OR Systematic Review[pt] OR review][ti]) publikationstype
16 | #14 NOT #15 Linje 16 = endeligt resultat
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