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Om Medicinradet

Medicinradet er et uafhaengigt rad etableret af Danske Regioner.

Medicinradet vurderer, om nye laegemidler og indikationsudvidelser skal anbefales som
mulig standardbehandling. Medicinradet udarbejder ogsa behandlingsvejledninger og
rekommandationer for anvendelse af medicin pa sygehusene. Derudover kan
Medicinradet tage andre typer sager op, der handler om medicinanvendelse.

Om baggrunden for Medicinrddets anbefaling

Baggrund for Medicinradets anbefaling er en sammenfatning af leegemidlets vaerdi for
patienterne, omkostninger for samfundet og en gengivelse af de vurderinger, der er
grundlag for Medicinradets anbefaling.

Anbefalingen er Medicinradets vurdering af, om omkostningerne vedrgrende brug af
legemidlet er rimelige, ndr man sammenligner dem med leegemidlets veerdi for
patienterne. | nogle tilfeelde spiller sygdommens alvorlighed en szerlig rolle i vurderingen.

Anbefalingen er et klinisk og gkonomisk baseret rad til regionerne til brug for deres
beslutning om at anvende et givet leegemiddel.

Laes eventuelt mere i Handbog for Medicinradets proces og metode vedr. nye

legemidler og indikationsudvidelser — version 2, som du kan finde pa Medicinradets
hjemmeside under siden Metoder.
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1. Anbefaling vedrerende
venetoclax 1 kombination med
obinutuzumab til behandling af
tidligere ubehandlede patienter
med kronisk lymfatisk leukaemi

PATIENTER MED DEL17P/TP53-MUTATION

MEDICINRADET ANBEFALER

venetoclax i kombination med obinutuzumab til behandling af tidligere ubehandlede
patienter med kronisk lymfatisk leukeemi med del17p/TP53. Medicinradet anbefaler
venetoclax i kombination med obinutuzumab, fordi behandlingen samlet set ser ud til at
veere lige sa god som den nuvarende standardbehandling med ibrutinib.
Omkostningerne til kombinationsbehandlingen er samtidig lavere end omkostningerne
til ibrutinib.

PATIENTER UDEN DEL17P/TP53-MUTATION

MEDICINRADET ANBEFALER IKKE

venetoclax i kombination med obinutuzumab til behandling af tidligere ubehandlede
patienter med kronisk lymfatisk leukaemi uden del17p/TP53. Medicinradet anbefaler ikke
venetoclax i kombination med obinutuzumab, fordi behandlingen er forbundet med
hgjere omkostninger end kemoimmunterapi. Derfor vurderer Medicinrddet, at der ikke
er et rimeligt forhold mellem laegemidlets dokumenterede effekt og omkostningerne
forbundet med behandlingen.

2. Medicinradets konklusion
vedreorende leegemidlets vaerdi

Medicinradet finder, at vaerdien af venetoclax + obinutuzumab sammenlignet med
kemoimmunterapi ikke kan kategoriseres i henhold til Medicinradets metoder hos
patientpopulationen uden del17p/TP53-mutation. Evidensens kvalitet er meget lav.
Mangden og typen af bivirkninger for venetoclax + obinutuzumab er sammenlignelig
med chlorambucil + obinutuzumab, mens bivirkningsprofilen for venetoclax +
obinutuzumab er at foretraekke i sammenligning med bade bendamustin + rituximab og
fludarabin + cyclofosfamid + rituximab.

Baseret pa data for PFS, vurderer Medicinradet, at der med venetoclax + obinutuzumab
er en behandlingsgevinst i subpopulationen af patienter, der er IGHV-umuterede
sammenlignet med kemoimmunoterapi.
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Medicinradet finder, at vaerdien af venetoclax + obinutuzumab sammenlignet med
ibrutinib ikke kan kategoriseres i henhold til Medicinradets metoder hos
patientpopulationen med del17p/TP53-mutation. Evidensens kvalitet er meget lav.
Mangden og typen af bivirkninger er sammenlignelig for de to behandlinger, og data for
effekt giver ikke anledning til at skelne mellem de to behandlinger, som Medicinradet
derfor betragter som klinisk ligestillede behandlingsalternativer.

Lees mere i Medicinradets vurdering af laegemidlets vaerdi og den bagvedliggende
protokol (se bilag). Ansggers hgringssvar har ikke givet anledning til &ndringer i
vurderingen af leegemidlet.

3. Resultater af
sundhedseokonomiske analyser

| Medicinradets hovedanalyse bliver den inkrementelle omkostning pr. patient ca.
135.000 kr. ved sammenligning med chlorambucil + obinutuzumab, 257.000 kr. ved
sammenligning med fludarabin + cyclofosfamid + rituximab og 209.000 kr. ved
sammenligning med bendamustin + rituximab sammenlignet med standardbehandlingen
igennem et helt behandlingsforlgb. Budgetkonsekvenserne ved en anbefaling bliver i det
femte ar efter en anbefaling 61 mio. kr.

Leegemiddelvirksomheden har dog givet en fortrolig rabat, og derfor er de reelle
inkrementelle omkostninger og budgetkonsekvenser lavere.

Opgjort i listepriser vil det koste ca. 1,6 mio. kr. mindre at behandle en patient med
venetoclax + obinutuzumab end med ibrutinib i 1. linje baseret pa den
sundhedsgkonomiske analyse af et helt behandlingsforlgb. | det femte ar efter en
anbefaling vil det koste 10 mio. kr. mindre for sundhedsvasenet at ibrugtage
legemidlet. Leegemiddelfirmaerne bag bade venetoclax og ibrutinib har dog givet en
fortrolig rabat, og derfor er den reelle besparelse mindre.

Lees mere i den sundhedsgkonomiske afrapportering (se bilag).

4. Alvorlighed

Sygdommens alvorlighed er altid medtaget i Medicinradets vurdering af et laegemiddels
veerdi. Det sker i forbindelse med valg af effektmal, og den vaegt effektestimaterne
tillaegges, hvilket vil vaere forskelligt alt efter typen af effektmal. Derudover har
Medicinradet et alvorlighedsprincip, som Medicinradet kan inddrage i helt szerlige
situationer. Dette har ikke veaeret ngdvendigt at inddrage i denne sag.



5. Anbefalingen betyder

PATIENTER MED DEL17P/TP53-MUTATION

Anbefalingen betyder, at Medicinrddet rader regionerne til at bruge venetoclax +
obinutuzumab til patienter med tidligere ubehandlet kronisk lymfatisk leukeemi med
dell7p/TP53-mutation, men ikke ngdvendigvis som fgrstevalg til alle patienter.
Leegemidlet vil indga i en kommende Medicinradets behandlingsvejledning og
legemiddelrekommandation inden for terapiomradet. Indtil da anbefaler Medicinradet,
at regionerne bruger det lzegemiddel, der er forbundet med de laveste omkostninger.

PATIENTER UDEN DEL17P/TP53-MUTATION

Anbefalingen betyder, at Medicinradet rader regionerne til ikke at bruge venetoclax +
obinutuzumab til patienter med tidligere ubehandlet kronisk lymfatisk leukaemi uden
del17p/TP53-mutation.

6. Sagsbehandlingstid

Medicinradet har brugt 14 uger pa arbejdet med venetoclax i kombination med
obinutuzumab til behandling af tidligere ubehandlede patienter med kronisk lymfatisk
leukaemi.

7. Kontaktinformation til
Medicinradet

Medicinradets sekretariat
Dampfaergevej 27-29, 3. th.

2100 Kgbenhavn @

+45 70103600
medicinraadet@medicinraadet.dk
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8. Versionslog

Versionslog

Version Dato A&ndring

1.0 18. november 2020 Godkendt af Medicinradet
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9. Bilag

Medicinradets sundhedsgkonomiske afrapportering vedr. venetoclax, version 1.0
Forhandlingsnotat fra Amgros vedr. venetoclax

Hgringssvar fra ansgger, inkl. efterfglgende dialog vedr. den sundhedsgkonomiske
afrapportering

Hgringssvar fra ansgger, inkl. efterfglgende dialog vedr. leegemidlets vaerdi

Medicinradets vurdering vedr. venetoclax til behandling af tidligere ubehandlede
patienter med kronisk lymfatisk leukaemi, version 1.1

Ansggers endelige ansggning
Ansggers tekniske dokument til den sundhedsgkonomiske ansggning

Medicinradets protokol for vurdering vedr. venetoclax til behandling af tidligere
ubehandlede patienter med kronisk lymfatisk leukaemi, version 1.0
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Dokumentets formal

Dette dokument indeholder en beskrivelse af den sundhedsgkonomiske analyse, som
ligger til grund for ansggningen for venetoclax + obinutuzumab til behandling af patienter
med tidligere ubehandlet kronisk lymfatisk leukaemi, samt en gennemgang af ansggers
modelantagelser til den sundhedsgkonomiske model. Sekretariatet vil kommentere pa
ansggers modelantagelser under afsnittene ”Sekretariatets vurdering”. Her vil
sekretariatets vurdering fremga sammen med eventuelle ndrede modelantagelser og
begrundelser herfor.

Afsnit 2.4 indeholder en tabel, der opsummerer bade ansggers og sekretariatets
modelantagelser med det formal tydeligt at vise, hvordan sekretariatets
sundhedsgkonomiske analyse afviger fra ansggers sundhedsgkonomiske analyse.
Resultatafsnittet baserer sig pa sekretariatets modelantagelser og sundhedsgkonomiske
analyse.

©Medicinradet, 2020
Publikationen kan frit refereres
med tydelig kildeangivelse.

Sprog: dansk
Format: pdf
Udgivet af Medicinradet, 18. november 2020
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Opsummering

Baggrund

Venetoclax + obinutuzumab er indiceret til behandling af patienter med tidligere ube-
handlet kronisk lymfatisk leukaemi.

Omkring 150 nye patienter pr. ar kandiderer arligt til behandling af den ansggte indikation
i Danmark. Sekretariatets vurdering tager udgangspunkt i dokumentation indsendt af
AbbVie.

Analyse

Den sundhedsgkonomiske analyse estimerer de inkrementelle omkostninger pr. patient
ved behandling med venetoclax + obinutuzumab. Analysen har en tidshorisont pa 30 ar.
Venetoclax + obinutuzumab sammenlignes med chlorambucil + obinutuzumab, bendamu-
stin + rituximab, fludarabin + cyclofosfamid + rituximab og ibrutinib.

Inkrementelle omkostninger og budgetkonsekvenser

De inkrementelle omkostninger for venetoclax + obinutuzumab til patienter uden deletion
17p/p53-mutation bliver ca. - DKK ved sammenligning med chlorambucil + obinut-
uzumab, - DKK ved sammenligning med fludarabin + cyclofosfamid + rituximab og
- DKK ved sammenligning med bendamustin + rituximab. Hvis analysen udfgres
med AIP, bliver den inkrementelle omkostning pr. patient ca. 135.000 DKK ved sammen-
ligning med chlorambucil + obinutuzumab, 257.000 DKK ved sammenligning med fludara-
bin + cyclofosfamid + rituximab og 209.000 ved sammenligning med bendamustin + rituxi-
mab.

For patienter med deletion 17p/p53-mutation bliver den inkrementelle omkostning pr.
patient ca. _DKK ved sammenligning med ibrutinib i sekretariatets hovedana-
lyse. Udfgres analysen med AIP bliver den inkrementelle omkostning pr. patient ca. -1,6
mio. DKK.

Sekretariatet vurderer, at budgetkonsekvenserne for regionerne ved anbefaling af ve-
netoclax + obinutuzumab som standardbehandling vil veere ca. - DKK i ar 5 for pa-
tienter uden deletion 17p/p53-mutation og - DKK for patienter med deletion
17p/p53-mutation. Hvis analysen udfgres med AIP, er budgetkonsekvenserne ca. 61 mio.
DKK for patienter uden deletion 17p/p53-mutatio i ar 5, mens de er ca. -10 mio. DKK for
patienter med deletion 17p/p53-mutation.

Konklusion

Resultatet af hovedanalysen viser, at der er omkostninger forbundet med en anbefaling af
venetoclax + obinutuzumab i 1. linje. Omkostningerne i analysen er i hgj grad drevet af de
hgje legemiddelpriser. Analysen inkluderer behandling i 2. linje. £ndringer af, hvilke
behandlinger der vaelges i de efterfglgende linjer, har stor indflydelse pd analysens
resultat.
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1. Baggrund for den
sundhedsgkonomiske analyse

AbbVie (herefter omtalt som ansgger) er markedsfgringstilladelsesindehaver af ve-
netoclax og har den 12. august 2020 indsendt en ansggning til Medicinrddet om anbefa-
ling af venetoclax + obinutuzumab som standardbehandling pa danske hospitaler til be-
handling af patienter med tidligere ubehandlet kronisk lymfatisk leukaemi. Som et led i
denne ansggning vurderer Medicinrddets sekretariat pd vegne af Medicinrddet den sund-
hedsgkonomiske analyse, ansgger har indsendt. Denne rapport er sekretariatets vurde-
ring af den fremsendte sundhedsgkonomiske analyse (herefter omtalt som analysen).

1.1  Patientpopulation

Kronisk lymfatisk leukaemi (CLL) er den almindeligste leukaemi i de vestlige lande og udggr
ca. 30 % af alle leukaemier [1]. Incidensen er i Danmark ca. 6-7 pr. 100.000 indbyggere pr.
ar, og der registreres ca. 450-500 nye tilfaelde om aret i Danmark [2]. Det estimeres, at ca.
4.000 patienter lever med sygdommen i Danmark [3]. Medianalderen er ved diagnose 70
ar, og dobbelt sa mange maend som kvinder far diagnosen [1,2].

Denne analyse omhandler voksne patienter med tidligere ubehandlet kronisk lymfatisk
leukaemi.

1.1.1  Subpopulationer

I behandlingsgjemed opdeles patientpopulationen efter, hvorvidt de har dele-
tion17p/p53-mutation eller ej og efter performancestatus, alder og komorbiditeter.
Hvorvidt patienterne har deletion17p/p53-mutation eller ej er afggrende for, hvilken be-
handling de skal have i 1. linje. Patienter uden deletion17p/p53-mutation, bliver behand-
let med cytostatika i form af enten chlorambucil, fludarabin og cyclofosfamid eller ben-
damustin i kombination med et anti-CD20-antistof. Patienter med deletion17p/p53-muta-
tion er ikke fglsomme for behandling med cytostatika og behandles i stedet med protein-
kinasehaemmeren ibrutinib. Hvis ibrutinib ikke tolereres kan i stedet anvendes idelalisib i
kombination med rituximab.

For patienter uden deletion 17p/p53-mutation afggres valget af cytostatika og anti-CD20-
antistof af patientens alder, performancestatus og mangden af komorbiditet. Fludarabin
+ cyclofosfamid + rituximab anvendes typisk til de yngre patienter med god performance
status, bendamustin + rituximab til den ldre patientpopulation med god performacesta-
tus og chlorambucil + et CD20 antistof til patienter med darlig performance status.

1.1.2  Komparator

Medicinradet har som komparator til venetoclax + obinutuzumab for patienter med tidli-
gere ubehandlet kronisk lymfatisk leukaemi uden deletion 17p/p53-mutation defineret
chlorambucil + obinutuzumab, bendamustin + rituximab og fludarabin + cyclofosfamid +
rituximab.
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For patienter med tidligere ubehandlet kronisk lymfatisk leukaemi med deletion 17p/p53-
mutation er ibrutinib eneste definerede komparator, se Tabel 1.

Tabel 1: Definerede populationer og komparatorer

Population Komparator

Patienter med tidligere ubehandlet Chlorambucil + obinutuzumab
kronisk lymfatisk leukaemi uden deletion ) o

: Bendamustin + rituximab
17p/p53-mutation.

Fludarabin + cyclofosfamid + rituximab

Patienter med tidligere ubehandlet Ibrutinib
kronisk lymfatisk leukaemi med deletion
17p/p53-mutation.

1.2  Problemstilling

Formalet med analysen er at estimere de gennemsnitlige inkrementelle omkostninger pr.
patient og de samlede budgetkonsekvenser for regionerne ved anbefaling af venetoclax +
obinutuzumab som mulig standardbehandling pa danske hospitaler til patienter med tidli-
gere ubehandlet kronisk lymfatisk leukaemi.

Medicinradet har vurderet den kliniske merveaerdi af venetoclax + obinutuzumab som ved-
ligeholdelsesbehandling og specificeret fglgende kliniske spgrgsmal:

Klinisk spgrgsmal 1:

Hvilken veerdi har venetoclax + obinutuzumab sammenlignet med cytostatika i kombina-
tion med et anti-CD20-antistof for patienter med tidligere ubehandlet kronisk lymfatisk
leukaemi uden deletion 17p/p53-mutation?

Klinisk spgrgsmal 2:

Hvilken veerdi har venetoclax + obinutuzumab sammenlignet med ibrutinib for patienter
med tidligere ubehandlet kronisk lymfatisk leukaemi med deletion 17p/p53-mutation?
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2. Vurdering af den
sundhedsgkonomiske analyse

Ansgger har indsendt en sundhedsgkonomisk analyse, der estimerer de inkrementelle
omkostninger pr. patient for venetoclax + obinutuzumab sammenlignet med fglgende be-

handlingsalternativer:
e  Chlorambucil + obinutuzumab
e  Bendamustin + rituximab
e  Fludarabin + cyclofosfamid + rituximab
e |brutinib

| det nedenstaende vil den sundhedsgkonomiske model, som ligger til grund for estime-
ringen af de inkrementelle omkostninger pr. patient, blive praesenteret.

2.1  Antagelser og forudsaetninger for model

Den sundhedsgkonomiske model har til formal at estimere omkostningerne forbundet
med behandling af CLL fra 1. til 3. behandlingslinje.

Analysen baserer sig pa fase lll-studiet CLL14, hvor venetoclax + obinutuzumab sammen-
lignes med behandling med chlorambucil + obinutuzumab[1].

2.1.1 Modelbeskrivelse

Ansgger har indsendt en partitioned survival model til at estimere omkostningerne for-
bundet med behandling med venetoclax for de to subgrupper af CLL-patienter med og
uden deletion 17p/p53-mutation. Modellen bestar af 60 halvarlige cyklusser. | modellen
estimeres omkostninger forbundet med behandlingsalternativerne fra 1. linjebehandling
til 3. linje, hvor 2. linje antages at bestd af ibrutinib for patienter uden deletion 17p/p53-
mutation, hvor patienterne har faet kemoimmunterapi i 1. linje. For patienter med dele-
tion 17p/p53-mutation antages behandling efter ibrutinib i 1. linje at vaere venetoclax +
rituximab, mens 2. linjebehandling for venetoclax + obinutuzumab antages at veere ibruti-
nib. 3. linjebehandling antages at besta af best supportive care (BSC) for alle patienter. Fi-
gur 1 viser modellens struktur.
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1. linjebehandling 2. linjebehandling 3. linjebehandling

Figur 1: Beskrivelse af modelstrukturen i omkostningsanalysen

Patienternes vej gennem modellens forskellige stadier bestemmes af sandsynligheder for
at progrediere eller dg i hvert stadie. Sandsynligheden bestemmes i 1. linje af OS- og PFS-
kurver for 1. linjebehandling af CLL-patienter, med og uden deletion 17p/p53-mutation,
med venetoclax + obinutuzumab. Disse kurver er estimeret ved hjalp af Hazard Ratio (HR)
baseret pa indirekte sammenligninger af de forskellige behandlingsalternativer i de for-
skellige behandlingslinjer. De indirekte sammenligninger er foretaget ved en netvaerks-
metaanalyse pa baggrund af de samme studier, der indgar i den kliniske vurdering. Ansg-
ger har ogsa inkluderet baggrundsmortalitet fra den generelle danske befolkning, som er
baseret pa to ars data (2018-2019) fra statistikbanken [3].

De patienter, der overlever en behandlingslinje, vil fortseette til naeste behandlingslinje
indtil 3. linje, som bestar af best supportive care (BSC), hvor patienten bliver indtil dgd.
Til at estimere 2. linjebehandlingsforlgb benytter ansgger PFS- og OS-kurver, der baseres
pa kurverne for venetoclax + rituximab fra en publiceret netveerksmetaanalyse. Ansgger
benytter HR pa - for patienter uden deletion 17p/p53-mutation, mens der for patienter
med deletion 17p/p53-mutation anvendes en HR pa - HR anvendt til at estimere PFS
og OS stammer fra samme netvaerksmetaanalyse. [2]

Ansgger har inkluderet omkostninger til 3. linjebehandling, som estimeres ud fra samme
overlevelseskurver som 2. linje, men ansgger antager, at HR er- for 3. linjebehandling.
En HR pa - vil give en gennemsnitlig overlevelse for en patient, der modtager kemoim-
munterapi, pa mellem 8 og 8,7 ar, alt efter hvilken kemoimmunterapi der vaelges. Ansg-
gers estimerede HR er vist i Tabel 2.

Tabel 2: Ansggers estimeret HR

1. linje 2. linje

PFS 0S PFS 0S

Fludarabin + cyclofosfamid + rituximab - - - -

Bendamustin + rituximab - - - -
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Ibrutinib - - - -

BSC - -

H H
1 linje vs. 2. linje (uden deletion) - - - -
L L

1 linje vs. 2. linje (med deletion) - -

Modellen indeholder fire behandlingsarme for patienterne uden deletion 17p/p53-muta-
tion, sa det er muligt at sammenligne venetoclax + obinutuzumab med hver af kompara-
torerne angivet i Medicinraddets protokol. For patienterne med deletion 17p/p53-muta-
tion er der i overensstemmelse med Medicinradets protokol kun valgt én komparator.

Ansgger modellerer tiden i de forskellige stadier ved at anvende ekstrapolerede Kaplan
Meier (KM)-data for PFS og OS fra CLL14-studiet. Ansgger har anvendt en

_ til at ekstrapolere PFS for venetoclax + obinutuzumab. For chlo-
rambucil + obinutuzumab har ansgger anvendt en _ funktion til at ekstra-
polere PFS-data, se Figur 2.

For OS har ansgger valgt en _ til at ekstrapolere OS for bade ve-

netoclax + obinutuzumab og chlorambucil + obinutuzumab, se Figur 3.



Figur 2: Ekstrapolering af PFS-data. VENG: venetoclax + obinutuzumab, GClb: chlorambucil + obinut-
uzumab
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Figur 3: Ekstrapolering af OS-data. VENG: venetoclax + obinutuzumab, GClb: chlorambucil + obinut-

uzumab

Sekretariatets vurdering

Sekretariatet har konsulteret fagudvalget i forhold til antagelserne for 2. linjebehandling,
og pa baggrund af fagudvalgets tilbagemelding andres 2. linjebehandling fra at besta af
ibrutinib for alle patienter behandlet med kemoimmunterapi i 1. linje til at besta af ibruti-
nib i 50 % af tilfeeldene og venetoclax + rituximab i 50 % af tilfeeldene. Ansggers tilgang til
estimering af omkostninger i 3. linje findes ikke acceptabel. Der mangler argumentation
for valg og underbygning med referencer eller ekspertudsagn. Sekretariatet har konsulte-
ret fagudvalget, som ikke er enig i ansggers antagelse omkring 3. linjebehandling.
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Sekretariatet accepterer ansggers modelantagelser, men 2. linjebehandling eéendres, sd det
svarer til dansk klinisk praksis, og 3. linjebehandling ekskluderes fra sekretariatets hoved-
analyse.

2.1.2  Analyseperspektiv

Ansggers omkostningsanalyse har et begraenset samfundsperspektiv. Analysen har en
tidshorisont pa 30 ar for at opfange hele CLL-patientens levetid, som har en gennemsnits-
alder pa 70 ar ved modellens start.

Omkostninger, der ligger efter det fgrste ar, er diskonteret med en rate pa 4 %.

Sekretariatets vurdering

Sekretariatet accepterer ansggers valg vedr. analyseperspektiv.
2.2 Omkostninger

| det fglgende praesenteres ansggers antagelser for omkostningerne i den sundhedsgko-
nomiske analyse af venetoclax + obinutuzumab. De inkluderede omkostninger i ansggers
analyse er lzegemiddelomkostninger, hospitalsomkostninger, bivirkningsomkostninger og
patientomkostninger. Ansggers estimering af leegemiddelomkostninger bygger pa AlP,
hvilket sekretariatet udskifter med SAIP i den endelige afrapportering.

2.2.1  Leegemiddelomkostninger

Ansgger har baseret de anvendte lzegemiddeldoser pd Medicinradets protokol for vurde-
ring af venetoclax, se Tabel 3. Da rituximab doseres i forhold til patientens kropsoverflade,
antager ansgger, at en gennemsnitlig patient har en kropsoverflade pa 1,89 m2. Chloram-
bucil gives som en vaegtbaseret dosis, og ansgger antager, at den gennemsnitlige patient
vejer 65 kg.

Tabel 3: Anvendte lzegemiddelpriser, SAIP, (september 2020)

Leegemiddel Styrke Pakningsstgrrelse Pris [DKK] Kilde

Venetoclax 100 mg 112 stk. - Amgros
Obinutuzumab 1.000 mg 1 stk. - Amgros
Chlorambucil 2mg 25 stk. - Amgros
Bendamustin 2,5 mg/ml 5 x40 ml - Amgros
Rituximab 500 mg 1 stk. - Amgros
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Fludarabin 25 mg/ml 5x2ml - Amgros
Cyclophosphamid 500 mg 1 stk. - Amgros
lbrutinib 420 mg 28 stk. - Amgros

Sekretariatets vurdering

Ansgger har antaget, at en gennemsnitlig patient vejer 65 kg. Denne antagelse er ikke un-
derbygget med nogen form for argumentation og findes derfor usikker. Sekretariatet vael-
ger at udfgre en fglsomhedsanalyse, hvor effekten af variation af patienternes vaegt un-
dersgges.

Sekretariatet har konsulteret fagudvalget i forhold til valgte lzegemidler. De giver udtryk
for, at dansk klinisk praksis er at give fludarabin og cyclofosfamid peroralt. Derfor zndres
de to leegemidler til at blive givet peroralt i sekretariatets hovedanalyse.

Sekretariatet accepterer ansggers leegemiddelomkostninger, men andrer administrations-
formen for fludarabin og cyclofosfamid. Desuden udfgrer sekretariatet en fglsomhedsana-
lyse, der undersgger effekten af at variere den gennemsnitlig patientveegt.

2.2.2  Hospitalsomkostninger

| forbindelse med opstart af de forskellige behandlingsalternativer forventer ansgger at
der vil veere varierende antal indlaeggelsesdage forbundet med lzegemiddelbehandlingen.
Ansgger antager, at der vil veere to indlaeggelsesdage forbundet med opstart af behand-
ling med venetoclax + obinutuzumab, chlorambucil + obinutuzumab, fludarabin + cyclo-
fosfamid + rituximab og bendamustin + rituximab. Ved opstart med venetoclax + rituxi-
mab antager ansgger, at der vil vaere fem indlzeggelsesdage forbundet med dette. Be-
handlingen med ibrutinib antager ansgger vil veere forbundet med én indlzeggelsesdag,
mens behandling med BSC, som ligger i den sidste del af sygdommen, vil indebzere 30 ind-
leggelsesdage.

Ansgger har estimeret, at der vil veere fire ambulante kontrolbesgg arligt i forbindelse
med alle behandlingsalternativerne. Estimerede antal indlaeggelsesdage og ambulante be-
sgg for alle behandlinger er vist i Tabel 4.

Tabel 4: Estimerede indlaeggelsesdage og ambulante besgg i forbindelse med behandlingsalter-

nativerne

Behandling Behandlingsstart Kontrolbesgg

Venetoclax + 2 4
obinutuzumab

Chlorambucil + 2 4
obinutuzumab




fludarabin + cyclo- 2 4
fosfamid + rituxi-

mab

venetoclax + rituxi- 5 4
mab

Ibrutinib 1 4
bendamustin + ri- 2 4
tuximab

BSC 30 4

Ansgger estimerer de forskellige ressourcer i forbindelse med hospitalsbesggene ved an-
vendelse af DRG-takster fra 2020. De anvendte takster er vist i Tabel 5.

Tabel 5: Omkostninger til lzagemiddeladministration

Takst [DKK] DRG 2020

Indleeggelsesdage 3.235 17MA98

Ambulante besgg 3.235 17MA98

Ansggers analyse for 3. linjebehandling bygger pd en antagelse om, at alle patienter vil
modtage BSC. Derudover vaelger ansgger yderligere at antage, at BSC i alle tilfzelde vil ko-
ste 50.000 DKK. Ansgger argumenterer med, at det i nogle tilfaelde vil veere dyrere, da
nogle fa patienter vil modtage en allogen stamcelletransplantation, og har derfor valgt at
inkludere en sensitivitetsanalyse, der undersgger, hvilken indflydelse det vil have pd om-
kostningerne, hvis halvdelen af patienterne, der modtager BSC, ogsa vil modtage en allo-
gen stamcelletransplantation.

Sekretariatets vurdering

Ansggers antagelse om, at alle patienter vil modtage BSC som 3. linjebehandling, og at
dette i alle tilfeelde vil koste 50.000 DKK, findes ikke tilstraekkeligt redegjort for eller pa an-
den made dokumenteret. Derfor veelger sekretariatet at ekskludere 3. linjebehandling fra
egen hovedanalyse.

Sekretariatet har konsulteret fagudvalget for at fa valideret hospitalsomkostningerne. Fag-
udvalget mener, at behandlingsopstart i hovedparten af tilfeeldene ikke vil medfgre ind-
leggelse. Derfor bliver indlaeggelsesdage udskiftet med en takst for ambulant kontakt i se-
kretariatets hovedanalyse. Ansggers antagelse om, at alle behandlinger kraever fire kon-
trolbesgg arligt, findes heller ikke i overensstemmelse med dansk klinisk praksis.
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For venetoclax + obinutuzumab og chlorambucil + obinutuzumab forventes patienterne at
have 4 kontrolbesgg i fgrste serie og 9 gange i serie 2-6. For bendamustin + rituximab for-
ventes 12 besgg, for fludarabin + cyclofosfamid + rituximab forventes 6 besgg, og for ibru-
tinib forventes 6 besgg fgrste ar og fire besgg efterfglgende ar.

Sekretariatet ekskluderer 3. linjebehandling fra sekretariatets hovedanalyse. Derudover
andres indleeggelsesdage i forbindelse med behandlingsopstart til at veere en ambulant
kontakt, og antal kontrolbes@g endres til fagudvalgets estimater.

2.2.3  Bivirkningsomkostninger

Ansgger har inkluderet bivirkningsomkostninger. | modellen falder omkostninger til bivirk-
ninger i fgrste cyklus ved behandlingsstart. Denne simplificerede tilgang er valgt, da ansg-
ger argumenterer for, at bivirkninger er en engangsomkostning. De inkluderede bivirk-
ningsfrekvenser er vist i Tabel 6.

| ansggers model benyttes risici for bivirkning af grad 3 eller mere med en forskel pd
mindst 2 % mellem behandlingsarmene. Frekvenserne for bivirkninger ved behandling
med venetoclax + obinutuzumab og chlorambucil + obinutuzumab stammer fra CLL14-stu-
diet. Disse frekvenser antages af ansgger ogsa at vaere repraesentative for behandlingen
med venetoclax + rituximab og benyttes til at veerdisaette omkostningerne forbundet med
disse behandlinger. Til at veerdisaette omkostningerne ved fludarabin + cyclofosfamid + ri-
tuximab, bendamustin + rituximab og ibrutinib-behandling er sandsynligheder for haendel-
serne baseret pa tre forskellige kliniske studier [4-6].

Tabel 6: Rapporterede bivirkningsfrekvenser ved behandlingsalternativerne

Venetoclax + chlorambucil + fludarabin+ bendamustin Ibrutinib

obinutuzumab  obinutuzumab  cyclofosfamid  + rituximab [%]
[%] [%] + rituximab [%)] [%]

Asteni 2,8 0,5 0 0 0
Diarré 3,8 0,5 0 7,0 4,0
Dyspng 2,4 0,5 0 0 0
Febril 5,2 3,7 0 0 1,0
neutropeni
Infusionsrelate- 9,0 10,3 0 0 0

ret reaktion

Leukopeni 2,4 4,7 24,0 48,0 0

Neutropeni 52,8 47,7 34,0 59,0 12,0
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Penumoni 5,7 4,2 0 9,0 0
Sepsis 4,2 1,4 0 1,0 0
Trombocytopeni 13,7 15,0 7,0 14,0 0

Til at estimere, hvilke omkostninger der er forbundet med bivirkningerne, anvender ansg-
ger DRG 2020-takster. | Tabel 7 er de anvendte DRG-takster vist.

Tabel 7: Anvendte DRG-takster til prisseetning af bivirkninger i analysen

Bivirkning Takst [DKK] DRG 2020
Asteni 4.082 23MAO03
Diarré 5.297 06MA11
Dyspng 17.830 04MA23
Febril neutropeni 37.603 16MA03
Infusionsrelateret reaktion 36.312 18MA08
Leukopeni 22.589 16MA10
Neutropeni 37.603 16MAO3
Penumoni 37.050 04MA13
Sepsis 43.180 18MAO01
Trombocytopeni 25.365 16MAQ9

For 3. linjebehandling, som antages altid at besta af BSC, har ansgger yderligere antaget,
at behandlingen i alle tilfaelde vil besta af omkostninger pa 20.000 DKK i forbindelse med
behandling af bivirkninger.

Sekretariatets vurdering

Ansgges antagelse om at inkludere omkostninger pd 20.000 DKK til behandling af bivirk-
ninger ved BSC ekskluderes fra sekretariatets hovedanalyse, da den ikke er argumentere-
ret eller underbygget.

Sekretariatet ekskluderer omkostninger til bivirkninger ved 3. linjebehandling med BSC.
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2.2.4  Patientomkostninger

Patientomkostninger estimeres ud fra en antagelse om, at en patient tilbringer 24 timer
ved en dags hospitalisering, mens et ambulant besgg estimeres at tage tre timer pr. be-
sgg. Til at beregne tidsomkostningen anvender ansgger den gennemsnitlige timelgn for
en Ignmodtager i Danmark efter skat, som af ansgger angives at vaere 179 DKK, jf. Medi-
cinradets veerdisaetning af enhedsomkostninger. Transport til og fra hospitalet i forbin-
delse med bade indleeggelse og ambulante besgg estimeres at koste 100 DKK, jf. Medicin-
radets vaerdisaetning af enhedsomkostninger.

Sekretariatets vurdering

Sekretariatet har aendret i ansggers estimat for hospitalsomkostninger i forbindelse med
behandlingsopstart og kontrolbesgg. Dette medfgrer ogsa eendringer i patientomkostnin-
gerne, da antallet af hospitalsbespg er @ndret. Dette vil blive zendret i sekretariatets ho-
vedanalyse.

Sekretariatet accepterer ans@ggers antagelser for patienttid, men aendrer antallet af hospi-
talsbes@g, sd det er i overensstemmelse med dansk klinisk praksis.

2.3 Fglsomhedsanalyser

Formalet med fglsomhedsanalyserne er at undersgge usikkerhederne i analysen.
Ansgger har udarbejdet en raekke fglsomhedsanalyser, hvor effekten af variation i forskel-
lige parametre undersgges. Fglgende fglsomhedsanalyser er udfgrt:

e  Variation i valg af 2. linjebehandling

e  Variation i omkostningen forbundet med BSC

e  /ndring af prognose for PFS og OS fra den indirekte sammenligning

e /ndring af prognose for 2. linjebehandling

Sekretariatets vurdering

Ansggers fglsomhedsanalyser findes ikke relevante, idet sekretariatet havde flere kritik-
punkter til ansggers hovedanalyse og som fglge heraf har eendret i antagelserne i sekreta-
riatets hovedanalyse. De fglsomhedsanalyser, ansgger har indsendt, er baseret pa anta-
gelser fra hovedanalysen, og vil derfor ikke blive praesenteret.

Sekretariatet veelger ikke at praesentere ansggers fglsomhedsanalyser, men tilfgjer en fol-
somhedsanalyse, der undersgger variation af den gennemsnitlige patientveegt.



2.4 Opsummering af basisantagelser

| Tabel 8 opsummeres basisantagelserne for ansggers hovedanalyse sammenlignet med
de @ndringer, som sekretariatet har lavet i egen hovedanalyse.

Tabel 8: Basisantagelser for ansggers og sekretariatets hovedanalyse

Basisantagelser Ansgger Sekretariatet

Tidshorisont 30 ar (livstid) 30 ar (livstid)

Diskonteringsrate 4% 4%

Inkluderede omkostninger Laegemiddelomkostninger  Leegemiddelomkostninger
Hospitalsomkostninger Hospitalsomkostninger

Bivirkningsomkostninger Bivirkningsomkostninger

Patientomkostninger Patientomkostninger
Behandlingslinje 1. linje behandling 1. linjebehandling
2. linje behandling 2. linjebehandling

3. linjebehandling

2. linjebehandling:

e Efter kemoimmunterapi: Ibrutinib 50 % ibrutinib, 50 % ve-
netoclax + rituximab

«  Efter Venetoclax + obinutuzumab  /Prutinib Ibrutinib

. L. + 1 1 + . .
e Efter ibrutinib Venetoclax + rituximab Venetoclax + rituximab

Parametriske funktioner for PFS
Venetoclax + obinutuzumab:

Chlorambucil + obinutuzumab:

Parametriske funktioner for OS

Venetoclax + obinutuzumab:

Chlorambucil + obinutuzumab:

HR 1. linje for komparatorer: (PFS; OS) (PFS/0S)
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Fludarabin + cyclofosfamid + rituximab

Bendamustin + rituximab

Ibrutinib

HR 2. linje for komparatorer:
Fludarabin + cyclofosfamid + rituximab

Bendamustin + rituximab

Ibrutinib

(PFS; 0S)

(PFS; 0S)

Inkludering af spild

Nej

Nej
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3. Resultater

3.1 Resultatet af sekretariatets hovedanalyse

Sekretariatets hovedanalyse bygger pd samme antagelser som ansggers hovedanalyse,
men med fglgende justeringer:

e /ndringivalg af 2. linjebehandling

e  Ekskludering af 3. linjebehandling

e /ndring i hospitalskontakt i forbindelse med behandlingsopstart

e /Endring af antal kontrolbesgg

e Administrationsform for fludarabin sendres til p.o.

e Administrationsform for cyclofosfamid aendres til p.o.

For patienter uden deletion 17p/p53-mutation bliver den inkrementelle omkostning pr.
patient ca. - DKK ved sammenligning med chlorambucil + obinutuzumab, -
DKK ved sammenligning med fludarabin, cyclofosfamid + rituximab og - DKK ved
sammenligning med bendamustin + rituximab i sekretariatets hovedanalyse. Udfgres ana-
lysen med AIP bliver den inkrementelle omkostning pr. patient ca. 135.000 DKK ved sam-
menligning med chlorambucil + obinutuzumab, 257.000 DKK ved sammenligning med flu-
darabin + cyclofosfamid + rituximab og 209.000 ved sammenligning med bendamustin +
rituximab.

Resultaterne fra sekretariatets hovedanalyse praesenteres i Tabel 9, Tabel 10 og Tabel 11.

Tabel 9: Resultatet af sekretariatets hovedanalyse ved sammenligning med chlorambucil + obinut-

uzumab, DKK, diskonterede tal

Venetoclax + Chlorambucil + Inkrementelle omkost-
obinutuzumab obinutuzumab ninger [DKK]
Leegemiddelomkost- I I I
ninger
Hospitalsomkostnin- 384.987 193.407 191.579
ger
Patientomkostninger 72.876 35.790 37.086

2. linjebehandling I I I
Totale omkostninger | N NS I I

Tabel 10: Resultatet af sekretariatets hovedanalyse ved sammenligning med fludarabin + cyclo-fos-
famid + rituxi-mab, DKK, diskonterede tal

Venetoclax + Fludarabin + cyclofos-  Inkrementelle omkost-

obinutuzumab famid + rituximab ninger [DKK]
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Leegemiddelomkost- I I I

ninger

Hospitalsomkostnin- 384.987 91.282 293.705
ger

Patientomkostninger 72.876 17.643 55.234

2. linjebehandling I I I
Totale omkostninger | SN I I

Tabel 11: Resultatet af sekretariatets hovedanalyse ved sammenligning med bendamustin + rituxi-
mab, DKK, diskonterede tal

Venetoclax + Bendamustin + rituxi-  Inkrementelle omkost-
obinutuzumab mab ninger [DKK]
Leegemiddelomkost- ] ] ]
ninger
Hospitalsomkostnin- 384.987 78.391 306.595
ger
Patientomkostninger 72.876 10.954 61.922

2. linjebehandling

Totale omkostninger [ N EEEEEA I I
For patienter med deletion 17p/p53-mutation bliver den inkrementelle omkostning pr.

patient ca. _ DKK i sekretariatets hovedanalyse, se Tabel 12. Udfgres analysen
med AIP, bliver den inkrementelle omkostning pr. patient ca. -1,6 mio. DKK.

Tabel 12: Resultatet af sekretariatets hovedanalyse for patienter ved sammenligning med ibrutinib,
DKK, diskonterede tal

Venetoclax + Ibrutinib Inkrementelle omkost-
obinutuzumab ninger [DKK]
Leegemiddelomkost- ] ] ]
ninger
Hospitalsomkostnin- 236.952 100.621 136.331
ger
Patientomkostninger 43.615 22.414 21.201
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2. linjebehandling _ - -
Totale omkostninger [ N RSN I I

3.1.1 Resultatet af sekretariatets fglsomhedsanalyser

Ved samme antagelser som i sekretariatets hovedanalyse for meromkostninger udfgrer
sekretariatet en fglsomhedsanalyse for gennemsnitlig patientvaegt, se Tabel 13.

Tabel 13: Resultatet af sekretariatets fglsomhedsanalyse sammenlignet med hovedanalysen, DKK

Scenarie Inkrementelle omkostninger

Resultatet af hovedanalysen

Forggelse af gennemsnitlig patientvaegt til 85 kg -
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4. Budgetkonsekvenser

Budgetkonsekvenserne pr. ar er baseret pa antagelsen om, at venetoclax + obinutuzumab
vil blive anbefalet som standardbehandling. Man ser derfor pa to scenarier:

e Venetoclax + obinutuzumab bliver anbefalet som standardbehandling af Medi-
cinradet til indikationen, som denne analyse omhandler.
e Venetoclax + obinutuzumab bliver ikke anbefalet som standardbehandling.

Budgetkonsekvenserne bliver differencen mellem budgetkonsekvenserne i de to scena-

rier.

4.1  Ansggers estimat af patientantal og markedsandel

Budgetkonsekvensanalysen er baseret pa de samme input og antagelser som ansggers ho-
vedanalyse, bortset fra at patient- og transportomkostninger er blevet ekskluderet fra
analysen.

Ansgger estimerer behandlingsvalg i 1. linje ud fra patienternes alder og tilstand. Ansgger
antager pa baggrund af den landsdaekkende LYFO-database, at 25 % af patienterne er un-
der 65 ar.

Det antages af ansgger, at andelen af patienter uden deletion 17p/p53-mutation, der har
god almen tilstand, ligger pa 50 %. Det antages at andelen af patienter, der er under 65 ar
og som har god almen tilstand, udggr 25 % af den samlede population og vil blive behand-
let med fludarabin, cyclofosfamid + rituximab, mens patienter med god almen tilstand
over 65 ar behandles med bendamustin + rituximab. De resterende 50 % af patienterne
med deletion 17p/p53-mutation antages at blive behandlet med chlorambucil + obinut-
uzumab.

For patienter med deletion 17p/p53-mutation antager ansgger, at 100 % af patienterne vil
blive behandlet med ibrutinib i 1 linje.

Pa baggrund af Medicinradets protokol, antager ansgger, at 150 patienter arligt er kandi-
dater til 1. linjebehandling. Ud af disse patienter vil 135 vaere uden deletion 17p/p53-mu-
tation, mens de resterende 15 har mutationen. Ansggers estimat af markedsoptag er vist i
Tabel 14 og Tabel 15.

Tabel 14: Ansggers estimat af patientantal for patienter uden deletion 17p/p53-mutation
Ar1 Ar2 Ar3 Ara Ars

Uden deletion17p/p53-mutation med anbefaling

Venetoclax + 81 81 81 81 81
obinutuzumab

Chlorambucil + 7 7 7 7 7
obinutuzumab
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Bendamustin + 14 14 14 14 14
rituximab

Fludarabin + cy- 34 34 34 34 34
clofosfamid +

rituximab

Uden deletion17p/p53-mutation uden anbefaling

Venetoclax + 0 0 0 0 0
obinutuzumab

Chlorambucil + 68 68 68 68 68
obinutuzumab

Bendamustin + 34 34 34 34 34
rituximab

Fludarabin + cy- 34 34 34 34 34
clofosfamid + ri-

tuximab

Tabel 15: Ansg@gers estimat af patientantal for patienter med deletion 17p/p53-mutation

Ar1 Ar2 Ar3 Ara Ars

Med deletion17p/p53-mutation med anbefaling

Venetoclax + 12 12 12 12 12
obinutuzumab

Ibrutinib 3 3 3 3 3

Venetoclax + 0 0 0 0 0
obinutuzumab

Ibrutinib 15 15 15 15 15

Sekretariatets vurdering

Sekretariatet har konsulteret fagudvalget i forhold til ansggers estimater omkring mar-
kedsoptag og andrer disse estimater sa de svarer til dansk klinisk praksis, se Tabel 16 og
Tabel 17.

| Medicinradets vurderingsrapport for venetoclax + obinutuzumab fremhaeves patienter
der er IGHV-umuterede som dem de patienter der har bedst gavn af behandlingen. Pati-
enterne vurderes ikke at have bedre gavn af behandlingen end de der er IGHV-muterede,



men kemoimmunterapi vurderes at vaere en mindre effektiv behandling til denne gruppe.
| vurderingsrapporten estimerer fagudvalget at ca. 60 % af patienterne uden deletion
17p/p53-mutation er IGHV-umuterede, hvilket svare til ca. 80 patienter. Sekretariatet ud-
fgrer en fglsomhedsanalyse af budgetkonsekvensanalysen, hvor patientantallet vil veere
svarende til antallet af patienter der er IGHV-umuterede.

Tabel 16: Sekretariatets estimat af patientantal for patienter uden deletion 17p/p53-mutation
Ar1 Ar2 Ar3 Ara Ars

Uden deletion17p/p53-mutation med anbefaling

Venetoclax + 81 81 81 81 81
obinutuzumab

Chlorambucil + 14 14 14 14 14
obinutuzumab

Bendamustin + 34 34 34 34 34
rituximab
Fludarabin + cy- 7 7 7 7 7
clofosfamid +
rituximab

Uden deletion17p/p53-mutation uden anbefaling
Venetoclax + 0 0 0 0 0

obinutuzumab

Chlorambucil + 34 34 34 34 34
obinutuzumab

Bendamustin + 88 88 88 88 88
rituximab
Fludarabin + cy- 14 14 14 14 14

clofosfamid +
rituximab

Tabel 17: Sekretariatets estimat af patientantal for patienter med deletion 17p/p53-mutation.

Ar1 Ar2 Ar3 Ara Ars

Med deletion17p/p53-mutation med anbefaling

Venetoclax + 11 11 11 11 11
obinutuzumab

Ibrutininb 4 4 4 4 4
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Med deletion17p/p53-mutation uden anbefaling

Venetoclax + 0 0 0 0 0
obinutuzumab

Ibrutinib 15 15 15 15 15

4.2  Sekretariatets budgetkonsekvensanalyse

Sekretariatet har korrigeret fglgende estimater i sin budgetkonsekvensanalyse i forhold til
ansggers budgetkonsekvensanalyse:

e Baseres pa sekretariatets hovedanalyse

e /ndret markedsandele for patienter uden deletion 17p/p53-mutation

Sekretariatet estimerer, at anvendelse af venetoclax + obinutuzumab vil resultere i bud-

getkonsekvenser pa ca. - DKK i &r 5 for patienter uden deletion 17p/p53-mutation.
Resultatet er praesenteret i Tabel 18.

Hvis analysen udfgres med AIP, bliver budgetkonsekvenserne ca. 61 mio. DKK i ar 5.

Tabel 18: Sekretariatets analyse af totale budgetkonsekvenser for patienter uden deletion
17p/p53-mutation, mio. DKK, ikke-diskonterede tal

Ar1 Ar2 Ar3 Ara Ars

Anbefales

Anbefales ikke . . . . .

Totale budgetkonse-
kvenser

Sekretariatet estimerer, at anvendelse af venetoclax + obinutuzumab vil resultere i bud-
getkonsekvenser pad ca. - DKK i ar 5 for patienter med deletion 17p/p53-mutation.

Resultatet er praesenteret i Tabel 19.

Hvis analysen udfgres med AIP, bliver budgetkonsekvenserne ca. -10 mio. DKK i ar 5.
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Tabel 19: Sekretariatets analyse af totale budgetkonsekvenser for patienter med deletion
17p/p53-mutation, mio. DKK, ikke-diskonterede tal

Ar1 Ar2 Ar3 Ara Ars

Anbefales I . . .

Anbefales ikke I . . .

Totale budgetkonse- |
kvenser

4.2.1 Resultatet af félsomhedsanalyse af budgetkonsekvensanalysen

Sekretariatet estimerer, at anvendelse af venetoclax + obinutuzumab til patienter, der er
IGHV-umuterede og er uden deletion 17p/p53-mutation, vil resultere i budgetkonsekven-
ser pa ca. - DKK i &r 5. Resultatet er praesenteret i Tabel 20.

Tabel 20: Sekretariatets fglsomhedsanalyse af totale budgetkonsekvenser for patienter uden de-

letion 17p/p53-mutation, der er IGHV-umuterede, mio. DKK, ikke-diskonterede tal

Ar1 Ar2 Ar3 Ara Ars

Anbefales . . . .

Anbefales ikke

Totale budgetkonse- . . . .
kvenser
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5. Diskussion

Resultatet af hovedanalysen viser, at der er omkostninger forbundet med en anbefaling af
venetoclax + obinutuzumab i 1. linje. Omkostningerne i analysen er i hgj grad drevet af de
hgjere leegemiddelpriser. Analysen tager hgjde for, at behandlingen i 2. linje zndres, hvis
venetoclax + obinutuzumab gives i 1. linje. £ndringer af, hvilke behandlinger der veelges i

de efterfglgende linjer, har stor indflydelse pa analysens resultat.



6.

Side 31/34

Referencer

Fischer K, Al-Sawaf O, Bahlo J, Fink AM, Tandon M, Dixon M, et al. Venetoclax and
obinutuzumab in patients with CLL and coexisting conditions. N Engl ] Med.
2019;380(23):2225-36.

Chen P-H, Ho C-L, Lin C, Wu Y-Y, Huang T-C, Tu Y-K, et al. Treatment Outcomes of
Novel Targeted Agents in Relapse/Refractory Chronic Lymphocytic Leukemia: A
Systematic Review and Network Meta-Analysis. J Clin Med [internet]. 2019 [citeret
2. oktober 2020];8(5):737. Tilgeengelig fra:
https://pubmed.ncbi.nlm.nih.gov/31126075/

Danmarks Statistik. Statistikbanken [internet]. [citeret 4. september 2020].
Tilgeengelig fra: https://www.statistikbanken.dk/HISB8

Hallek M, Fischer K, Fingerle-Rowson G, Fink AM, Busch R, Mayer J, et al. Addition
of rituximab to fludarabine and cyclophosphamide in patients with chronic
lymphocytic leukaemia: A randomised, open-label, phase 3 trial. Lancet [internet].
2010 [citeret 29. september 2020];376(9747):1164-74. Tilgeengelig fra:
https://pubmed.ncbi.nim.nih.gov/20888994/

Eichhorst B, Fink AM, Bahlo J, Busch R, Kovacs G, Maurer C, et al. First-line
chemoimmunotherapy with bendamustine and rituximab versus fludarabine,
cyclophosphamide, and rituximab in patients with advanced chronic lymphocytic
leukaemia (CLL10): an international, open-label, randomised, phase 3, non-
inferiority trial. Lancet Oncol [internet]. 2016 [citeret 29. september
2020];17(7):928-42. Tilgaengelig fra: https://pubmed.ncbi.nim.nih.gov/27216274/

Barr PM, Robak T, Owen C, Tedeschi A, Bairey O, Bartlett NL, et al. Sustained
efficacy and detailed clinical follow-up of first-line ibrutinib treatment in older
patients with chronic lymphocytic leukemia: Extended phase 3 results from
RESONATE-2. Haematologica [internet]. 2018 [citeret 29. september
2020];103(9):1502-10. Tilgeengelig fra:
https://pubmed.ncbi.nlm.nih.gov/29880603/



7. Bilag

7.1 Resultatet af ansggers hovedanalyse

| ansggers hovedanalyse bliver den inkrementelle omkostning pr. patient - DKK
ved sammenligning med GCbl6, - DKK ved sammenligning med fludarabin, cyclo-
fosfamid + rituximab og - DKK ved sammenligning med bendamustin + rituximab
over en tidshorisont pa 30 ar. Resultaterne fra ansggers hovedanalyse er praesenteret i
Tabel 21.

Tabel 21: Resultatet af ansggers hovedanalyse for patienter uden deletion 17p/p53-mutation,
DKK

Omkostning [DKK] Inkrementelle omkostninger [DKK]

Venetoclax + rituximab

Chlorambucil + obinutuzumab

Fludarabin + cyclofosfamid +
rituximab

Bendamustin + rituximab

For patienter med deletion 17p/p53-mutation bliver de inkrementelle omkostninger

DS

Tabel 22: Resultatet af ansggers hovedanalyse for patienter med deletion 17p/p53-mutation,
DKK.

Omkostning [DKK] Inkrementelle omkostninger [DKK]

Venetoclax + rituximab _ :

lbrutinib I I

7.2  Ansggers budgetkonsekvensanalyse

Ansgger har inkluderet de samme omkostninger i budgetkonsekvensanalysen, som er in-
kluderet i omkostningsanalysen.

Med de ovenstdende antagelser om patientantal og markedsandel estimerer ansgger, at
anvendelse af venetoclax vil resultere i budgetkonsekvenser pa ca. - DKKiar 5 for
patienter uden deletion 17p/p53-mutation, mens de bliver ca. - DKK for
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patienter med deletion 17p/p53-mutation. Ansggers estimat af budgetkonsekvenserne
fremgar af Tabel 23 og Tabel 24.

Tabel 23: Ansggers hovedanalyse for totale budgetkonsekvenser for patienter uden deletion

17p/p53-mutation, mio. DKK

Ar1 Ar2 Ar3 Ara Ars

Anbefales . . . . -

Anbefales ikke . . . . -

Totale budgetkonse- - - - . .

kvenser

Tabel 24: Ansggers hovedanalyse for totale budgetkonsekvenser for patienter med deletion

17p/p53-mutation, mio. DKK

Ar1 Ar2 Ar3 Ara Ars

Anbefales I

Anbefales ikke I . . . .

Totale budgetkonse- . . . . -

kvenser
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Forhandlingsnotat

Dato for behandling i 18.11.2020
Medicinradet

Leverandgr Abbvie
Leegemiddel Venetoclax (venclyxto)
Ansggt indikation Venclyxto i kombination med obinutuzumab er indiceret til behandling af

tidligere ubehandlet kronisk lymfatisk leukaemi (CLL) hos voksne patienter.

Forhandlingsresultat

Amgros har opndet fglgende pris pa venetoclax:

Laegemiddel Styrke/dosis Pakningsstgrrelse AIP Forhandlet Rabatprocent

SAIP ift. AIP

Venetoclax 100 mg 112stk. 4001034 | B

Venetoclax er daekket af en kontrakt, der Igber indtil d. 31.3.2021. Der er netop blevet publiceret et udbud
med kontraktstart d. 1.4.2021 og et ar frem.

Leverandgren vurderer, at prisen, der er geeldende i dag, er rimelig ift. den ansggte indikation og derfor
tilbyder de ikke en ny pris.
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Vurdering af forhandlingsresultatet
Klinisk spgrgsmal 1:

Det er Amgros’ vurdering, at vi ikke har opnaet den bedst mulige pris. Denne vurdering baserer vi pa
fglgende punkter:

Klinisk spgrgsmal 2:

Det er Amgros’ vurdering, at vi pa nuvaerende tidspunkt har opndet den bedste pris i relation til
sammenligningen med ibrutinib. Denne vurdering baserer vi pa fglgende punkter:

Leverandgren giver udtryk for, at de vil byde ind med en bedre pris i udbuddet.

Konklusion
Amgros vurderer, at vi ikke har opnaet den bedst mulige pris pa venetoclax, til det ene kliniske spgrgsmal.

Relation til markedet

Nedenstdende tabel viser leegemiddelpriserne for de forskellige behandlingskombinationer til CLL over 48
uger. Doseringerne er baseret pa laegemidlernes SPC.

Venetoclax alene

Pris venetoclax +
obinutuzumab

Ibrutinib

Chlorambucil +
obinutuzumab
Bendamustin + rituximab

Fludarabin + cyclofosfamid +
rituximab

w

2/
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Status fra andre lande

Sverige (TLV) har godkendt denne kombination (august 2020) til udvalgte patienter populationer.
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Fra: Pernille Winther Johansen

Til: Eskildsen, Lars

Cc: Karen Kleberg Hansen
Emne: SV: Venetoclax ansggning
Dato: 10. november 2020 08:38:39

Vedhaeftede filer: image001.png

Kaere Lars,

Tak for dine kommentarer til vurderingsrapport og sundhedsgkonomisk vurdering. Vi er enige i
punkterne med undtagelse af din kommentar til budgetkonsekvensanalysen. Det estimat du
skriver | kommer frem til, er for en 5 arig periode, mens den sundhedsgkonomiske
afrapportering angiver budgetkonsekvenserne i ar 5. Dog har vi rettet, sa det angives at
venetoclax medfgrer en besparelse pa 10 mio. i ar 5 og ikke en omkostning.

Som navnt i en tidligere mail, sa bedes du indsende det tekniske dokumentet med markeringer
af fortrolig information, da det vil blive offentliggjort. Der er deadline for dette i dag.

Med venlig hilsen

Pernille Winther Johansen
Sundhedsgkonom
Cand.scient.med

+4551 16 59 62
pwj@medicinraadet.dk

Medicinradet

Dampfeaergevej 27-29, 3. th.

2100 Kgbenhavn @

+45 70103600
medicinraadet@medicinraadet.dk

www.medicinraadet.dk

Medicinradets behandling af personoplysninger
Nar du har kontakt med Medicinradet (f.eks. nar du sender en e-mail til 0s), indsamler og behandler vi dine personoplysninger
(f.eks. kontaktoplysninger i form af navn, e-mailadresse, titel/stilling mv.) | Medicinradets persondatapolitik finder du mere

information om Medicinradets behandling af personoplysninger, dine rettigheder og oplysninger om, hvordan du kan kontakte os.

Fra: Eskildsen, Lars <lars.eskildsen@abbvie.com>
Sendt: 28. oktober 2020 13:08

Til: Pernille Winther Johansen <pwj@medicinraadet.dk>
Cc: Karen Kleberg Hansen <kkh@medicinraadet.dk>
Emne: RE: Venetoclax ansggning

Hej Pernille,
Mange tak for din besked — jeg kigger pa det og vender tilbage sa hurtigt som muligt.

Mvh. Lars
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mailto:kkh@medicinraadet.dk
mailto:pwj@medicinraadet.dk
mailto:medicinraadet@medicinraadet.dk
http://www.medicinraadet.dk/
http://medicinraadet.dk/om-os/persondatapolitik
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From: Pernille Winther Johansen <pwj@medicinraadet.dk>
Sent: 23. oktober 2020 15:11
To: Eskildsen, Lars <lars.eskildsen@abbvie.com>

Cc: Karen Kleberg Hansen <kkh@medicinraadet.dk>
Subject: [EXTERNAL] Venetoclax ansggning

Kaere Lars,

Jeg skriver til dig for at ggre opmaerksom pa, at det tekniske dokument der er en del af den
sundhedsgkonomiske ansggning til Medicinradet, vil blive offentliggjort nar der er truffet
beslutning for venetoclax.

Pa nuveerende tidspunkt er der ikke lavet nogle markeringer i det tekniske dokument, der
indikerer at der er tale om fortrolig information. Hvis der er dele af det tekniske dokument i
mener er fortrolig information som | ikke gnsker bliver offentliggjort, skal | sende en version af
den tekniske rapport, hvor | tydeligt markerer (gerne med gul overstregning) hvad i anser for
fortroligt, og sa vil vi sgrge for at censurere disse dele inden offentligggrelse.

Med venlig hilsen

Pernille Winther Johansen
Sundhedsgkonom
Cand.scient.med

+4551 16 59 62
pwj@medicinraadet.dk

Medicinradet

Dampfaergevej 27-29, 3. th.

2100 Kgbenhavn @

+45 70 10 36 00
medicinraadet@medicinraadet.dk
www.medicinraadet.dk

Medicinradets behandling af personoplysninger
Nar du har kontakt med Medicinradet (f.eks. nar du sender en e-mail til 0s), indsamler og behandler vi dine personoplysninger

(f.eks. kontaktoplysninger i form af navn, e-mailadresse, titel/stilling mv.) | Medicinradets persondatapolitik finder du mere

information om Medicinradets behandling af personoplysninger, dine rettigheder og oplysninger om, hvordan du kan kontakte os.
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Fra: Eskildsen, Lars

Til: Karen Kleberg Hansen

Cc: Pernille Winther Johansen; Tarang Sharma

Emne: RE: Hgring over udkast til vurdering af lsegemidlets vaerdi og sundhedsgkonomisk afrapportering for venetoclax
i kombination med obinutuzumab

Dato: 27. oktober 2020 09:22:29

Vedhaeftede filer: image002.png
image004.ipg
image005.ipg

Kaere Karen,

Jeg vil gerne benytte lejligheden til at takke for et godt samarbejde vedr vores ansggning.

Vi har et par enkelte kommentarer, men ikke nogen jeg mener vil fa indflydelse pa den kliniske
vurdering.

Medicinradets vurdering:
e Side 18 —afsnit 5.1.5 ”"Det vil i dag enten vaere venetoclax + obinutuzumab eller ibrutinib,
som er henholdsvis en to-arig eller kontinuert behandling", der burde nok sta venetoclax +
rituximab?

Sundhedsgkonomiske vurdering:

e Side 4 - Abbvie har forsggt at genskabe resultaterne af de sundhedsgkonomiske
beregninger, og kommer frem til lignede resultater for omkostningerne over 30 ar per
patient. For subpopulationen med 17p/TP53, estimerer Medicinradet en besparelse per
patient pa -1,6 mio. kr., men estimere en positiv budget konsekvens pa 10 mio. kr. over 5 ar.
Abbvie estimerer med samme antagelser som Medicinradet, en besparelse pa -23,5 mio. kr.
over 5 ar.

e Side 25 —tabel 14: behandlingen star som venetoclax+rituximab og ikke venetoclax +
obinutuzumab, vi antager det er en fejl

e Side 26 —tabel 15: behandlingen star som venetoclax+rituximab og ikke venetoclax +
obinutuzumab, vi antager det er en fejl

Mvh. Lars

Hilsen/Best Regards

LARS ESKILDSEN
Head of Market Access Denmark

Emdrupvej 28 C

2100 Kgbenhavn @

Denmark

MAIN  +4572 302028

DIRECT +4542 1428 55

EMAIL |ars.eskildsen@abbvie.com

www.abbvie.dk
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This communication may contain information that is proprietary, confidential, or exempt from disclosure. If you are not the intended
recipient, please note that any other dissemination, distribution, use or copying of this communication is strictly prohibited. Anyone
who receives this message in error should notify the sender immediately by telephone or by return e-mail and delete it from his or her
computer.

From: Karen Kleberg Hansen <kkh@medicinraadet.dk>

Sent: 9. oktober 2020 15:36

To: Eskildsen, Lars <lars.eskildsen@abbvie.com>

Cc: Pernille Winther Johansen <pwj@medicinraadet.dk>; Tarang Sharma <TSH@medicinraadet.dk>
Subject: [EXTERNAL] Haring over udkast til vurdering af laegemidlets vaerdi og sundhedsgkonomisk
afrapportering for venetoclax i kombination med obinutuzumab

Keere Lars

Vedhaftet er udkast til Medicinradets vurdering af laegemidlets veerdi og sundhedsgkonomisk
afrapportering for venetoclax i kombination med obinutuzumab.

Medicinrddet drgfter vurderingen af laegemidlets vaerdi og modelantagelserne for den
sundhedsgkonomiske afrapportering den 21. oktober. | far besked fra sekretariat, hvis Radet har
endringer til vurderingen.

| har i alt 20 dage til at sende eventuelle bemaerkninger til kategoriseringen af laegemidlets vaerdi
og den sundhedsgkonomiske afrapportering. Jeres frist for at indgive hgringssvar er derfor den
28. oktober. | er selvfglgelig velkomne til at sende eventuelle bemaerkninger inden denne dato. |
ma ogsa gerne meddele, hvis | ikke har kommentarer til kategoriseringen.

Vurderer sekretariatet og fagudvalget, at jeres hgringssvar giver anledning til at revurdere
kategoriseringen af leegemidlets veerdi, skal Radet drgfte vurderingen igen. Det vil med
overvejende sandsynlighed udskyde tidspunktet for Radets drgftelse af anbefalingen.

Jeres eventuelle hgringssvar indgar i det materiale, som bliver fremlagt for Medicinradet i
forbindelse med behandlingen af anbefalingen. Jeres eventuelle hgringssvar bliver offentliggjort
sammen med anbefalingen.

Mvh
Karen

Karen Kleberg Hansen
Sundhedsvidenskabelig specialkonsulent
Cand.scient., ph.d.
kkh@medicinraadet.dk

+45 3034 46 36
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Medicinradets behandling af personoplysninger
Nar du har kontakt med Medicinradet (f.eks. nar du sender en e-mail til 0s), indsamler og behandler vi dine personoplysninger (f.eks.

kontaktoplysninger i form af navn, e-mailadresse, titel/stilling mv.) | Medicinradets persondatapolitik finder du mere information om
Medicinradets behandling af personoplysninger, dine rettigheder og oplysninger om, hvordan du kan kontakte os.
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Om Medicinradet

Medicinradet er et uathengigt rad etableret af Danske Regioner.

Medicinradet vurderer, om nye leegemidler og indikationsudvidelser skal anbefales som mulig standardbehandling.
Medicinradet udarbejder ogsé behandlingsvejledninger og rekommandationer for anvendelse af medicin pa
sygehusene. Derudover kan Medicinradet tage andre typer sager op, der handler om medicinanvendelse.

Om vurderingsrapporten

Vurderingsrapporten indeholder Medicinradets vurdering af, hvilken vaerdi leegemidlet har for patienten i forhold til
nuvarende standardbehandling.

Verdien for patienten og omkostningerne for samfundet danner grundlaget for Medicinradets beslutning om,
hvorvidt legemidlet anbefales som mulig standardbehandling. Dette sammenfatter vi i Medicinradets anbefaling
vedr. legemidlet.

Lagemidlet er vurderet efter Handbog for Medicinrddets proces og metode vedr. nye leegemidler og
indikationsudvidelser, som du kan finde pa Medicinradets hjemmeside under siden Metoder.

Godkendt af Medicinradet den 21. oktober 2020
Dokumentnummer 97916
Versionsnummer 1.1

© Medicinradet, 2020. Publikationen kan frit refereres med tydelig kildeangivelse.
Medicinradet, Dampfaergevej 27-29, 3. th., 2100 Kebenhavn @
www.medicinraadet.dk

Sprog: dansk

Format: pdf
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1 Medicinradets konklusion

Medicinradet finder, at veerdien af venetoclax + obinutuzumab sammenlignet med kemoimmunterapi ikke
kan kategoriseres i henhold til Medicinradets metoder hos patientpopulationen uden dell7p/TP53-mutation.
Evidensens kvalitet er meget lav.

Mengden og typen af bivirkninger for venetoclax + obinutuzumab er sammenlignelig med chlorambucil +
obinutuzumab, mens bivirkningsprofilen for venetoclax + obinutuzumab er at foretraekke i sammenligning
med bade bendamustin + rituximab og fludarabin + cyclofosfamid + rituximab.

Baseret pa data for PFS, vurderer Medicinradet, at der med venetoclax + obinutuzumab er en
behandlingsgevinst i subpopulationen af patienter, der er IGHV-umuterede sammenlignet med
kemoimmunoterapi.

Medicinradet finder, at vaerdien af venetoclax + obinutuzumab sammenlignet med ibrutinib ikke kan
kategoriseres i henhold til Medicinradets metoder hos patientpopulationen med dell7p/TP53-mutation.
Evidensens kvalitet er meget lav.

Mazngden og typen af bivirkninger er sammenlignelig for de to behandlinger, og data for effekt giver ikke
anledning til at skelne mellem de to behandlinger, som Medicinradet derfor betragter som klinisk ligestillede
behandlingsalternativer.

Medicinridet kategoriserer lzegemidlers veerdi i en af folgende kategorier:

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

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

* Lille mervaerdi: 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.

* Mervzerdi af ukendt sterrelse: Der er pavist en forbedring i forhold til gaeldende standardbehandling, men
storrelsen af forbedring kan ikke bestemmes. Lagemidlets mervardi er som minimum lille, men kunne ogsé vaere

moderat eller stor.

* Ingen dokumenteret mervaerdi: Der er ikke pavist en mervaerdi i forhold til geeldende standardbehandling.
Omvendt tyder den tilgeengelige evidens heller ikke p4, at der er en negativ verdi.

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

* Samlet veerdi kan ikke kategoriseres: Pa grund af usikkerheder omkring effektforhold er det ikke muligt at
kategorisere legemidlets samlede vardi.
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Medicinridet vurderer kvaliteten af de data, der ligger til grund for vurderingen af laegemidlet (evidensens
kvalitet) i en af folgende GRADE-kategorier:

* Haj: Nye studier vil med meget lav sandsynlighed @ndre konklusionen.
* Moderat: Nye studier vil med lav sandsynlighed e&ndre konklusionen.
* Lav: Nye studier vil med moderat sandsynlighed @ndre konklusionen.

* Meget lav: Nye studier vil med hgj sandsynlighed @ndre konklusionen.
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2 Begreber og forkortelser

Cl

CIRS
CLL
EMA
EPAR
FISH
GRADE

HR
ITT
iwCLL
OR
PFS
PP
R-FC

SMD
VEN-O

Konfidensinterval

Cumulative Illness Rating Scale

Kronisk lymfatisk leukaemi

Det Europziske Legemiddelagentur (European Medicines Agency)
FEuropean Public Assessment Report

Fluorescens in situ hybridisering

System til at vurdere evidens (Grading of Recommendations, Assessment, Development and
Evaluation)

Hazard ratio

Intention to treat

International Workshop on Chronic Lymphocytic Leukemia
Od(ds ratio

Progressionsfri overlevelse

Per-protocol

Fludarabin, cyclofosfamid i kombination med rituximab
Relativ risiko

Standardized Mean Difference

Venetoclax 1 kombination med obinutuzumab
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3 Introduktion

Formélet med Medicinrddets vurdering af venetoclax i kombination med obinutuzumab til behandling af
tidligere ubehandlede patienter med kronisk lymfatisk leukeemi (CLL) er at vurdere den veerdi, leegemidlet
har sammenlignet med dansk standardbehandling.

Vurderingen er udarbejdet, fordi Medicinradet har modtaget en endelig ansggning fra Abbvie. Vi modtog
ansggningen den 12. august 2020.

De kliniske sporgsmal er:

Klinisk spergsmal 1:

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med cytostatika i kombination
med et anti-CD20-antistof for patienter med tidligere ubehandlet kronisk lymfatisk leukcemi uden
deletionl7p/p53-mutation?

Klinisk spergsmal 2:

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med ibrutinib for patienter
med tidligere ubehandlet kronisk lymfatisk leukcemi med deletionl 7p/p53-mutation?

3.1 Kronisk lymfatisk leukaemi

Kronisk lymfatisk leukaemi (CLL) er en heematologisk kreeftsygdom, som opstar i kroppens B-lymfocytter
og pavirker deres regulering af celledeling og celledad. Det forer til en ophobning af B-lymfocytter bl.a. i
knoglemarv, lymfeknuder, milt og blod. B-lymfocytternes normale funktioner bliver herved svekket,
ligesom funktionen af knoglemarvens andre celler kan blive pavirket. Symptomerne hos patienter med
kronisk lymfatisk leukeemi er relaterede hertil og omfatter typisk heevede lymfeknuder, forsterret milt,
blodmangel, treethed, uforklarlig feber, veegttab og eget infektionstendens.

CLL er den almindeligste leukaemi i de vestlige lande og udger ca. 30 % af samtlige leukeemier [1].
Incidensen er i Danmark ca. 6-7 pr. 100.000 indbyggere pr. ar, og der registreres ca. 450-500 nye tilfelde om
aret i Danmark [2]. Ifalge Kraeftens Bekaeempelses database lever ca. 4.000 patienter med sygdommen i
Danmark [3]. Medianalderen er ved diagnose 70 ér, og dobbelt s& mange mand som kvinder far diagnosen
[1,2].

CLL er ofte asymptomatisk pa diagnosetidspunktet og kan blive opdaget tilfeeldigt efter en blodpreve.
Diagnosen stilles ved konstatering af persisterende (vedvarende) lymfocytose, defineret som > 5 mia.
monoklonale B-lymfocytter pr. liter blod i tre méneder eller derover. Pa diagnosetidspunktet foretages en
vurdering af sygdomsstadie (baseret pa sygdomsudbredelse, Binet-stadieinddeling) og sygdommens
aggressivitet (risikoprofil pa baggrund af cytogenetiske forandringer og immunoglobulin heavy-chain
variable region (IGHV)-mutationsstatus). Bade sygdomsstadiet, patientens symptomer og risikoprofilen har
indflydelse pé igangsattelse og valg af behandling, ligesom de har betydning for patientens prognose. CLL
har ofte et indolent forlab, hvor patienterne med tidlige stadier og langsomt progredierende sygdom falges
ved arlige kontroller eller afsluttes til egen leege. Medianoverlevelse fra diagnosetidspunktet varierer fra ca. 4
til mere end 12 ar athangig af sygdomsstadie og risikoprofil.
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3.2 Venetoclax i kombination med obinutuzumab

Venetoclax haemmer funktionen af Bel-2, som er et protein, der modvirker programmeret celleded. Bcl-2 er
overudtrykt i B-lymfocytter, ndr man har CLL. Nér funktionen af Bcl-2 heemmes, er B-lymfocytterne ikke
leengere beskyttet mod programmeret celleded, og de vil derfor de. Derved vil antallet af B-lymfocytter
falde, og patientens tilstand vil blive forbedret.

Obinutuzumab er et monoklonalt humant antistof rettet mod CD-20, som er udtrykt pa overfladen af B-
lymfocytter. Nar antistoffet binder til B-lymfocytterne, vil kroppens immunforsvar blive aktiveret og
nedbryde cellerne.

Venetoclax og obinutuzumab administreres som falger i serier a 28 dage:

e Obinutuzumab i.v.
o Serie 1: 100 mg pa dag 1, 900 mg pa dag 2 og 1.000 mg pa dag 8 og 15.
o Serie 2-6: 1.000 mg pa dag 1.
e Venetoclax p.o.
o Serie 1: 20 mg pa dag 22-28.
o Serie 2: 50 mg pa dag 1-7, 100 mg pa dag 8-14, 200 mg pa dag 15-21 og 400 mg pa dag 22-
28.
o Serie 3-12: 400 mg pé dag 1-28 (kontinuerligt til afslutning af cyklus 12).

Venetoclax har allerede markedsforingstilladelse i kombination med rituximab til behandling af patienter
med CLL, der tidligere har modtaget mindst én behandling. Den behandling blev anbefalet som mulig
standardbehandling af Medicinradet i december 2019.

Denne vurdering vedrerer markedsferingstilladelsen til falgende indikation: Venetoclax i kombination med
obinutuzumab er indiceret til behandling af tidligere ubehandlet kronisk lymfatisk leukcemi (CLL) hos voksne
patienter.

3.3 Nuverende behandling

Behandlingen af CLL varetages af de haematologiske afdelinger. P& diagnosetidspunktet skelnes mellem
behandlingskravende og ikkebehandlingskreevende sygdom. Ikkebehandlingskraevende sygdom felges med
watch and wait, indtil sygdommen bliver behandlingskreevende ifelge kriterier defineret af International
Workshop on Chronic Lymphocytic Leukemia (iwCLL).

Ved behandlingskrevende sygdom afhenger behandlingsstrategien af patientspecifikke faktorer
(performancestatus, komorbiditet (cumulative illnes rating scale (CIRS)), alder, praeferencer),
sygdomskarakteristika (tumorbyrde, stadie, risikoprofil (karakteriseret ved FISH), mutationsstatus) og
behandlingsmuligheder.

I behandlingsgjemed opdeles patientpopulationen efter, hvorvidt de har deletion17p/p53-mutation eller ej og
efter performancestatus, alder og komorbiditeter.

Hvorvidt patienterne har deletion17p/p53-mutation eller ej er afgerende for, hvilken behandling de skal have
i 1. linje. Patienter uden deletionl7p/p53-mutation bliver behandlet med cytostatika i form af enten
chlorambucil, fludarabin og cyclofosfamid eller bendamustin i kombination med et anti-CD20-antistof.
Patienter med deletion17p/p53-mutation er ikke falsomme for behandling med cytostatika og behandles i
stedet med proteinkinaseheemmeren ibrutinib. Hvis ibrutinib ikke tolereres kan i stedet anvendes idelalisib i
kombination med rituximab.
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For patienter uden deletion17p/p53-mutation afgeres valget af cytostatika og anti-CD20-antistof af
patientens alder, performancestatus og meengden af komorbiditet [4]. Fludarabin og cyclofosfamid i
kombination med rituximab anvendes typisk til de yngre patienter med god performancestatus, bendamustin
og rituximab til den eldre patientpopulation med god performacestatus, og chlorambucil plus et CD20-
antistof til patienter med darlig performancestatus. Traditionelt har man anvendt cytostatika i forste linje, nar
det var muligt, fordi de medicinske behandlingsmuligheder har veret fa, og fordi hejere alder og
deletion17p/p53-mutation senere i sygdomsforlebet kan udelukke behandling med cytostatika. I takt med nye
og mere malrettede behandlingsmuligheder er der dog pabegyndt en bevagelse vaek fra anvendelse af
cytostatika, blandt andet fordi cytostatika er forbundet med langvarig immundepletion.

Ved tilbagefald efter behandling med cytostatika behandles patienterne uanset deletionl7p/p53-mutation
med enten venetoclax i kombination med rituximab, som er et anti-CD20-antistof, eller ibrutinib [4].

I nuvaerende dansk klinisk praksis skelnes der i behandlingsgjemed ikke imellem, hvorvidt patienterne har
muteret IGHV eller ¢j, selvom det er af betydning for patienternes prognose. Patienter med umuteret sygdom
har en darligere prognose end patienter med muteret IGHV-status. Studier viser, at en opdeling af patienterne
i forhold til IGHV-status er relevant for effekten af nogle behandlinger, og fagudvalget forventer, at den
praksis pa sigt vil blive aktuel i dansk sammenhang [5—7]. Denne @ndring i behandlingspraksis er reflekteret
i den seneste retningslinje for CLL fra Dansk Lymfomgruppe, hvor tidligere ubehandlede patienter uden
IGHV-mutation og uden deletion17p/p53-mutation anbefales behandlet med enten ibrutinib eller venetoclax
i kombination med et CD20-antistof (enten rituximab eller obinutuzumab). Aktuelt er det dog ikke muligt at
behandle efter denne retningslinje, da det afventer anbefaling fra Medicinradet.

Der er ca. 150 patienter om aret med behandlingsbehov i 1. linje [4], hvoraf ca. 90 % (ca. 135 patienter) ikke
har deletion17p/p53-mutation og derfor behandles med cytostatika i kombination med et anti-CD20-antistof
[8]. I denne patientgruppe forventer fagudvalget, at 40 % (ca. 55 patienter) har muteret IGHV, og 60 % (ca.
80 patienter) er umuteret. De resterende 10 % (ca. 15 patienter) med deletion17p/p53-mutation behandles
med ibrutinib.

Fagudvalgets angivelse af antallet af patienter i de forskellige grupper er baseret pa estimater fra den
landsdaekkende LYFO-database, viden om tid til forste tilbagefald og forekomsten af deletion17p/p53-
mutation pa forskellige tidspunkter i behandlingsforlabet [9—13].

4 Metode

Medicinradets protokol for vurdering af venetoclax i kombination med obinutuzumab til behandling af
tidligere ubehandlede patienter med kronisk lymfatisk leukeemi beskriver sammen med Handbog for
Medicinradets proces og metode vedr. nye leegemidler og indikationsudvidelser, hvordan vi vil vurdere
leegemidlets veerdi for patienterne.

De kliniske sporgsmal er:

Klinisk spergsmal 1:

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med cytostatika i kombination
med et anti-CD20-antistof for patienter med tidligere ubehandlet kronisk lymfatisk leukcemi uden
deletionl7p/p53-mutation?

Population
Patienter med tidligere ubehandlet kronisk lymfatisk leukeemi uden deletion17p/p53-mutation.
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Intervention
Venetoclax 1 kombination med obinutuzumab doseret som beskrevet 1 afsnit 2.2.

e Obinutuzumab i.v., serie 1: 100 mg pa dag 1, 900 mg pa dag 2 og 1.000 mg pa dag 8 og 15, Serie 2-
6: 1.000 mg pa dag 1.

e Venetoclax p.o., serie 1: 20 mg pa dag 22-28, serie 2: 50 mg pa dag 1-7, 100 mg pa dag 8-14, 200
mg pa dag 15-21 og 400 mg pa dag 22-28. Serie 3-12: 400 mg pa dag 1-28 (kontinuerligt til slut af
cyklus 12).

Komparator
a) Chlorambucil i kombination med obinutuzumab doseret som felger i 6 serier a 28 dage:

e Chlorambucil p.o. 0,5 mg/kg pé dag 1 og 15.
e Obinutuzumab i.v. 100 mg pé dag 1, 900 mg pa dag 2 og 1.000 mg pé dag 8 og 151 1. serie, herefter
1.000 mg pa dag 1 i serie 2-6.

b) Bendamustin i kombination med rituximab doseret som folger i op til 6 serier a 28 dage:

e Bendamustin i.v. 70-90 mg/m? pé dag 1 og 2.
e Rituximab i.v. 375 mg/m? pa dag 1 i ferste serie, herefter i.v. 500 mg/m? pd dag 1 i efterfolgende
serier.

¢) Fludarabin, cyclofosfamid i kombination med rituximab doseret som felger i 6 serier a 28 dage:

e Fludarabin 25 mg/m? i.v. eller 40 mg/m? p.o. dag 1-3.
e Cyclofosfamid 250 mg/m? i.v. eller 250 mg/m? p.o. dag 1-3.
e Rituximab 375 mg/m?i.v. dag 1, 1. serie, serie 2-6: 500 mg/m>.

I klinisk praksis athaenger anvendelsen af de tre komparatorer af patienternes alder og komorbiditet. I
protokollen blev ansgger bedt om at veelge den eller de komparatorer, hvor der findes det bedste
evidensgrundlag.

Effektmal
De valgte effektmal star i tabel 1.

Klinisk spergsmal 2:

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med ibrutinib for patienter
med tidligere ubehandlet kronisk lymfatisk leukcemi med deletionl 7p/p53-mutation?

Population
Patienter med tidligere ubehandlet kronisk lymfatisk leukeemi med deletion17p/p53-mutation.

Intervention
Venetoclax i kombination med obinutuzumab, dosering jf. klinisk spergsmél 1.

Komparator
e Ibrutinib p.o. 420 mg dagligt indtil progression.

Effektmal
De valgte effektmal star i tabel 4.1.
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Tabel 4.1. Oversigt over valgte effektmal. For hvert effektmal er angivet deres vigtighed, den mindste klinisk relevante forskel
(retningsgivende) samt indplacering i de tre effektmalsgrupper (“dedelighed” “livskvalitet, alvorlige symptomer og bivirkninger” og
“ikkealvorlige symptomer og bivirkninger”).

Effektmal Vigtighed | Kategori Mileenhed Mindste klinisk
relevante forskel

Forskel 1 overlevelsesrate ved 3 ar eller ved

. . 0, =] 1
Kritisk Dadelighed lengst mulig opfalgningstid 5 %-point
Overlevelse Livskvalitet. alvorli Forskel i andel der opnar progressionsfri
Vigtigt tvsivatitel, aivoruge overlevelse (PFS) efter 3 ar eller lengst mulig 10 %-point
symptomer og bivirkninger* opfelgningstid
Livskvalitet, alvorlige Andel der oplever grad 3-4 uenskede haendelser

Bivirkninger Vigtigt 10 %-point

symptomer og bivirkninger | (+ kvalitativ gennemgang)

Livskvalitet, alvorlige

symptomer og bivirkninger EORTC QLQ-C30 10 point

Livskvalitet Vigtigt

* Eftersom PFS er et sammensat effektmal, der indeholder bade progression og ded, anvendes vasentlighedskriterierne for alvorlige
symptomer og bivirkninger.

Andre overvejelser

Fagudvalget har i protokollen gnsket informationer, der kan belyse en vurdering af, hvorvidt og hvordan
indferelsen af den ansegte intervention i dansk klinisk praksis vil pavirke behandlinger i efterfelgende
behandlingslinjer, hvad angér type, varighed og forventet effekt.

Fagudvalget vil i vurderingen af venetoclax i kombination med obinutuzumab overveje, hvorvidt anvendelse
heraf i forste linje udelukker anvendelse af kemoterapi i senere linjer, og hvorvidt dette er problematisk.

For klinisk spergsmal 1 vil fagudvalget se pa separate effektopgerelser baseret pa IGHV-status for at belyse,
hvorvidt der er en differentieret effekt af venetoclax i kombination med obinutuzumab overfor
kemoimmunoterapi.

Fagudvalget har i protokollen ensket information om, hvorfor venetoclax gives i kombination med rituximab
1 anden linje og med obinutuzumab i forste linje, samt hvorvidt der forventes nogen forskel i den kliniske
effekt ved tilleeg af de to anti-CD20-antistoffer.

Fagudvalget har bedt anseger om at redegere for, hvorvidt der er evidens for, at patienter kan blive
genbehandlet med venetoclax.

5 Resultater

5.1 Klinisk spgrgsmal 1a — Patienter uden deletion17p/TP53-mutation,
sammenligning med chlorambucil i kombination med obinutuzumab
5.1.1 Litteratur

Nedenfor beskriver og vurderer vi den litteratur, som ansgger har anvendt i sin endelige ansggning.

Ansgger har sogt litteratur med segestrengen fra protokollen og har udvalgt 1 fuldtekstartikel og 2
publicerede abstracts, der alle rapporterer resultater fra CLL-14-studiet, som sammenligner behandling med
venetoclax og obinutuzumab med chlorambucil og obinutuzumab. Fischer et al. rapporterer resultater ved
medianopfelgningstid pa 28,1 méaneder og Al-Sawaf et al. ved medianopfelgningstid pa 39,6 méneder.
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Reference (titel, forfatter, tidsskrift, Navn pa klinisk | Intervention | Komparator | Opfelgningstid,
arstal, indeksering) forsog median
Fischer K, Al-Sawaf O, Bahlo J, Fink AM, 28,1 mdr.

Tandon M, Dixon M, et al. Venetoclax and
obinutuzumab in patients with CLL and
coexisting conditions. N Engl J Med.
2019;380(23):2225-36. [14]

Al-Sawaf O, Gentile B, Devine J, Sail K, 39,6 mdr.
Tandon M, Fink A-M, et al. Rapid
Improvement of Patient-Reported
Outcomes with Venetoclax Plus
Obinutuzumab in Patients with Previously

Untreated CLL and Coexisting Conditions: %éﬁ;z 42942) Venetoclax + Shlorambueﬂ
A Prospective Analysis from the CLL14 obinutuzumab .
obinutuzumab

Trial. Blood.

2019;134(Supplement 1):4305-4305 [15]
Al-Sawaf O, Zhang C, Tandon M, et al. 39,6 mdr.
Fixed-Duration Venetoclax-Obinutuzumab
for Previously Untreated Chronic
Lymphocytic Leukemia: Follow-Up of
Efficacy and Safety Results from the
Multicenter, Open-Label, Randomized,
Phase 3 CLL14 Trial (EHA 2020 Abstract
#S155). EHA libary. 2020. [16]

Studiekarakteristika

CLL-14 er et fase III, open-label, multicenter, randomiseret studie udfert hos voksne patienter med
komorbiditet og tidligere ubehandlet CLL uanset mutationsstatus. Komorbiditet blev defineret ved
Cumulative Illness Rating Scale (CIRS) score pa > 6 eller kreatinin clerance < 70 ml/min.

Patienter blev randomiseret i et forhold pa 1:1 til venetoclax+obinutuzumab (n = 216) eller chlorambucil +
obinutuzumab (n = 216), og randomisering blev stratificeret for Binet-stadie og geografisk region.

Behandling med venetoclax + obinutuzumab blev doseret som beskrevet i afsnit 4.

Chlorambucil + obinutuzumab blev doseret som beskrevet i afsnit 4 for de ferste 6 cyklusser. Dog fortsattes
behandling med chlorambucil i samme dosering i yderligere 6 cyklusser.

Det primaere endepunkt var investigator-bedemt PFS. De sekundare endepunkter var: PFS (bedomt af
uathengig review komité), minimal residual disease negativitet (MRD), overlevelse, duration of response,
event-free survival, tid til naste behandlingslinje.

Population

Baselinekarakteristika er velbalanceret mellem de to behandlingsarme. Populationen inkluderer ca. 90 %
patienter uden deletion17p/TP53-mutation, og fagudvalget vurderer, at populationen stemmer overens med
den population, man ser i dansk kliniske praksis.

Komparator

I Danmark anvendes der primart 6 cyklusser af chlorambucil i kombination med enten obinutuzumab eller
rituximab. Der foretages dog ogsé yderligere behandlingscyklusser, safremt patienten tolererer det, og det
vurderes at veere forbundet med en forbedret respons. Komparator vurderes derfor at vaere sammenlignelig
med dansk klinisk praksis.
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5.1.2 Databehandling og analyse

Nedenfor beskriver vi ansggers datagrundlag, databehandling og analyse for hvert effektmal. Hvis ikke andet
er anfort er det angivne data fra [TT-populationen.

Overlevelse

Ansgger har indsendt 2- og 3-ars overlevelse og 2- og 3-ars PFS, som fagudvalget anser som en surrogat for
overlevelse. For subgruppen med hhv. umuteret og muteret IGHV-status er der indsendt 2-ars PFS. I
protokollen var der efterspurgt 3-arsoverlevelse og 3-ars PFS. Da der ikke foretages formel kategorisering
for subgrupper baseret pa IGHV-status, vil fagudvalget inkludere det indsendte 2-arsdata for subgrupperne
med henblik pa en vurdering af, hvorvidt der ser ud til at veaere forskel i effekt pa tvaers af subgrupperne. Jf.
protokollen vil fagudvalget inddrage PFS-data i kategoriseringen, hvis overlevelsesdata ikke er tilgeengeligt
eller ikke er med tilstreekkelig opfolgning. Selvom der er leveret 3-arsoverlevelsesdata, vurderer fagudvalget,
at det er relevant at supplere med PFS-data, da overlevelsesdata ikke har tilstreekkelig opfelgningstid til at
udtale sig om en evt. overlevelsesgevinst ved behandlingen, og data for 3-arsraterne vurderes umodne. PFS-
data er inkluderet i kategorisering og narrativt under diskussion af effektmaélet overlevelse, men er ved den
tidligste opfelgningstid ogséd umodne[17]. PFS-data ved den senere opfelgningstid mé formodes at vaere
mere modne, men der er ikke indsendt en Kaplan Meier-kurve, og modenheden af PFS data er derfor usikker

Forskellen i overlevelsesrater og PFS-rater er angivet uden tilhgrende 95 % konfidensintervaller (CI), hvilket
skyldes, at der ikke findes en universel accepteret metode til at beregne 95 % CI for forskel i Kaplan Meier-
estimater. Hazard ratio’en for Kaplan Meier for overlevelse og PFS bliver derfor berende for
kategoriseringen.

Bivirkninger
Ansgger har indsendt data vedrerende grad 3-4 handelser samt produktresuméer til en narrativ gennemgang
som angivet jf. protokollen. Det indsendte materiale er i overensstemmelse med protokollen.

Livskvalitet

Ansgger har indsendt data vedrerende andring i livskvalitet over tid malt med instrumentet EORTC QLQ-
C30, som angivet i protokollen. Graferne er afleest visuelt, og der kan derfor ikke beregnes et
konfidensinterval omkring forskellen.

5.1.3 Evidensens kvalitet

Fagudvalget har anvendt GRADE til at foretage en systematisk og transparent vurdering af kvaliteten af
evidensen.

Risk of bias er vurderet ved brug af risk of bias tool 2.0. Da studiet er open-label, er der forbehold for risk of
bias for effektmalene uonskede heendelser og livskvalitet, da begge effektmal indeholder et subjektivt
element.

Nedenfor falger en beskrivelse af vurderingen af de vaesentligste domaener for hvert klinisk spergsmaél. Den
fuldsteendige GRADE-vurdering og begrundelserne er samlet i en GRADE-profil (bilag 1). Evidensens
kvalitet er for alle effektmal nedgraderet for inkonsistens, pga. at der kun foreligger et studie. Der er
nedgraderet to niveauer for ungjagtighed for effektmalene overall survival, bivirkninger og livskvalitet, da
konfidensintervallerne indeholder béde positive og negative verdier eller ikke fremgér. Evidensens samlede
kvalitet er meget lav, hvilket betyder, at nye studier med moderat sandsynlighed kan &ndre konklusionen.

5.1.4 Effektestimater og kategorier

I tabel 5.1 herunder fremgér de absolutte og relative effektforskelle, de forelebige og aggregerede kategorier,
den samlede kategori og den samlede kvalitet af evidensen for klinisk spergsmal 1a.
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C-30

Effektmal Maleenhed Vigtighed Forskel i absolutte tal Forskel i relative tal Aggregeret veerdi

(MKRF) Forskel (95 % Forelebig veerdi | Forskel (95 % Forelebig verdi for effektmalet
Cl) CI

Overlevelse | Andel patienter der er i Kritisk 0,9 %-point* Kan ikke HR: 1,03 (0,602- | Kan ikke
live efter 3 ar kategoriseres 1,753) kategoriseres
(MKREF: 5 %-point) Kan ikke
Andel der opnar PFS Vigtig 32,4 %-point* Kan ikke HR: 0,31 (0,22- Stor merverdi kategoriseres
efter 3 ar kategoriseres 0,44)

(MKRF 10%-point)

Bivirkninger | Andel patienter der Vigtig 2 %-point [-5,7 % | Kan ikke RR: 1,03 (0,93 — | Kan ikke Kan ikke
oplever en eller flere - 10 %] kategoriseres 1,14) kategoriseres kategoriseres
grad 3-4 haendelser
(MKREF: 10 %)

Livskvalitet | Gennemsnitlig &ndring | Vigtig -0,7 point* Kan ikke ¥ Kan ikke Kan ikke
over tid EORTC-QLQ kategoriseres kategoriseres kategoriseres

Samlet kategori for lzegemidlets vaerdi

Kan ikke kategoriseres. Fagudvalget vurderer, at venetoclax + obinutuzumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end chlorambucil + obinutuzumab

Kvalitet af den samlede evidens

Meget lav

CI = konfidensinterval, HR = hazard ratio, MKRF = mindste klinisk relevante forskel, RR = relativ risiko. * CI kan ikke beregnes, og derfor kan effektmalet ikke kategoriseres.
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Overlevelse

Som beskrevet i protokollen er effektmalet overlevelse kritisk for vurderingen af legemidlet, fordi CLL er en
kronisk uhelbredelig kreftsygdom. Medianoverlevelse ved diagnosetidspunktet er mellem 4-12 ar, og mange
af patienterne vil grundet hgj alder og komorbiditet do af andre arsager end CLL. Det kan derfor ogsa vare
serdeles vanskeligt for nye laegemidler at eftervise en overlevelsesgevinst ved godkendelsestidspunktet, hvor
overlevelsesdata med tilstraekkelig opfelgningstid ikke er tilgeengelig eller forventelig. Fagudvalget
inddrager data for 3-arsoverlevelsen og 3-ars PFS i vurderingen af effekten pa overlevelse. Fagudvalget
inddrager PFS som et supplement til data for overlevelse og anser det som et surrogateffektmal herfor.

Baseret pa den relative effektforskel (HR: 1,03 (0,602-1,753)) for samlet overlevelse kan laegemidlets veerdi
ikke kategoriseres jf. Medicinradets metode, da konfidensintervallet overlapper 1 (ingen effekt) og
indeholder bade positiv og negativ veerdi. Efter 3 &r var overlevelsesraten 88,9 % 1 venetoclax +
obinutuzumab-gruppen mod 88 % i chlorambucil + obinutuzumabgruppen. Punktestimatet for den absolutte
effektforskel pa 0,9 %-point afspejler ikke en klinisk relevant effektforskel. Der kan ikke beregnes
konfidensintervaller, og derfor kan den forelebige verdi ikke kategoriseres efter Medicinradets metoder. Den
absolutte forskel er afbildet i figur 1.

3-ars OSrate

Figur 1. Punktestimat for den absolutte forskel for 3-arsoverlevelsesrate. De optrukne linjer indikerer den mindste
klinisk relevante forskel. De stiplede linjer indikerer grenserne for Medicinradets kategorier svarende til halvdelen af
MKREF.

Progressionfri overlevelse (PFS)
Baseret pa den relative effektforskel ved en opfelgningstid pa 39,6 maneder er der forelebigt en stor
merveerdi for PFS (HR: 0,31 (0,22-0,44).

3-ars PFS er 81,9 % for patienter behandlet med venetoclax + obinutuzumab og 49,5 % for patienter
behandlet med chlorambucil + obinutuzumab.

Den absolutte effektforskel pa 3-ars PFS-raterne er 32,4 %-point og afspejler en klinisk relevant forskel
(figur 2). Da der ikke findes et konfidensinterval omkring den absolutte effektforskel, kan den forelobige
veerdi ikke kategoriseres jf. Medicinrddets metode.
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3-ars PFSrate

-15 10 -5 0 5 10 15 20 25 30 35

Figur 2. Punktestimat for den absolutte forskel for 3-ars PFS-rate. De optrukne linjer indikerer den mindste klinisk
relevante forskel. De stiplede linjer indikerer greenserne for Medicinradets kategorier svarende til halvdelen af MKRF.

IGHV-status

Fagudvalget har under andre overvejelser i protokollen efterspurgt data, der kan belyse effekten i subgrupper
af patienter med henholdsvis umuteret og muteret IGHV-status. Anseger har indsendt 2-&rs PFS-rater fra
subgrupperne. For de umuterede patienter er raten 89,4 % i venetoclax + obinutuzumabarmen og 51 % i
chlorambucilarmen (HR: 0,22 (0,12-0,38)). For de muterede patienter er raten 90,3 % i venetoclax +
obinutuzumabarmen og 85,6 % i chlorambucilarmen (HR: 0,64 (0,28-1,46)). 2-arsrater for hele
populationen (inkl. patienter, hvor mutationsstatus ikke er registreret) er 88,2 % og 64,1 % for henholdsvis
venetoclax + obinutuzumab og chlorambucil + obinutuzumab. Dette indikerer, at effekten i ITT-analysen af
PFS fortrinsvis er drevet af patienter med umuteret IGHV-status, der responderer dérligere pé konventionel
kemoimmunoterapi herunder chlorambucil + obinutuzumab.

Fagudvalget vurderer, at den aggregerede vaerdi for effektmaélet overlevelse ikke kan kategoriseres.
Fagudvalget leegger vaegt pa at effekten af chlorambucil + obinutuzumab pé PFS er dérligere hos de
umuterede patienter og at effektforskellen i PFS rater hos den samlede population ser ud til at vaere drevet af
den forskel. Der vil derfor primert veere en gevinst ved at behandle umuterede patienter med venetoclax +
obinutuzumab fremfor chlorambucil + obinutuzumab.

Bivirkninger
Effektmalet bivirkninger er vigtigt for vurderingen af lagemidlets veerdi, fordi sygdommen har en lang
medianoverlevelse, og bivirkninger har stor betydning for patienternes livskvalitet.

Fagudvalget specificerede i protokollen, at effektmalet skal belyses pa to mader, 1) andel der oplever en eller
flere grad 3/4 uenskede haendelser, 2) kvalitativ vurdering af bivirkningsprofilen, herunder alvorlighed,
handterbarhed og frekvens.

Andel der oplever en eller flere grad 3/4 uonskede heendelser

Grad 3-4 handelser blev rapporteret for 79 % af patienter i venetoclax + obinutuzumabgruppen mod 77 % i
chlorambucil + obinutuzumabgruppen. Punktestimatet for den absolutte effektforskel (2 %-point (-5,7 % -10
%)) afspejler ikke en klinisk relevant effektforskel. Konfidensintervallet overlapper 0 (ingen effekt). Derfor
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kan den forelobige veerdi af venetoclax + obinutuzumab ikke kategoriseres efter Medicinrddets metoder. Den
absolutte forskel er afbildet i figur 3.

Andel, der oplever grad3/4 haandelser

-10 -5 0 5 10

Figur 3. Punktestimat og 95 % konfidensinterval for andelen af patienter der oplever grad 3/4 hendelser. De optrukne
linjer indikerer den mindste klinisk relevante forskel. De stiplede linjer indikerer graenserne for Medicinrddets
kategorier svarende til halvdelen af MKRF.

Da konfidensintervallet for den relative effektforskel (RR: 1,03 (0,96-1,1)) overlapper 1 (ingen effekt), bliver
leegemidlets veerdi forelgbigt "kan ikke kategoriseres’.

Kvalitativ gennemgang af bivirkningsprofilen

Venetoclax + obinutuzumab og chlorambucil + obinutuzumab har overordnet set sammenlignelige
sikkerhedsprofiler. Venetoclax + obinutuzumab er ikke mindre toksisk end chlorambucil + obinutuzumab, da
der blev rapporteret alvorlige ugnskede haendelser hos 49 % af patienterne behandlet med venetoclax +
obinutuzumab mod 42 % behandlet med chlorambucil + obinutuzumab (SPC). Tilsvarende blev der
rapporteret grad 3-4 handelser hos 78,8 % af patienter behandlet med venetoclax + obinutuzumab mod 76,6
% behandlet med chlorambucil + obinutuzumab (studie). Bivirkningsprofilen for venetoclax + obinutuzumab
og chlorambucil + obinutuzumab domineres af neutropenier med hhv. 52,8 % mod 48,1 % grad 3-4
handelser (studie). Der er set en hgjere frekvens af fatale infektioner for venetoclax + obinutuzumab end for
chlorambucil + obinutuzumab, hvilket har medfert en fremhavning i produktresuméet om behov for gget
monitorering for infektioner hos patienter med udbredt cytopeni. Fagudvalget vurderer ikke, at det vil
pavirke den vanlige monitoreringspraksis, idet patienterne allerede monitoreres tilstraekkeligt. I CLL-14-
studiet dade 1,9 % af patienterne af alvorlige infektioner under behandling med venetoclax + obinutuzumab
og tilsvarende 1,9 % efter behandlingsopher (smpc).

Livskvalitet

Punktestimatet for den absolutte effektforskel (-0,7 point) afspejler ikke en klinisk relevant effektforskel. Der
kan ikke beregnes konfidensintervaller, og der kan ikke beregnes en relativ effektforskel, og derfor kan den
forelebige vardi ikke kategoriseres efter Medicinradets metoder. Bade patienter behandlet med venetoclax +
obinutuzumab og chlorambucil + obinutuzumab oplever en forbedring i deres livskvalitet over tid malt pa
instrumentet: EORTC QLQ-C30.
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5.1.5 Fagudvalgets konklusion

Fagudvalget vurderer, at den samlede vaerdi af venetoclax + obinutuzumab sammenlignet med chlorambucil
+ obinutuzumab til patienter med tidligere ubehandlede patienter med kronisk lymfatisk leukaemi uden
deletion 17p-/TP53-mutation ikke kan kategoriseres. Fagudvalget vurderer, at venetoclax + obinutuzumab

samlet set ikke har en darligere sikkerhedsprofil end chlorambucil + obinutuzumab, baseret pa typen og

mangden af grad 3-4 handelser.

Overordnet set kan der ikke dokumenteres en mervardi af leegemidlet pa effektmalet overlevelse. Dette er
forventeligt i en population med en gennemsnitsalder pa 72 ar og med hgj komorbiditet og en god prognose
for deres CLL-sygdom, og hvor der efter progression kan tilbydes flere effektive behandlingslinjer. Baseret
pa subgruppeanalyser vurderer fagudvalget dog, at venetoclax + obinutuzumab tilbyder et bedre
behandlingsalternativ, hvad angar effekt i patientpopulationen med umuteret IGHV. Patienterne progredierer
hurtigere efter endt behandling med chlorambucil + obinutuzumab og méa derfor ogsa opstarte ny behandling
tidligere. Det vil 1 dag enten vere venetoclax + rituximab eller ibrutinib, som er henholdsvis en to-arig eller
kontinuert behandling. Venetoclax + obinutuzumab til tidligere ubehandlede patienter forventes derfor ogsa
at tilbyde en vaesentlig leengere behandlingsfri periode, hvilket fagudvalget vurderer er en sterk

patientpraference.

5.2 Klinisk spgrgsmal 1b — Patienter uden deletion17p/TP53-mutation,

sammenligning med bendamustin i kombination med rituximab

5.2.1 Litteratur

Nedenfor beskriver og vurderer vi den litteratur, som ansgger har anvendt i sin endelige ansggning.

Ansgger har sagt litteratur med spgestrengen fra protokollen og har udover CLL-14-studiet beskrevet under
klinisk spergsmal 1, hvori den relevante intervention indgar, udvalgt yderligere 3 fuldtekstartikler, der
rapporterer resultater fra 3 studier. De 3 studier er randomiserede studier, hvori den relevante komparator,
bendamustin i kombination med rituximab indgér som én af behandlingsarmene. Det indsendte data udger
grundlaget for en narrativ sammenligning mellem venetoclax + obinutuzumab og bendamustin + rituximab
og giver ikke mulighed for at foretage en formel kategorisering af venetoclax + obinutuzumab sammenlignet

med bendamustin + rituximab.

Reference (titel, forfatter,
tidsskrift, arstal, indeksering)

Navn pa klinisk
forseg (NCT)

Intervention

Komparator

Opfelgningstid,
median

Ibrutinib Regimens versus
Chemoimmunotherapy in Older
Patients with Untreated CLL.
Woyach JA, et al. N Engl J Med.
2018;379(26):2517-28. [7]

Alliance
(NCT01886872)

Ibrutinib +
rituximab

Ibrutinib

Bendamustin +
rituximab

38 mdr.

First-line chemoimmunotherapy with
bendamustine and rituximab versus
fludarabine, cyclophosphamide, and
rituximab in patients with advanced
chronic lymphocytic leukaemia
(CLL10): an international, open-
label, randomised, phase 3, non-
inferiority trial. Eichhorst B, et al.
Lancet Oncol. 2016. [18]

CLL10
(NCT00769522)

Bendamustin +
rituximab

Fludarabin +
cyclofosfamid
+ rituximab

36 mdr.

Rituximab plus bendamustine or
chlorambucil for chronic

MABLE
(NCT01056510)

Bendamusitin +
rituximab

Chlorambucil +
rituximab

23,5 mdr.
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lymphocytic leukemia: Primary
analysis of the randomized, open-
label mable study. Michallet AS, et
al.. Haematologica.
2018;103(4):698-706.[19]

Studiekarakteristika

Alliance

Alliance er et fase 111, open-label, multicenter, randomiseret studie udfert hos voksne patienter med tidligere
ubehandlet CLL uanset mutationstype. Opfelgningstiden var 38 maneder.

Patienter blev randomiseret i et forhold p& 1:1:1 til hhv. bendamustin + rituximab (n = 183), ibrutinib +
rituximab (n = 182) og ibrutinib (n = 182).

Behandlinger blev doseret som beskrevet i afsnit 4, hvilket stemmer overens med dansk klinisk praksis.

Det primaere endepunkt var PFS, og de sekundaere endepunkter var minimal residual disease negativitet
(MRD) og overlevelse.

CLLI0

CLL10 er et fase 111, open-label, multicenter, randomiseret studie udfert hos voksne patienter med tidligere
ubehandlet CLL uden deletion17p-mutation og uden veesentlig komorbiditet (CIRS < 6). Opfolgningstiden
var 36 maneder.

Patienter blev randomiseret i et forhold pa 1:1 hhv. bendamustin + rituximab og fludarabin + cyclofosfamid
+ rituximab.

Behandlinger blev doseret som beskrevet i afsnit 4, hvilket stemmer overens med dansk klinisk praksis.

Det primaere endepunkt var investigatorbedemt PFS, og de sekundere endepunkter var overlevelse, minimal
residual disease negativitet (MRD).

CLL14
Se afsnit 5.1.1. for en gennemgang af studiet.

MABLE

MABLE er et fase III, open-label, multicenter, randomiseret studie udfert hos voksne patienter med tidligere
ubehandlet CLL, der ikke var kandidater til fludarabin + cyclofosfamid + rituximab. Opfalgningstiden var
23,5 méaneder.

Patienter blev randomiseret i et forhold pa 1:1 hhv. bendamustin + rituximab og chlorambucil + rituximab.
Behandlinger blev doseret som beskrevet i afsnit 4, hvilket stemmer overens med dansk klinisk praksis.

Det primare endepunkt var komplet repons rate, og de sekundare endepunkter var overlevelse, PFS og
minimal residual disease negativitet (MRD).

Population

Alliance

Fagudvalget vurderer, at populationen i Alliance stemmer overens med den population, der far bendamustin
+ rituximab i dansk klinisk praksis. Populationen stemmer ogsa tilstrackkeligt overens med
studiepopulationen i CLL-14 til, at resultaterne kan sammenlignes. CLL-14-populationen inkluderede
patienter med vasentlig komorbiditet CIRS > 6. Medianalder i studierne er ens og en stor andel af
patienterne havde hgj risiko sygdom maélt ved hhv. Rai-stadie og Binet-stadie i Alliance og CLL-14. I bade
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CLL14 og Alliance er der en mindre gruppe af patienter, der i dansk klinisk praksis ikke ville veere behandlet
med kemoimmunterapi.

CLLI0

Fagudvalget vurderer, at populationen i CLL-10 afviger noget fra den population, der far bendamustin +
rituximab i dansk klinisk praksis. Dette er overensstemmende med forseggets formal, der var at udfordre,
hvorvidt fludarabin + cyclofosfamid + rituximab ber vere standardbehandling til fortrinsvis unge patienter i
god almen tilstand uden alvorlig komorbiditet. Patientpopulationen stemmer derfor heller ikke overens med
studiepopulationen i CLL-14 (eldre patienter med komorbiditet) med en medianalder pa 72 mod 61 &r i
CLL-10. Fagudvalget antager derfor, at patienterne i CLL-10 har en bedre prognose end patienterne i CLL-
14.

MABLE

Fagudvalget vurderer, at en del af populationen i MABLE stemmer overens med den population, der far
bendamustin + rituximab i dansk klinisk praksis. Lidt over 30 % af patienterne i studiet har tidligere
modtaget én behandlingslinje, og eftersom man generelt vil forvente en darligere effekt i anden linje vil det
forventeligt medfere en underestimering af effekten af bendamustin + rituximab. Nogle af patienterne har en
hgj grad af komorbiditet og ville formentligt veere behandlet med chlorambucil i kombination med et CD20-
antistof i dansk klinisk praksis.

Tabel 5.2: Udvalgte baselinekarakteristika for studierne, der indgir i sammnenligningen mellem venetoclax +

obinutuzumab og bendamustin + rituximab

Karateristika | Venetoclax + Bendamustin + Bendamustin + Bendamustin +
obinutuzumab rituximab (Alliance) | rituximab (CLL10) | rituximab (MABLE)
(CLL14) N =121

Alder, 72 (43-89) 70 (65-86) 61 (54-69) 72 (41-86)

median

(range)

Binet-stadie NR

(%) 21,3 22 5

A 35,6 38 60

B 43,1 39 31

C 4

Mangler

Rai-stadie NR NR

(%) 5

0 46 (intermediate 1/1I) 14

I 37

II 54 (high-stage I1I/IV) 15

111 29

v

ECOG (%)

0 41 54 64 51

1 46 41 36 41

2 13 5 <1% 7

Deletion17p- | 8,5 8 NR* 8

mut (%)

TP53-mut 11,1 9 NR NR

(%)

IGHYV (%)

Muteret 38 42 32 34

Tkke muteret 60,5 58 68 60

Tkke 1,5 3

evaluerbar/

ikke testet
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CIRS, 8 NR 2 NR
median

Komorbiditet | NR 2 (0-14) NR 3(0-12)
er, median

(range)

NR = not reported, ikke rapporteret. * dell7p var et eksklusionskriterium i CLL10.

Komparator

Fagudvalget vurderer, at doseringen af bendamustin + rituximab i studierne er i overensstemmelse med
dansk klinisk praksis.

5.2.2 Databehandling og analyse

Det har ikke vaeret muligt for anseger at foretage statistiske analyser til sammenligning af venetoclax +
obinutuzumab med bendamustin+ rituximab, hvorfor fagudvalget ikke kan foretage en formel kategorisering.
Fagudvalgets vurdering vil derfor bero pa en narrativ sammenligning. Der vil kun blive afrapporteret data fra
venetoclax + obinutuzumab og bendamustin + rituximabarmen i de inkluderede studier. Hvis ikke andet er
anfort er det angivne data fra ITT-populationen.

Overlevelse/PFS

I nogle af studierne er overlevelses-/PFS-rater ikke opgjort. Hvor det er muligt er disse aflaest direkte pa
Kaplan-Meier-kurven. Data for 3-arsraterne er umodne, hvilket oger usikkerheden yderligere i den narrative
sammenligning. | MABLE er medianopfelgningstiden pa 23,5 maneder og derfor for kort til, at 3-arsraterne
er anvendelige.

Bivirkninger
Ansgger har indsendt data vedrerende grad 3-4 hendelser samt produktresuméer til narrativ gennemgang

som angivet jf. protokollen. I Alliancestudiet er haendelser opgjort separat for grad 3, grad 4 og grad 5.

Livskvalitet

Effektmalet er enten ikke indgaet i studierne for komparator eller er ikke opgjort pa en made, der tillader
nogen narrativ sammenligning med komparator.

5.2.3 Evidensens kvalitet

Der er ikke foretaget en GRADE-vurdering af evidensens kvalitet, da der er tale om en narrativ
sammenligning. Kvaliteten af disse sammenligninger vil altid vaere meget lav.

5.2.4 Effektestimater og kategorier

I tabellen herunder fremgér de absolutte observerede eftekter for hhv. venetoclax + obinutuzumab i CLL-14
samt bendamustin + rituximab i1 hhv. Alliance, CLL10 samt MABLE. Da sammenligningen er narrativ, kan
vaerdien ikke kategoriseres jf. Medicinrddets metode. Derfor er der ikke angivet forelgbige, aggregerede og

samlede kategorier.

Side 21 af 41



:""» Medicinradet

Tabel 5.3: Resultater for klinisk spergsmal 1b — venetoclax + obinutuzumab sammenlignet med bendamustin +

rituximab
Effekt- Mile- Venetoclax + Bendamustin + Bendamustin + Bendamustin +
mal enhed obinutuzumab | rituximab rituximab (CLL10) rituximab (MABLE)
(CLL-14) (Alliance)
2-ars 91,8 % 95 % - 89 %*
Over- overlevelse
levelse 3-ars 88,9 % 88%* 92 % S
overlevelse
2-ars PFS 88,2 % 74 % 79 %* 79 %*
3-ars PFS 81,9 % 61 %* 56%* JkE
Bivirk- Grad 3-4 79 % 79 % 75 %
ninger handelser

*Aflaest pd Kaplan-Meier-kurven. **data er ikke modent.

Overlevelse

3-arsoverlevelse er ssmmenlignelige pa tvaers af studierne. For venetoclax + obinutuzumab i CLL14 er den
88,9 % mod hhv. 88 % og 92 % for bendamustin + rituximab i Alliance og CLL10. Bade patienterne i
Alliance og CLL10 er patienter med en bedre prognose. Pa den korte tidshorisont er det ikke forventeligt, at
der kan ses nogen forskel i overlevelse, da der vil vaere meget fa patienter, der dor som felge af deres CLL-
sygdom i dette tidsrum, og der er effektiv behandling, der kan anvendes ved progression. Derfor inddrages
data for PFS som supplement til data for overlevelse.

PFS

For 3-ars PFS er denne 81,9 % i CLL14 for venetoclax + obinutuzumab mod hhv. 61 % og 56 % for
bendamustin + rituximab i Alliance og CLL10. Data tyder derfor p4, at behandling med venetoclax +
obinutuzumab er forbundet med en bedre PFS end bendamustin + rituximab, iser nar det ogsa tages i
betragtning, at patienter har bedre prognose i CLL10, fordi patienterne er veesentlig yngre eller uden
vasentlig komorbiditet.

IGHV-status

PFS-rater ved 2 og 3 ar er 88,2 % og 81,9 % for patienter behandlet med venetoclax + obinutuzumab.
Subgruppeanalyser pd IGHV-status med henblik pé differentieret effekt viser, at 2-ars PFS er 89,4 % og 90,3
% for patienter behandlet med venetoclax + obinutuzumab med hhv. umuteret og muteret IGHV-status.
IGHV-status ser derfor ikke ud til at pavirke effekten af venetoclax +obinutuzumab.

Tilsvarende er 3-ars PFS-rate 42,8 % og 77,5 % for patienter behandlet med bendamustin + rituximab med
hhv. umuteret og muteret IGHV-status i CLL10. I appendix til Alliance er der PFS-kurver for IGHV-
subgrupper, hvorfra 3-arsraten kan afleeses. Hos den umuterede gruppe er den ca. 54 % og i den muterede
gruppe ca. 78 %. Der er ikke rapporteret estimater for PFS-rater for IGHV-subgrupperne i MABLE. PFS-
raterne indikerer pa linje med sammenligningen med chlorambucil + obinutuzumab, at patienter med
umuteret IGHV-status responderer darligere pé konventionel kemoimmunoterapi herunder bendamustin +
rituximab.

Bivirkninger

Andel der oplever en eller flere grad 3/4 ugnskede haendelser:

Grad 3-4 handelser blev rapporteret hos 79 % af patienter behandlet med venetoclax + obinutuzumab i
CLL14 mod 75 % og 79 % af patienterne behandlet med bendamustin + rituximab i hhv. MABLE og
CLL10.
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Det er vanskeligt at sammenligne haendelser pa tvars af de studier i en narrativ sammenligning, da der kan
veaere forskellige mader og praksis for at indsamle disse data. Sammenligningen vanskeliggeres yderligere,
nar populationerne og opfelgningstiden ikke er ens. Overordnet set var der sammenlignelige grad 4
infektioner i studierne, mens grad 3 var hgjere for bendamustin + rituximab i CLL10-studiet. Febril
neutropeni var hgjere for bendamustin + rituximab i Alliance end for venetoclax + obinutuzumab i CLL-14.

Tabel 5.4: Udvalgte grad 3 og 4 hzendelser i studierne, der indgar i sammenligningen mellem venetoclax +
obinutuzumab og bendamustin + rituximab

Venetoclax + Bendamustin + rituximab | Bendamustin + rituximab
obinutuzumab (CLL14) (Alliance) (CLL10)
Infektioner (%)
Grad 3 14,6 10 22
Grad 4 2,8 3 2
Febril neutopeni 5,2 7 NR

Behandling med bendamustin er kendt for at vaere forbundet med en gget risiko for udvikling af sekundeer
malignitet i form af myelodysplastisk syndrom samt akut myeloid leukeemi. Derudover gger bendamustin
risikoen for serligt alvorlige opportunistiske infektioner af typen bakteriel pneumoni, cytomegalovirus,
varicella zoster virus samt pneumocystis jirovecii, der kan give anledning til alvorlige komplikationer samt
lange indlaeggelser [20]. Fagudvalget vurderer, at de handelser, der er forbundet med bendamustin +
rituximab, er mere alvorlige og komplicerede. Pa baggrund af alvorligheden af bivirkninger ved bendamustin
+ rituximab foretreekker fagudvalget bivirkningsprofilen for venetoclax + obinutuzumab.

Livskvalitet

Der er ikke data tilgeengelig for komparator, der tillader en sammenligning. Effektmalet kan derfor ikke
kategoriseres.

5.2.5 Fagudvalgets konklusion

Fagudvalget vurderer, at den samlede vaerdi af venetoclax + obinutuzumab sammenlignet med bendamustin
+ rituximab til tidligere ubehandlede patienter med kronisk lymfatisk leukeemi uden deletionl7p-/TP53-
mutation ikke kan kategoriseres. Dette skyldes, at vurderingen beror pé en narrativ vurdering, hvilket ikke
giver mulighed for at foretage en formel kategorisering af venetoclax + obinutuzumab sammenlignet med
bendamustin + rituximab.

Fagudvalget vurderer, at venetoclax + obinutuzumab samlet set ikke har en dérligere sikkerhedsprofil end
bendamustin + rituximab og mener, at data indikerer, at behandling med venetoclax + obinutuzumab vil
forérsage feerre infektioner end bendamustin + rituximab. P& baggrund af alvorligheden af de potentielle
infektioner ved bendamustin + rituximab foretraekkes bivirkningsprofilen for venetoclax + obinutuzumab.

Overlevelsesrater ved 3 ar er ikke tilstraekkeligt til at afgere, hvorvidt venetoclax + obinutuzumab tilbyder en
overlevelsesgevinst. Dette er forventeligt i en population med en god prognose for deres CLL-sygdom, og
hvor der efter progression kan tilbydes flere effektive behandlingslinjer. Fagudvalget bemerker dog, at der er
en vaesentlig forskel pa 3-ars PFS-rater. Baseret pa subgruppeanalyser vurderer fagudvalget, at data
indikerer, at venetoclax + obinutuzumab tilbyder et bedre behandlingsalternativ end bendamustin +
rituximab, hvad angér effekt i den umuteret IGHV-subpopulation. Patienterne progredierer hurtigere efter
endt behandling med bendamustin + rituximab og ma derfor ogsé opstarte ny behandling, der i dag enten vil
vaere to-arig behandling med venetoclax + rituximab eller kontinuert behandling med ibrutinib. Som 1
sammenligningen med chlorambucil + obinutuzumab forventes venetoclax + obinutuzumab derfor ogsé at
tilbyde en vesentlig leengere behandlingsfri periode, hvilket fagudvalget vurderer er en sterk
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5.3 Klinisk spgrgsmal 1c: Patienter uden deletion17p/TP53, hvor venetoclax og
obinutuzumab er sammenlignet med fludarabin, cyclofosfamid og rituximab

5.3.1 Litteratur
Nedenfor beskriver og vurderer vi den litteratur, som ansgger har anvendt i sin endelige ansggning.

Ansgger har sggt litteratur med sggestrengen fra protokollen og har udover CLL-14-studiet angivet i klinisk
spergsmél la, og CLL10 angivet i klinisk spergsmal 1b, udvalgt yderligere 1 fuldtekstartikel, der rapporterer
resultater fra 1 studie, E1912. CLL10 og E1912 er randomiserede studier, hvori den relevante komparator
fludarabin + cyclofosfamid + rituximab indgéar som én af de to behandlingsarme.

Reference (titel, Navn pa Kklinisk | Intervention Komparator Opfelgningstid,
forfatter, tidsskrift, | forseg median

arstal, indeksering)

First-line CLLI10 Bendamustin + Fludarabin + 36 mdr.
chemoimmuno (NCT00769522) | rituximab cyclofosfamid +

therapy with rituximab

bendamustine and
rituximab versus
fludarabine,
cyclophosphamide,
and rituximab in
patients with
advanced chronic
lymphocytic
leukaemia (CLL10):
an international,
open-label,
randomised, phase 3,
non-inferiority trial.
Eichhorst B, et al.
Lancet Oncol. 2016.

[18]

Ibrutinib—rituximab E1912 Ibrutinib + rituximab Fludarabin + 33,6 mdr.
or chemoimmuno (NCT02048813) cyclofosfamid +

therapy for chronic rituximab

lymphocytic

leukemia. Shanafelt
TD, etal. N EnglJ
Med.
2019;381(5):432—
43.[21]

CLLIO
Se afsnit 5.2.1. for en gennemgang af studiet.

CLL14
Se afsnit 5.1.1. for en gennemgang af studiet.
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EI1912

E1912 er et fase III, open-label, multicenter, randomiseret studie udfert hos voksne patienter med tidligere
ubehandlet CLL, der er kandidater til fludarabin + cyclofosfamid + rituximab med alder < 70 ar.
Opfolgningstiden var 33,6 méaneder.

Patienter blev randomiseret i et forhold p& 2:1 hhv. til ibrutinib + rituximab (n = 354) og fludarabin +
cyclofosfamid + rituximab (n = 175).

Behandlinger blev doseret som beskrevet i afsnit 4, hvilket stemmer overens med dansk klinisk praksis.

Det primaere endepunkt var PFS og det sekundare endepunkter var overlevelse.

Population

CLLI10

Fagudvalget vurderer, at populationen i CLL10 stemmer overens med den population, der far fludarabin +
cyclofosfamid + rituximab i dansk klinisk praksis, dvs. fortrinsvis yngre patienter i god almen tilstand uden
alvorlig komorbiditet. Patientpopulationen i CLL10 stemmer derfor heller ikke overens med studiepopu-
lationen i CLL-14 (&ldre patienter med komorbiditet) med en median alder pa 72 mod 61 ar i CLL-10.
Fagudvalget formoder derfor ogsa, at patienterne i CLL-10 har en bedre prognose end patienterne i CLL-14.

E1912

Som ved populationen i CLL10 vurderer fagudvalget, at populationen i E1912 stemmer overens med den
population, der far fludarabin + cyclofosfamid + rituximab i dansk klinisk praksis, dvs. fortrinsvis unge
patienter i god almen tilstand uden alvorlig komorbiditet. De formodes derfor ogsé at have en bedre prognose
end patienterne i CLL14.

Tabel 5.5: Udvalgte baseline karakteristika for studiepopulationerne, der indgir i sammenligningen mellem
venetoclax + obinutuzumab og fludarabin + cyclofosfamid +rituximab

Karateristika Venetoclax + Fludarabin + Fludarabin cyclofosfamid
obinutuzumab cyclofosfamid +rituximab | + rituximab (E1912)
(CLL14) (CLL10)

Alder, median 72 (43-89) 62 (65-67) 57

(range)

Binet-stadie (%) NR

A 21,3 22

B 35,6 37

C 431 41

Mangler

Rai-stadie (%) NR

0 3 5,1

I-11 52 53,7

I-1vV 45 41,1

ECOG (%) NR

0 41 64 62

1 46 34 36

2 13 2 1,7

Deletion17p-mut 8,5 NR* 0

TP53-mut 11,1 NR NR

IGHV

Muteret 38 38,3

Tkke muteret 60,5 55 61,7

Ikke evaluerbar/ikke 1,5

testet

CIRS, median 9 2 NR
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Komorbidi-teter, NR NR NR
median (range)
NR = not reported, ikke rapporteret. * Dell7p var et eksklusionskriterium i studiet.

Komparator

Fagudvalget vurderer, at fludarabin + cyclofosfamid + rituximab-regimet, der anvendes i de to studier
CLL10 og E1912, er sammenligneligt med dansk klinisk praksis, om end behandlingen hovedsageligt
administreres peroralt i Danmark.

5.3.2 Databehandling og analyse

Ansgger har ikke indsendst statistiske analyser til sammenligning af venetoclax + obinutuzumab med
fludarabin + cyclofosfamid + rituximab. Denne vurdering vil derfor bero pa den narrativ vurdering. Der vil
kun blive rapporteret data fra venetoclax + obinutuzumab og fludarabin + cyclofosfamid + rituximab-armen i
disse studier.

Nedenunder beskriver vi ansggers datagrundlag, databehandling og analyse for hvert effektmél. Hvis ikke
andet er anfort er det angivne data fra ITT-populationen.

Overlevelse/PFS
I nogle af studierne er overlevelses-/PFS-rater ikke beregnet i studierne. Hvor det er muligt og forsvarligt ift.
datamodenhed, er disse aflest direkte pad Kaplan-Meier-kurven.

Bivirkninger

Ansgger har indsendt data vedrerende grad 3-4 handelser samt produktresuméer til narrativ gennemgang
som angivet jf. protokollen. I E1912 er der afrapporteret grad 3-5, hvilket giver en hgjere haeendelsesrate end
for CLL14, hvor der er opgjort grad 3-4. I CLL10 er der afrapporteret, hvor mange patienter der hhv. har haft
en grad 3, 4 og 5 handelse. I tabellen nedenfor er grad 3 summeret med grad 4, hvilket medferer en risiko
for en lille overestimering af andel, der oplever grad 3-4, da samme patient godt kan teelle med i hver af de
individuelle opgerelser.

Livskvalitet
Effektmaélet er ikke indgéet i studierne for komparator, hvorfor effektmalet ikke kan belyses.

5.3.3 Evidensens kvalitet

Der er ikke foretaget en GRADE-vurdering af evidensens kvalitet, da der er tale om en narrativ
sammenligning. Kvaliteten af sammenligninger vil altid vare meget lav.

5.3.4 Effektestimater og kategorier

I tabellen herunder fremgér de absolutte observerede effekter for hhv. venetoclax + obinutuzumab i CLL-14
samt fludarabin + cyclofosfamid + rituximab i hhv. E1912 og CLL10. Da sammenligningen er narrativ, kan
vaerdien ikke kategoriseres jf. Medicinrddets metode. Derfor er der ikke angivet forelgbige, aggregerede og

samlet kategori.
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Tabel 5.6. Effektestimater for sammenligningen mellem venetoclax + obinutuzumab og fludarabin +
cyclofosfamid + rituximab (fludarabin + cyclofosfamid + rituximab)

Effektmal Mileenhed CLL-14 (venetoclax + | E1912 (fludarabin+ CLL10 (fludarabin+
obinutuzumab) cyclofosfamid + cyclofosfamid +
rituximab) rituximab)
3-ars 88,9 % 91,5 % 91 %
Overlevelse | overlevelse
3-ars PFS 81,9 % 72,9 % 68 %
Bivirkninger | Grad 3-4 79 % 79 %* 89**
handelser

*Indeholder ogsé grad 5, hvilket overestimerer raten. **Summeret grad 3 og grad 4 hvilket kan give en
overestimering af andel, der oplever grad 3-4, da samme patient godt kan telle med i hver af de individuelle
opgerelser.

Overlevelse

3-arsoverlevelse er 88,9 % for patienter behandlet med venetoclax + obinutuzumab i CLL14 mod hhv. 91,5
% og 91 % behandlet med fludarabint+ cyclofosfamid + rituximab i E1912 og CLL10. Bade patienterne i
E1912 og CLL10 har en bedre prognose grundet ung alder og ingen komorbiditet end patienterne i CLL14.
Pé denne korte tidshorisont er det ikke forventeligt, at der kan ses nogen forskel i overlevelse, da der vil vaere
meget fa patienter der der af deres CLL-sygdom i dette tidsrum.

PFS

3-ars PFS er 81,9 % for patienter behandlet med venetoclax + obinutuzumab i CLL14 mod hhv. 72,9 % og
68 % 1 E1912 og CLL10 for fludarabin + cyclofosfamid + rituximab. Den lavere PFS-rate for patienter
behandlet med fludarabin + cyclofosfamid + rituximab skal ses i lyset af, at patienter har bedre prognose i
E1912 og CLL10, fordi patienterne er hhv. vaesentlig yngre eller uden vasentlig komorbiditet. Derfor tyder
data pa, at behandling med venetoclax + obinutuzumab giver en bedre PFS end fludarabin+ cyclofosfamid +
rituximab, hvilket er vaesentlig for patienterne.

IGHV-status

For 2- og 3-ars PFS er 88,2 % og 81,9 % for patienter behandlet med venetoclax + obinutuzumab.
Subgruppeanalyser pa IGHV-status med henblik pé differentieret effekt viser, at 24-méneders PFS er 89,4 %
0g 90,3 % for patienter behandlet med venetoclax + obinutuzumab med hhv. umuteret og muteret IGHV-
status. IGHV-status ser derfor ikke ud til at pavirke effekten af venetoclax + obinutuzumab.

Tilsvarende er 3-ars PFS-rate 59,1 % og 82,4 % for patienter behandlet med fludarabin + cyclofosfamid +
rituximab med hhv. umuteret og muteret IGHV-status i CLL10-studiet. I E1912 er 3-ars PFS-rate 62,5 % for
umuterede vs. 90,7 % for muterede blandt de fludarabin + cyclofosfamid + rituximab-behandlede patienter.
Dette viser i overensstemmelse med de foregédende sammenligninger, at patienter med umuteret IGHV-status
responderer darligere pa konventionel kemoimmunoterapi herunder fludarabin + cyclofosfamid + rituximab.

Bivirkninger

Andel der oplever en eller flere grad 3-4 ugnskede haendelser:

Grad 3-4 handelser blev rapporteret for 79 % af patienter behandlet med venetoclax + obinutuzumab i
CLL14 mod 79 % behandlet med fludarabin + cyclofosfamid +rituximab i E1912. Der var 28 maneders
opfolgningstid i CLL14 mod 33 maneder i E1912, hvilket bidrager med usikkerhed til sammenligningen.
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Tabel 5.7: Vasentligeste grad 3-4 haendelser i de anvendte studier for venetoclax + obinutuzumab og fludarabin
+ cyclofosfamid + rituximab

Hezendel- venetoclax + | Fludarabin + Fludarabin + Veneto- | Fludarabi | Fludarabin +
sestype obinutuzu- cyclofosfamid + | cyclofosfamid + | clax + n+ cyclofosfamid +
mab rituximab rituximab obinutu- | cyclofos- | rituximab
(CLL14) (E1912) (CLL10) sumab | famid+ | (CLL10)
(CLL14) | rituximab
(E1912)
Grad 3 Grad 4
Hzemato-
logiske
hzendelser
(%)
Neutropeni | 24,4 22,2 23 28,3 22.8 62
Leukocy- 2,4 49,4* 42 0 34,9* 39
topenia
Thromboc | 9,4 10,1%** 13 42 5,1%%* 8
ytopenia
Anaemia 7,5 10,8 10 0,5 3,8 4
Febril 3,3 13,3 NR 1,9 2,5 NR
neutropeni
Total sum
Inkfetio- 14,6 5,7 35 2,8 3,2 3
ner

I E1912 er haendelserne rapporteret som, *white-cell count decreased + lymphocyte count decreased og **platelet count decreased.

Opfolgningstiden var 28,1 méneder i CLL14, 33,6 méneder i E1912 og 37,4 méneder i CLL10, og flere
haendelser forventes derfor opfanget i CLL10 og E1912 grundet leengere opfelgningstid. Overordnet set giver
fludarabin + cyclofosfamid + rituximab vesentlig hejere grad af leukocytopeni, som formentlig er relateret

til lymfopeni associeret med fludarabinbehandling. @vrige cytopenier ogsa er hgjere hos patienter behandlet
med fludarabin + cyclofosfamid + rituximab, men ikke i samme grad.

Livskvalitet

Der er ikke data tilgeengelig for komparator, der tillader en sammenligning. Effektmalet kan derfor ikke

kategoriseres.

5.3.5 Fagudvalgets konklusion

Fagudvalget vurderer, at den samlede vaerdi af venetoclax + obinutuzumab sammenlignet med fludarabin +
cyclofosfamid + rituximab til tidligere ubehandlede patienter med kronisk lymfatisk leukaemi uden deletion
17p-/TP53-mutation ikke kan kategoriseres. Dette skyldes, at vurderingen beror pa en narrativ vurdering,
hvilket ikke giver mulighed for at foretage en formel kategorisering af venetoclax + obinutuzumab
sammenlignet med fludarabin + cyclofosfamid + rituximab. Fagudvalget vurderer, at venetoclax + rituximab
samlet set ikke har en dérligere sikkerhedsprofil end fludarabin + cyclofosfamid + rituximab, og at data
indikerer, at behandling med venetoclax + obinutuzumab vil forarsage ferre tilfzelde af leukocytopeni.

Overlevelsesrater ved 3 ér er ikke tilstraekkeligt til at afgere, hvorvidt venetoclax + obinutuzumab tilbyder en
overlevelsesgevinst. Dette er forventeligt i en population med en god prognose for deres CLL-sygdom, og
hvor der efter progression kan tilbydes flere effektive behandlingslinjer. Baseret pa subgruppeanalyser
vurderer fagudvalget dog, at data indikerer, at venetoclax + obinutuzumab tilbyder et bedre
behandlingsalternativ end fludarabin + cyclofosfamid + rituximab, hvad angéar effekt i den umuterede IGHV-
subpopulation. Her ses der markant hurtigere progression hos patienter behandlet med fludarabin +
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cyclofosfamid + rituximab, som derfor ogsa hurtigere ma opstarte ny behandling, der i dag enten vil vaere 2-
arig behandling med venetoclax + rituximab eller kontinuert behandling med ibrutinib. Som for de
forudgaende sammenligninger mé venetoclax + obinutuzumab derfor forventes ogsé at tilbyde en vesentlig
leengere behandlingsfri periode hos de umuterede patienter, hvilket fagudvalget vurderer er en sterk
patientpraference.

5.4 Klinisk spgrgsmal 2 — Patienter med deletion17p/TP53-mutation, sammenligning
med ibrutinib

5.4.1 Litteratur

Ansgger har sggt litteratur med segestrengen fra protokollen og har udover CLL-14 studiet angivet i klinisk
spergsmal 1a udvalgt yderligere 3 fuldtekstartikler med data for effekten af ibrutinib, der rapporterer
resultater fra 3 studier, beskrevet i tabellen nedenfor. Mato- og Ahn-studiet er single-arm-studier, hvor Mato
er et retrospektivt kohortestudie, der er lavet pd baggrund indsamling af data fra medicinske journaler og
Ahn er en prospektivt studie. RESONATE-studiet er et randomiseret forseg, hvori den relevante komparator
ibrutinib indgar som én af de to behandlingsarme.

Reference (titel, forfatter, Navn pa klinisk Intervention Komparator Opfolgningstid
tidsskrift, arstal, indeksering) forsog

Outcomes of front-line ibrutinib | Mato-studiet Ibrutinib Ingen 13,8 mdr.
treated CLL patients excluded (Ikke registeret,

from landmark clinical trial. retrospektivt-

Mato AR, et al. Am J Hematol. studie)
2018;93(11):1394-401 [22]
Depth and durability of response | Ahn-studiet Ibrutinib Ingen 58 mdr.
to ibrutinib in CLL: 5-year (NCTO01500733)
follow-up of a phase 2 study.
Ahn, et al. Blood.
2018;131(21):2357-66. [23]
Long-term efficacy and safety of | RESONATE-2 Ibrutinib Chlorambucil | 60 mdr.
first-line ibrutinib treatment for | (NCT01722487)
patients with CLL/SLL: 5 years
of follow-up from the phase 3
RESONATE-2 study. Burger
JA, et al. Leukemia.
2020;34(3):787-98. [24]

Fagudvalget ekskluderer Mato-studiet fra evidensgrundlaget pa grund af det retrospektive studiedesign og
korte opfalgningstid. Sammenligningen mellem venetoclax + obinutuzumab og ibrutinib vil saledes basere
sig pa CLL-14, Ahn og RESONATE-2.

Ahn-studiet

Ahn-studiet er et single-arm, open-label, singlecenter studie udfert hos voksne patienter med tidligere
ubehandlet CLL, der enten havde deletion17p/TP53-mutation eller var 65 ar eller &ldre. Studiets mediane
opfelgningstid var ca. 58 méaneder (4,8 ar).

Patienter fik alle ibrutinib som beskrevet i afsnit 4, hvilket stemmer overens med dansk klinisk praksis.

Det primaere endepunkt var responsrate og de sekundaere endepunkter var overlevelse, PFS og bivirkninger.
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RESONATE-2

RESONATE-2 er et fase 111, open-label, multicenter, randomiseret studie udfert hos voksne patienter med
tidligere ubehandlet CLL med alder under 65 &r og uden vasentlig komorbiditet (CIRS < 6). Median
opfolgningstid var 60 maneder (5 ar).

Patienter blev randomiseret i et forhold pa 1:1 til ibrutinib (n = 136) eller chlorambucil (n = 133).
Ibrutinib blev doseret som beskrevet i afsnit 4 og stemmer overens med dansk klinisk praksis.
Det primaere endepunkt var: investigatorbedemt PFS.

De sekundere endepunkter var: overlevelse, bivirkninger.

Population:

CLL-14

CLL-14-studiet inkluderer meget fa patienter (< 10 %) med deletion17p/TP53-mutation, hvorfor
populationen stemmer darligt overens med populationen i det kliniske spergsmaél. Patienter med deletion
17p/TP53-mutation har generelt en dérligere prognose, ogsa selvom effekten af venetoclax er uathaengig af
deletion17p/TP53. Fagudvalget vurderer derfor, at patienterne i CLL14 er bedre prognostisk stillet end
patienter 1 dansk klinisk praksis med dell7p/TP53, og at der er risiko for, at effekten af venetoclax +
obinutuzumab overestimeres i sammenligning med effekter i studiepopulationer, der udelukkende bestér af
patienter med dell7p/TP53.

Ahn-studiet

Fagudvalget vurderer, at populationen i Ahn-studiet stemmer overens med en del af den population, der far
ibrutinib i dansk klinisk praksis, da studiet fortrinsvis inkluderede patienter med dell7p/TP53-mutation. Dog
indeholdt studiet ogsa en andel patienter (38 %), der havde relaps/refrakter sygdom. Disse patienter er ogsé
kandidater til ibrutinib i dansk klinisk praksis, men har en dérligere prognose, som vil fore til en
underestimering af effekten af ibrutinib som behandling i 1. linje. Patienter med dell7p/TP53 har ogsa
generelt en darligere prognose. Patientpopulationen stemmer derfor ikke overens med studiepopulationen i
CLL-14.

RESONATE-2

Fagudvalget vurderer, at populationen i RESONATE-studiet ikke stemmer overens med den population, der
far ibrutinib i dansk klinisk praksis, da studiet fortrinsvis inkluderede patienter uden deletion17p/TP53-
mutation (dell7p blev ekskluderet), og patienterne derfor formentlig har en bedre prognose end de danske
patienter og en studiepopulation med hgjere andel af patienter med dell 7p/TP53-mutation. Patientpopu-
lationen er derfor ikke direkte sammenlignelig med studiepopulationen i CLL-14, hvor der desuden var flere
patienter med komorbiditet (CIRS > 6).

Tabel 5.8. Udvalgte baselinekarakteristika for studierne, der indgér i sammenligningen mellem venetoclax +
obinutuzumab og ibrutinib

Karateristika* Venetoclax + obinutuzumab Ibrutinib Ibrutinib (RESONATE-
(CLL14) (Ahn) 2)

Alder, median/gns 72 (NR) 66 (35-85) 73 (65-89)

(range)

Binet-stadie, % NR NR

A 21,3

B 35,6

C 43,1

Mangler

Rai-stadie, % NR

1I-1v 62,7 44

Deletion17p-mut, % 8,5 58,1 0
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TP53-mut, % 11,1 4.7 10
IGHV, %

Muteret 38 33,3 57
Ikke muteret 60,5 66,7 43
Ikke evaluerbar/ikke testet | 1,5

CIRS > 6, % 86,1 NR 31

NR = not reported, ikke rapporteret.
*Karakteristika er fra de samlede studiepopulationer, og ikke fra de deletion17p/TP53-populationer der indgér i de nedenstdende
resultater, da disse informationer ikke er tilgaengelige.

Komparator:
Fagudvalget vurderer, at ibrutinib-regimet, der anvendes i Ahn og RESONATE-2, er identisk med dansk
klinisk praksis.

5.4.2 Databehandling og analyse

Ansgger har ikke indsendt statistiske analyser til den kliniske vurdering af sammenligningen af venetoclax +
obinutuzumab med ibrutinib. Denne vurdering vil derfor bero pa en narrativ vurdering af data fra
studiearmene med venetoclax og ibrutinib i de ovenfornavnte studier.

Nedenunder beskriver vi ansggers datagrundlag, databehandling og analyse for hvert effektmal. Hvis ikke
andet er anfort er det angivne data fra ITT-populationen.

Overlevelse/PFS

Der er inkluderet data for PFS for de relevante subgrupper, som er opgjort lidt forskelligt pa tveers af studier.
Overlevelses- og PFS-rater er ikke rapporteret i alle de inkluderede studier. Hvor det har varet muligt og
forsvarligt i forhold til datamodenhed er raterne aflaest direkte pa Kaplan Meier-kurven. De meget sma
patientantal i subgrupperne med deletion17p/TP53-mutation ger, at estimaterne er forbundet med stor
usikkerhed, men geor sammenligningen mere uathaengig af de forskelle, der er mellem studiernes ITT-
populationer.

Bivirkninger

Ansgger har indsendt data vedrerende grad 3-4 haendelser, samt produktresuméer til narrativ gennemgang
som angivet jf. protokollen. Disse data er dog fra hovedpopulationer og ikke specifik for deletion17p/TP53.
Dette vurderer fagudvalget er uden betydning, da mutationsstatus ikke er betydende for, hvilke eller hvor
mange bivirkninger patienterne oplever af behandlingen.

Livskvalitet
Effektmélet har ikke vaeret undersogt i studierne for komparator, hvorfor effektmalet ikke kan belyses.

5.4.3 Evidensens kvalitet

Der er ikke foretaget en GRADE-vurdering af evidensens kvalitet, da der er tale om en narrativ
sammenligning. Kvaliteten af sammenligninger vil altid vare meget lav.

5.4.4 Effektestimater og kategorier

I tabellen herunder fremgér de absolutte observerede effekter for hhv. venetoclax + obinutuzumab i CLL-14
samt ibrutinib i hhv. Ahn og RESONATE-2. Da sammenligningen er narrativ, kan veerdien ikke
kategoriseres jf. Medicinradets metode. Derfor er der ikke angivet forelgbige, aggregerede og samlet
kategori.
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Tabel 5.9. Effektestimater for sammenligningen mellem venetoclax + obinutuzumab og ibrutinib

Studie
Ahn RESONATE-2 | RESONATE-2 | CLL14
. . N =34, TP53 N =12, TP53 N =136 deletion17p/TP5
Effektmal Maleenhed | 1, ¢inib Ibrutinib Ibrutinib 3
N=17/ N= 24
Venetoclax +
obinutuzumab
Opfelgningstid Median, mdr 58 mdr. 60 mdr. 60 mdr. 24 mdr.
PFS (2 ar) 85 ] ] 64.7 % 1 73.9%
Overlevelse PFS (3 ar) - - 82* -
PES (5-ar) 74.4 % 56 % (5 4r) 70 % - 5-ars ;
Bivirkninger Grad 3-4 83 % 83 0t 83 % 79 ok
haendelser

*ikke opgjort, aflest direkte af Kaplan-Meier-graf. **For alle patienter i studiet.

Overlevelse

Der er ikke estimater for overlevelse tilgaengelige for deletion17p/TP53-subgrupperne. Derfor anvendes PFS
som surrogat.

I deletion17p/TP53-populationen i CLL14, var 2-ars PFS 64,7/73,9 % for patienter behandlet med
venetoclax + obinutuzumab mod hhv. 2-ars PFS pa 85 % for ibrutinib i Ahn og 56 % for 5-ars PFS for TP53-
subpopulationen i RESONATE-2. Subpopulationen i Ahn kan forventes at have en bedre prognose grundet
vaesentlig lavere alder (62 ar) og mindre komorbiditet. Dog inkluderede Ahn-studiet patienter i 2. linje,
hvilket treekker i den modsatte retning. Patienter i RESONATE havde sammenlignelig alder, men vasentlig
mindre komorbiditet. Den bedre prognose for patienterne i RESONATE forventes at favorisere
effektestimaterne for ibrutinib.

Data fra de enkelte studier viser at bdde venetoclax + obinutuzumab og ibrutinib har en bedre effekt pa PFS
end konventionel kemoterapi hos patienter med deletion17p/TP53-mutation, og fagudvalget vurderer, at det
pa baggrund af det foreliggende datagrundlag ikke er muligt at skelne mellem de to behandlinger, som derfor
kan betragtes som klinisk ligevaerdige behandlingsalternativer, hvad angér overlevelse.

Bivirkninger

Andel der oplever en eller flere grad 3/4 ugnskede haendelser:

Grad 3-4 handelser blev rapporteret for 79 % af patienter behandlet med venetoclax + obinutuzumab i
CLL14 mod 83 % behandlet med ibrutinib i Ahn og RESONATE. Der var 28 maneders opfelgningstid i
CLL14 mod hhv. 58 og 60 maneder i Ahn og RESONATE-2. Dette indikerer, at venetoclax + obinutuzumab
kan veere forbundet med flere grad 3-4 haendelser pga. den store forskel i opfalgningstiden.

Kvalitativ gennemgang af bivirkningsprofilen

Der er flere heematologiske bivirkninger ved behandling med venetoclax + obinutuzumab (serligt
neutropeni) end med ibrutinib. Patienter i behandling med ibrutinib kan opleve hjerteflimmer medferende
behov for antikoagulationsbehandling. Dette kan kompliceres af en generelt gget tendens til bledninger
blandt disse patienter. Herudover er ibrutinib forbundet med generende bivirkninger i form af diarré og
hududslet. Fagudvalget vurderer, at sikkerheden af leegemidlerne er sammenlignelig, men at der er
vaesentlige forskelle 1 bivirkningsprofilerne, og dette kan have betydning for den enkelte patients praeference
og egnethed.
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Livskvalitet
Der er ikke data tilgeengelig for komparator, der tillader en sammenligning.

5.4.5 Fagudvalgets konklusion

Fagudvalget vurderer, at den samlede vaerdi af venetoclax + obinutuzumab sammenlignet med ibrutinib til
patienter med tidligere ubehandlede patienter med kronisk lymfatisk leukaemi med deletion 17p-/TP53-
mutation ikke kan kategoriseres. Dette skyldes, at vurderingen beror pé en narrativ vurdering, hvilket ikke
giver mulighed for at foretage en formel kategorisering af venetoclax + obinutuzumab sammenlignet med
ibrutinib. Fagudvalget vurderer dog, at venetoclax + obinutuzumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end ibrutinib. Fagudvalget vurderer, at ibrutinib og venetoclax i kombination med
obinutuzumab er klinisk ligestillede behandlingsvalg.

6 Andre overvejelser

6.1 Indflydelse pa efterfglgende behandling

Fagudvalget enskede i protokollen, at anseger skulle bidrage med information om, hvordan det vil pavirke
efterfolgende behandlinger, hvad angéar type, varighed og forventet effekt at flytte anvendelse af venetoclax
til 1.-linjebehandling. Ansgger har bidraget med information fra et retrospektivt studie, hvor nasten alle
patienterne var relaps-/refraktaere patienter (96 %), og hvor de fleste havde modtaget flere tidligere
behandlinger, for de fik venetoclax (0-11). Data vurderes derfor ikke at vaere repreesentative eller
anvendelige for denne vurdering, hvad angar pavirkningen af at flytte venetoclaxbehandling til ferste linje.

Vedrerende klinisk spargsmaél 1 vurderer fagudvalget, at anvendelse af venetoclax + obinutuzumab hos de
IGHV-umuterede patienter vil udelukke senere brug af kemoimmunterapi hos disse patienter. De vil derfor
behandles med ibrutinib i anden linje.

Hos IGHV-muterede patienter, hvor fagudvalget vurderer, at det pa det foreliggende datagrundlag ikke er
muligt at skelne mellem vardien af kemoimmunterapi og venetoclax + obinutuzumab, vil behandling i 2.
linje athaenge af, hvilken behandling der er givet i forste linje, herunder effekt og bivirkninger heraf.

Hvis patienterne er behandlet med kemoimmunoterapi i 1. linje, vil 2.-linjebehandling vere venetoclax +
rituximab eller ibrutinib i henhold til tidligere vurderingsrapport. Hvis de er behandlet med venetoclax +
obinutuzumab i 1. linje, sa vil behandlingen i 2. linje vare ibrutinib, da viden om brug af kemoimmunterapi
efter targeteret behandling er sparsomme.

6.2 Genbehandling med VEN

Der er meget begranset erfaring med genbehandling med venetoclax + rituximab og ingen med venetoclax +
obinutuzumab. Resultater fra 3 genbehandlende patienter indikerer, at der kan opnds respons pa venetoclax +
rituximab efter en leengere periode uden behandling [25]. Fagudvalget anser resultaterne for at vaere for
usikre til at drage konklusion eller vere vejledende for valg mellem genbehandling med venetoclax.
Genbehandling med venetoclax vil kunne overvejes ved relaps efter > 3 ar.

6.3 Differentieret effekt baseret pa IGHV-status

Dette er belyst sarskilt under hvert klinisk spergsmal. Resultaterne peger entydigt pa, at der ses en vasentlig
kortere PFS ved umuteret IGHV-status for kemoimmunoterapi, og fagudvalget anser derfor venetoclax +
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obinutuzumab som en bedre behandlingsmodalitet for denne patientpopulation. Den korte PFS for patienter
med umuterede IGHV behandlet med kemoimmunoterapi betyder i praksis, at de hurtigere ma overga til
naeste behandling. Dette betyder, at tid til naste behandling bliver kort, og patienterne ma tolerere et mere
intensivt behandlingsforlgb, hvor kemoimmunoterapi tilbyder begraenset effekt i forhold til bivirknings- og
behandlingsbyrden. Derudover bemerker fagudvalget, at s&fremt patienter ikke far venetoclax i forste linje,
sé bestar andenlinjebehandling af to ars behandling med venetoclax + rituximab, modsat venetoclax +
obinutuzumab, der kun doseres i ét ar.

6.4 Venetoclax i kombination med obinutuzumab eller rituximab

Fagudvalget havde i protokollen efterspurgt, at ansgger belyste, hvorvidt der forventes nogen forskel i den
kliniske effekt ved tilleeg af de to anti-CD20-antistoffer, hhv. obinutuzumab og rituximab. For nuvarende er
der ikke nogen data tilgeengelig, der tillader sammenligning mellem venetoclax + rituximab og venetoclax +
obinutuzumab i ferste linje, og fagudvalget har ikke noget grundlag for at vurdere, om det ene antistof er at
foretreekke fremfor et andet. Chlorambucil + obinutuzumab har vist bedre PFS og OS end chlorambucil +
rituximab i en population, der er sammenlignelig med populationen i CLL14, men dette kan ikke direkte
viderefares til venetoclax [26].

Der pagér et studie, GAIA (NCT02950051), der bl.a. undersgger venetoclax + rituximab og venetoclax +
obinutuzumab overfor bendamustin + rituximab og fludarabin + cyclofosfamid + rituximab 1 ferste linje,
hvorfor en eventuel konklusion om, hvorvidt de to regimer er ligeverdige, forst kan drages efter disse
resultater er rapporteret.

7 Samlet konklusion

7.1 Klinisk spgrgsmal 1 — patienter uden del17p/TP53-mutation

Samlet set vurderer fagudvalget at vaerdien af venetoclax + obinutuzumab sammenlignet med
kemoimmunterapi ikke kan kategoriseres hos patientpopulationen uden dell7p/TP53-mutation. Evidensens
kvalitet er meget lav.

Mangden og typen af bivirkninger for venetoclax + obinutuzumab er sammenlignelig med chlorambucil +
obinutuzumab, mens fagudvalget foretraekker bivirkningsprofilen for venetoclax + obinutuzumab i
sammenligning med bade bendamustin + rituximab og fludarabin + cyclofosfamid + rituximab.

Fagudvalget vurderer baseret pa data for PFS, at der med venetoclax + obinutuzumab er en
behandlingsgevinst i subpopulationen af patienter der er IGHV-umuterede sammenlignet med
kemoimmunoterapi.

7.2 Klinisk spgrgsmal 2 — patienter med del17p/TP53-mutation

Samlet set vurderer fagudvalget, at vaerdien af venetoclax + obinutuzumab sammenlignet med ibrutinib ikke
kan kategoriseres hos patientpopulationen med dell7p/TP53-mutation. Evidensens kvalitet er meget lav.

Mengden og typen af bivirkninger er ssmmenlignelig for de to behandlinger, og data for effekt giver ikke
anledning til at skelne mellem de to behandlinger, som fagudvalget derfor betragter som klinisk ligestillede
behandlingsalternativer.
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8 Relation til behandlingsvejledning

Der findes ikke en behandlingsvejledning fra Medicinradet. Medicinradet har tidligere besluttet, at der skal
udarbejdes en behandlingsvejledning for CLL i Medicinradet.
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11 Versionslog

Version | Dato ZAndring

1.1 3. november 2020 s. 18: obintuzumab er rettet til rituximab i setningen: Det vil i dag enten
veere venetoclax + rituximab eller ibrutinib, som er henholdsvis en to-
darig eller kontinuert behandling.

1.0 21. oktober 2020 Godkendt af Medicinradet.
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12 Bilag 1: Evidensens kvalitet

12.1 Cochrane, Risk of Bias

Vurdering af risiko for bias ved Cochranes RoB 2.0 assessment tool.

s Medicinradet

Risiko for bias i Risiko for Manglende | Risiko for Risiko for Overordnet
randomiseringsprocessen | bias grundet | data for bias ved bias ved risiko for
afvigelser effektmal | indsamlingen | udvzelgelse | bias
fra tilsigtet af data af
intervention resultater
der
(effekt af rapporteres
tildeling til
intervention)
CLL-14 | Lav Lav Lav forbehold Lav Forbehold
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GRADE-profil

Klinisk sporgsmal 1
Venetoclax + obinutuzumab sammenlignet med chlorambucil + obinutuzumab

Certainty assessment

Ne of
studies

Risk of bias Indirectness Imprecision Other considerations

Inconsistency

3-ars overlevelse (follow up: median 17,8 months)

Ne of patients

Gilteritinib

Kemoterapi

Effect

:""» Medicinradet

Absolute
95 % CI)

Certainty

Importance

1 randomised not serious serious * not serious Very serious ° none 192/216 (88,9 190/216 (88 %) HR 1,03 - CRITICAL
trials %) (0,60-1,75) %}%99
Grad 3-4 haendelser
1 randomised serious® serious * not serious Very serious ° none 167/212 (79 %) 164/214 (77 %) RR 1,03 2,0 % [-5,7 @OOO IMPORTANT
trials % til
(0,93-1,14) 10 %] MEGET LAV
Livskvalitet (follow up: median 28,1 mdr)
1 randomised serious® serious * not serious Very serious ” none 216 216 - -0,7-point @OOO IMPORTANT
trials
MEGET LAV
Forklaring:

a.  Kun ét studie indgér i vurderingen af dette effektmal.
b.  Konfidensintervallet indeholder bade positive og negative verdier.

c.  Risiko for bias, da studiet er open-label, og der er et subjektivt element i malingen af effektmalet.
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2 Basic information
Table 1 Contact information

Name Helena Wicktor

Title Medical Advisor

Area of responsibility Hematology

Phone +46 70 257 05 44

E-mail helena.wicktor@abbvie.com
Name Lars Eskildsen

Title Market Access Lead

Area of responsibility Market Access

Phone +45 42 14 28 55

E-mail lars.eskildsen@abbvie.com

Table 2 Overview of the pharmaceutical

Proprietary name

Venclyxto®

Generic name

Venetoclax

Marketing AbbVie Deutschland GmbH & Co. KG
authorization holder | Knollstrasse
in Denmark 67061 Ludwigshafen
Germany
ATC code LO1XX52

Pharmacotherapeutic
group

Other antineoplastic agents

Active substance(s)

venetoclax

Pharmaceutical
form(s)

Film-coated tablet (10mg, 50 mg and 100mg)

Mechanism of action

Venetoclax is a potent, selective inhibitor of B cell lymphoma (BCL)-2, an anti-apoptotic protein.

Dosage regimen

Dosage in combination with obinutuzumab:

Obinutuzumab i.v., cycle 1: 100 mg day 1, 900 mg day 2 and 1.000 mg day 8 and day 15, cycle 2-6: 1.000 mg day 1
Venetoclax p.o., cycle 1: 20 mg day 22-28, cycle 2: 50 mg day 1-7, 100 mg day 8-14, 200 mg day 15-21 and 400 mg day
22-28. Cycle 3-12: 400 mg day 1-28.

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

Venclyxto in combination with obinutuzumab is indicated for the treatment of adult patients with CLL who have received
at least one prior therapy.

Other approved
therapeutic
indications

1.  Venclyxto® in combination with obinutuzumab is indicated for the treatment of adult patients with previously
untreated chronic lymphocytic leukemia (CLL)
2. Venclyxto® in combination with rituximab is indicated for the treatment of adult patients with CLL who have
received at least one prior therapy.
3. Venclyxto® monotherapy is indicated for the treatment of CLL:
o in the presence of 17p deletion or TP53 mutation in adult patients who are unsuitable for or have
failed a B-cell receptor pathway inhibitor, or
o in the absence of 17p deletion or TP53 mutation in adult patients who have failed both
chemoimmunotherapy and a B-cell receptor pathway inhibitor.

Patient population

Incidence: Prevalence:
From 2011-2015, on average 398 persons were diagnosed By the end of 2015, there was a total of 3.677 patients in
each year (ref cancer.dk) Denmark

Will dispensing be
restricted to
hospitals?

Yes

Combination therapy
and/or co-medication

Obinutuzumab

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

Carton, film-coated tablets, 7-day pack, 10 mg, 14 film-coated tablets

Carton, film-coated tablets, 7-day pack, 50 mg, 7 film-coated tablets
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Carton, film-coated tablets, 7-day pack, 100 mg, 7 film-coated tablets
Carton, film-coated tablets, 7-day pack, 100 mg, 14 film-coated tablets

Carton multipack, 100 mg film-coated tablets, 112 (4 x 28) film-coated tablets

Orphan drug
designation

No
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3 Abbreviations

AD: Absolute difference

AE: Adverse events

BCL-2: B-Cell lymphoma-2

BM: Bone marrow

BR: Bendamustin in combination with rituximab
BSH: British Society for Heamotology
BTKi: Bruton’s Tyrosine Kinase inhibitor
Cl: Confidence Interval

Cl_low: Lower confidence Interval
Cl_high: Higher confidence Interval
CIRS: Cumulative illness rating scale

CIT: Chemoimmunotherapy

GClb: Chlorambucil in combination with obinutuzumab

CLL: Chronic lymphocytic leukemia
CR: Complete remission
DC: Discontinuation

EMA: European Medicines Agency

EORCT QLQ-C30: the European Platform of Cancer Research Quality of Life questionnaire

FCR: Fludarabin, cyclofosfamid in combination with rituximab

FTD: Fixed treatment duration
HR: Hazard ratio
IBR: Ibrutinib monotherapy

ITT: Intention to treat

iwCLL: International workshop on chronic lymphocytic leukemia

MRD: Minimal residual disease
ORR: Overall response rate
OS: Overall survival

PD: Progression of disease

obbvie
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PFS: Progression-free survival

PI3Ki: Phosphoinositide 3-kinase inhibitor

PR: Partial remission

SAE: Serious Adverse Event

SD: Standard Disease

SmPC: Summary of product Characteristics

TLS: Tumor lysis syndrome

VenG: Venetoclax in combination with obinutuzumab

VenR: Venetoclax in combination with obinutuzumab

obbvie
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4 Summary

Venetoclax® is a first-in-class targeted medicine that selectively binds and inhibits the B-cell lymphoma-2
(BCL-2) protein. In chronic lymphocytic leukemia (CLL), BCL-2 prevents cancer cells from undergoing their
natural death or self-destruction process, called apoptosis. Venetoclax targets and inhibits the BCL-2 protein
and works to help restore the process of apoptosis. In 12 months, fixed duration therapy Venetoclax has in
combination with 6 cycles of obinutuzumab demonstrated first-in-class efficacy, with the achievement of
unparalleled deep response as measured by minimal residual disease negativity at similar and manageable
safety profile to competitors.

On 9" March 2020 venetoclax in combination with 6 cycles obinutuzumab received EMA approval as the first
fixed duration, targeted, chemotherapy-free combination for the treatment of adult patients with previously
untreated chronic lymphocytic leukemia. The approval was based on the CLL14 Phase 3 clinical trial in which
venetoclax plus obinutuzumab reduced the risk of disease progression or death by 69 percent compared to
chlorambucil in combination with rituximab. Most patients (75.5 percent) treated with venetoclax plus
obinutuzumab achieved MRD negativity in peripheral blood compared to 35.2 percent of patients who
received chlorambucil plus obinutuzumab.

Current treatment options in first line treatment of CLL entail either fixed duration chemoimmunotherapy or
continuous indefinite targeted therapy. Venetoclax plus obinutuzumab is the first and only approved fixed
duration targeted therapy with a favorable safety profile and substantial clinical benefit.

The Medicines Council outlined 2 clinical questions to be answered in this application for recommendation
to be used as standard of care in Danish hospitals:

Clinical question 1: What is the clinically added value of venetoclax in combination with obinutuzumab
compared to chemotherapy in combination with CD20-antibody for patients with previously untreated
chronic lymphocytic leukemia without deletion17p/p53-mutation?

Overall a clear benefit on PFS for VenG was shown vs. chemotherapy in combination with
CD20-antibody for patients with previously untreated chronic lymphocytic leukemia without
deletion17p/p53-mutation. This benefit is realized with similar rates of serious adverse events
compared to BR and GClb, and at lower rates of serious adverse events compared to FCR.

Clinical question 2: What is the clinically added value of venetoclax in combination with obinutuzumab
compared to ibrutinib for patients with previously untreated chronic lymphocytic leukemia with
deletion17p/p53-mutation?

PFS and OS were found to be on par between VenG and IBR considering the vast difference in
follow-up time and patient demographics between trials. Higher rates of grade 3-4 AEs were
observed in the VenG arm of the CLL14 compared to the IBR treated patients in the Ahn et al.
and Mato et al. studies. However, 5 years of continuous therapy with IBR in the RESONATE 2
trial meant that 83% of patients had experienced AEs of grade 3 or higher.

In conclusion, VenG represents an important additional therapy option for patients with previously untreated
chronic lymphocytic leukemia that compared to present standard therapy for patients without
deletion17p/p53-mutation offers superior efficacy at similar or better safety and includes the option to stop
therapy for patients with deletion17p/p53-mutation at similar efficacy and safety.
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5 Literature search

A systematic literature search was conducted on 15/6 2020 according to the criteria set out by the Medicines
Council protocol for venetoclax in first line CLL to retrieve data to answer the 2 clinical questions. Details of
the searches including in- and exclusion criteria, search terms and strategy can be found in Appendix A.

The PRISMA flow diagram is shown in appendix 7.1.2. A total of 861+172 potentially relevant references were
identified through searching MEDLINE and CENTRAL (see Appendix 7.1). A total of 112 reference duplicates
were identified and 921 references were subsequently screened. 896 records were excluded based on titles
and abstracts and 25 published full-text papers were subsequently assessed for eligibility. Of these, 15
references were excluded in full text review. In total, 10 references reporting results of 6 studies were
included.

To answer the 1° clinical question a hand search for references reporting on the updated results for the
CLL14 trial (36 months estimates) was performed. This hand search added 2 conference abstract references.

Furthermore, to answer the 2" clinical question a hand search for studies of ibrutinib in first line del17/TP53
patients was performed. This hand search added 2 studies/references (Ahn et al. and Mato et al.):

CLL14 trial, NCT02242942
E1912 trial, NCT02048813
Alliance trial, NCT01886872
CLL10 trial, NCT00769522
MaBle trial, NCT01056510
RESONATE-2, NCT01722487
Ahn et al. trial, NCT01500733
Mato et al. study, no NCT

N U A WN R

Please note that these studies and references were included to answer the clinical questions only. All other
references referred to in the sections 5.3 Other considerations and 5.4 Discussion were included ad hoc.
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Clinical question 1: Venetoclax + obinutuzumab vs. chemoimmunotherapy in CLL patients without
del17p/TP53 who have not previously been treated

Table 4.1: Relevant studies included in the assessment of VenG vs. GClb, BR and FCR

End: March 2014

Reference (title, Trial name NCT number Dates of trial (start and expected Relevant for
author, journal, year) completion date) clinical
question
Fisher et al., 2019(1) CLL14 NCT02242942 Start: December 31, 2014 Q1
Al-Sawaf et al, 2020(2) End: September 1, 2020
Al-Sawaf et al, 2019(3)
Shanafelt et. al(4) E1912 NCT02048813 Start: February 20, 2014 Ql
End:June 9, 2026
Woyach et al.(5) Alliance NCT01886872 Start: December 9, 2013 Ql
End: August 7, 2018
Eichhorst et al.(6) CLL10 NCT00769522 Start: October 2, 2008 Q1
Kutsch et al.(7) End: January 2018
Michallet et al. 2018(8) | MaBle NCT01056510 Start: March 2010 Q1

Clinical question 2: Venetoclax + obinutuzumab vs. ibrutinib in CLL patients with del17p/TP53 who have
not previously been treated

Table 4.2: Relevant studies included in the assessment of VenG vs. IBR

Burger et al.(12)
Barr et al.(13)

End: May 2015

Reference (title, Trial name NCT number Dates of trial (start and expected Relevant for
author, journal, year) completion date) clinical
question

Fisher et al., 2019(1) CLL14 NCT02242942 Start: December 31, 2014 Q2
Al-Sawaf et al, 2020(2) End: September 1, 2020
Al-Sawaf et al, 2019(3)
Ahn et al. 2018 (9) Ahn et al. trial NCT01500733 Start: November 28, 2011 Q2

May 1, 2025
Mato et al.(10) Mato et al. study NA Start: Publication august 2018 Q2

End: Publication august 2018
Burger et al. 2020(11) Resonate 2 NCT01722487 Start: March 2013 Q2
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5.2 Main characteristics of included studies

Please see sections for each clinical question and Appendix 7.1.4. for details on trial characteristics.
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6 Clinical questions

Clinical question 1: What is the clinically added value of venetoclax in combination with
obinutuzumab compared to chemotherapy in combination with CD20-antibody for patients
with previously untreated chronic lymphocytic leukemia without deletion17p/p53-mutation?

o Intervention: venetoclax in combination with obinutuzumab
= Obinutuzumab i.v., cycle 1: 100 mg day 1, 900 mg day 2 and 1.000 mg day 8 and
day 15, cycle 2-6: 1.000 mg day 1
= Venetoclax p.o., cycle 1: 20 mg day 22-28, cycle 2: 50 mg day 1-7, 100 mg day 8-
14, 200 mg day 15-21 and 400 mg day 22-28. Cycle 3-12: 400 mg day 1-28.
o Comparator (Qla): Chlorambucil in combination with obinutuzumab (GClb)
= Chlorambucil p.o. cycle 1-6: 0,5 mg/kg day 1 and 15
=  Obinutuzumab i.v. cycle 1: 100 mg day 1, 900 mg day 2 and 1.000 mg day 8 and
15, 1.000 mg day 1 in cycle 2-6.
o Comparator (Qlb): Bendamustin in combination with rituximab (BR)
=  Bendamustin i.v. 70-90 mg/m?day 1 and 2, cycle 1-6
= Rijtuximabi.v. 375 mg/m?day 1 in cycle 1, thereafter i.v. 500 mg/m?day 1 in cycle
2-6
o Comparator (Qlc): Fludarabin, cyclofosfamid in combination with rituximab (FCR)
=  Fludarabin 25 mg/m?i.v. dag 1-3 in cycle 1-6
= Cyclofosfamid 250 mg/m?i.v. dag 1-3 in cycle 1-6
= Rituximabi.v. 375 mg/m?2day 1 in cycle 1, thereafteri.v. 500 mg/m?day 1 in cycle
2-6

Clinical question 2: What is the clinically added value of venetoclax in combination with
obinutuzumab compared to ibrutinib for patients with previously untreated chronic
lymphocytic leukemia without deletion17p/p53-mutation?

o Comparator: Ibrutinib monotherapy (IBR)
= |brutinib p.o. 420 mg daily until progression

Outcomes:
o Overall survival (0OS)
o Progression free survival (PFS)
o Grade 3-4 adverse events
o EORTCQLQ-C30

The Medicines Council protocol posed 2 questions involving 4 comparators. The only identified direct
comparative trial was the CLL14 trial in which VenG was directly compared to GClb. Thus, only clinical
question 1a was answered using direct comparison from this trial. All other clinical questions would have to
rely on narrative analysis in accordance with the Handbook of the Medicines Council’s process and
methodologies for new pharmaceuticals and indication expansions version 2.6 (14).
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6.1 Clinical question 1

What is the clinically added value of venetoclax in combination with obinutuzumab compared to
chemotherapy in combination with CD20-antibody for patients with previously untreated chronic lymphocytic
leukemia without deletion17p/p53-mutation?

6.1.1 Presentation of relevant studies

6.1.2 CLL14

The CLL14 trial was an open-label, randomized trial, that enrolled 432 elderly patients, with co-existing
conditions (CIRS > 6 or CrCl <70 ml/min), who had previously untreated CLL, had been diagnosed in
accordance with the criteria of the International Workshop on CLL (iwCLL) and had been determined by the
treating clinician and confirmed during the central screening process to require therapy (Binet stage C [low
hemoglobin or platelet count from bone marrow infiltration of CLL cells] or symptomatic disease). Because
new treatment options were approved during the recruitment period, patients with TP53 deletion or
mutation were enrolled at the investigator’s discretion. A notification letter was sent to all the investigators
about the enrollment of such patients. Patients were randomly assigned in a 1:1 ratio to receive either
venetoclax—obinutuzumab or chlorambucil-obinutuzumab. Patients were stratified according to Binet stage
and geographic region. The treatment duration in both groups consisted of 12 cycles lasting 28 days each;
no crossover was allowed. The primary end point was investigator-assessed progression-free survival,
defined as the time from randomization to the first occurrence of progression, relapse, or death from any
cause. Secondary end points were progression-free survival as assessed by an independent review
committee, minimal residual disease negativity, overall and complete response, minimal residual disease
negativity in patients with complete response, and overall survival.

Figure 5.1: Trial design CLL14 trial
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For further details, please see appendix 7.1.4.
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6.1.3 Alliance trial

The Alliance trial was a phase 3 trial were patients aged 65 or older with previously untreated CLL received.
Patients were randomly assigned, in a 1:1:1 ratio to receive Bendamustine plus rituximab, ibrutinib or
ibrutinib plus rituximab. The Primary endpoint was progression-free survival. Secondary endpoints was
overall survival, overall response and safety among others. A total of 547 patients underwent randomization.
Subgroups were defined according to various baseline characteristics such as IgHV mutation-status, del(17p)
status etc.

For further details, please see appendix 7.1.4.

6.1.4 MaBle trial

MaBle investigated the efficacy and safety of rituximab plus bendamustine or rituximab plus chlorambucil in
fludarabine-ineligible patients with chronic lymphocytic leukemia. Patients received rituximab plus
bendamustine or rituximab plus chlorambucil every four weeks for six cycles. Rituximab plus chlorambucil-
treated patients without a complete response after Cycle 6 received chlorambucil monotherapy for at least
six additional cycles or until complete response. The primary endpoint was complete response rate
(confirmed by bone marrow biopsy) after Cycle 6 in first-line patients. Secondary endpoints included
progression-free survival, overall survival, minimal residual disease, and safety. The trial was conducted
between 23 February 2010 and 31 March 2014. Of the 357 patients in the ITT population, comprising 241 1
line patients (R-B, n=121; R-Clb, n=120) and 116 2" line patients (R-B, n=57; R-Clb, n=59), 355 patients
received treatment (R-B, n=177; R-Clb, n=178).

Figure 5.2: Trial design MABLE trial

n=178
(n =121 for 1L patients)
B: 90 mg/m?iv (1L) or 70 mg/m?iv (2L)
on D1 and D2, C1-Cé6 (4 weeks per cycle)
R: 375 mg/m? iv on D1, C1; 500 mg/m?iv
on D1, C2-C6 (4 weeks per cycle)

Patients with CLL
ineligible for
fludarabine-based
therapy (N = 357)

RANDOMIZED 1:1

n=179
(n =120 for 1L patients)

No CR after C6

Clb monotherapy

Clb: 10 mg/m? oral on D1-D7, C1-Cé Clb: 10 mg/m? oral on

(4 weeks per cycle) D1-D7, C7-C12 (4 weeks per cycle)
R: 375 mg/m? iv on D1, C1; 500 mg/m?iv

on D1, C2-Cé6 (4 weeks per cycle)

1L = first-line; 2L = second-line; B = bendamustine; BR = bendamustine plus rituximab; C = cycle; Clb = chlorambucil;
CLL = chronic lymphocytic leukemia; CR = complete response; D = day; iv = intravenous; R = rituximab;
R-Cib = chlorambucil plus rituximab

For further details, please see appendix 7.1.4.
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6.1.5 CLL1O trial

Treatment-naive fit patients (564) with chronic lymphocytic leukemia (aged 33—81 years) without del(17p)
were enrolled after undergoing a central screening process. Patients were randomly assigned (1:1) with a
computer-generated randomization list using randomly permuted blocks with a block size of eight and were
stratified according to participating country and Binet stage. Patients were allocated to receive six cycles of
intravenous fludarabine (25 mg/m? per day) and cyclophosphamide (250 mg/m? per day) for the first 3 days
or to intravenous bendamustine (90 mg/m? per day) for the first 2 days of each cycle. Rituximab 375 mg/m?
was given intravenously in both groups on day 0 of cycle 1 and was subsequently given at 500 mg/m? during
the next five cycles on day 1. The primary endpoint was progression-free survival whereas secondary
endpoints included overall survival, overall response, minimal residual disease, event-free survival and
EORTC-C30.

Figure 5.3: Trial design CLL10 trial

28-d cycles x 6

FCR (n = 284)
F: 25 mg/m2 (1V), d1-3
C: 250 mg/m?2 (1V), d1-3
R: 500 mg/m?2 (1V), d1, C2>*

Eligibility (n = 564)
Confirmed diagnosis of B-cell
CLL

CIRS score <6

CrCl >70 mL/min

No del(17p)

BR (n = 280)
B: 90 mg/m2 (1V), d1-2
R: 500 mg/m2 (IV), d1, C2>*

CIRS = cumulative illness rating scale
CrCl = creatinine clearance

* Starting dose for R: 375 mg/m?2 (IV) day 0 of the first cycle
« Patients were enrolled from 158 sites in 5 countries
« Primary endpoint: Progression-free survival (PFS) after 24 months

For further details, please see appendix 7.1.4.

6.1.6 E1912 trial

The E1912 phase 3 trial randomly assigned (in a 2:1 ratio) 529 patients 70 years of age or younger, with non
del 17p and previously untreated CLL to receive either ibrutinib and rituximab (n=354) for six cycles (after a
single cycle of ibrutinib alone), followed by ibrutinib until disease progression, or (n=175) six cycles of
chemoimmunotherapy with fludarabine, cyclophosphamide and rituximab. The primary end point was
progression-free survival and overall survival was a secondary end point.
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Figure 5.4: Trial design E1912 trial
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Table 5.1: Relevant results from the CLL14 trial, VenG vs. GClb in first line CLL patients

. VenG GClb
OUTCOMES in MR protocol (216) (216) HR Cl P-value Source
Fisher et al.
0, 0, -
0S, 24 md 91.80% | 93.30% 1.24 [0.64-2.40] 0.52 2019(1)
Al-Sawaf et al.
0, 0, -
0S, 36 md 88.9% 88.0% 1.03 [0.602-1.753] 0.921 2020(2)
Fisher et al.
0, ) -
PFS, 24 md 88.2% 64.1% 0.35 [0.23-0.53] <0,001 2019(1)
Al-Sawaf et al.
[v) [v) -
PFS, 36 md 81.9% 49.5% 0.31 [0.22-0.44] <0,001 2019(2)
AE grade 3-4 (safety population; VenG=212, o 0 Fisher et al.
GClb=214) 79% 77% n.a. n.a. n.a. 2019(1)
EORTC QLQ-C30, Global Health Status, 12.7 13.4 n.a n.a n.a Al-Sawaf et al.
improvement 30 months ) ) o o o 2019(3)

Note: Improvement 30 months in EORTC QLQ-C30 Global Health Status; 30 months read in graph as VenG=73, GClb=77, Baseline was 60.3 and 63.6,

Improvement calculated as 12.7 and 13.4 respectively

Table 5.2: Relevant results from the Alliance trial, IBR vs. IBR+R vs. BR in first line CLL patients

HR; IBR | Cl; IBR
OUTCOMES in MR BR a Ibrutinib a Ibrutinib a vs. BR, |vs.BR, p-value | Source
protocol (176) (178) + R (170) IBR+R IBR+R
vs. BR vs. BR
Woyach
0S, 24 md 95% %21;- 90% %Z‘Z’ 94% %197' n.a. n.a. 0.64 |etal.
: : : 2018(5)
[0.26-
0.66- 0.81- 0.81- 0.39; 0.58]; Woyach
0, 0, 0,
PFS, 24 md 74% 0.80 87% 0.92 88% 0.92 0.38 [0.25- <0001 1.
0.59] 2018(5)
. Woyach
H;r;‘:t;fg'ca' AE 61% 41% 39% n.a. na. | <0,001 |etal.
g 2018(5)
. Woyach
N:;';;"':_rzam'°g'°a' AE | 63% 74% 74% n.a. n.a. 0.04 |etal
g 2018(5)
EORTC QLQ-C30,
Global Health Status NR
Table 5.3: Relevant results from the MaBle trial, BR vs. Clb+R in first line CLL patients
OUTCOMES in MR protocol BR(121) [ Cl |Clb+R (120) Cl [HR cl P-value | Source
39.6 Michallet et al.
i 29. 52 | [0.339-0. .
PFS median months 9.9 months 0.5 [0.339-0.806] 0.003 2018(8)
. 43.8 Michallet et al.
0OS median months NR 0.98 [0.505-1.880] 0.939 2018(8)
132 Michallet et al.
A¥ H 0,
AE grade 3-4*Pooled analysis (75%) 113 (64%) n.a. n.a. n.a. 2018(8)
EORTC QLQ-C30, Global Health
Status NR
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Table 5.4: Relevant results from the CLL10 trial, BR vs. FCR in first line CLL patients

OUTCOMES in MR protocol BR(279) |CI FCR (282) (CI HR Cl P-value Source
0s30m: s |G| e | B o | B | o |
0, 60 md 80% 81% 111 [f.‘g2575]' 0.599 E;hggfg(z;
e 5 | | e e | | e [
Median PFS, md (extension) Mtzr;fhs M?nfhs 1.59 [11.'92;;]- <0.0001 E;hgg?&g
AE grade 3-4 (>=3) 84% 94% n.a. na. n.a. E;hggfg(z;
EORTC QLQ-C30, Global Health NR

Status

Table 5.5: Relevant results from the E1912 trial, IBR vs. IBR+R vs. BR in first line CLL patients

X IBR+R (354), FCR (175), P-
OUTCOMES in MR protocol saftey 352 Cl saftey 158 Cl HR Cl value Source
Shanafelt
0,86- 0,653- HR: 0,22-
PFS, 36 md 89.4% ! 72.9% ! ! <0,001 etal.
0.93 0,813 | 0,35 0,56 2019(4)
Shanafelt
0S, 36 md 98.8% 0'%6' 91.5% 0(')89672' (')"; %’%i’ <0,001 etal.
’ ’ ’ ’ 2019(4)
(126) Shanafelt
Grade 3 or higher AE, 36 md (282) 80.1% 79.7% etal.
: 2019(4)
EORTC QLQ-C30, Global Health Status,
. NR
improvement 30 months*
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6.1.8 Comparative analysis

6.1.8.1 Clinical question 1a

What is the clinically added value of venetoclax in combination with obinutuzumab compared to
chlorambucil in combination with CD20-antibody for patients with previously untreated chronic lymphocytic
leukemia without deletion17p/p53-mutation?

Table 5.6: Comparative analysis VenG vs. GClb

Absolute difference (AD) assuming event rate Event rate
Outcome VenG/GClb HR GClb fro(m C)LL14 trialg Gclb
HR Cl_low Cl_high AD Cl_low Cl_high
0S, 24 md 1.24 0.64 2.4 -1.50% n.a. n.a. 93.30%
0S, 36 md 1.03 0.602 1.753 0.9% n.a. n.a. 88.00%
PFS, 24 md 0.35 0.23 0.53 24.10% n.a. n.a. 64.10%
PFS, 36 md 0.31 0.22 0.44 32.40% n.a. n.a. 49.50%
AE grade 3-4 1.03 0.93 1.14 2.3% -5.4% 10.7% 76.64%
EORTC QLQ-
Hfaztl)t’hGSItoakEL, - 0.70 n.a. n.a. - 0.70 n.a. n.a. na
Difference

The comparative analysis in table 5.6 is performed using data from the CLL14 trial on VenG vs. GClb for OS,
PFS, SAE and EORTC.

Overall survival was numerically lower for VenG compared to GClb at both 24 and 36 months (HR 1.24 and
1.03 respectively), however not significant as the confidence interval included 1. Progression free survival
was considerably higher for VenG compared to GClb at both assessments and statistically significant (HR 0.35
and 0.31 respectively). The estimated absolute difference in progression free survival at 36 months was
32.4% for VenG vs. GClb. VenG had a numerically higher proportion of patients with grade 3-4 adverse events
compared to GClb (HR 1.03), however the HR was not significant as the confidence interval included 1.
Patients in VenG therapy experienced an improvement from baseline in EORTC QLQ-C30 of 12.7, which was
0.7 points lower than the improvement experienced by patients in GClb therapy on the 100-point scale of
the EORTC QLQ-C30 scale.

6.1.8.2 Clinical question 1b

What is the clinically added value of venetoclax in combination with obinutuzumab compared to
bendamustine in combination with CD20-antibody for patients with previously untreated chronic
lymphocytic leukemia without deletion17p/p53-mutation?
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Table 5.7: Comparative analysis VenG vs. BR

Outcome BR (Alliance) BR (CLL10) BR (MaBle) VenG (CLL14)
0S, 24 md 95% NR NR 91.8%
PFS, 24 md 74% NR NR 88.2%
0S, 36 md NR 92% NR 88.9%
PFS, 36 md NR NR NR 81.9%
PFS median NR 42.3 months 39.6 months NR
0OS median NR 43.8 months NR
Hematological AE grade 3-4 61% NR NR NR
Non-Hematological AE 63% NR NR NR
grade 3-4
AE grade 3-4*Pooled
anaglysis (>3 CLL10) NR 84% 75% 79%
EORTC QLQ-C30, Global
Health Status, improvement NR See Figure 5.5 NR 12.7
30 months

The systematic literature review did not reveal any head to head studies or network meta-analyses for VenG
vs BR in first line CLL patients. Therefore, the BR arms in the Alliance, CLL10 and MaBle studies were
compared naive to the VenG arm of the CLL14 trial.

Considerable differences exist between patient populations recruited in the 4 included trials. The CII10 trial
recruited fit patients (CIRS<6) of younger age as the comparator was FCR. Median age in the CLL10 trial was
61 years in the BR arm. The E1912 trial recruited patients below 70 years of age and mean age in the trial
was 56.7 years, whereas the Alliance trail had patients with median age 71 years and high-risk disease in 54%
of randomized patients. The CLL14 trial recruited elderly patients with co-morbidity (CIRS>6) and median age
was 72 years in the VenG arm of the trial. These differences should be observed when comparing results
between trials.

In the Alliance trial overall survival after 24 months for the BR arm was 95% (Cl 91%-98%), compared to 91.8%
after 24 months in the VenG arm of the CLL14 trial, and thus a numerical higher OS for BR compared to GClb
however not statistically significant. At 24 months follow-up the rate of progression free survival was 88.2%
for the VenG arm of the CLL14 trial compared to 74% (Cl 66%-80%) for the BR arm of the Alliance trial and
thus a significantly higher PFS for VenG vs. GClb. PFS after 36 months in the VenG arm of the CLL14 trial was
81.9% compared to a median PFS of 39.6 months in the BR arm of the MaBle trial, and thus an expected
considerably higher rate of PFS for VenG compared to BR. At 36 months follow up in the CLL10 trial 143
patients out of 279 had not progressed and the PFS rate was thus 51.3% in the CLL10 trial(7). The rate of
grade 3-4 adverse events in the VenG arm of the CLL14 trial was 79% compared to 75% in the BR arm of the
MaBle trial and 84% having a grade 3 or higher adverse event in the BR arm of the CLL10 trial. In the Alliance
trial the BR arm had rates of hematologic- and non-hematologic AEs grade 3-5 of 61% and 63% respectively.
The EORTC QLQ-C30 outcome was not included in the Alliance and MaBle studies and subsequently no
comparisons could be performed for this outcome. The CLL10 trial included EORTC QLQ-C30 but did only
report graphically (see figure 5.6). During the active therapy phase of the trial, the global health status
diminished to improve up to the end of follow-up for both active arms of the trial.
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Figure 5.5: EORTC QLQ-C30 Global Health status and Fatigue subscale, FCR and BR, CLL10(7)
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Figure 4. (A) Global health status in all patients vs healthy controls (B) fatigue in all patients vs healthy controls (C) global health status in both
treatment arms and different age groups (D) fatigue in both treatment arms and different age groups.

6.1.9 Clinical question 1c

What is the clinically added value of venetoclax in combination with obinutuzumab compared to fludarabine,
cyclophosphamide and rituximab combination therapy for patients with previously untreated chronic
lymphocytic leukemia without deletion17p/p53-mutation?

Table 5.8: Comparative analysis VenG vs. FCR

Outcome FCR (E1912) FCR (CLL10) VenG (CLL14)
0S, 36 md 91.5% 91% 88.9%
0S, 60 md NR 80.9% | NR
PFS, 36 md 72.9% 68% 81.9%
Median PFS, md NR 55.2 months NR
Median PFS, md (extension) NR 57.6 Months NR
AE grade 3-4* 79.7% 94% 79%
EORTC QLQ-C30, Global Health
Status, improvement 30 months NR NR 12.70

Note: *AE grade >=3 was reported in the E1912 and CLL10 trials

The systematic literature review did not reveal any head to head studies or network meta-analyses for VenG
vs. FCRin first line CLL patients. Therefore, the FCR arm in the E1912 and CLL10 trials was compared naive to
the VenG arm of the CLL14 trial.

Considerable differences exist between patient populations recruited in the 3 included trials. The ClI10 trial
recruited fit patients (CIRS<<6) of younger age as the comparator was FCR. Median age in the CLL10 trial was
62.1 years with 30% being older than 65 years in the FCR arm. The E1912 trial recruited patients below 70
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years of age and mean age in the trial was 56.7 years. The CLL14 trial recruited elderly patients with co-
morbidity (CIRS>6) and median age was 72 years in the VenG arm of the trial. These differences should be
observed when comparing results between trials.

In the E1912 and CLL10 trials overall survival after 36 months for the FCR arms was 92% and 91% respectively
compared to 88.9% after 36 months for VenG in the CLL14 trial. This suggests that the therapy options are
on par in this respect. Median progression free survival in the extension of the CLL10 trial was 57.6 months
for the FCR arm. At 36 months follow-up in the E1912 and CLL10 trials the PFS rate was 73% and 68%
respectively. This should be compared to 82% PFS rate at 36 months in the VenG arm of the CLL14, suggesting
substantially longer time to progression or death for VenG compared to FCR. The rate of grade 3-4 adverse
events in the VenG arm of the CLL14 trial was 79% compared to 94% of patients having a grade 3 or higher
adverse event in the FCR arm of the CLL10 trial and 79.7% in the E1912 trial, suggesting a lower rate of serious
adverse events with VenG compared to FCR. The CLL10 trial included EORTC QLQ-C30 but did only report
graphically (see figure 5.6). During the active therapy phase of the trial, the global health status diminished
to improve up to end of follow-up for both active arms of the trial. This should be compared to the
improvement of 12.7 points on the 100-point scale of the global health status EORTC QLQ-C30.

Conclusion

The clinically added value of venetoclax in combination with obinutuzumab has been assessed directly
compared to chlorambucil in combination with obinutuzumab in the CLL14 trial, which based on 39.6
months follow-up found a substantial benefit on progression free survival. On the other included
outcomes in the Medicines Council protocol, the results of the CLL14 trial shows similarity in the rate of
grade 3-4 adverse events, similarity in improvement in global health status from base line and data are
too immature to show any difference in the rate of overall survival for VenG vs Clb+0.

The clinically added value of venetoclax in combination with obinutuzumab has been assessed
narratively compared to bendamustine in combination with rituximab (BR) and fludarabine,
cyclophosphamide and rituximab combination therapy (FCR). This assessment strongly suggests a
substantial benefit on progression free survival versus both BR and FCR. Overall survival seems on par
between VenG, BR and FCR after 36 months follow-up. Serious adverse events seem higher for FCR than
for BR and VenG, whereas the little data found on quality of life suggest that the therapy options are
similar in this respect.

Overall a clear benefit on PFS for VenG was shown vs. chemotherapy in combination with CD20-antibody
for patients with previously untreated chronic lymphocytic leukemia without deletion17p/p53-
mutation. This benefit is realized with similar rates of serious adverse events compared to BR and Clb+0O,
and at lower rates of serious adverse events compared to FCR.
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6.2 Clinical question 2

What is the clinically added value of venetoclax in combination with obinutuzumab compared to ibrutinib for
patients with previously untreated chronic lymphocytic leukemia with deletion17p/p53-mutation?

Single agent ibrutinib in patients with previously untreated chronic lymphocytic leukemia without
deletion17p/p53-mutation has been studied in only one randomized trial — the Alliance trial had a subgroup
of patients with del17p (n=9). In addition single agent ibrutinib in first line 17p/TP53 CLL has been studied
in two single arm studies; Ahn et al. (9) where results for a subgroup of 51 patients with TP53 were reported,
Mato et al. (10) where results for a subgroup of 110 patients with 17p deletion were reported and the
RESONATE 2 trial where a subgroup of 12 patients with TP53 was included (11).

6.2.1 Presentation of relevant studies

6.2.1.1 CLL14 trial

Please see section 5.1.2

6.2.1.2 Ahn et al. study

In 2018 Ahn et al. published the 5-year follow-up from a single arm, phase 2, open-label, single-center trial
of ibrutinib monotherapy. The trial followed two cohorts labeled: Elderly cohort and a TP53 cohort. Eligibility
criteria included active CLL or small lymphocytic lymphoma requiring therapy, and del(17p) by fluorescence
in situ hybridization in 10% or more of nuclei or TP53 mutation for the TP53 cohort or age 65 years or older
for the elderly cohort. The primary end point was response after 6 cycles of therapy. Secondary end points
included safety, tolerability, overall survival (OS), PFS and best response.

6.2.1.3 Mato et al. study

Mato et al. published a multicenter, retrospective cohort trial of 391 CLL patients treated with ibrutinib in
first line at 20 community and academic cancer centers in 2018. Investigators utilized chart review, electronic
medical records, and related databases to obtain required information. Patients were categorized based on
key inclusion criteria for the RESONATE-2 trial: younger than 65 years of age at time of starting ibrutinib (<65)
vs. 265, and chromosome del(17p13) present vs. del (17p13) absent. In addition, patients were stratified
based on the presence or absence of TP53 mutation in those where this testing was available, although this
was not an exclusion in RESONATE-2 and not specifically tested or reported, and the presence or absence of
somatic hypermutation of the B-cell receptor (IGHV mutated vs. unmutated).

The primary end point was PFS stratified by age at ibrutinib initiation and del(17p13) status (both categorical
variables). PFS was defined as time from ibrutinib initiation to progression or death from any cause as per
the Kaplan Meier method. Three patients were otherwise censored at the time of last follow-up. Secondary

Page 23 of 86



obbvie

end points included ORR, complete remission (CR), OS, toxicity profile, reasons for discontinuation, and
subsequent therapies following discontinuation. OS was defined as time from initiation of ibrutinib to death.

6.2.1.4 RESONATE 2 trial

The RESONATE 2 trial was a multicenter, open-label, randomized phase 3 trial. Patients were randomly
assigned, in a 1:1 ratio, to receive either oral ibrutinib until disease progression or development of an
unacceptable level of toxic effects or up to 12 cycles of chlorambucil with the objective to evaluate the
efficacy and safety of single-agent ibrutinib as compared with chlorambucil in patients 65 years of age or
older with previously untreated CLL. Though patients with del(17p) CLL were excluded from the study, 12
ibrutinib-treated patients had TP53 mutation and where reported on in the 5-year update to the study.

Figure 5.6: Trial design RESONATE 2 trial

Patients =65 years
(N=269) with
treatment-naive
CLL/SLL

Patients with
del 17p
were excluded

IMBRUVICA® 420 mg once daily until

disease progression or
unacceptable toxicity (n=136)

RANDOMIZED 1:1

Patients on chlorambucil were able
to cross over to IMBRUVICA"® after
IRC-confirmed disease progression*

Chlorambucil for up to
12 cycles (n=133)

6.2.2 Results per trial

Table 5.9: CLL14(1), del17p and TP53 subgroups, 24 months follow-up

Primary endpoint:

Secondary endpoints:

Outcome Subgroup n VenG GClb HRvs. GClb | CI_L CI_H
All 216, 216 88.1% 64.1% 0.34 0.23 0.53
dell7p 17,14 64.7% 23.1% 0.33 0.12 0.89
PFS TP53 24,22 73.9% 32.7% 0.31 0.13 0.76
Grade 3 or higher AE Safety population 212,214 79% 77% 1.03 0.93 1.14
Note: data from the S3 table of the supplement to Fischer et. al. 2019(1), se table A2 Cll14
Table 5.10: Ahn et al. study (9) IBR by Elderly or TP53 cohorts, 60 months follow-up
Outcome Subgroup N Result Cl_L Cl_H
TP53 35 74.4% 60.2% 92.1%
PFS Elderly 18 64.8% 43.9% 95.7%
TP53 35 85.3% 74.2% 98.1%
0S Elderly 18 71.6% 51.2% 100.0%
Grade 3 or higher AE TP53 or Elderly (15 line and R/R) 86 28%
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Outcome Subgroup n Result HR vs. all p-value
PFS All 391 92.0%
1.9 0.04
PFS dell7p 110 87.0%
(6N All 391 95.0%
3.9 0.001
(6N dell7p 110 89.0%
Table 5.12: Mato et al. study safety, 12 months follow-up
AE Grade 3-4
Arthralgia 1.5%
Fatigue 1.8%
Rash 1.8%
Bruising N/A
Diarrhea 0.3%
Infection (all sources combined) 3.8%
Bleeding 1.8%
Cytopenias, combined 2.5%
Atrial fibrillation 4.1%
Hypertension 0.5%
Peripheral edema 1.0%
Pneumonitis 1.0%
Renal dysfunction 1.3%
Peripheral neuropathy 0.5%
Liver dysfunction 0.3%
Congestive heart failure 0.3%
Table 5.13: RESONATE 2 trial IBR vs. Clb, TP53 subpopulation, 60- and 12-months follow-up
Type Follow-up Arm n Result
PFS 60 months IBR, All 136 70%
PFS 60 months IBR, TP53 12 56%
0s 60 months IBR, All 136 83%
0S 60 months IBR, TP53 12 | NR
Grade 3 or higher AE 60 months IBR, All 135 83%
Grade 3 or higher AE 12 months IBR, All 135 58%

6.2.3 Comparative analysis

Table 5.14: Comparative analysis VenG vs. IBR, CLL patients with del17p/TP53 mutation

Outcome IBR (Mato, n=110, IBR (Ahn n=34, IBR (RESONATE 2, VenG (n=17, 17p) VenG (n=24, TP53)
del17p) TP53) n=12, TP53)

Follow up 12 md 60 md 60 md 24 md 24 md

PFS 87.0% 74.4% 56.0% 64.7% 73.9%

0S 89.0% 85.3% | NR NR NR

Grade 3 or NR 28% 12 md=58%, 60 79% 79%

higher AE* md=83%

Note *For all patients in respective studies
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The systematic literature review did not reveal any head to head studies or network meta-analyses for VenG
vs. IBR in first line CLL patients with del17p/TP53 mutation. Therefore, the results for the subpopulations
with dell7p and TP53 mutation respectively from the CLL14 trial was compared naively to the results for the
dell7p subpopulation in the Mato et al. study and to the TP53 mutation subpopulation in the Ahn et al.
study.

Follow-up time was substantially different with 60 months in the Ahn et al. study and RESONATE 2 trial, but
12 months in the Mato et al. study and this should be considered when interpreting results.

In addition, demographics were considerably different between the studies. Mato et al. recruited patients
who would have been excluded in the RESONATE 2 study. The median age at start of IBR therapy in the Mato
et al. study was 68 years (range 36-96) and 41% of patients were below 65 years. The Ahn et al. study TP53
subpopulation had a median age of 62 years (range 33-82) and 58% were below 65 years. The median age in
the CLL14 VenG arm was 72 years (range 43-89) and 33.3% were 75 years or older. For reference Danish men
aged 72 years have a 2.16 factor higher mortality compared to 62-year old men and the corresponding factor
for women is 2.54 (2019 death panel, Statistics Denmark www.dst.dk). Age specific general mortality alone
would account for more than 1% difference in PFS per year between cohorts that like in the Ahn et al. study
and CLL14 trial has a 10-year difference in age of patients. The RESONATE 2 trial recruited patients at 65
years of age or older, and median age was 73 years with 70% of the patients being 70 years of age or older
and thus similar to the patient population recruited in the CLL14 trial.

In the CLL14 trial PFS after 24 months follow-up was 64.7% and 73.9% for the del17p and TP53 mutation sup-
populations, respectively. In the Mato et al. study the dell17p cohort had a 12 months PFS of 87%. It is
important to note the difference in follow-up time between the CLL14 trial (24 months) and the Mato et al.
study (12 months) as well as the younger patient population in the Mato et al. study. In addition, PFS curves
over time exhibits a pattern of a plateau where progression occurs more rapidly in the first years than later
when the plateau has been reached (se figure 5.8), as it is well known from many trials in CLL and other
cancers. In the Ahn et al. study at 60 months follow-up the PFS rate was 74.4%, compared to 73.9% after 24
months follow up in the CLL14 trial. It is again noted that there was a 10-year age difference in the patient
populations between the Ahn et al. study and the CLL14 trial. PFS for the TP53 subpopulation in the
RESONATE trial after 5 years was 56%.

Overall survival has not been published for the del17p and TP53 subpopulations in the CLL14 trial specifically,
but the OS in the VenG arm was 88.9% at 36 months or 9% mortality over 3 years, equivalent to 3.1% annual
mortality rate. The 1-year OS for the del17p cohort in the Mato et al. study was 89% or 11% mortality over
one year. In the Ahn et al. study TP53 mutation subpopulation the 60-month OS was 85.3% or 14.7% mortality
over 5 years, equivalent to 3.13% annual mortality rate in this group.
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Figure 5.7: Ahn et al. PFS over time, 0-60 months, Treatment naive (TN) and relapse/refractory (RR) CLL
patients with TP53 mutation
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Grade 3-4 adverse events were registered for 79% of all patients in the safety population of the CLL14 trial.
Grade 3 or higher AEs were registered for 58% of patients in the first year of the RESONATE 2 trial, with
additionally 39% being registered in the 2" year of the trial. After continuous IBR therapy in the RESONATE
trial for 5 years 83% of all patients in the IBR arm had experienced a grade 3 or higher AE. In the Ahn et al.
study 29% of patients experienced a grade 3-4 AE and a similar proportion was observed in the Mato et al.

study as summed up in table 5.12.

Conclusion

The clinically added value of venetoclax in combination with obinutuzumab in the subgroup of
del17p/TP53 mutation has been assessed. Results for the subpopulations with del17p (n=17) and TP53
(n=24) mutation respectively from the CLL14 trial that were compared naively to the results for the
del17p subpopulation in the Mato et al. study (n=110), the TP53 mutation subgroup of the RESONATE 2
trial (n=12) and the TP53 mutation subpopulation in the Ahn et al. study (n=34).

PFS and OS were found to be on par between VenG and IBR considering the vast difference in follow-up
time and patient demographics between trials. Higher rates of grade 3-4 AEs were observed in the VenG
arm of the CLL14 compared to the IBR treated patients in the Ahn et al. and Mato et al. studies, however
5 years continuous therapy with IBR in the RESONATE 2 trial meant that 83% of patients had experienced

AEs of grade 3 or higher.
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6.3 Other considerations

6.3.1 Safety considerations

Following the Medicines Council protocol for VenG in first line CLL, the SmPCs of venetoclax, chlorambucil,
fludarabine, cyclophosphamide, bendamustine, rituximab, obinutuzumab and ibrutinib has been attached to
this application.

Safety based on the CLL14 trial of venetoclax in combination with obinutuzumab vs. chlorambucil in
combination with obinutuzumab

In the CLL14 trial of VenG vs. GClb grade 3-4 infections were recorded in 17.5% and 15% in the VenG and
GClb arms, respectively. Neutropenia grade 3-4 were seen in 52.8% and 5.2% had febrile neutropenia in the
VenG arm vs. in 48.1% and 3.7% respectively for GClb. Leukocytopenia grade 3-4 was present in 2.4% in the
VenG arm vs. 4.7% in the GClb arm. Diarrhea grade 3-4 was recorded in 4.2% and 0.5% for VenG and GClb
respectively. Tumor lysis syndrome was reported in 3 patients in the VenG arm and all cases occurred during
treatment with obinutuzumab and before treatment with venetoclax was initiated. In comparison 5 patients
had TLS in the chlorambucil-obinutuzumab group(1).

Fisher et al. concluded regarding safety, “The safety profile of both treatments in this trial showed no new
safety signals or higher incidences of known toxic effects. The toxic effects in the two treatment groups were
similar in severity, and significant differences were detected only in the incidence of metabolism disorders
and gastrointestinal disorders” (1).

And

“In contrast to the findings in a previous trial, we did not find that venetoclax—obinutuzumab was associated
with a higher frequency of tumor lysis syndrome. (15) This finding suggests that the safety measures
implemented in this trial, such as prophylactic treatment after risk stratification, weekly dose ramp-up of
venetoclax, and starting the treatment with obinutuzumab allowed for effective prevention of tumor lysis
syndrome” (1).

And

“Recently, three trials reported that continuous ibrutinib therapy was superior to fixed-duration
chemoimmunotherapy with regard to progression-free survival among young (16) and elderly (5, 17) patients
with previously untreated CLL. In contrast, the current trial evaluated a fixed-duration, noncytotoxic regimen,
venetoclax—obinutuzumab. The fixed duration venetoclax—obinutuzumab combination regimen warrants a
comparison with continuous ibrutinib monotherapy (12, 13). Venetoclax—obinutuzumab proved to be
effective and to have a low incidence of high-grade toxic effects in patients with relevant coexisting
conditions, as shown by the completion of treatment by almost 80% of patients. In contrast, recent data
indicate that up to 41% of patients discontinue treatment with ibrutinib after a median of 7 months; of these
patients, approximately 60% discontinue because of toxic effects” (1, 10, 18-20).

Safety based on the CLL10 trial of fludarabine, cyclophosphamide and rituximab vs. bendamustine and
rituximab
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In the CLL1O trial of FCR vs. BR in first line CLL patients grade 3 infections were recorded for 35% and grade
4 for 3% of patients treated with FCR vs. 22% and 2% for BR patients. Neutropenia grade 3 was seen in 23%
and for grade 4 in 62% of FCR patients vs. 24% and 35% for BR patients. Leukocytopenia grade 3 was present
in 42% and for grade 4 Leukocytopenia in 39% of FCR patients vs. 37% and 11% for BR patients (6).

These results suggest that BR is associated with higher rates of infections and hematological toxic effects
compared to GClb and VenG based on the CLL14 trial of elderly patients with high rates of co-morbidity. FCR
is associated with considerably higher infections and hematological toxic effects in younger patients with less
co-morbidity compared to GClb and VenG.

Safety outcomes for ibrutinib

Based on the 5-year follow-up from the RESONATE 2 trial 83% of IBR patients experienced a grade 3 or higher
AE. Neutropenia was seen in 13% of patients with pneumonia, hypertension and anemia accounting for 12%,
8%, and 7% respectively (11). As ibrutinib is the most mature novel targeted therapy, its safety profile is also
most mature. lbrutinib therapy is associated with well-known risk of atrial fibrillation(AF) and bleeding, and
AF has been reported in 6-16% of ibrutinib patients (21). Brown et al. published a pooled analysis of atrial
fibrillation in 2017 based on 4 trials covering 1,505 chronic lymphocytic leukemia and mantle cell lymphoma
patients. Brown et al. concluded; “AF incidence was 6.5% [95% Confidence Interval (Cl): 4.8, 8.5] for ibrutinib
at 16.6-months versus 1.6% (95%Cl: 0.8, 2.8) for comparator and 10.4% (95%Cl: 8.4, 12.9) at the 36-month
follow up; estimated cumulative incidence: 13.8% (95%Cl: 11.2, 16.8). Ibrutinib treatment, prior history of AF
and age 65 years or over were independent risk factors for AF. Multiple AF events were more common with
ibrutinib (44.9%; comparator, 16.7%) among patients with AF. Most (85.7%) patients with AF did not
discontinue ibrutinib and more than half received common anticoagulant/antiplatelet medications on study.
Low-grade bleeds were more frequent with ibrutinib, but serious bleeds were uncommon (ibrutinib, 2.9%;
comparator, 2.0%). Although the AF rate among older non-trial patients with comorbidities is likely
underestimated by this dataset, these results suggest that AF among clinical trial patients is generally
manageable without ibrutinib discontinuation”(21). Toxicity in clinical practice was investigated by Mato et
al. in 2018 based on data for 616 IBR treated patients with 17 months follow-up the authors concluded; “In
the largest reported series on ibrutinib- treated chronic lymphocytic leukemia patients, we show that 41% of
patients discontinued ibrutinib. Intolerance as opposed to chronic lymphocytic leukemia progression was the
most common reason for discontinuation. Outcomes remain excellent and were not affected by line of therapy
or whether patients were treated on clinical studies or commercially. These data strongly argue in favor of
finding strategies to minimize ibrutinib intolerance so that efficacy can be further maximized. Future clinical
trials should consider time-limited therapy approaches, particularly in patients achieving a complete
response, in order to minimize ibrutinib exposure”(19).

6.3.2 Later line therapy

Mato et al. (2019) evaluated clinical responses in subsequent lines of therapy after venetoclax use in earlier
lines of therapy. The multicenter study was conducted retrospectively across 31 centers in the US, EU, and
South America in partnership with the UK CLL Forum and CORE registry. Patients included in the analysis
could have discontinued venetoclax for any reason (22).
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Of 326 patients, who discontinued venetoclax in the first line (4%) or R/R (96%) setting, 58% were treated
with a subsequent therapy (of the remaining patients 61 were alive and untreated and 77 patients died prior
to a subsequent therapy). Post venetoclax therapy focused on BTKi, PI3Ki, and cellular therapy (CAR-T or
alloHSCT). Overall response rates to BTKi therapy were 84% (n=44) in BTKi naive vs. 54% (n=30) in BTKi
exposed patients (P<0.001, estimated median PFS of 32 months for BTKi naive, 4 months for BTKi resistant,
and NR in BTKi intolerant) (see table 5.16). ORR to PI3Ki was 47% in PI3Ki naive patients following venetoclax
therapy, though responses were not deemed durable (PFS of 5 months). 66% of patients responded to CAR-
T therapy post venetoclax (n=18) with a median PFS of 9 months. Median PFS was not reached in 19 patients
who underwent alloHSCT after venetoclax therapy.

Table 5.16: Response to subsequent therapy in CLL patients previously treated with venetoclax

Post-Ven Therapy BTKi BTKi PI3Ki CAR-T Anti-CD20 ab
Agents Ibrutinib Ibrutinib Idelalisib Anti-CD19 Rituximab
Acalabrutinib Acalabrutinib Duvelisib Obinutuzumab
Non-covalent BTKi Ofatumumab
Pre-Ven exposure BTKi Naive BTKi Exposed PI13Ki Naive BTKi BTKi Exposed
33% BTK Exposed
intolerant; 67%
BTK resistant
Patient number 44 30 17 18 19
ORR 83.9% 53.4% 46.9% 66.6% 32%
CR 9.0% 10.0% 5.9% 33.3% 16%
PR 56.8% 26.7% 35.2% 33.3% 16%
PR-L 18.1% 16.7% 5.8% 0% 0%
SD 11.6% 23.3% 23.7% 5.7% 32%
PD 4.5% 23.3% 29.4% 27.7% 36%
Median PFS 32 12 5 9 2
(months)
DC rate 38% 38% 78% NA 72%
Reasons for DC (% discontinuation)
CLL progression 21.5% 66.6% 58.3% -- 61.9%
Adverse event 14.3% 8.4% 35% -- 15.3%
Transformation 14.3% -- 16.7% -- 7.5%
Planned cellular tx 14.3% -- - -- --
Second cancer -- -- - -- --
Unrelated death 7.1% 8.4% - -- --
Sudden death on tx 7.1% 8.4% - -- --
Pt preference 7.1% -- -- - -
Other 14.3% -- - -- 15.3%

Source: Mato et al. 2019(22)

CR= complete remission; BTKi= Bruton’s Tyrosine Kinase inhibitor; DC= discontinuation; ORR= overall response rate; PD= progression of disease;
PI3Ki= phosphoinositide 3-kinase inhibitor; PR= partial remission, PR-L= partial remission with lymphocytosis, SD= stable disease, Tx= therapy, Ven=
venetoclax

The 4-year follow-up to the Murano trial in 2™ line CLL patients Seymour et al. (2019) reported that 42
patients out of 64, who had progressed since completion of 2 year VenR therapy, had received anti-CLL
therapy after progression. Of these, 28 received novel targeted therapies (BTKis, n=12; PI3Kis, n=1; BH3-only
mimetics, n=14; IMPs, n=1) and the response rate to these treatments was 9/28 (32%). Fourteen of the VenR
arm patients with PD subsequently received Ven or were re-treated with VenR, producing an overall
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response rate of 2/14 (14%). It should be noted that 10/14 VenR patients (71%) were without an evaluable
or available response (23).

Brander et al (2019) reported on a phase 1b study (NCT01682616 N=49) in patients with relapsed CLL who
received VenR. Of the 18 patients who stopped Ven in deep response, the median time on Ven prior to
cessation was 16 months (5 - 40) and median time off Ven was 40.3 months (1.1 - 70.0). Four patients had
PD after stopping Ven at 25.5, 29.0, 33.3 and 42.0 months off Ven and have been re-treated with VenR or
Ven-mono, and 3 have been re-evaluated for response. All achieved at least PR (2 without BM assessment
so unevaluable for CR), with 2 having ongoing response. One patient with PR but residual BM infiltrate had
subsequent PD 18 months later. The fourth patient was recently re-treated with Ven-mono; response is
pending. Two additional patients had PD off Ven and had not been re-treated as of the data cutoff; both
remain on study.

Figure 5.8: Disease Response and Treatment Status in Deep Responders Who Continued Ven (A) or
Received Limited-Duration Ven (B)
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BM, bone marrow; CR, complete remission; CRi, CR with incomplete hematologic recovery; MRD, minimal residual disease; nPR, nodular PR; PD,
progressive disease; PR, partial remission; Ven, venetoclax; UMRD, undetectable MRD.
tPatients were either allowed to retreat due to MRD increase or were not included in the clinical database at the time of the data cutoff.

Source: Brander et al. 2019 (24)

The authors concluded: “Re-treatment of patients with Ven or VenR re-exposure has resulted in response in
some patients. In addition to long PFS, which represents time to first PD or death, patients who cease Ven in
deep response have the opportunity for further disease control through reintroduction of Ven” (24).
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6.3.3 The effect of IGHV-mutation status

Progression free survival after 24 months follow-up in the CLL14 trial by IGHV-mutation status was 89.4%
and 90.3% respectively for VenG patients with unmutated and mutated IGHV status, compared to 51.0% and
85.6% respectively for GClb. HR for VenG vs. GClb was 0.22 [Cl 0.12-0.36] for IGHV unmutated and HR = 0.64
[C1 0.26-1.46] for IGHV mutated patients (1).

Median PFS by IGHV-mutation status after 60 months follow up in the CLL10 trial was 42.7 months (Cl 36.2—
55.2) and not reached in the FCR arm for unmutated and mutated, respectively. In the BR arm median PFS
was 33.6 months (Cl 30.3—38.4) and 55.4 months (Cl not evaluable) for IGHV-unmutated and -mutated
respectively(6).

Progression free survival after 60 months follow-up in the RESONATE 2 trial by IGHV-mutation status was
67% and 81% respectively for IBR patients with unmutated and mutated IGHV status, compared to 6% and
24% respectively for Clb treated patients. HR for IBR vs. Clb was HR = 0.105 [CI 0.058-0.190] for IGHV
unmutated and HR = 0.153 [Cl 0.067-0.349] for IGHV mutated patients. For reference the PFS rate after 24
months in the RESONATE 2 was 89% and 90% respectively for IBR patients with unmutated and mutated
IGHV status, compared to 22% and 43% respectively for Clb treated patients (13).

In conclusion the prognosis regarding PFS for IGHV unmutated 1% line CLL patients treated with
chemoimmunotherapy is very low compared to patients with IGHV mutation. For chlorambucil monotherapy
median PFS is as low as 9 months. The two targeted therapies have little and non-significant difference in
PFS rates depending on IGHV mutational status.

For the other included outcomes, OS, EORTC QLQ-C30 and Grade 3-4 AEs no published subgroup analysis
was found.

6.3.4 Obinutuzumab vs. rituximab combination therapy

In the CLL11 trial, chlorambucil in combination with rituximab (Clb+R) was trialed against chlorambucil in
combination with obinutuzumab (GClb) and vs. chlorambucil alone. The conclusion from this trial was that
the addition of a CD20 antibody to chlorambucil improved outcome for patients, and that obinutuzumab was
superior to rituximab when combined with chlorambucil. In the primary analysis conducted in 2013 a
significant benefit on PFS was observed with GClb vs. Clb+R where the median PFS was 26.7 months for GClb
and 15.2 months for Clb+R (HR, 0.39; 95% Cl, 0.31-0.49; P <0.001). In addition, a higher proportion of
complete responses was found in the GClb arm compared to Clb+R (20.7% vs. 7%) (25). In the extension with
a median follow-up time of 59.4 months, the median PFS for GClb was 28.9 months vs. 15.7 months for Clb+R
(HR, 0.49; 95% Cl, 0.41-0.58; P <0.0001). The median OS for was not reached for GClb vs. 73.1 months for
Clb+R (HR, 0.76; 95% Cl, 0.60-0.97; P <0.0245). These findings led the authors to conclude; “These findings
support the use of G-Clb as first-line treatment for CLL patients with comorbidities, and suggest G as the
preferred anti-CD20 antibody in future combination regimens for CLL” (26). Very little data exist on the effects
of venetoclax in combination with rituximab in elderly first line CLL patients and it is therefore uncertain if
results of using Ven+R would be similar to results for VenG, however this combination is presently being
studied in the CLL13 trial.
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6.4 Discussion

Fixed duration, target therapy in CLL

Fixed-treatment duration (FTD) regimens have historically been the standard of care in CLL treatment.
However, while allowing for treatment-free intervals for the patient, the termination of these treatments
have been a necessity ruled by the tolerability and severe toxicity of historical FTD-treatment options. Data
from the CLL14 and MURANO trials demonstrate, for the first time, how a non-chemo based CLL treatment
can be safely terminated after a fixed number of cycles with maintained treatment effect (1, 27). Even if a
proportion of patients are ultimately destined to develop PD by iwCLL criteria and require subsequent
treatment a number of years off drug would have quality-of-life, toxicity, and societal economic benefits.
This would also minimize clonal selection pressure relevant with other targeted therapies (19, 28, 29).

Minimal Residual Disease in CLL

In the CLL14 trial MRD was considered negative if the result was less than 1 CLL cell in 10,000 leukocytes
(MRD value <0.0001 OR 10-4). In the intention-to-treat population higher percentages of patients in the
venetoclax—obinutuzumab group than in the chlorambucil-obinutuzumab group were negative for minimal
residual disease in peripheral blood (75.5% vs. 35.2%, P<0.001) and in bone marrow (56.9% vs. 17.1%,
P<0.001) three months after treatment completion (1).

MRD is an established surrogate outcome in chemoimmunotherapy. Multiple studies have demonstrated
that achieving MRD below 10 CLL cells in the blood and/or bone marrow (i.e. undetectable MRD or MRD
negativity) correspond to longer PFS(30-32).

In December 2015, the European Medicines Agency (EMA) has included undetectable MRD as an
intermediate endpoint in a revision document to appendix 4 to the guideline on the evaluation of anticancer
medicinal products in humans. EMA states that “undetectable MRD in patients with CLL in clinical complete
remission (= MRD response rate) after induction therapy may be used as an intermediate endpoint for
licensure in randomised well controlled studies designed to show superiority in terms of PFS” (33).

The CLL guidelines of the British Society for Haematology (BSH) present MRD as a factor which affects
prognosis based on studies reporting longer remission, improved OS, and PFS for patients with undetectable
MRD (34). Furthermore, the updated International Workshop on CLL (iwCLL) guidelines in March 2018,
underscores the importance of MRD in CLL: According to the iwCLL update; “Prospective clinical trials have
provided substantial evidence that therapies that are able to eradicate MRD usually result in an improved
clinical outcome”(35).

Therapy-free intervals affects development of toxicity

As CLL is still an incurable disease, life-long treatment is the reality for the vast majority of CLL patients where
treatment is needed. Treatment affects quality of life in many ways and in particular in terms of therapy-
related toxicity (36-38). Although newer, targeted treatments have a milder toxicity-profile than CIT, they
require continuous treatment until progression. Long-term safety follow-up of ibrutinib treated patients
demonstrate that tolerability is a major reason for discontinuation and is higher in clinical practice compared
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to clinical trial settings (19, 39). Thus, treatment-free intervals are an effective way of alleviating the burden
of treatment-emergent toxicity and thus increase quality of life. An added benefit of FTD therapy, such as
venetoclax plus obinutuzumab, is to protect the efficacy of subsequent treatments since prolonged therapy
also exerts strong selective pressure, which can promote the eventual outgrowth of resistant subclones (29).
As with any cancer cell, CLL cells have high intrinsic ability to adapt and find ways to survive. The most fit
clones are being selected under the pressure of treatment and may result in the domination of more
aggressive or treatment-resistant clones which in turn can reduce the efficacy of subsequent treatments
needed (29).

A unique combination

Current treatment options in first line treatment of CLL entail either fixed-duration CIT or continuous
indefinite targeted therapy. Venetoclax plus obinutuzumab is the first and only approved first line fixed-
duration targeted therapy with a favorable safety profile and substantial clinical benefit. Venetoclax plus
obinutuzumab have achieved among the highest rates of MRD negative responses observed so far in a
randomized prospective trial in first line CLL. Even if a proportion of patients are ultimately destined to
develop PD by iwCLL criteria and require treatment a number of years off drug would have quality-of-life,
toxicity, and societal economic benefit.
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7 Conclusion

The Medicines Council outlined 2 clinical questions to be answered in this application for venetoclax in
combination with obinutuzumab to be recommended for standard of care in Danish hospitals:

Clinical question 1: What is the clinically added value of venetoclax in combination with obinutuzumab
compared to chemotherapy in combination with CD20-antibody for patients with previously untreated
chronic lymphocytic leukemia without deletion17p/p53-mutation?

Overall a clear benefit on PFS for VenG was shown vs. chemoimmunotherapy in combination
with CD20-antibody for patients with previously untreated chronic lymphocytic leukemia
without deletion17p/p53-mutation. This benefit is realized with similar rates of serious
adverse events compared to BR and GClb and at lower rates of serious adverse events
compared to FCR.

Clinical question 2: What is the clinically added value of venetoclax in combination with obinutuzumab
compared to ibrutinib for patients with previously untreated chronic lymphocytic leukemia with
deletion17p/p53-mutation?

PFS and OS were found to be on par between VenG and IBR considering the vast difference in
follow up time and patient demographics between trials. Higher rates of grade 3-4 AEs were
observed in the VenG arm of the CLL14 compared to the IBR treated patients in the Ahn et al.
and Mato et al. studies, however 5 year continuous therapy with IBR in the RESONATE 2 trial
meant that 83% of patients had experienced AEs of grade 3 or higher.

In conclusion, VenG represents an important additional therapy option for patients with previously untreated
chronic lymphocytic leukemia that compared to present standard therapy for patients without
deletion17p/p53-mutation offers superior efficacy at similar or better safety and includes the option to stop
therapy for patients with deletion17p/p53-mutation at similar efficacy and safety.
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8 Appendices
8.1 Literature search

Table A1l: Inclusion and exclusion criteria

Search strategy: MEDLINE (Pubmed) and CENTRAL (Cochrane Library) Date: 15-06, 2020
PubMed Results

obbvie

Items
Search | Query found
1 Leukemia, Lymphocytic, Chronic, B-Cell[mh] 16100
2 CLL[tiab] 14652
3 chronic lymphocytic leukemia[tiab] OR chronic lymphocytic leukaemialtiab] 19917
4 chronic lymphatic leukemia[tiab] OR chronic lymphatic leukaemia[tiab] 1381
5 chronic lymphoblastic leukemia[tiab] OR chronic lymphoblastic leukaemia[tiab] 78
6 chronic b-cell leukemia[tiab] OR chronic b-cell leukaemia[tiab] 80
SLL[tiab] OR small lymphocytic lymphomaltiab] OR small cell ymphoma(tiab]
7 1905
8 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 27440
9 venetoclax[nm] OR venetoclax[tiab] or Venclyxto*[tiab] or Venclexta*[tiab] 962
10 obinutuzumab[nm] OR obinutuzumab[tiab] or Gazyva*[tiab] or afutuzumab]tiab] 502
Chlorambucil[mh] OR chlorambucil[tiab] OR amboclorin*[tiab] OR chloraminophene[tiab] OR
11 chlorbutin*[tiab] OR Leukeran*[tiab] 5154
12 Bendamustine Hydrochloride[mh] OR bendamustin*[tiab] OR Levact*[tiab] OR Treanda*[tiab] 1313
13 Rituximab[mh] OR rituximab[tiab] OR Rituxan*[tiab] OR Mabthera*[tiab] 23562
14 fludarabine[nm] OR fludarabine[tiab] OR Fludara*[tiab] 5881
Cyclophosphamide[mh] OR cyclophosphamide[tiab] OR cyclophosphan*[tiab] OR cytophosphan*[tiab]
OR Cytoxan*[tiab] OR Endoxan*[tiab] OR Neosar*[tiab]
15 74308
R-FC[tiab] OR RFCl[tiab]
16 2051
PCI 32765[nm] OR ibrutinib[tiab] OR Imbruvica*[tiab] OR PCI-32765[tiab] OR PCI32765[tiab]
17 2125
Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Letter[pt] OR Guideline[pt] OR Review[pt] OR case
report[ti]
18 6309620
(#8 AND #9 AND #10) NOT #18
19 24
(#8 AND #10 AND #11) NOT #18
20 46
(#8 AND #12 AND #13) NOT #18
21 138
(#8 AND #13 AND #14 AND #15) NOT #18
22 230
(#8 AND #16) NOT #18
23 26
(#8 AND #17) NOT #18
24 525
25 #19 OR #20 OR #21 OR #22 OR #23 OR #24 861
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Results from the Cochrane Central Trials
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8.1.1 List of excluded articles
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Publication

Reason for exclusion

Randomized trial of ibrutinib vs ibrutinib plus rituximab in patients with
chronic lymphocytic leukemia, Burger J.A et al., Blood - Volume 133, 2018

Wrong intervention and comparator.

A phase 3 trial comparing the efficacy and safety of acalabrutinib in
combination with venetoclax with or without obinutuzumab, compared
with investigator's choice of chemoimmunotherapy in patients with
previously untreated chronic lymphocytic leukemia (CLL) without del(17p)
or tp53 mutation, Brown J.R et al., Blood, 2019

Wrong comparator. Already have head to head
study with VEN-G.

Extended follow-up and impact of high-risk prognostic factors from the
phase 3 RESONATE study in patients with previously treated CLL/SLL,
Brown J.R., Leukemia, 2018

Wrong population. Patients are R/R

Obinutuzumab plus chlorambucil in patients with CLL and coexisting
conditions, Goede V. et al., N Engl ) Med, 2014

We have Head to head study with
OBI+Chlorambucil vs. Ven-G

Addition of rituximab to fludarabine and cyclophosphamide in patients
with chronic lymphocytic leukaemia: a randomised, open-label, phase 3
trial, Hallek M et al,. Lancet, 2010

Comparator not of interest

Frontline treatment with the combination obinutuzumab +/-
chlorambucil for chronic lymphocytic leukemia outside clinical trials:
Results of a multinational, multicenter study by ERIC and the Israeli CLL
study group, Herishanu Y. et al., Am journal of hematology, 2020

Wrong study design. Not randomized trial.

Ibrutinib and Venetoclax for First-Line Treatment of CLL, Jain N. et al., N
Engl J med, 2019

Wrong study design. This is a phase 2 study. Wrong
intervention

Bendamustine compared with chlorambucil in previously untreated
patients with chronic lymphocytic leukaemia: updated results of a
randomized phase Ill trial, Knauf W.U et al., Br ) Haemtology, 2012

Wrong interventions.

Ofatumumab-based chemoimmunotherapy is effective and well tolerated
in patients with previously untreated chronic lymphocytic leukemia (CLL),
Shanafelt T et al., Cancer, 2013

Wrong study design. Not a randomized trial.

Ibrutinib plus obinutuzumab versus chlorambucil plus obinutuzumab in
first-line treatment of chronic lymphocytic leukaemia (iLLUMINATE): a
multicentre, randomised, open-label, phase 3 trial, Moreno C et al.,
Lancet oncology, 2018

Wrong intervention.

Safety of obinutuzumab alone or combined with chemotherapy for
previously untreated or relapsed/refractory chronic lymphocytic
leukemia in the phase lllb GREEN study, LeBlond V et al., Haematologica,
2018

Already have head to head study for
Obinutuzumab + Chlorambucil vs VEN-G.

Prognostic and predictive impact of genetic markers in patients with CLL
treated with obinutuzumab and venetoclax, Tausch E et al., Blood, 2020

Not original data. Data already included in included
study.

Long-term results of the fludarabine, cyclophosphamide, and rituximab
regimen as initial therapy of chronic lymphocytic leukemia, Tam C.S et al.,
Blood, 2008

Wrong study design. Not a comparative trial.

Long-term follow-up of the RESONATE phase 3 trial of ibrutinib vs
ofatumumab, Byrd J.C, Blood, 2019

Wrong population. Patients are R/R
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8.1.2

PRISMA Flow Diagram
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8.1.3

Included references

For direct and narrative assessments for Qla, Qlb, Qlc and Q2

obbvie

1st author and Title Trial arms Clinical

reference Question

Fischer et al.(1) Venetoclax and Obinutuzumab in Patients with CLL and VenG All
Coexisting Conditions GClb

Shanafelt et al.(4) | lbrutinib-Rituximab or Chemoimmunotherapy for Chronic IBR+R Qlc
Lymphocytic Leukemia FCR

Woyach et al.(5) Ibrutinib Regimens versus Chemoimmunotherapy in Older IBR Qlb
Patients with Untreated CLL IBR+R

BR

Eichhorst et al.(6) | First-line chemoimmunotherapy with bendamustine and FCR Qlb and
rituximab versus fludarabine, cyclophosphamide, and rituximab BR Qlc
in patients with advanced chronic lymphocytic leukaemia
(CLL10): an international, open-label, randomised, phase 3, non-
inferiority trial

Kutsch et al.(7) Long Term Follow-up Data and Health-Related Quality of Life in FCR Qlb and
Frontline Therapy of Fit Patients Treated With FCR Versus BR BR Qlc
(CLL10 Trial of the GCLLSG)

Michallet et al.(8) | Rituximab plus bendamustine or chlorambucil for chronic BR Qlb
lymphocytic leukemia: primary analysis of the randomized, Clb+R
open-label MABLE study

Burger et al.(11) Long-term efficacy and safety of first-line ibrutinib treatment for | IBR Q2
patients with CLL/SLL: 5 years of follow-up from the phase 3 Clb
RESONATE-2 study

Burger et al.(12) Ibrutinib as Initial Therapy for Patients with Chronic Lymphocytic | IBR Q2
Leukemia Clb

Barr et al.(13) Sustained efficacy and detailed clinical follow-up of first-line IBR Q2
ibrutinib treatment in older patients with chronic lymphocytic Clb
leukemia: extended phase 3 results from RESONATE-2

Hand searched references for direct and narrative assessments for Qla, Qlb, Qlc and Q2

Mato et al.(10) Outcomes of front-line ibrutinib treated CLL patients excluded IBR Q2
from landmark clinical trial

Ahn et al.(9) Depth and durability of response to ibrutinib in CLL: 5-year IBR Q2
follow-up of a phase 2 study

Al-Sawaf et al.(3) Rapid Improvement of Patient-Reported Outcomes with VenG All
Venetoclax Plus Obinutuzumab in Patients with Previously GClb
Untreated CLL and Coexisting Conditions: A Prospective Analysis
from the CLL14 Trial.

Al-Sawaf et al.(2) Fixed-Duration Venetoclax-Obinutuzumab for Previously VenG All
Untreated Chronic Lymphocytic Leukemia: Follow-Up of Efficacy | GClb
and Safety Results from the Multicenter, Open-Label,
Randomized, Phase 3 CLL14 Trial

Note: IBR=Ibrutinib, R=Rituximab, B=bendamustine, G= obinutuzumab, VEN=venetoclax, IDA=idealisib, FC= fludarabine-cyclophosphamide, Clb=

chlorambucil

Note: all other references are included as hand searches for sections 5.3 “Other considerations”, and 5.4 “Discussion”.
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8.1.4 Main characteristics of included studies

Table 2A: CLL14 trial

Trial name CLL14
NCT number NCT02242942
Objective To evaluate whether venetoclax—obinutuzumab is superior to chlorambucil-obinutuzumab in

previously untreated patients with CLL and coexisting conditions.

Publications — title,
author, journal, year

Venetoclax and Obinutuzumab in Patients with CLL and Coexisting Conditions, K. Fischer, O. Al-
Sawadf, J. Bahlo et al. N Engl J Med, 2019

Trial type and design

Open-label, randomized trial. The trial was conducted in 21 countries at 196 sites. The initial
safety and side-effect profile of venetoclax—obinutuzumab had been established during a safety
run-in phase. Patients were randomly assigned in a 1:1 ratio. The treatment duration in both
groups consisted of 12 cycles lasting 28 days each; no crossover was allowed.

Follow-up time

Median follow-up: 28.1 months

Population (inclusion and
exclusion criteria)

Inclusion Criteria:

e  Documented previously untreated CLL according to the International Workshop on
Chronic Lymphocytic Leukemia (IWCLL) criteria

e ClL requiring treatment according to IWCLL criteria

e Total Cumulative Iliness Rating Scale (CIRS score) greater than (>) 6

e Adequate marrow function independent of growth factor or transfusion support within
2 weeks of screening as per protocol, unless cytopenia is due to marrow involvement of
CLL

e Adequate liver function

e Life expectancy > 6 months

e Agreement to use highly effective contraceptive methods per protocol

Exclusion Criteria:

e Transformation of CLL to aggressive Non-Hodgkin's lymphoma (Richter's transformation
or pro-lymphocytic leukemia)

e Known central nervous system involvement

e  Participants with a history of confirmed progressive multifocal leukoencephalopathy
(PML)

e Anindividual organ/ system impairment score of 4 as assessed by the CIRS definition
limiting the ability to receive the treatment regimen of this trial with the exception of
eyes, ears, nose, throat organ system

e  Participants with uncontrolled autoimmune hemolytic anemia or immune
thrombocytopenia

e [nadequate renal function

e  History of prior malignancy, except for conditions as listed in the protocol if participants
have recovered from the acute side effects incurred as a result of previous therapy

e Use of investigational agents or concurrent anti-cancer treatment within the last 4
weeks of registration

e  Participants with active bacterial, viral, or fungal infection requiring systemic treatment
within the last two months prior to registration

e History of severe allergic or anaphylactic reactions to humanized or murine monoclonal
antibodies or known sensitivity or allergy to murine products
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e  Hypersensitivity to chlorambucil, obinutuzumab, or venetoclax or to any of the
excipients

e  Pregnant women and nursing mothers

e  Positive test results for chronic hepatitis B virus (HBV) infection (defined as positive
hepatitis B surface antigen [HBsAg] serology) or positive test result for hepatitis C
(hepatitis C virus [HCV] antibody serology testing)

e  Participants with known infection with human immunodeficiency virus (HIV) or human
T-cell leukemia virus-1 (HTLV-1)

e Requires the use of warfarin, marcumar, or phenprocoumon

e Received agents known to be strong and moderate Cytochrome P450 3A inhibitors or
inducers within 7 days prior to the first dose of trial drug

Intervention

Venetoclax — Obinutuzumab:

Daily oral venetoclax regimen was initiated on day 22 of cycle 1, starting with a 5-week dose
ramp-up (1 week each of 20, 50, 100, and 200 mg, then 400 mg daily for 1 week), thereafter
continuing at 400 mg daily until completion of cycle 12. Obinutuzumab was administered
intravenously for 6 cycles starting with 100 mg on day 1 and 900 mg on day 2 (or 1000 mg on
day 1), 1000 mg on day 8 and 1000 mg on day 15 of cycle 1, and subsequently 1000 mg on day 1
of cycles 2 through 6.

Chlorambucil — Obinutuzumab:

Chlorambucil was administered orally at 0.5 mg per kilogram of body weight on days 1 and 15 of
each cycle until completion of 12 cycles. Obinutuzumab was administered intravenously for 6
cycles starting with 100 mg on day 1 and 900 mg on day 2 (or 1000 mg on day 1), 1000 mg on
day 8 and 1000 mg on day 15 of cycle 1, and subsequently 1000 mg on day 1 of cycles 2 through
6.
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Baseline characteristics

Table 1. Selected Patient Demographic and Disease Characteristics at Baseline (Intention-to-Treat Population).*
Venetoclax-Obinutuzumab Chlorambucil-Obinutuzumab

Characteristic (N=216) (N=216)
Age =75 yr — no. (%) 72 (33.3) 78 (36.1)
Male sex — no. (%) 146 (67.6) 143 (66.2)
Binet stage — no. (%)

A 46 (21.3) 44 (20.4)

B 77 (35.6) 30 (37.0)

C 93 (43.1) 92 (42.6)
Tumor lysis syndrome risk category — no. (%)

Low 29 (13.4) 26 (12.0)

Intermediate 139 (64.4) 147 (68.1)

High 48 (22.2) 43 (19.9)
Total CIRS score >6 — no. (%) 186 (86.1) 177 (81.9)
Calculated creatinine clearance <70 ml/min — 128/215 (59.5) 118/213 (55.4)

no./total no. (%)

Cytogenetic subgroup — no./total no. (%)§

Deletion in 17p 17/200 (8.5) 14/193 (7.3)

Deletion in 11q 36/200 (18.0) 38/193 (19.7)

Trisomy 12 36/200 (18.0) 40/193 (20.7)

No abnormalities 50/200 (25.0) 42/193 (21.8)

Deletion in 13q alone 61200 (30.5) 59/193 (30.6)
IGHV mutational status — no./total no. (%)

Mutated 767200 (38.0) 83/208 (39.9)

Unmutated 121/200 (60.5) 123/208 (59.1)

Could not be evaluated 3/200 (1.5) 2/208 (1.0)
TP53 mutational status — no./total no. (%)

Mutated 19/171 (11.1) 13/157 (8.3)

Unmutated 152/171 (88.9) 144/157 (91.7)

* There were no significant differences between the groups at baseline. Percentages may not total 100 because of round-
ing.

T Binet stages indicate the degree of advancement of chronic lymphocytic leukemia and are based on organ and lymph-
node involvement, hemoglobin levels, and platelet counts.

i Scores on the Cumulative Iliness Rating Scale (CIRS) range from 0 to 56, with higher scores indicating more impaired

function of organ systems.
§ Cytogenetic subgroups were determined according to the hierarchical model of Déhner at al.*®

Primary and secondary
endpoints

Primary Endpoint
Investigator-assessed PFS

Secondary endpoint:

IRC-Assessed PFS

MRD

Overall response

Complete Response

Overall survival

Duration of response

Time to new antileukemic treatment
Event-free survival.

Method of analysis

All efficacy end points were analyzed in the intention-to-treat population. For patients who were
alive and had not had disease progression or relapse, the data for progression-free survival were
censored on the date of the last disease assessment. In the analysis of minimal residual disease
negativity and response to treatment, patients without a sample or response assessment that
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could be evaluated were counted as not being negative for residual disease or as not having a
response, respectively. To control for multiplicity, the above-listed key secondary efficacy end
points were analyzed with a prespecified hierarchical testing procedure after a fallback
procedure
Su bgrou p ana Iyses Figure S3. Investigator-assessed progression-free survival by prognostic subgroup.
Chiorambucil- Venetoclax—
obnutuzuman obinuuZumab
Total PFS rate PFS rate Venetociax- Chiorambucii-
Canagory Subgroup n n__ Events mrfw n__ Events mr““-l H:z.:m 95% Wald Ci m::::m ° H:e:rm
Al 432 216 w 64.1 216 30 88.1 034 0.23-053 ——
Binat stage at screening A 90 4 18 56.6 46 3 95.7 013 0.04-0.42 —_—
8 157 80 30 625 v 9 889 0.26 0.12-0.55 —_—
c 185 92 29 69.1 93 18 834 058 0.32-1.05 —.
Aoepomatman) <5 M s @ mS M w87 om  Qiode —_—
275 150 s 2 651 72 13 849 048 0.25-0.93 —_—
Genaer Male 280 143 a9 654 126 21 87.7 037 0.22-0.61 ——
Female 143 7 28 814 70 9 89.1 020 0.13-0.80 ——
Cytogenetic subgroups  del(17p) k3 14 10 231 17 7 847 033 0.12-0.89 .
as per hierarchy
del(11q) 74 38 20 4413 36 4 e12 0.11 0.03-0.38 W—
Trsomy 12 e 40 17 556 38 o 100.0 NE NE
No abnormalites 92 42 8 a2 50 -] ar2 093 0.38-2.41 ——
del(13q) 120 59 18 783 e 8 Ba.1 0.45 0.19-1.05 —_——
TPS3 deletion and/or Prasent 48 22 15 a7 2a 7 739 031 013076 sl
Not present 287 138 a9 850 148 14 821 023 0.13-0.42 ——
IGHY mutational status  Unmutated 244 123 87 510 121 16 804 022 012-038 ——
Mutated 159 8 15 858 76 9 803 064 0.28-1.48 ————
D.'I 1‘0 IO'.O
Hierarchical order of cytogenetic subgroups according to Déhner et al. NEJM 2000
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Trial name A Randomized Phase Il Trial of Ibrutinib (PCI-32765)-Based Therapy vs Standard Fludarabine,
Cyclophosphamide, and Rituximab (FCR) Chemoimmunotherapy in Untreated Younger Patients
With Chronic Lymphocytic Leukemia (CLL)

NCT number NCT02048813

Objective To evaluate the efficacy and safety of treatment with ibrutinib in combination with six cycles of

rituximab, as compared with fludarabine—cyclophosphamide—rituximab, in previously untreated
patients with CLL who were 70 years of age or younger.

Publications — title,
author, journal, year

Ibrutinib—Rituximab or Chemoimmunotherapy for Chronic Lymphocytic Leukemia, T D
Shanafelt, X V Wang, N E Kay et al., N Engl J Med, 2019

Trial type and design

open- label, randomized, phase 3 trial. The trial was monitored twice annually by a standing
data and safety monitoring board that included persons from both within and outside ECOG—
ACRIN.

eligible participants underwent randomization, which was stratified according to the age of the
patients (<60 years vs. 60 to 70 years), ECOG performance-status score (0 or 1 vs. 22; scores are
on a 5-point scale, with higher numbers indicating greater disability), Rai stage (0 to Il [low or
intermediate risk] vs. Ill or IV [high risk]), and the presence or absence of chromosome 11q22.3
deletion on fluorescence in situ hybridization analysis. Patients were randomly assigned in a 2:1
ratio to receive either ibrutinib—rituximab or chemoimmunotherapy with fludarabine—cyclo-
phosphamide—rituximab.

Follow-up time

median follow-up of 33.6 months

Population (inclusion and
exclusion criteria)

Eligible participants were previously untreated patients with CLL or the small lymphocytic
lymphoma (SLL) subtype of CLL who were 70 years of age or younger and who would be
appropriate candidates for treatment according to the Inter- national Workshop on Chronic
Lymphocytic Leukemia (IWCLL) Working Group criteria.

Patients with chromosome 17p13 deletion were excluded from the trial be- cause of the poor
response of CLL in these patients to fludarabine—cyclophosphamide—rituximab therapy.

See appendix or Clinicaltrials.gov for a comprehensive list of inclusion- and exclusion criteria

Intervention

Patients were randomly assigned in a 2:1 ratio to receive either ibrutinib—rituximab or
chemoimmunotherapy with fludarabine—cyclophosphamide—rituximab.

Patients who were randomly assigned to the ibrutinib—rituximab group received ibrutinib (at a
dose of 420 mg per day until disease progression or an unacceptable level of side effects
occurred) and rituximab (50 mg per square meter of body-surface area on day 1 of cycle 2; 325
mg per square meter on day 2 of cycle 2; and 500 mg per square meter on day 1 of cycles 3
through 7); each cycle was 28 days. Patients who were randomly assigned to the
chemoimmunotherapy group received six cycles of intravenous fludarabine (at a dose of 25 mg
per square meter) and cyclophosphamide (250 mg per square meter) on days 1 through 3 with
rituximab (50 mg per square meter on day 1 of cycle 1; 325 mg per square meter on day 2 of
cycle 1; and 500 mg per square meter on day 1 of cycles 2 through 6) every 28 days.
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Baseline characteristics

Table 1. Characteristics of the Patients at Baseline (Intention-to-Treat Population).™
|brutinib—Rituximab ~ Chemoimmunotherapy
Group Group Total

Characteristic (N=354) (N=175) (N=529)
Age

Mean 56.7+7.5 56.7+7.2 56.7+7.4

=60 yr — no. (%) 145 (41.0) 70 (40.0) 215 (40.6)
Sex — no. (%)

Female 118 (33.3) 55 (31.4) 173 (32.7)

Male 236 (66.7) 120 (68.6) 356 (67.3)
Rai stage — no. (%)

Low risk, 0 11 (3.1) 9(5.1) 20 (3.8)

Intermediate risk, | or || 187 (52.8) 94 (53.7) 281 (53.1)

High risk, 11l or IV 156 (44.1) 72 (41.1) 228 (43.1)
ECOG performance-status score — no. (%) 1

0 226 (63.8) 109 (62.3) 335 (63.3)

1 119 (33.6) 63 (36.0) 182 (34.4)

2 9 (2.5) 3(L7) 12 (2.3)
Beta; microglobulin — mg/liter

Mean 4.0£2.1 4.0£1.9 4.0£2.0

Median 36 34 3.6

Interquartile range 2.6-4.6 2.7-4.8 2.6-4.7
Dohner classification — no. (%)

Chromosome 17p13 deletion:: 2 (0.6) 0 2 (0.4)

Chromosome 11q22.3 deletion 78 (22.0) 39 (22.3) 117 (22.1)

Trisomy 12 70 (19.8) 27 (15.4) 97 (18.3)

Normal 69 (19.5) 37 (21.1) 106 (20.0)

Chromosome 13q deletion 121 (34.2) 58 (33.1) 179 (33.8)

Other 14 (4.0) 14 (8.0) 28 (5.3)
IGHV mutation status — no. jtotal no. (%)

Mutated 70/280 (25.0) 44/115 (38.3) 114/395 (28.9)

Unmutated 210/280 (75.0) 71/115 (61.7) 281/395 (71.1)

* Plus-minus values are means +5D. Patients were randomly assigned to receive ibrutinib-rituximab or chemoimmuno-
therapy with fludarabine—cyclophosphamide-rituximab. Data include patients with small lymphocytic lymphoma (SLL);
overall, 11.4% of the patients (11.7% in the ibrutinib-rituximab group and 10.9% in the chemoimmunotherapy group)
had the SLL subtype of chronic lymphocytic lymphoma. Percentages may not total 100 because of rounding. More de-
tailed information regarding the characteristics of the patients at baseline is provided in Table S1 in the Supplementary
Appendix.

T Eastern Cooperative Oncology Group (ECOG) performance-status scores are assessed on a 5-point scale, with higher
scores indicating greater disability.

1 Two patients with chromosome 17p13 deletion were enrolled and randomly assigned to the ibrutinib-rituximab group
but were later found to be ineligible on the basis of fluorescence in situ hybridization analysis.

§ Immunoglobulin heavy-chain variable region (IGHV) mutation status was tested in the 436 patients (82.4% of the over-
all population) who agreed to participate in the correlative study component of the trial and who provided a research
sample. Among the 436 patients who underwent testing, IGHV status could be determined in 395.

Primary and secondary
endpoints

Primary endpoint:
Progression-free survival

Secondary endpoints:

Overall survival

Safety

MRD in Bone marrow and peripheral blood
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Method of analysis

Stratified log-rank tests were used to com- pare time-to-event distributions. Hazard ratios were
estimated with the use of stratified Cox proportional-hazards models. The frequency of
response and the incidence of adverse events were compared between the two groups with the
use of Fisher’s exact test. Descriptive statistics were used to summarize the characteristics of
the patients. Time-to-event distributions were estimated with the use of the Kaplan—Meier
method. The primary analysis was conducted in the intention-to-treat population, which
included all the patients who had undergone randomization, regardless of eligibility or
treatment status. P values are two-sided, and 95% confidence intervals are presented.

Subgroup analyses

A subgroup of patients with 11g22.3 deletions were analysed.
Patients were also stratified according to IGHV mutation status.
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Trial name A Randomized Phase lll Trial of Bendamustine Plus Rituximab Versus Ibrutinib Plus Rituximab
Versus Ibrutinib Alone in Untreated Older Patients (&gt;/= 65 Years of Age) With Chronic
Lymphocytic Leukemia (CLL)

NCT number NCT01886872

Objective among older patients with untreated CLL, is treatment with ibrutinib or ibrutinib plus rituximab

superior to treatment with bendamustine plus rituximab?
does the addition of rituximab to single-agent ibrutinib lead to increased efficacy?

Publications — title,
author, journal, year

Ibrutinib Regimens versus Chemoimmunotherapy in Older Patients with Untreated CLL, Jennifer
A. Woyach, Amy S. Ruppert, Nyla A. Heerema et al., N Engl J Med 2018

Trial type and design

Phase 3 randomized trial. Before each patient underwent randomization, a blood sample was
submitted for central testing for methylation at the promoter region of the ZAP70 gene. The
following risk factors for CLL were used for stratification: ZAP70 methylation status on central
testing (unmethylated [<20%] vs. methylated [>220%]), risk category according to modified Rai
stage (intermediate vs. high), and status with regard to del(17p13.1) or del(11q22.3) on local
FISH analysis (absent vs. present).

Patients were randomly assigned, in a 1:1:1 ratio. Patients in the bendamustine plus-
rituximab group who had disease progression could cross over to receive ibrutinib within 1 year
after progression

Follow-up time

Median follow up of 38 months.

Population (inclusion and
exclusion criteria)

Eligible patients were 65 years of age or older and had untreated CLL for which treatment was
indicated, as defined by International Workshop on CLL (IWCLL) criteria. The IWCLL criteria and
a full list of eligibility criteria are provided in the Supplementary Appendix, available with the
full text of this article at NEJM.org.

Intervention

Patients were randomly assigned, in a 1:1:1 ratio to receive:

e Bendamustine plus rituximab. Six cycles of bendamustine (administered at a dose of 90
mg per square meter of body-surface area on days 1 and 2 of each cycle) plus
rituximab (administered at a dose of 375 mg per square meter on the day before day 1
of cycle 1 and then at a dose of 500 mg per square meter on day 1 of cycles 2 through
6). At the investigator’s discretion, the cycle 1 dose of bendamustine could be 70 mg
per square meter.

e |brutinib. Ibrutinib was administered at a dose of 420 mg daily until the patient had
unacceptable toxic effects or disease progression.

e |brutinib plus rituximab. Ibrutinib-plusrituximab therapy consisted of ibrutinib
(administered as described previously and given before rituximab on days when they
were administered together) plus rituximab (administered at a dose of 375 mg per
square meter weekly for 4 weeks starting on day 1 of cycle 2 and then on day 1 of
cycles 3 through 6).

Page 52 of 86




obbvie

Baseline characteristics

Table 1. Characteristics of the Patients at Baseline.
Bendamustine+ Ibrutinib+
All Patients Rituximab Ibrutinit Rituximal
Characteristic {N=547) {N=183) {M=182) [N=182} P value*
Age —yr 0.53
Madian 7l 70 Tl 7l
Range 6589 65-86 6559 6586
Male sex — no. (34} 367 (E7) 119 {&5) 123 {58) 125 {53) 075
High-rick disease according to modified Rai stage 296 (54) 99 [54) 94 [54) 9% (54) 099
— no. [38)
ECOG performance-status score— no. (%) 0.06
0 71 (50) 98 [54) 57 {48 85 [47)
1 259 (47) 75 {41) 0 {45) 94 {52}
2 17 {3) 10 {5) 53} 2{
FISH analysis according to hierarchical dassification 099
of Dehner et al. — no.ftotal no. (361
Del{17p13.1) 347543 {E) 14181 {B) ay181 {5) 117180 {B)
Del{11g22.3) 105542 (19) 33/181 [15) 35/181 (19} 37180 (21)
Trisomy 12 1187542 (22) 4Df181 (23) 40f181 (22} 38/180 (21)
Mone 90,5432 (17} 20,181 [16) 32181 {18} 207180 (16}
Del{13q14.3) 1057543 {35) 65181 (36) 657181 (36} B5/180 (36}
Mutated TP53 — no.ftotal no. (%) 517510 {10 16/174 (1) 157168 {9) 207168 {12} 0,60
Complex karpotype — no.ftotal no. (36)§ 143499 (79) 44166 (27) 397165 (24) BOf16E [36) 004
Unmethylated ZA P70 — noJtotal no. (%) 2877546 (53) 95182 (52) 96182 {53} 967182 (53} 0.99
Unmutated IgvH gens — no,ftotal no. (369 2187360 (E1) 717133 (58) 771232 (63) 707115 (61} D69

* Al P values are for comparisons across all three treatment groups and are tec-sided. P values for continuous variables were caloulatad with
the use of tha Kruskal-wallis test, and P values for categorical variables were calculated with the use of the chi-sguare test or Fisher's agact
test.

+ Eastern Cooperative Oncology Group (ECOG) performance-status scores range from 0 to 5, with higher scores indicating greater disability.

+ Central fluorescence in sitw hybridization (FISH) analysis was performed with the use of the hierarchical dassification method established
by Dohner et al.®

| Complex karpotype was defined as the presence of at least three unrelated abnormalities as assessed by cantral review.

9 1g¥H denotes immunoglobulin variable heavy chain.

Primary and secondary
endpoints

Primary endpoint:
PFS

Secondary endpoints:
(o))

Overall response
Complete response
MRD in Bone marrow
Safety

Method of analysis

For the comparisons of ibrutinib and ibrutinib plus rituximab with bendamustine plus rituximab,
three interim efficacy and futility analyses were planned. For the comparison of ibrutinib plus
rituximab with ibrutinib, two interim efficacy and futility analyses were planned. In May 2018,
the Alliance Data and Safety Monitoring Board made the decision to release these data on the
basis of the results of the protocol-specified second interim analysis for the comparisons of the
two ibrutinib-containing regimens with bendamustine plus rituximab and the protocol-specified
first interim analysis for the comparison of ibrutinib plus rituximab with ibrutinib.

In accordance with the protocol, the primary analysis of progression-free survival included all
patients who underwent randomization except those who, after randomization, were
determined to have not met the eligibility criteria at screening. P values for the primary
analysis are one-sided. Secondary analyses included all patients who underwent
randomization, regardless of eligibility. P values for all secondary analyses are two-sided.
Prespecified and exploratory subgroup analyses were also performed.

Subgroup analyses

See “Trial type and design” for risk factors, by which subgroups were defined.

Page 53 of 86




Table 2A: CLL10 trial

obbvie

Trial name CLL1O
NCT number NCT00769522
Objective To compare the therapeutic efficacy of fludarabine phosphate, cyclophosphamide, and

rituximab vs bendamustine hydrochloride and rituximab in patients with previously
untreated B-cell chronic lymphocytic leukemia.

To compare the incidence of major side effects (e.g., myelosuppression) associated

with these regimens in these patients.

To compare the rate of infections and secondary neoplasias in patients treated with
these regimens.

Publications — title,
author, journal, year

First-line chemoimmunotherapy with bendamustine and rituximab versus fludarabine,
cyclophosphamide, and rituximab in patients with advanced chronic lymphocytic
leukaemia (CLL10): an international, open-label, randomised, phase 3, non-inferiority
trial, B. Eichhorst, A. Fink, J. Bahlo et al. The Lancet Oncology, July 2016

Long Term Follow-up Data and Health-Related Quality of Life in Frontline Therapy of
Fit Patients Treated With FCR Versus BR (CLL10 Trial of the GCLLSG), Kutsch, N.; Bahlo,
J.; Robrecht, S. et al. Hemasphere, Feb 2020

Trial type and design

A randomised, open-label, phase 3, non-inferiority trial in previously untreated fit
patients aged 33-81 years with advanced chronic lymphocytic leukaemia who required
treatment according to the International Workshop on Chronic Lymphocytic Leukemia
(IWCLL) criteria and had an Eastern Cooperative Oncology Group (ECOG) status of 0-2.
Treatment-naive patients diagnosed with chronic lymphocytic leukaemia were
registered for central screening, which was done by the German CLL Trial Group central
trial office (Cologne, Germany) and included immunophenotyping for confirmation of
the diagnosis, fluorescence-in-situ hybridisation (FISH) to determine del(17p) status,
evaluation of the comorbidity burden, and renal function. After the central screening
process, eligible patients were randomly assigned (1:1) using a computer-generated
randomisation list. In patients whose blood counts had not recovered adequately
within 28 days or still showed signs of an active infection, the next treatment was
postponed and further cycles of therapy continued with a 25% dose reduction. After
two dose reductions to a total dose reduction of 50%, treatment was stopped in case
there was any further treatment delay due to adverse events.

Follow-up time

Median follow-up for FCR: 37.4 months
Median follow-up for BR: 36.0 months
Median follow-up in extension: 58.2 months

Population (inclusion and
exclusion criteria)

Overall Criteria according to Clinicaltrials.gov”
Disease Characteristics:

e Confirmed diagnosis of B-cell chronic lymphocytic leukemia (CLL) meeting 1 of
the following criteria:

e Binet stage C disease or stage B or A disease requiring treatment

e Binet stage B or A disease meeting = 1 of the following:

e B-symptoms (e.g., night sweats, weight loss > 10% within the past 6 months,
fevers > 38°C or 100.4°F for > 2 weeks without evidence of infection) or
constitutional symptoms (e.g., fatigue)

o Progressive lymphocytosis, defined as peripheral lymphocyte count >
5x1079/L (i.e., > 50% increase over a 2-month period or doubling of
peripheral blood lymphocyte count < 6 months)
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o Evidence of progressive marrow failure as manifested by the
development/worsening of anemia and/or thrombocytopenia
o Massive, progressive, or painful splenomegaly or hypersplenism
o Massive lymph nodes or lymph node clusters (> 10 cm in longest
diameter) or progressive or symptomatic lymphadenopathy
=  No 17p deletion by FISH
= No aggressive B-cell cancer, such as Richter syndrome
PATIENT CHARACTERISTICS:
e  WHO performance status 0-2
e Life expectancy > 6 months
e Total bilirubin < 2 times upper limit of normal (ULN) (unless directly
attributable to CLL)
e ASTand ALT < 2 times ULN (unless directly attributable to CLL)
e Creatinine clearance > 70 mL/min (creatinine clearance is to be calculated
only in patients with serum creatinine > 1.1 mg/dL)
e Not pregnant or nursing
e Negative pregnancy test
e  Fertile patients must use effective contraception during and for > 6 months
after completion of trial therapy
e  Hepatitis B and C negative
e  HIV negative
e CIRS score > 6 or a single score of 4 for one organ category
e No active secondary malignancy requiring treatment, except basal cell
carcinoma or malignant tumor curatively treated by surgery, or successfully
treated secondary malignancies in complete remission > 5 years prior to
enrollment
e No history of anaphylaxis following exposure to monoclonal antibodies
e No active bacterial, viral, or fungal infection
e No medical condition requiring prolonged use of oral corticosteroids (i.e., > 1
month)
e No cerebral dysfunction or legal incapacity
e  No circumstance that would preclude completion of the trial or the required
follow-up
e  PRIOR CONCURRENT THERAPY:
e No prior CLL specific-chemotherapy, radiotherapy, and/or immunotherapy
o Prednisolone administered immediately prior to initiation of trial
therapy allowed for very high lymphocyte counts
e No concurrent participation in another clinical trial

Intervention

Six 28-day cycles of intravenous fludarabine (25 mg/m2 per day) and
cyclophosphamide (250 mg/m2 per day) on the first 3 days of each cycle.

Or:

Treatment with bendamustine (90 mg/m2 per day) was given intravenously on the first
2 days of each of the six 28-day cycles.

Rituximab 375 mg/m2 was given to both groups intravenously on day 0 of cycle 1 and
subsequently during the next five cycles rituximab 500 mg/m2 was given on day 1 of
each cycle
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Baseline characteristics

Ags (vaars)
w5 vears

=70 vears

Mala
Eamala

Madian time from diagnosis to study

antry (monihs)

Einst stags

Rai stags

BCOG performance status

e

B-symptoms presant
Median CIBS
Total CIRE <3

Numbar of involved CIRS catepories

=1

Modian ereatinine clearancs
Thymiding kinase =10 UL
By-microglobulin »3.5 mg/L
Cytogenstic abnormalitias
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Unmutated ICHV

Fludarabins, cyclophosphamidae, and
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105 {3734)
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55/221 (393
44{221 (20%)
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1807251 [545¢)
05/281 (343
£/251 (25€)
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2.0{1.0-3.0)
240 {853

163 (3534

§7.0 (71 F-106. 5]

195/272 (7354

84/272 (313%)

68 [24%)
33 [12%)
155 {55%)

152275 [553)
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rituximab [n=275)
E1.0 (5440590
108 (3955

51 [18%)

207 {74%)

72 [26%)

24.6(6:2-50.1

62 (2234)
107 (3534

110 {393

11/234 {5%)

32/234 [14%)
B4/224 (373
34/224 [15%)

65/124 ;:2955-:'

177/376 {543}
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Primary and secondary
endpoints

Primary Endpoint:
PFS

Secondary endpoints:
Overall survival
Overall response
MRD Status

Safety

Event-free survival
Duration of remission
EORTC-C30

Method of analysis

All statistical tests were two-sided and a p value of less than 0-05 was considered
significant. Adjustments for multiple comparisons were not considered for analysing
secondary endpoints and exploratory subgroup analyses.

All analyses were done in the intention-to-treat population. The results of minimal
residual disease status at follow-up were calculated based on the intention-to-treat
population and based on those patients for whom a sample at follow-up month 12 and
month 18 was available.

Safety analyses were restricted to patients from the intention-to-treat population who
received at least one dose of one component of the trial treatment.

Time-to-event endpoints including 95% Cls were estimated according to the Kaplan-
Meier method and survival curves were compared using two-sided non-stratified log-
rank tests. For comparison of the treatment groups, Fisher's exact test or Pearson's x2
test (categorical variables) or Wilcoxon rank-sum test (continuous variables) were
used.

Subgroup analyses

Exploratory post hoc subgroup analyses for progression-free survival and response
were done considering the factors age, Binet stage, cytogenetic categories, IGHV
mutation status, and sex. Methods included two-sided non-stratified log-rank tests and
the calculation of HRs including 95% Cls. Additionally, the interaction with trial
treatment was explored for each factor; a term for the interaction between the factor
and the trial treatment was included in a Cox regression model. Post hoc matched
paired analysis was done for IGHV mutation status and progression-free survival.
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Trial name Resonate-2
NCT number NCT01722487
Objective To evaluate the efficacy and safety of single-agent ibrutinib as compared with chlorambucil in

patients 65 years of age or older with previously untreated CLL.

Publications — title,
author, journal, year

Ibrutinib as Initial Therapy for Patients with Chronic Lymphocytic Leukemia, J. A. Burger, A
Tedeschi, P. M. Barr et al., N Engl J Med 2015

Sustained efficacy and detailed clinical follow-up of first-line ibrutinib treatment in older patients
with chronic lymphocytic leukemia: extended phase 3 results from RESONATE-2, P.M. Barr, T.
Robak, A. Tedeschi et al. Haematologica, 2018

Long-term efficacy and safety of first-line ibrutinib treatment for patients with CLL/SLL: 5 years of
follow-up from the phase 3 RESONATE-2 trial, J.A. Burger, P.M. Barr, T. Robak et al. Nature
Leukemia, 2019

Trial type and design

multicenter, open-label, randomized phase 3 trial. Patients were enrolled in the United States,
countries in Europe, and other countries. Patients were randomly assigned, in a 1:1 ratio, to
receive either oral ibrutinib (at a dose of 420 mg once daily) until disease progression or
development of an unacceptable level of toxic effects or up to 12 cycles of chlorambucil (at a dose
of 0.5 mg per kilogram of body weight on days 1 and 15 of each 28-day cycle, which was
increased to a maximum of 0.8 mg per kilogram, if there was not an unacceptable level of toxic
effects) until disease progression, determination of a lack of efficacy (defined as a lack of
complete or partial response, as determined by the investigator), or development of an
unacceptable level of toxic effects. Patients with disease progression that was confirmed by the
independent review committee were enrolled in a separate extension trial (PCYC-1116-CA) for
follow-up and second-line treatment according to the investigator’s choice. Treatment in the
PCYC-1116-CA trial could include ibrutinib for chlorambucil-treated patients who had disease that
progressed according to the independent review committee and who had an indication for
treatment according to the International Workshop on Chronic Lymphocytic Leukemia (iwCLL)
criteria.

Follow-up time

Median follow-up 18.4 months in primary trial
Median follow-up 29 months in 1%t extension
Median Follow-up 60 months in 2" extension

Population (inclusion and
exclusion criteria)

Inclusion Criteria:

e Males or females of 65 years of age or greater. Patients between the ages of 65 and 70
years of age must have 1 or more of the following comorbidities that may preclude the
use of frontline chemo-immunotherapy with fludarabine, cyclophosphamide, or
rituximab:

o creatinine clearance < 70 mL/min using the Cockcroft-Gault equation

o platelet count < 100,000/uL or hemoglobin < 10 g/dL

o clinically apparent autoimmune cytopenia (autoimmune hemolytic anemia or
immune thrombocytopenia)

o ECOG performance score =1 or 2

e  Diagnosis of CLL/SLL that meets IWCLL diagnostic criteria (Hallek 2008)

e Active disease meeting at least 1 of the following IWCLL criteria (Hallek 2008) for
requiring treatment:
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o Evidence of progressive marrow failure as manifested by the development of, or
worsening of, anemia and/or thrombocytopenia Massive, progressive, or
symptomatic splenomegaly

o Massive nodes or progressive or symptomatic lymphadenopathy

Progressive lymphocytosis
o Autoimmune hemolytic anemia and/or immune thrombocytopenia that is

poorly responsive to corticosteroids or standard therapy
o Constitutional symptoms

Measurable nodal disease by computed tomography (CT)

ECOG performance status of 0-2

Life expectancy > 4 months from randomization

Adequate hematologic function, defined as absolute neutrophil count (ANC) > 1,000/uL

(independent of growth factor support for at least 7 days prior to screening) and platelet

count 2 50,000/ul (independent of transfusion and growth factor support for at least 7

days prior to screening)

Adequate hepatic function, defined as serum aspartate transaminase (AST) and alanine

transaminase (ALT) < 2.5 x upper limit of normal (ULN), and total bilirubin < 1.5 x ULN

Adequate renal function, defined as estimated creatinine clearance = 30 mL/min using

the Cockcroft-Gault equation

Willingness to receive all outpatient treatment, all laboratory monitoring, and all

radiological evaluations at the institution that administers trial drug for the entire trial

Willingness of male patients, if sexually active with a female of childbearing potential, to

use an effective barrier method of contraception during the trial and for 3 months

following the last dose of trial drug

Ability to provide written informed consent and to understand and comply with the

requirements of the trial

@)

Exclusion Criteria:

Known involvement of the central nervous system by lymphoma or leukemia

History or current evidence of Richter's transformation or prolymphocytic leukemia
Documentation of deletion of the short arm of chromosome 17: del(17p13.1) in more
than 20% of cells examined on any pretreatment fluorescence in situ hybridization (FISH)
or cytogenetic evaluation

Uncontrolled autoimmune hemolytic anemia or idiopathic thrombocytopenic purpura
Any previous treatment (chemotherapy, radiotherapy, and/or monoclonal antibodies)
intended specifically to treat CLL/SLL

Received any immunotherapy, vaccine, or investigational drug within 4 weeks prior to
randomization

Corticosteroid use within 1 week prior to first dose of trial drug, with the exception of
inhaled, topical, or other local administrations. Patients requiring systemic steroids at
daily doses > 20 mg prednisone (or corticosteroid equivalent, see Appendix N), or those
who are administered steroids for leukemia control or white blood cell (WBC)-count-
lowering are excluded.

Major surgery within 4 weeks prior to randomization

History of prior malignancy, with the exception of the following:

o malignancy treated with curative intent and with no evidence of active disease
present for more than 3 years prior to screening and felt to be at low risk for
recurrence by treating physician

o adequately treated nonmelanomatous skin cancer or lentigo maligna
melanoma without current evidence of disease

o adequately treated cervical carcinoma in situ without current evidence of
disease
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Currently active, clinically significant cardiovascular disease or a history of myocardial
infarction within 6 months prior to randomization

Inability to swallow capsules or tablets, or disease significantly affecting gastrointestinal
function

Uncontrolled active systemic fungal, bacterial, viral, or other infection or requirement for
intravenous (IV) antibiotics

Known history of infection with human immunodeficiency virus (HIV)

Serologic status reflecting active hepatitis B or C infection

History of stroke or intracranial hemorrhage within 6 months prior to enrollment
Current life-threatening illness, medical condition, or organ-system dysfunction that
could compromise patient safety or put the trial at risk

Requirement for anticoagulation with warfarin

Requirement for treatment with a strong CYP3A4/5 and/or CYP2D6 inhibitor

Intervention

Ibrutinib will be supplied as hard gelatin 140-mg capsules for oral (PO) administration. Ibrutinib
420 mg (3 x 140-mg capsules) is administered orally once daily. The first dose will be delivered in
the clinic on Day 1, after which subsequent dosing is typically on an outpatient basis. Ibrutinib will
be dispensed to patients in bottles at each visit

Or:

Chlorambucil will be supplied as 2-mg tablets for PO administration. Chlorambucil is administered
orally on Days 1 and 15 of each 28-day cycle.The starting dosage (Cycle 1) is 0.5 mg/kg. If well
tolerated, the Chlorambucil dose can be increased starting at Cycle 2, with increments of 0.1
mg/kg on Day 1 of each cycle to a maximum of 0.8 mg/kg
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Baseline characteristics

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*
Ibrutinib Chlorambucil

Characteristic (N=136) (N=133)
Age

Median (range) — yr 73 (65-89) 72 (65-90)

>70 yr — no. (%) 96 (71) 93 (70)
Male sex — no. (%) 88 (65) 81 (61)
ECOG performance-status score — no. (%)

0 60 (44) 54 (41)

1 65 (48) 67 (50)

2 11 (8) 12 (9)
Diagnosis — no. (%)

Chronic lymphocytic leukemia 123 (90) 126 (95)

Small lymphocytic lymphoma 13 (10) 7 (5)
Rai stage Il or IV — no. (%) 60 (44) 62 (47)
Bulky disease =5 cm — no. (%) 54 (40) 40 (30)
Chromosome 11g22.3 deletion — no. (%) 29 (21) 25 (19)
Unmutated IGHV — no. (%) 58 (43) 60 (45)
Cytopenia at baseline — no. (%)

Any cytopenia 72 (53) 73 (55)

Hemoglobin <11 g/dI 51 (38) 55 (41)

Platelet count <100,000/mm? 35 (26) 28 (21)

Absolute neutrophil count <1500/mm?3 10 (7) 7 (5)
Lactate dehydrogenase

Median (range) — U/liter 199 (52-1188) 195 (110-1347)

>250 U/liter — no. (%) 39 (29) 31 (23)
Ba-Microglobulin

Median (range) — mg/liter 5 (2-20) 5 (1-39)

>3.5 mg/liter — no. (%) 85 (62) 89 (67)
Cumulative Iliness Rating Scale score >6 — no. (%)§ 42 (31) 44 (33)
Creatinine clearance <60 ml/min — no. (%) 60 (44) 67 (50)
Median time from initial diagnosis (range) — mo 31 (1-241) 31 (1-294)

* There were no significant between-group differences at baseline.

T Eastern Cooperative Oncology Group (ECOG) performance-status scores range from 0 to 5, with 0 indicating no symp-
toms and higher numbers indicating increasing disability.

I Measurement was based on the longest diameter of the largest lymph node at screening, according to assessment by
an independent review committee.

§ Scores on the Cumulative Illness Rating Scale range from 0 to 52, with higher scores indicating worse health status.

Primary and secondary
endpoints

Primary endpoints:
IRCC-assessed PFS

Secondary endpoints:

Overall survival

Overall response

Rate of sustained improvement in hematologic variables
Safety

FACIT

Method of analysis

Patients were monitored every 2 weeks during cycles 1 and 2, every 4 weeks during cycles 3
through 12, and then every 8 weeks starting at cycle 13. The assessment of response was
conducted every 4 cycles until disease progression or until trial closure.
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The primary analysis was a two-sided log-rank test stratified according to two randomization
factors: ECOG performance-status score (0 or 1 vs. 2) and disease stage (Rai stage <II vs. Ill or IV).
The overall response rate was analyzed by means of the Cochran—Mantel-Haenszel chi-square
test, stratified according to the two randomization factors. Overall survival was analyzed with the
use of an unstratified log-rank test, owing to small event numbers. The rate of sustained
hematologic improvement was compared by a chi-square test for treatment effect.

Subgroup analyses

Patients with disease progression that was confirmed by the independent review committee were
enrolled in a separate extension trial (PCYC-1116-CA) for follow-up and second-line treatment
according to the investigator’s choice.
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Trial name MABLE
NCT number NCT01056510
Objective This trial aims to investigate the efficacy and safety of R-B and R-Clb in fludarabine-ineligible CLL

patients.

Publications —title, author,
journal, year

Anne-Sophie Michallet, Melih Aktan, Wolfgang Hiddemann, Osman Ilhan, Peter Johansson,
Kamel Laribi, Balkis Meddeb, Carol Moreno, Jodo Raposo, Anna Schuh, Ali Unal, Tom Widenius,
Alf Bernhardt, Kerstin Kellershohn, Dimitri Messeri, Stuart Osborne and Véronique Leblond
Rituximab plus bendamustine or chlorambucil for chronic lymphocytic leukemia: primary
analysis of the randomized, open-label MABLE trial. Hematologica. 2018

Trial type and design

Patients received Rituximab and either Bendamustine or Chlorambucil as written below. After
treatment completion, patients were followed every three months for one year, then every six
months until data cut-off. Treatment was discontinued if the patient had progressive disease.

Follow-up time

Median follow-up was 23.5 months (R-B) and 23.3 months (R-Clb).

Population (inclusion and
exclusion criteria)

Inclusion Criteria:

e Signed and dated written informed consent

e  Aged 18 years or older

e  Tumor cell phenotype consistent with chronic lymphocytic leukemia (CLL) by cell
surface marker analyses: CD5+, CD19+, and CD23+ (as per local confirmation of
diagnosis)

e  Patients with active CLL (Binet B and C) who required therapy per criteria according to
the National Cancer Institute criteria 2008. Symptomatic Binet A patients and/or
patients with low/intermediate Rai stages could also be included

. Eastern Cooperative Oncology Group performance status <2

e Ineligible for treatment with fludarabine

e A negative serum pregnancy test within 1 week before the first cycle of treatment
must have been available for women who were 2 years after the onset of menopause
and not sterilized surgically

Exclusion Criteria:

. From amendment No. 2, patients treated second-line (2L) were not allowed to be
entered in the trial

e 2. Any other concomitant anti-cancer therapy. Corticosteroids were allowed if they
were given for reasons other than CLL and the dose was <20 mg of prednisolone
equivalent per day

e  Patients with transformation to aggressive B-cell malignancy

e  Known or suspected central nervous system involvement of CLL

e Any other malignancy within 5 years prior to enroliment except curatively treated
carcinoma in situ of the cervix, squamous cell carcinoma of the skin, or basal cell skin
cancer. Cervical carcinoma stage 1B or less, breast cancer in situ, or localized prostate
cancer stage T1c or less was to be considered, provided that the patient was treated
with curative intent and was relapse-free for at least 2 years prior to enroliment

e Major surgery (excluding lymph node biopsy) within 28 days prior to first cycle of trial
treatment

e  Chronic or ongoing active infectious disease requiring systemic treatment

e  History of clinically significant cerebrovascular disease with residual sequelae

. Patients who had known HIV, active hepatitis B virus, or hepatitis C virus infection

e  Serious underlying medical conditions that could have impaired the ability of the
patient to participate in the trial

e Inadequate renal and hepatic function per the following laboratory values: creatinine
clearance <30 mL/min, total bilirubin >1.5 x upper limit of normal (ULN), alanine
aminotransferase and/or aspartate aminotransferase >2.5 x ULN, and alkaline
phosphatase >2.5 x ULN

. Inadequate hematologic function, defined as absolute neutrophil count <1.0 x 109/I
(1000/ul), platelet count <50 x 109 /I (50,000/ul), or hemoglobin <9.0 g/dl, unless due
to involvement of bone marrow (BM) by CLL

e  Known or suspected hypersensitivity to components of investigational product

e Life expectancy less than 6 months

e  Patients known or suspected of not being able to comply with a trial protocol
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Trial name

MABLE

NCT number

NCT01056510

Pregnant or breast-feeding patients

Male and female patients with reproductive potential who were not willing to use an
effective method of contraception during the trial and 1 year after last dose of trial
medication

Patients unable to provide informed consent

Patients with severe autoimmune cytopenia as assessed by the physician (Coombs
positive patients without clinical signs of autoimmune hemolytic anemia were eligible
for trial entry)

Patients who had received any investigational treatment within 30 days before
screening

Medical condition requiring chronic use of oral corticosteroids in doses >20 mg of
prednisolone equivalent/day. Inhaled or topical steroids were permitted

Intervention

Patients received rituximab (intravenous 375 mg/m2 Day [D] 1, Cycle [C] 1 and 500 mg/m2 D1,
C2-C6) plus B (intravenous 90 mg/m2 [1L] or 70 mg/m2 [2L] D1 and D2, C1-C6) or Clb (oral 10
mg/m2 D1-D7, C1-C6) every four weeks for six cycles. R-Clb patients without CR after C6
received Clb monotherapy for <6 additional cycles or until CR
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Trial name MABLE
NCT number NCT01056510
Baseline characteristics )
Tabile 1. Dy h
[]
(N=121) (N=120)
hge (years)
Median { min, max) TLi41,56) TH A1)
=t years, n (%) B (Th 0 (73)
=Tayears, n (%) £ 03N H (3T
Sex
Meale, n (46) 70 (58) B0 (67
Female,n () 31 (4E) LES)]
Active medical conditions, n
Median {min, max) 300,15 3(018)
Binet stage, n (%)
A 6 (5 §(7)
i 3 (60) 6 (55)
¥ 3 (31 43 136)
Mis sing ERC] i@
ECOGPS, n (%)
] & (30 EeNE)]
1 3040 51040
1 am 807
Mis sing 0 1(2)
Body surface area, me
Mean (516 1811 (02382) 1507 (001 708)
Min, max 130,248 141,239
JOVH mutational status, n (%)
Mutated 41 (3 46 (38
Unmutated T3 (6500 )
Other* 303 80
Not tested 45 Ti8)
11q status, o (%)
Heterozysous deletion 4 (20) 19 (16)
Raormal 9% (79) 9 (83)
Nottested 1(1) 2(2)
17p status, n (%)
Heterozygous deletion 10(8) 300
Normal 110 (91} 114(95)
Kot tested 1(1) 13
1gf1Tp dedetion, n (%)
Heterozgmous deletion 3 (26) 1 (18)
Normal B (Th 96 (80)
Rol tested 1(1) 1)
13q deletion (325 or 5319 probe)*, n (%)
Homasypgous deletion EE] 1
Twaclones (one homozygote, ane heterogygote) 151 603
Heterozygous deletion 42 (35) 504)
Normal 61 (50) 60 (30)
Mot tested 11 1)
Trisamy 12, n (%)
Trisamy 30 (25 1906}
Narmal 0 (M) " (83)
Not tested 1(1) 1)

Ofier inchudes potyelonal and oligaelonal *Deletion st according to at beast one grobe (NE, in Sie B8 goupone patien with two clones by $519 probe and heteraygous
debetian by 525 probe & counted twaced 11 fstdne ECOG PS5 Bastern Con peratee Oncokagy Gioup peromance stanis BB rnosma plis hendamustine RO 8 mah
b cilommivc ESD: stanclasd deviaion

Primary and secondary
endpoints

Primary endpoints:
e  Complete response rate in 1%t line treated patients after cycle 6

Secondary endpoints:
e  Complete response rate in 2" line treated patients after cycle 6
e  Progression-free survival
e Overall survival
e  Time to next leukemic treatment
e Minimal residual disease
e  Safety

Response was assessed after C3 and C6 as per iwCLL 2008 Guidelines. Response was also
assessed in the R-Clb arm at C12, with treatment being discontinued for patients showing
evidence of CR during C7-C12

Page 65 of 86



obbvie

Trial name

MABLE

NCT number

NCT01056510

Method of analysis

Efficacy analyses were conducted on the intent-to-treat (ITT) population. The safety population
included all randomized patients who received treatment.

For 1L patients, the between-arm difference in response rates was tested using a one-sided
continuity-corrected x2 test. A twosided continuity-corrected x2 test assessed between-arm
differences in overall response rates (ORRs) and molecular responses.

PFS and OS were summarized by Kaplan—Meier estimates and compared via the log-rank test.
Hazard ratios (HRs) and 95% confidence intervals (Cls) were calculated based on the Cox
proportional hazard model, with and without baseline Binet stage as a

covariate

Subgroup analyses

Groups were divided according to treatment line, and endpoints were evaluated in 15t and 2"d
line treatment.
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Tabel 2A: Mato et al study

Trial name

NCT number

Objective

To study the impact of age and/or del(17p13) status on outcomes and toxicities
of ibrutinib in patients with previously untreated CLL

Publications — title,

author, journal, year

Outcomes of front-line ibrutinib treated CLL patients excluded from landmark clinical trial,
Anthony R. Mato Lindsey E. Roeker John N. Allan et al. AM Journal of Hematology, 2017

Study type and
design

A multicenter, retrospective cohort study of CLL patients treated with ibrutinib in the front-
line setting at 20 community and academic cancer center, focusing on subsets that would
not have been eligible for the RESONATE-2 trial

Follow-up time

Median follow-up: 13.8 months

Population
(inclusion and
exclusion criteria)

Criteria for inclusion would be that patients were excluded from the Resonate-2 trial.

Intervention

Median starting dose of ibrutinib was 420 mg daily for the entire cohort

Baseline
characteristics

Characteristic Mumber with available data RESOMATE-2 publishe

Median age at CLL diagnosis 63 years [32-96) 3 Mot available / reported

Median age at ibrutinib start &8 years [36-96) a9 73 (65-89)

Median time from CLL diagnosis to ibrutinib start 31 months 388 31 months

Ape < 65 years at ibrutinib start 41% 391 0%

Male sex 62A4% 391 65%

‘Caucasian 924% 384 Mot available

Rai stage 3-4 45.1% 383 4445

del(17p13) present 29.8% 359 0%

del(11q) present 17.1% 367 21%

TP53 mutation 201% 219 Mot available/reported

del(17p13) and TP53 mutation (for patients who had both 16.0% 219 Mot available/reported
FISH and MNGS testing)

Complex karyotype (= 3) 23.6% 79 Mot available/reported

IGHV unmutated 6T A% 21 43%

{2 microglobulin abowve ULN T4.9% 144 &62%

Elevated lactate dehydrogenase 45% 344 29%

Median follow up 13.8 months {1-7&) 383 18.4 months

Primary and
secondary
endpoints

AEs were assessed using the Common Terminology Criteria for Adverse Events (CTCAE)

The primary endpoint was PFS stratified by age at ibrutinib initiation and del(17p13) status
(both categorical variables). PFS was defined as time from ibrutinib initiation to progression
or death from any cause as per the Kaplan Meier method. Patients were otherwise censored
at the time of last follow-up. Secondary endpoints included ORR, complete remission (CR),
OS, toxicity profile, reasons for discontinuation, and subsequent therapies following
discontinuation. OS was defined as time from initiation of ibrutinib to death. The
International Workshop on Chronic Lymphocytic Leukemia (iwCLL, 2008) criteria were used
to define response and progression of disease. Select

Method of analysis

Comparisons of survival outcomes data were made using the long rank (LR) test. Cox
regression analyses were used to estimate hazard ratios in univariate and multivariate
analyses. All other comparison analyses were descriptive. All tests were two-sided at the 5%
level

Subgroup analyses

Patients were categorized based on key inclusion criteria for the RESONATE-2 trial: younger
than 65 years of age at time of starting ibrutinib (<65) vs 265 and chromosome del(17p13)
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present vs del (17p13) absent, and the presence or absence of somatic hypermutation of
the B-cell receptor (IGHV mutated vs unmutated).
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Trial name A Phase Il Study of PCI-32765 for Patients With Chronic Lymphocytic Leukemia (CLL) or
Small Lymphocytic Lymphoma (SLL) Who Need Therapy and Are Older Than 65 or Have
a 17p Deletion

NCT number NCT01500733

Objective To investigate safety and efficacy of long-term therapy with ibrutinib in patients with

TP53 aberration or age 65 years or older

Publications — title,
author, journal, year

Depth and durability of response to ibrutinib in CLL: 5-year follow-up of a phase 2
study, Inhye E. Ahn, Mohammed Z. H. Farooqui, Xin Tian et al. Blood, 2018

Study type and design

Phase 2, open-label, single-center study. Ibrutinib was administered orally at the dose
of 420 mg once daily until disease progression or the development of unacceptable
toxicity. Clinical safety monitoring was performed every other week for the

first month, then every 4 weeks until 24 weeks, and every 3 months thereafter.

Follow-up time

Median follow-up 57 months

Population (inclusion and
exclusion criteria)

Eligibility criteria included active CLL or small lymphocytic lymphoma requiring therapy,
and del(17p) by fluorescence in situ hybridization in 10% or more of nuclei or TP53
mutation for the TP53 cohort, or age 65 years or older for the elderly cohort, Eastern
Cooperative Oncology Group performance status of 2 or less, neutrophil count of 0.5 x
10/1 or higher, and platelet count of at least 30 x 10 /L. Exclusion criteria included any
histologic transformation of CLL (Richter’s syndrome or prolymphocytic leukemia),
autoimmune cytopenia requiring steroids, impaired organ function (total bilirubin 21.5
or aspartate aminotransferase/alanine aminotransferase >2.5 x upper limit of normal;
creatinine >2.0 mg/dL or creatinine clearance of 50 mL/min or less), active hepatitis B
infection, HIV infection, concomitant prednisone more than 20 mg/day, and/or
anticoagulation with warfarin

Intervention

Ibrutinib was administered orally at the dose of 420 mg once daily until disease
progression or the development of unacceptable toxicity
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Baseline characteristics

Table 1

EBazaline characteristics

All (n=56) TP53 cobort{n=251) Elderly cobort{n=235)

Age. median (rasge), v 55 (33-83) 62 (33-82) 62 (63 --25]

63,4 (%) 55 (64.0) 11 (417 34071y
Sex, N (%4)

Femals 35419 0380 15 (43.7)

Mals 50(38.1) 31(60.8) 19 (34.3)
Prior treatment statz, N {2}

Treatmsnt-nafive 33 (61.5) 35 (68.8) 18 (31.4)

Delapssd refractony| 1BELE 16 (31.4) 17 (48.6)
Eai stage, N (ko)

i 1B E.8 19037.3) 0157

LTV B (67.4) 320627 16 (74.3)
Sulky ademopathy (25 oo, W (% 31360 19037.3) 12 (34.3)
Spleramegaly, N (% e':'.’_]l;zb'.a}; T4 (2.1} 44 (3800 30 (88.3)
IGHV wemutated, ¥ (3] 37(66.3) M4 (66T 2 (5.7
TP52 sberration, N V) 54 (62.8) 51 (100) o0

Delation 17p 50080 1727 3Eal

TP mutation 4047y 470 000
E2-microzlobulin

Median franzs), mzdl $0(L7-128)  39(L7-123) £4(18-129)

>4 megdl, N (%) 431 M@ 20 (F1.2)

"Ome patiert not mesting 28 requitement was removed from sudy.
"Medizn rumber of priar therapies was 3 (rnge, 1-7).
Target lvmph nedes and spleen were assessed with CT scans
"Trvo patisntz had splemectary. Normal splasn vohoms iz less than 315 mL.
TUnmutzted IGHV indicates a less than 2% change in IGHY seguencs compared with gemm line
" Thras petiznts had 7%-0% of nucled with delesion 17p by fluorescance in sita kybridization; inclusion criteria for the
TP33 cohort was moge than 10%; of mocled with daletion 17p

Primary and secondary
endpoints

The primary endpoint was response after 6 cycles of therapy. Secondary endpoints
included safety, tolerability, overall survival (0S), PFS, and best response. At 2, 6, and
12 months, and yearly thereafter, CT, bone marrow biopsies, and flow cytometry were
performed. Spleen volume was calculated from CT.

MRD Negativity was tested using flow cytometry

Method of analysis

OS and PFS were estimated by the Kaplan-Meier method and compared between
subgroups by the log-rank test. Response rates were estimated by the proportions for
all patients and subgroups, and their 95% confidence intervals (Cls) were computed
and compared between subgroups by Fisher’s exact test. Wilcoxon signed-rank test
was used to assess the change in the quantification of MRD. Spearman’s analysis was
used to assess the correlation between blood and bone marrow MRD.

Subgroup analyses

Among others, Patients were stratified according to IGHV mutation status and
del(17p) status.
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Table 3A: CLL14 trial

Trial name: CLL14
NCT number: NCT02242942
Description of
Estimated absolute difference in effect Estimated relative difference in effect methods used
for estimation
Outcome Study arm N Result (Cl) Difference 95% ClI P value :iiiarr:t/ioOddS/ 95% ClI P value
PFS at median VenG 216  0.139
251 months GCb s o
PFS VenG 216 0.882 0,837- HR: 0,35 0,23-0,53 <0,001 Investigator
24 months 0,927 assessed.
216 0.641 0,574-
GClb 0,708
PFS 216 0.819 HR:0.31 0.22-0.44 <0,001
24 months VenG
GClb 216  0.495
0s VenG 216 0.918 0,881- HR: 1.24 0,64-2,40 0.52
24 months 0,955
216  0.933 0,9-
GClb 0,967
(0N VenG 216  0.889 HR1.03 0.602-1.753 0.921
36 months GClb 216 0.88
MRD Negative 3 VenG 216  0.755
months after 216  0.352 Metho.ds of
treatment. In PB GClb analysis are
described in
Grade3 or4 AE VenG 212 167 the manuscript
GClb 214 164
Overall VenG 216 0.847
<0.001
response GClb 216  0.713
PFS rate 24 VenG 121 89.4%
months 9
Subgroup IGHV  Gelb 123 51% HR:0.22 0.12-0.38
unmutated
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MRD in PB after VenG 121 79.3%

3 months - 123 27.6% )

Subgroup IGHV  GClb HR: 10.05 5.56-18.16
unmutated
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Trial name: E1912
NCT number: NCT02048813
Estimated absolute difference in effect Estimated relative difference in effect Description Of. met.hods used
for estimation
Outcome Study arm N Result (Cl) Difference  95% Cl P value :ia;(a::t/ioo‘jds/ 95% Cl P value
1+R 354 0.894 0,86-0.93
PFS 3;‘7 HR: 0.35 0.22-0.56  <0.001
months FCR 175 0.729 0,653-0,813
0S 36 I+R 354 0.988 0,976-1,0
HR:0.17 0.05-0.54  <0.0001
months FCR 175 0.915 0,862-0,97
MRD at 36 I4+R 276 0.083 0,054-0,122
months in
peripheral FCR 103 0,491-0,688
blood 0.592 )
overall 1+R 354 0.958 0,931-0,976 Methods of analysis are
described in the manuscript
response 36
months FCR 175 0.811 0,745-0,866
AE Grade 3 I4+R 352 282
or higher — " 0.91
36 months FCR 38 126
3 Years PFS— 1+R 210 90.7%
Subgroup
HR: 0.26 0.14-0.50
IGHV FCR 71
unmutated 62.5%

Page 73 of 86



Table 3A: Alliance trial

aobbvie

Trial name: Alliance
NCT number: NCT01886872
Description
Estimated absolute difference in effect Estimated relative difference in effect ofuzwezt?g:js
estimation
Diff Hazard/Od
Outcome Studyarm N Result (ClI) ere 95% Cl P value ds/ 95% Cl P value
nce Risk ratio
PFS B+R 176 0.74 0,66-0,80
Ibrutinib 178 0.87 0,81-0,92
HR: 0,39* 0,26-0,58 <0,001
I+R 170 0.88 0.81-0.92 HR: 0,38* 0,25_0,59 <0,001
B+R 183 0.95 0,91-0,98
Overall lbrutinib 182  0.90  0,85-0,94
surv 0.89-0.97 p>0,64
val  1+R 182 0.94 00,64
Ibrutinib 183 0.81 0,75-0,87
Overall lbrutinib 182  0.93  0.88-0.96
I;Ssp Methods of
. I4+R 182 0.94 0,89-0,97 analysis are
described in
rate
the
manuscript
MRD B+R 183 0.08 0.05-0.13
Ibrutinib 182 0.01 <0.01-0.03
I+R 182 0.04  0.02-0.08
B+R 176 102
Hematologica |prytinib 180 74
IAE <0.001
gra  |+R 181 69
de
34
B+R 176 88 <0.001*
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Non- Ibrutinib 180 117
Hematologica
| AE grade 3-4 I+R 181 119
PFS Subgroup B+R 71 31 32-NE **Total
IGHV Ibrutinib 77 16 NE-NE population of
Unmutated HR:0.51*  0.32-0.81%** unmutated
I+R 70 20 48 - NE vs. mutated
IGVH
PFS Subgroup B+R 14 10 ***sjgn[fanct
Del(17p) Ibrutinib 9 2 different PFS
<0.001*** for Ibrutinib
I+R 11 3 or I+R vs B+R
<0.001***
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Trial name: CLL10
NCT number:
Estimated absolute difference in effect Estimated relative difference in effect Description Of. met_hods
used for estimation
Outcome Study arm N Result (Cl) Difference 95% ClI P value H.azard/.Odds/ 95% Cl P value
Risk ratio

PFS Median BR 279 41,7 months 34,9-45,3 HR:1,643 1,308-

FCR 282 55,2 months NE 2,064
PFS at 36 BR 279 0.47 HR: 1,626 1,224-
months FCR 282 032 2,125
(6N BR 279 0.92 0,887- HR: 1,034 0,62-1,724 0.897
At 36 motnths 0,956 )

FCR 282 091 0,87- Metg:g:r;fe‘;”i‘,’]”; ;’: are

0,942 .
manuscript

MRD Negative BR 170 0.63 p=0,029
InPB FCR 185 0.74
MRD Negative BR 98 0.32 <0,0001
In Bone marrow FCR 129 0.58
Grade 3 or above AE  BR 278 0.84

FCR 279 0.94
Overall response BR 279 0.96 p=1,0

FCR 282 0.95
PFS Median BR 279 42.3 HR: 1,593 1,271- <0,0001 | In extension study
At 60 months FCR 282 57.6 1,996
oS BR 279 0.801 HR: 1,108 0,755- 0.599 In extension study
60 months FCR 282 0.809 1,627
Median PFS — BR 183 339 In extension study
Subgroup IGHV FCR 152 43.0
unmutated HR: 1.545 1.181-2.02 0.0015

BR 183 72.9% In extension study
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Subgroup IGHV
unmutated

FCR

152

75.55%
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HR: 1.203

0.77-1.89

0.42
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Trial name: Resonate 2
NCT number: NCT01722487
Estimated absolute difference in effect Estimated relative difference in effect Description Of. met.hods
used for estimation
Outcome Study arm N Result (Cl) Difference 95% ClI P value :iasiarr:t/ioOddS/ 95% Cl P value
PFS Medi t18 torutinib 136 :\lec;tched ::,;C::ﬁqei:tizn;srsivsl::;
edlana HR: 0.16 0,090,284 901 '
months . 18,9
Chlorambucil 133
months
Ibrutinib 136 0.9
PFS at 18 months .
Chlorambucil 133 0.52
, Ibrutinib 136 NO
PFS Median at 60 reached
months . 15 10 2— Methods of analysis are
Chlorambucil 133 months 19.4 described II.1 the
— manuscript
Ibrutinib 136 0.7 0.098-
PFS at 60 months . HR: 0.146
Chlorambucil 133  0.12 0.218
Ibrutinib 136 0.98
OS at 24 months . HR: 0.16 0,05-0,56 <0,001
Chlorambucil 133 0.85
Ibrutinib 136 0.83 0.266- Without censoring for
OS at 60 months HR: 0,45
Chlorambucil 133  0.68 0.761 crossover.
, Ibrutinib 136 Mot
Median OS at 60 reached
months N
Chlorambucil 133 ot
reached
Overall response  Ibrutinib 136 0.86
. <0.001
24 months Chlorambucil 133 0.35 Vethod i
Overall respone  Ibrutinib 136 0.92 ethods Qf analysis are
Y ) described in the
at 60 months Chlorambucil 133  0.37 manuscript
AE Grade 3 or Ibrutinib 135 71
higher — 24 hi bucil 5
months Chlorambuci 13 75
AEgrade3or - tinib 135 12
higher 60
months

Page 78 of 86




aobbvie

Ibrutinib 136
MRD 24 months .

Chlorambucil 133
FACIT-F CMID at  lbrutinib 136 0.63 Not
60 months Chlorambucil 133 053 significant
Median PFS - Not TP53 Mutation vs. Wild
Sub lbrutinib 12 reached type TP53

ubgroup HR: 0.866* 0,26-2.85 vp
Del(17p) . -
60 months Chlorambucil 3
PFS Subgroup —  lbrutinib 12 56% TP53 Mutation vs. Wild
Del(17p) type TP53
60 months Chlorambucil Non 73%
estimate
PFS Subgroup — lbrutinib 58 HR: 0.083* 0.047- *Vs population with
IgHV unmutated  Chlorambucil 60 T 0.145 mutated IGHV
—  lbrutinib 58

PFS Subgroup . HR: 0.105 0.06-0.19
IgHV unmutated  Chlorambucil 60
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Table 3A: MaBle trial

Trial name: Maple
NCT number:
. . . . . . . Description of methods
Estimated absolute difference in effect Estimated relative difference in effect . .
used for estimation
Outcome Study arm N Result (Cl) Difference 95% ClI P value ;';ia:t/igdds/ 95% Cl P value
Overall B+R 121 0,91 NA 0,304
response Clb+R 120 0,86 NA
rate
Median PFS  B+R 121 39,6 NA HR: 0,523 0,339- 0,003
Clb+R 120 29,9 NA 0,806
Median OS B+R 121 43,8 NA HR: 0,975 0,505- 0,939
Clb+R 120 NR NA 1,880
AE grade 3-4 B+R 177 132 NA NA NA NA NA NA NA
(75%)
Clb+R 178 113 NA
(64%)
MRD B+R 121 0,41 NA NA NA NA NA NA NA
Clb+R 120 0,13 NA

Page 80 of 86



Table 3A: Mato et al. study

aobbvie

Trial name: Mato et al

NCT
number:

Estimated absolute difference in effect

Estimated relative difference in

Description of methods

effect used for estimation
. H d/Odd
Outcome Study arm N Result (Cl) Difference  95% ClI P value .azar / s/ 95% Cl P value
Risk ratio

Median PFS 391 Not

Ibrutinib reached
Median o 391 Not
Overall Ibrutinib reached
survival
1 Year PFS o 391 92%

lbrutinib Methods of analyses are

described in the
manuscript

1 Year OS 391 95%

Ibrutinib
1 year PFS — 108 87%
Subgroup Ibrutinib
with HR vs without 0.04
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1 year OS - 108 89%

Subgroup Ibrutinib

with HR vs without 0.001

del(17p) del(17p): 3.9

1 year PFS 221 .

Subgroup ~ 'Prutinib No signifant

IGHV difference vs.

unmutated mutated
population

AE Grade 3 391 22.5%

ord Ibrutinib

aobbvie
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Trial name: Ahnetal
NCT NCT01500733
number:
Estimated absolute difference in effect Estimated relative difference in Description of met.hods
effect used for estimation
. H d/Odd
Outcome Study arm N Result (Cl) Difference  95% ClI P value .azar / s/ 95% Cl P value
Risk ratio
5year 51 58% 44.5-
estimated ~ 1P>3 cohort 74.5
PFS
35 81% 67.1- 0.026
Elderly cohort 98.3
Median OS 51 75.7% 64.7-
TP53 cohort 88.7
0.1
35 83.8% 70-100
Elderly cohort
5year First-line 34 74.4% 60.2-
estimated  treatment 92.1 Methods of analyses are
PFS: 0.0002 i i
ot 16 19.4% 6.3-60 described /r.1 the
group R/R manuscript
TP53
5year First-line 34 85.3% 74.2-
estimated  treatment 98.1
0S:
16 53.7%  33.4- 0.023
Subgroup R/R 86.4
TP53 ’
ORR 51 95.8% 85.7-
TP53 995
35 93.9% 79.8-
Elderly 99.3
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MRD Peripheral 49 5

negativity blood

after 4

ears > 2

4 Bone marrow

AE grade 3

or4
Tota population 28%

PFS IGHV 55

Stratified to  ynmutated

iy N 0.16
IGHV Mutated

0s IGHV 55

Stratified to  ynmutated

i N 0.15

IGHV Mutated
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8.2 Results per PICO

Table A4. PICO for VENG vs GClb

obbvie

Absolute difference (AD) assuming event rate Event rate
Outcome VenG/GClb HR GClb fro(m C)LL14 rial GClb
HR Cl_low Cl_high AD Cl_low Cl_high
0S, 24 md 1.24 0.64 2.4 -1.50% n.a. n.a. 93.30%
0S, 36 md 1.03 0.602 1.753 -1.40% n.a. n.a. 88.00%
PFS, 24 md 0.35 0.23 0.53 24.10% n.a. n.a. 64.10%
PFS, 36 md 0.31 0.22 0.44 32.40% n.a. n.a. 49.50%
AE grade 3-4 1.03 0.93 1.14 -0.61% 1.44% -2.80% 76.64%
EORTC QLQ-
Hiz?tthSfatiiL, 0.70 n.a. n.a. - 0.70 n.a. n.a. na
Difference
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1 Summary

In March 2020, venetoclax in combination with 6 cycles of obinutuzumab received EMA approval as the first
time-limited, targeted chemo-free treatment option for first line CLL patients. The approval was based on
the CLL14 Phase 3 trial, where 12 cycles of venetoclax in combination with 6 cycles of obinutuzumab reduced
the risk of progression or death by 65% compared to 12 cycles of chlorambucil in combination with 6 cycles
of obinutuzumab(1).

Based on a model developed by AbbVie in connection with application to UK NICE, a simple model for
Progression Free Survival (PFS) and Overall Survival (OS) have been developed for Denmark. The model has
been used to construct therapy sequences to analyze costs over the life expectancy of 1st line CLL patients
in Denmark. Furthermore, the model is used to estimate the net budget impact of positive recommendation
of venetoclax in combination with obinutuzumab.

Results

Patient cost analysis of venetoclax in combination with obinutuzumab was performed vs. 4 comparators in
therapy sequences of first, second, and third line treatment.

Table 1: Results of per patient cost analysis over life expectancy for 1st line CLL patients, discounted at
4% p.a., DKK

Traatmant Drug costs Hospital costs AE costs Patient time costs transportation Total
sequence costs
Non 17p/TP53 population
VenG->IBR 1,055,785 kr. 115,707 kr. 33,850 kr. 31,518 kr. 3,836 kr. 1,240,696 kr.
GClb6->IBR 1,721,247 kr. 76,383 kr. 33,912 kr. 37,693 kr. 3,346 kr. 1,872,580 kr.
BR->IBR 1,922,365 kr. 67,121 kr. 45,043 kr. 39,903 kr. 3,176 kr. 2,077,607 kr.
FCR->IBR 1,691,858 kr. 73,945 kr. 24,322 kr. 38,246 kr. 3,242 kr. 1,831,613 kr.
17p/TP53 population

VenG->IBR 779,732 kr. 67,773 kr. 33,079 kr. 19,758 kr. 2,176 kr. 902,518 kr.
IBR->VenR 2,471,055 kr. 65,785 kr. 8,004 kr. 17,181 kr. 2,116 kr. 2,564,142 kr.

Table 2: Per patient cost analysis per therapy line, life expectancy and cost utility, discounted at 4% p.a.,
DKK

Treatment Total cost, Drug costs, 1st line costs, 2nd line costs, | 3rd line costs, T QALY, ICER vs
sequence discounted discounted discounted discounted discounted discounted Arm 1
Non 17p/TP53 population
VenG->IBR 1,240,696 1,055,785 792,868 438,459 9,369 12.06 7.15 NA
GCIb6->IBR 1,872,580 1,721,247 306,327 1,533,488 32,765 8.64 5.49 Dominant
BR->IBR 2,077,607 1,922,365 172,452 1,865,301 39,854 8.06 5.15 Dominant
FCR->IBR 1,831,613 1,691,858 179,629 1,617,425 34,558 8.48 5.39 Dominant
17p/TP53 population
VenG->IBR 902,518 779,732 729,413 170,732 2,373 6.13 3.96 NA
IBR->VenR 2,564,142 2,471,055 2,474,171 87,598 2,373 6.13 3.96 Dominant

Patient cost analysis showed that life-time costs in therapy sequences where 1% line VenG was followed by
2" line IBR was cost saving compared to CIT followed by 2™ line IBR for the non del17p/TB53 mutation
population. In addition, life expectancy was around 3 years higher in the therapy sequence with 15 line VenG
compared to CIT in 1% line. For the patient population with del17/TP53 deletion 1% line VenG followed by 2™
line IBR is highly cost saving compared to 1° line IBR followed by 2" line VenR at same life expectancy.
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Table 3: Budget impact, 1-5 year, in million DKK, un-discounted

Million DKK Year 1 Year 2 Year 3 Year 4 Year 5

Without Ven+0O, running budget 37.4 59.7 90.5 124.9 159.5
With Ven+0, running budget 75.9 86.2 101.5 119.5 138.2
Incremental budget impact, running budget 38.6 26.5 11.0 -5.4 -21.3

The incremental budget impact is positive and decreasing over time in the first 3 years. From the 4" year the
incremental budget impact is negative and ending at a saving of 21.3 million DKK in the 5" year. For reference
the un-discounted incremental budget impact over 5 years is DKK 49.3 million (DKK 49.2 million discounted),
whereas the un-discounted incremental budget impact over 10 years is a cost saving of DKK 235.2 million
(DKK 156.2 million discounted).

Page 4 of 42



2 Model

Purpose

The purpose of the model is to enable two different analyses for the Medicine Council application for
Venetoclax in combination with obinutuzumab for 1% line therapy for patients with CLL. The two analyses
are: Patient cost analysis and budget impact for venetoclax in combination with obinutuzumab (VenG).

Model Structure

To calculate treatment costs per patient during life expectancy a simple cost model with therapy sequences
was developed. The model has a fixed time horizon of 30 years in 60 half year cycles to ensure that the entire
life expectancy of patients who are 70 years at the start of the model is included in the financial calculations.

The model is based on 1% line treatment and continues through 3™ line treatment. In all Therapy sequences
in this report 3™ line treatment is a generic "Best Supportive Care" (BSC). The model is based on survival
curves (0S) for 1%, 2" and 3" line treatment.

The model is built around therapy sequences in half year cycles over 30 years. Patients start in 1% line therapy,
changes to 2™ line therapy and 3™ line therapy determined by Progression Free Survival (PFS) and OS curves
in 60 half year cycles.

The model is based on VenG PFS and OS curves for 1°t line patients with or without del17/TP53 mutation,
respectively and these curves are then manipulated with Hazard Ratios (HR) based on indirect therapy
comparison for each therapy option/line. Surviving patients who progress from each therapy line enter the
subsequent therapy line in the next half year cycle. From therapy start in the next line, patients follow PFS
and OS curves for the specific therapy option chosen.

3" line therapy is assumed to be Best Supportive Care (BSC) and patients cannot progress to further therapy
lines and their prognosis is determined by the OS curve for BSC.

As patients progress at different cycles, and as many therapy options for CLL are time limited, the model
tracks at what time therapy in each line is started and at what time progression to the next line or death
occurs to ensure that costs are distributed correctly in time.

The model estimates life expectancy based on OS curves for each therapy option/line as well as time spent
in pre progression in each therapy line.

Based on utility weights for pre- and post-progression survival the model estimates Quality Adjusted Life
Years and enables cost utility analyses.
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Figure 1: Model structure

Comparators and model arms

The MS excel model contains 4 arms to enable analyses vs. the comparators in the general CLL patient
population without del17p/TP53: 6 cycles Chlorambucil in combination with obinutuzumab (GClb6),
Bendamustine in combination with rituximab (BR), Fludarabine, cyclophosphamide in combination with
rituximab (FCR).

The MS excel model contains 2 arms to enable analyses vs. the comparator in the CLL subpopulation with
del17p/TP53: Ibrutinib (IBR).

Each therapy arm consists of a therapy sequence as illustrated in figure 1.

For the general CLL patient population without del17p/TP53: VenG, GClb6, BR and FCR can be chosen in 1*
line, whereas 2" line options are: Venetoclax in combination with rituximab (VenR), GCIb6, BR, IBR and BSC.
FCR cannot be chosen in 2™ line as no studies on FCR in 2™ line exists.

For the subpopulation with del17p/TP53: VenG and IBR can be chosen in 1°t line, whereas 2" line options
are: VenR, IBR and BSC.

PFS and OS curves

For the AbbVie global Cost Effectiveness Model (CEM) PFS- and OS curves were fitted using Exponential,
Weibull, Gompertz, Log-logistic, Log-normal, Gamma, Generalized gamma distributions for both VenG and
12 cycles GClb for both the general CLL population and the del17p/TP53 mutation subpopulation based on
the data from the CLL14 trial. These PFS- and OS curves have been used from the global AbbVie global CEM
(see AbbVie global CEM documentation annexed to this report).

Comparator PFS- and OS curves are estimated based on the PFS- and OS curves for VenG (except for the
direct comparator in the CLL14 trial (GClb 12 cycles) where the above mentioned curves are used).

For each cycle, a comparator PFS- and OS rate has been estimated for each comparator using the following
formulas:

L PFScomp = MIN(OSO; PFS—l*(1'(1'EXP('MAX((1/HR(comp))*(PFSO'PFS»l)/ BM(age))))), where PFS is the PFS
rate for VenG, HR(omp) is the relevant comparator HR for PFS vs. VenG and BM is Background
Mortality for the age group
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o  OScomp = 0S.1*(1-EXP(-MAX((1/HR(comp))*(0S0-0S.1), BM(age)))), Where OS is the OS rate for VengG,
HR(comp) is the relevant comparator HR for OS vs. VenG and BM is Background Mortality for the age

group

Background Mortality is the general population mortality based on two-year life tables for Denmark for 2018-
2019 (Table HISBS, https://www.statistikbanken.dk/HISBS).

As the user of the model can choose which distributions are used for PFS and OS amongst the Exponential,
Weibull, Gompertz, Log-logistic, Log-normal, Gamma, Generalized gamma distributed curves, there exists
combinations where PFS could be higher than OS. Therefore, if the PFS for a specific cycle is higher than OS,
PFS is set to OS for that cycle.

2" line OS and PFS has been estimated using the same formulas but with PFS and OS curves based on HR for
1%t vs. 2" line therapy.

Per patient cost analysis

Per patient cost analysis is performed over 30 years for one patient starting in each of the arms in the MS
excel model. The total per patient costs are broken down in: Drug costs, Hospital costs, Adverse event costs
(AE costs), Patient time costs and Transportation costs as well as total costs by therapy lines. Total life years
(LY) in each arm are the basis for the life time costs an are reported as well as life years spent pre-progression
and utility weights for pre-progression and post progression life years are used to report Quality Adjusted
Life Years (QALYs) to enable simple cost utility analysis. Both outcomes (LYs and QALYs) as well as all costs
are discounted and reported both with and without discounting.

Budget impact model

The Budget Impact Model (BIM) included in the MS excel model uses the first 10 cycles (5 years) of the 6
arms of the patient model, where each arm represents a 1° line therapy option to estimate the budget impact
of using VenG in 1% line for CLL patients with and without del17p/tp53 mutation. The market sizes for the
patient population with and without del17p/tp53 mutation are set as well as present and future market
shares for each of the present 1% line therapy options and VenG. The BIM includes drug-, AE- and hospital
costs and does not use discounting as defined in the Medicines Council methodology for economic
evaluation(2). The BIM is an open cohort model where new patients, according to the patient numbers set
by the user, enter the model each year and follow the prognosis determined by the per patient model until
the 5% year. For example in the 3" year, costs incurred in the 3™ year for surviving patients who started
therapy in the 1% year are added to costs incurred in the 2" year for surviving patients who started therapy
in the 2" year and costs costs incurred in the 1%t year for surviving patients who started therapy in the 3rd
year.
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3  Per patient cost analysis

Per patient cost analysis of venetoclax in combination with obinutuzumab was performed in relation to the
4 comparators as listed below with doses set in the Medicines Council protocol for the evaluation of VenG:

1. Chlorambucil in combination with obinutuzumab dosed as follows for 6 cycles of 28
days:
a. Chlorambucil p.o. 0.5 mg / kg on days 1 and 15
b. Obinutuzumab i.v. 100 mg on day 1, 900 mg on day 2 and 1,000 mg on days 8
and 15 in cycle 1, then 1,000 mg on day 1 in cycle 2-6
2. Bendamustine in combination with rituximab dosed as follows for up to 6 cycles of 28
days:
a. Bendamustini.v. 70-90 mg / m2 on days 1 and 2
b. Rituximab i.v. 375 mg/ m2 on day 1 of the first cycle, then i.v. 500 mg / m2 on
day 1 of subsequent cycle
3. Fludarabine, cyclophosphamide in combination with rituximab (R-FC) dosed as follows
for 6 cycles of 28 days:
a. Fludarabine 25 mg/ m2i.v. day 1-3
b. Cyclophosphamide 250 mg / m2i.v. day 1-3
c. Rituximab 375 mg/ m2i.v. day 1, 1st cycle, cycle 2-6: 500 mg / m2
4. lbrutinib
a. 420 mg per day until progression

For venetoclax in combination with obinutuzumab the doses set in the Medicines Council protocol were:

* Venetoclax p.o., cycle 1: 20 mg on days 22-28, cycle 2: 50 mg on days 1-7, 100 mg on days 8-14, 200
mg on days 15-21 and 400 mg on days 22-28. Cycle 3-12: 400 mg on days 1-28 (continuous to end
cycle 12).

¢  Obinutuzumab i.v., cycle 1: 100 mg on day 1, 900 mg on day 2 and 1,000 mg on days 8 and 15, cycle
2-6: 1,000 mg on day 1.

The following dosages and drug prices have been used.

Table 4: Dose over 12 months, as well as PPP

e Note
Therapy Total dose, mg | PPP, per pack pack PPP per therapy
6 cycles rituximab Ritemvia®, assumption average
5,433.75 6,687.00 kr. 500.00 72,670.97 kr. !
(m2 1.89) ! ! r ! " | surface area 1.89 m2
6 cycl
c'yc ©s 8,000.00 26,284.17 kr. 1,000.00 210,273.36 kr. | Gazyvaro®
obinutuzumab
Ven, 12 cycles 120,470.00 41,036.25 kr. 11,200.00 441,396.16 kr. | Venclyxto®
Ven, 1. year 137,390.00 41,036.25 kr. 11,200.00 503,390.21 kr. | Venclyxto®
Ven, 2. year 146,000.00 41,036.25 kr. 11,200.00 534,936.83 kr. | Venclyxto®
Chlorambucil, 6 390.00 527.00 kr. 50.00 4,110.60 kr. Leu.kerans, assumption average
cycles patient 65 kg
Fludarabin, 6 . " "
cycles 850.50 6,550.50 kr. 250.00 23,581.80 kr. | Fludarabinphosphat "Ebewe
Cyclophosphamid
GideS P ! 8,505.00 153.75 kr. 500.00 2,767.50 kr. | Sendoxan®
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S Note
Therapy Total dose, mg | PPP, per pack pack PPP per therapy
IBR 153,300.00 42,991.25 kr. 12,600.00 523,060.21 kr. | Imbruvica®
Bend ti 6 . .
cjc':e:mus e 1,611.00|  3,081.00 kr. 500.00 9,926.98 kr. | Bendamustinhydrochlorid Intas®
BSC 1.00 50,000.00 kr. 1.00 50,000.00 kr. | Assumption

Source: www.medicinpriser.dk dose from Medicines Council protocol for VenG

Best supportive care (BSC) has been added to support a full life expectancy perspective where BSC is used as
the last line of treatment for all therapy sequences. A therapy cost of 50,000 DKK has been assumed in the
base case. Therapy for these patients can include higher costs including allogenic stem cell transplantation.
To qualify this assumption a sensitivity analysis where it is assumed that half the patients reaching BSC

receives allogenic stem cell transplantation is added below.

Table 5: Outpatient visits, admissions, Adverse effect cost, patient time, and transportation costs

Therapy option VenG GClb FCR VenR IBR BR Ven BSC (3rd Source
line)
Cost inputs
Admission days at Assumption based on
start of therapy 2 2 2 > 1 2 > 30 SmPCs
Admission da DRG 2020: 17MA98 -
! Y 3,235 3,235 3,235 3,235 3,235 3,235 3,235 3,235 MDC17 1-dagsgruppe,
cost per day . A
pat. mindst 7 ar
Assumption based the
present therapy
Number of guideline from the CLL
outpatient visits 4 4 4 4 4 4 4 4 group of the Danish
per year Lymphoma Group
(November 2019
edition)
Cost per DRG 2020: 17MA98 -
P . - 3,235 3,235 3,235 3,235 3,235 3,235 3,235 3,235 MDC17 1-dagsgruppe,
outpatient visit . °
pat. mindst 7 ar
AE cost 33,764 | 30,231 | 19,982 | 33764 | 5100 | 40,717 | 33,764 20,000 | See AEcosts’, VenR,
Ven is set to VenG
Patient time 1st 60 60 60 132 36 60 132 732 AdmlSS'IOI'l - 24 hrs.,
year, hours outpatient visit - 3 hrs
Patient time Outpatient visit - 3 hrs
following years, 12 12 12 12 12 12 12 12
hours
Hourly rate, 179 179 179 179 179 179 179 179 Medicines Coumnch
patient time methodology
::tt':::rt""e cost | 40740 | 10,720 | 10720 | 23,628 | 6442 | 10720 | 23,628 | 131,008 | Colculation
Patienttime cost |, 148 2148 | 2148 | 2,148 | 2148 | 2148 | 2,148 2,148 | Caleulation
following years
Transport to and from
T rt, #, 1st ..
:’:Spo 6 6 6 9 5 6 9 34 per admission
Y /outpatient visit
Transport to and from
T rt, #, .
f rﬁns;fo 4 4 4 4 4 4 4 4 per admission
oflowing year /outpatient visit
Unit cost, 100 100 100 100 100 100 100 100 Medicines Council
transportation methodology
Transport, cost, 600 600 600 900 500 600 900 3400 Calculation
1st year
Trans!)ort, cost, 400 400 400 400 400 400 400 400 Calculation
folowing years

Source: DRG http://interaktivdrg.sundhedsdata.dk/, Unit costs https://medicinraadet.dk/media/weslftgk/vaerdisaetning-af-enhedsomkostninger-

vers-13 adlegacy.pdf PL factors https://www.regioner.dk/aftaler-og-oekonomi/oekonomisk-vejledning/oekonomisk-vejledning-2020
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It is assumed that VenG, GClb6, FCR and BR will be started with 2 admission days. While VenR and Ven mono
under titration for the first 5 weeks require an admission day per titration, thus 5 admissions are included
for these treatments due to the need for 24-hour tests. For BSC, it is assumed that at start of therapy
admission will last for 30 days.

For all treatments, outpatient control 4 times per year is assumed.

Adverse event costs (AE costs) are calculated based on the grade 3-4 adverse events with at Least 2%
Difference in Rate between Treatment Arms in the CLL14 trial. (see Annex 1).

Cost estimation of patient time and transport costs follow the Medicines Council guidance. It is assumed that
patients spend 24 hours per hospitalization day, 3 hours per outpatient visit, and transport costs back and
forth for each hospitalization/outpatient visit is set to 100 DKK.

Utility weights for quality adjustment of life years are inputted in the model. The base case utilities per year
pre- and post-progression are 0.8 and 0.68 based on Hancock et al 2002(3) and Hornberger et al 2012(4)
respectively. The user of the model can easily change these assumptions, for relevant utility weights.
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4 Life expectancy and efficacy

Base case PFS and OS curves used for VenG and GClb (12 cycles) were set based on goodness of fit and expert
advice for the UK NICE submission (see Annex 2 and AbbVie global CEM documentation annexed to this

report).

Table 6: First Line PFS and OS

Endpoint 1L CLL and without del17p/TP53 Del17p/TP53

PFS vers IR | VoG
Other comparators see HRs in table 7

0s VenG: I

The user of the model can change between the following distributions for PFS and OS; Exponential

e Weibull

e Gompertz

e Log-logistic

e Log-normal

e Gamma

e Generalized gamma

Based on goodness of fit statistics the ||| | I 25 chosen for PFS and

I for OS. Please see Annex 2 for a through description of estimated PFS and OS curves.
Second line PFS and OS

Second line PFS and OS curves are based on the VenG first line PFS and OS curves. In the base case a HR for
both PFS and OS of Jjjjjjfor the non 17p population and [jjjfor the 17p population to 1% line has been
assumed. This assumption is subject to sensitivity analysis below.

Treatment effects on PFS and OS

All treatment effects for 1° line comparators (HRs), except for the direct comparator in the CLL14 trial (GClb
12 cycles) where PFS and OS curves were estimated based on the CLL14 trial, are computed based on an
Indirect Therapy Comparison (ITC) made by Pharmeit for AbbVie based on substantial literature search and
Baysian Network Meta-Analysis (NMA) (see annexed AbbVie ITC).

All treatment effects for 2™ line comparators (HRs), are computed based on a NMA published by Chen et al
in 2019(5). The NMA published by Chen and colleagues reported HRs in relation to ofatumumab (OFA) and
were subsequently recalculated in relation to VenR to be used in the MS excel model (comparator HR vs
OFA/VenR HR vs OFA).

The 3™ line BSE, common to all therapy arms incurs very little cost compared to 15t and 2™ line therapy and
the main function is to regulate overall life-expectancy for CLL patients requiring therapy. According to the
latest annual report from the Danish Lymphoma data base(6), 10-year survival is 51.8 percent. Life-
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expectancy for all CLL patients (including patients not requiring therapy) is thus around 12 vyears.
Approximately 500 patients are diagnosed and around 150 start 1% line therapy annually, which is 30% of the
diagnosed patients. It should be noted that the 150 patients starting 1% line therapy could have been
diagnosed several years before. The general life-expectancy for a 70-year old Danish male is 14.5 years
(www.dst.dk). If patients not requiring therapy have the same prognosis as the general male Danish
population (14.5 years) and 70 percent of CLL patients do not require therapy, the life-expectancy with
current standard CIT based therapy should be 8.5 years. Setting the HR for OS of BSE at Jjjjmeans that life-
expectancy in the patients receiving 1% line CIT in the model has a life expectancy between 8 and 8.7 years,
depending on therapy option.

Table 7: The HRs used to estimate the life-time costs of the therapy options analyzed (HR vs. VenG and in
2" line VenR)

1st line

FCR IBR (1st | IBR (2nd 1stli
Therapy Gclb (6 . BR (1st | BR (2nd IBR (2nd | 'BR (1st [IBR(2nd | o0 vs 2nd ine
option cycles)* = line)* Line)** (2 line)** > > non 17p BSGL7p line, s

H ook »* ok H

line) 17p) 17p) R z7p line, 17p
Hazardrato | W | NEN | BN | NN | BN | BN | Bm | mm m | -
PFS
(:';“"d eio| Il | (IH I B B B B B B = =

Sources: *1* line estimates, AbbVie ITC **2™ line estimates, Chen et al 2019(5), ***2™ line FCR set to BR, BSC calibrated based on life-expectancy
in the LYFO database

The HR estimates were used to manipulate the 1% line PFS and OS curves estimated based on data from the
CLL14 trial as explained in section 2.
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As can be seen in figures 2-3, the prognosis for 1°! line patients without del17p vs. the del17p subpopulation

is substantially different with median PFS around || NEGgGgGEGEGEGEGEGEEEEEEEEEEEEEEEE
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5  Per patient lifetime cost results

Therapy sequences including the 1% line therapy options included in the Medicine Council protocol for
evaluation of VenG has been produced. As mentioned earlier, all therapy sequences end with a generic BSC
in 3 line, which is assumed to include 50,000 DKK in therapy costs and 30 days admission to hospital in the
first year.

Table 8: Therapy sequences

Therapy sequence
(15t line -> 2" line) Note
VenG->IBR Sequence to describe costs if VenG receives positive recommendation in 1%t line CLL patients
without del17p
GClb->IBR Comparator sequence for GClb in non del17p 1st line CLL
BR->IBR Comparator sequence for BR in non del17p 1st line CLL
FCR->IBR Comparator sequence for FCR in non del17p 1st line CLL
VenG—>IBR, del17p/TP53 Se.quence to describe costs if VenG receives positive recommendation in 15 line CLL patients
with del17p
IBR—>VenR, del17p/TP53 Comparator sequence for IBR in del17p 1st line CLL

Table 9: Therapy costs including costs for hospitalization, patient time, and transport per therapy
sequence over life expectancy, with and without discounting at 4% p.a., DKK

Therapy sequence (15 line -> 2" line) I Total cost I Total cost, discounted
Non 17p/TP53 population
VenG->IBR 1,503,176 1,240,696
GClb6->IBR 2,477,936 1,872,580
BR->IBR 2,741,817 2,077,607
FCR->IBR 2,450,892 1,831,613
17p/TP53 population
VenG->IBR 993,058 902,518
IBR->VenR 3,190,995 2,564,142

Table 9 shows the total cumulated costs over the life expectancy.

VenG treatment of CLL patients, who have not previously received treatment, is associated with substantially
lower lifetime costs than GClb, BR and FCR.

It should be noted that treatment with BR and GClb and FCR is associated with significantly poorer survival,
see Figure 1. Therapy with VenG followed by IBR is thus dominant compared to therapy with GClb, BR and
FCR all followed by IBR in 2™ line.

VenG treatment followed by IBR for del17p/TP53 CLL patients, who have not previously received treatment,
has a significantly lower lifetime cost than IBR followed by VenR for the same patient group. As can be seen
in Figure 2, there is no difference in life expectancy between the two options implying that VenG is dominant
vs. IBR in this patient population.

Discounting changes the relative costs between treatment options due to the cost profile of time limited
VenG, where costs fall in the first 2 cycles vs. the chemo immunotherapy (CIT) options where high costs are
incurred in 2™ line.
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Table 10: Treatment costs broken down on costs for drugs, hospital, patient time and transport, un-
discounted over life expectancy, DKK

LU Drug costs Hospital costs AE costs Patlent time transportation Total
sequence costs costs
Non 17p/TP53 population
VenG->IBR 1,268,120 kr. 154,306 kr. 35,499 kr. 40,098 kr. 5,153 kr. 1,503,176 kr.
GClb6->IBR 2,300,855 kr. 90,827 kr. 36,066 kr. 46,000 kr. 4,180 kr. 2,477,936 kr.
BR->IBR 2,563,977 kr. 78,036 kr. 47,655 kr. 48,206 kr. 3,942 kr. 2,741,817 kr.
FCR->IBR 2,286,794 kr. 87,370 kr. 26,104 kr. 46,571 kr. 4,053 kr. 2,450,892 kr.
17p/TP53 population

VenG->IBR 849,814 kr. 83,204 kr. 34,448 kr. 22,912 kr. 2,680 kr. 993,058 kr.
IBR->VenR 3,078,339 kr. 81,200 kr. 8,511 kr. 20,325 kr. 2,620 kr. 3,190,995 kr.

Table 10 shows that drug costs are the main driver of total costs. Higher PFS for VenG in the non dell7p
population means that less drug costs are incurred in the 2™ line compared to CIT therapy options. In the
del17p population, due to the low OS substantially fewer patients progress to 2" line IBR therapy and
substantially less drug costs for 2" line therapy is thus incurred compared to the VenG sequence in the non

del17p population.

Table 11: Treatment costs broken down on costs for drugs, hospital, patient time and transport,
discounted at 4% p.a. over life expectancy, DKK

LT Drug costs Hospital costs AE costs Patiant time transportation Total
sequence costs costs
Non 17p/TP53 population
VenG->IBR 1,055,785 kr. 115,707 kr. 33,850 kr. 31,518 kr. 3,836 kr. 1,240,696 kr.
GClb6->IBR 1,721,247 kr. 76,383 kr. 33,912 kr. 37,693 kr. 3,346 kr. 1,872,580 kr.
BR->IBR 1,922,365 kr. 67,121 kr. 45,043 kr. 39,903 kr. 3,176 kr. 2,077,607 kr.
FCR->IBR 1,691,858 kr. 73,945 kr. 24,322 kr. 38,246 kr. 3,242 kr. 1,831,613 kr.
17p/TP53 population

VenG->IBR 779,732 kr. 67,773 kr. 33,079 kr. 19,758 kr. 2,176 kr. 902,518 kr.
IBR->VenR 2,471,055 kr. 65,785 kr. 8,004 kr. 17,181 kr. 2,116 kr. 2,564,142 kr.

In Table 10-11, the significantly higher cost of hospital treatment for Ven + O patients compared to the other
3 treatments for patients without 17p/TP53 is due to the significantly longer life expectancy (more than 2
years discounted) for Ven + O treated patients. In this extra life expectancy patients receive 4 outpatient
visits per year.

Table 12: Incremental cost per patient, VenG vs. 4 comparators, with and without discounting with 4%
p-a., DKK

Therapy sequence I Total cost | Total cost, discounted
Non 17p/TP53 population
VenG->IBR NA NA
GClb6->IBR 974,760 631,884
BR->IBR 1,238,640 836,911
FCR->IBR 947,715 590,917
17p/TP53 population
VenG->IBR NA NA
IBR->VenR 2,197,937 1,661,624
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Table 13: Per patient cost analysis per therapy line, life expectancy and cost utility, discounted at 4% p.a.,

DKK
1st line 3rd line | Life years, un- QALY, ICER vs
Therapy sequence Total cost Drug costs costs 2nd line costs costs di ted discounted Arm 1
Non 17p/TP53 population
VenG->IBR 1,240,696 1,055,785 792,868 438,459 9,369 | | ] ||
GClb6->I1BR 1,872,580 1,721,247 306,327 1,533,488 32,765 - - -_
BR->IBR 2,077,607 | 1,922,365 172,452 1,865301 | 39,854 | | — 1
FCR->IBR 1,831,613 1,691,858 179,629 1,617,425 34,558 | | I
17p/TP53 population
VenG->IBR 902,518 779,732 729,413 170,732 2,373 - - -
IBR->VenR 2,564,142 | 2,471,055 | 2,474,171 87,598 2,373 | | — 1

The patient cost analysis demonstrates that life-time costs in therapy sequences where 1% line VenG was
followed by 2™ line IBR is cost saving compared to CIT followed by 2" line IBR for the non del17p/TB53
mutation population. In addition, life expectancy is around 3 years higher in the therapy sequence with 1
line VenG compared to CIT in 1% line. For the patient population with del17/TP53 deletion, 1 line VenG
followed by 2™ line IBR is highly cost saving compared to 1% line IBR followed by 2™ line VenR at same life
expectancy.

Clinical Question 1:

e Compared to treatment with 6 cycles chlorambucil in combination with obinutuzumab of CLL
patients without del17p/TP53, who have not received treatment before, VenG is associated with a
cost saving of DKK 631,884 per patient discounted by 4% p.a.

e Compared to treatment with 6 cycles bendamustine in combination with rituximab of CLL patients
without del17p/TP53, who have not received treatment before, VenG is associated with a cost saving
of DKK 836,911 per patient discounted by 4% p.a.

e Compared to treatment with 6 cycles fludarabine, cyclophosphamide in combination with rituximab
of CLL patients without del17p/TP53, who have not received treatment previously, treatment with
VenG is associated with a cost saving of DKK 590,917 per patient discounted by 4% p.a.

Clinical Question 2:

e Compared to treatment with ibrutinib of CLL patients with del17p/TP53, who have not received
treatment before, VenG is associated with a cost saving of DKK 1,661,624 per patient discounted by
4% p.a.
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6  Sensitivity analysis

Therapy sequence

The results presented in the base case above are sensitive to the choice of 2™ line therapy option. In the
Danish therapy guidelines CIT in 1% line could be repeated in 2™ line for patients having long response (>3
years) to CIT in 1% line. For patients receiving CIT in first line having shorter responses, choice is between IBR
until progression or 2 years VenR.

Table 14: Net cost per patient, VenG followed by IBR vs. 3 comparators with repeated CIT in 2" line, with
and without discounting at 4% p.a., DKK

Therapy sequence I Total cost l Total cost, discounted
Non 17p/TP53 population
VenG->IBR NA NA
GClb6->BR -981,479 -767,885
BR->BR -1,087,863 -865,731
FCR->FCR -1,108,495 -888,665

For the group of patients where CIT can be repeated in 2™ line VenG has, as expected, substantially higher
cost. Discounted costs over life expectancy are thus DKK 750.000-890.000 higher. Life expectancy for the
patient group, where 1% line CIT is repeated, is however substantially lower and lost life years are estimated
to range between 6 and 6.8 life years. The model also estimates quality adjusted life years (QALYs) and the
incremental cost effectiveness ratio (ICER) ranges from || < from offering
VenG followed by IBR in 2™ line. ICERS below 1 GDP per QALY gained as in this case, is by all standards
considered highly cost effective.

Table 15: Net cost per patient, VenG followed by IBR vs 4 comparators with VenR in 2" line, with and
without discounting at 4% p.a., DKK

Therapy sequence I Total cost I Total cost, discounted
Non 17p/TP53 population
VenG->IBR NA NA
GClb6->VenR -450,297 -318,988
BR->VenR -456,161 -319,710
FCR->VenR -547,528 -412,004

For the group of patients where VenR is used in 2™ line, VenG followed by 2™ line IBR as expected have a
higher cost. Discounted costs over life expectancy are thus DKK 320.000-415.000 higher. Life expectancy for
the patient group, where 1%t line CIT is used, is however lower and lost life years are estimated to range
between 3.3 and 3.9 life years. The ICERs range from DKK_ gained from offering
VenG followed by IBR compared to CIT followed by VenR in 2™ line. ICERs below 1 GDP per QALY gained, as
in this case, is by all standards considered highly cost effective. It is noted that the life years lost in this
scenario is lost during 1% line CIT in line with the base case.

In the Medicines Council protocol, one question concerned whether venetoclax could be repeated in 2™ line.
Little data exist on patients who have repeated venetoclax in later lines. However, assuming VenR could be
offered in 2™ line with same efficacy as in non venetoclax experienced patients cost savings could be realized
compared to using IBR in 2™ line.
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Table 16: Net cost per patient, VenG followed by IBR vs. hypothetical VenG followed by VenR in 2" line,
with and without discounting at 4% p.a., DKK

Therapy sequence I Total cost | Total cost, discounted
Non 17p/TP53 population
VenG->IBR NA NA
VenG->VenR -423,877 -271,874

Discounted costs savings over life expectancy are estimated at DKK 271,874. Bearing in mind that efficacy is
assumed to be the same as for non venetoclax experienced patients, this therapy option strictly dominates
VenG followed by IBR in 2™ line.

Therapy cost BSC

The therapy cost of BSC has been assumed to be DKK 50,000 in the base case. To qualify the assumption and
the estimates sensitivity to this assumption, it is assumed that 50% of patients reaching BSC will get allogenic
stem cell transplantation. The 2020 DRG for allogenic stem cell transplantation is DKK 688,233 (DRG 26MP22)
and the subsequent average cost for BSC is then assumed to be DKK 369,116.5 (50,000+688,233/2).

Table 17: Net cost per patient, VenG followed by IBR vs. 4 comparators, alternative costs assumed for
BSC, with and without discounting at 4% p.a., DKK

BSC cost alternative BSC cost base case

Treatment Total cost, Treatment Total cost,

Total cost 2 Total cost 7
sequence discounted sequence discounted
Non 17p/TP53 population Non 17p/TP53 population

VenG->IBR NA NA VenG->IBR NA| NA
GClb6->IBR 974,760 631,884 GClb6->IBR 1,003,621 654,563
BR->IBR 1,238,640 836,911 BR->IBR 1,275,276 866,462
FCR->IBR 947,715 590,917 FCR->IBR 978,599 615,334
; 17p/TP53 population ~ 17p/TP53 population
VenG->IBR NA NA VenG->IBR NA NA
IBR->VenR 2,197,937 1,661,624 IBR->VenR 2,197,937 1,661,624

Table 17 shows that the effect of changing the cost of BSC is marginal on the estimated lifetime costs. For
the del17p/TP53 population there is no effect of the cost of BSC as the OS and PFS curves are identical at the
end of lifetime.

Prognosis in in terms of PFS and OS estimates from ITC

The HRs used in the base case are set to the point estimates if the ITC showed that they were significantly
different|jjjjjjjijsee Table 7). If this condition was not meet, the HRs were set to[] Setting the non-significant
HRs to their point estimates is performed in this sensitivity analysis.
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Table 18: Sensitivity analysis HRs vs. base case HRs used to estimate the life-time costs of the therapy
options analyzed (HR vs. VenG and in 2" line vs. VenR)

1st line )

Therapy Galb (6 . |Br(st |BR(2nd |FR IBR (2nd | 'BR(1st | IBR(2nd | o0 |
option cycles)* = line)* Line)** ('an". line)** Ilne,‘ Ilne," non 17p BSC, 17p line, Ve 2

line) 17p) 17p) e TE line, 17p
Fozardrato| W | W | BN | BN | BN | BN W | B m | .
PFS ]
Hazardratio (N HEEE N  BE BN BN BN B B = = =
0s Il N

Sources: *1% line estimates, AbbVie ITC **2™ |ine estimates, Chen et al 2019(5), ***2™ line FCR set to BR, BSC calibrated based on life-expectancy
in the LYFO database, Non-significant HRs set to their point estimates are marked in bold font

Table 19: Net cost per patient, VenG followed by IBR vs. 4 comparators, alternative HRs assumed for
GClb, FCR, BR and IBR, with and without discounting at 4% p.a., DKK

HRs alternative HRs base case
Treatment | ' Total cost, . Treatment | A Total cost,
Total cost . Total cost .
sequence | | discounted | ~_sequence | | discounted
Non 17p/TP53 population . . Non 17p/TP53 population
VenG->IBR NA NA VenG->IBR | NA NA!
GClb6->IBR | 964,605| 624,774 GCIb6->IBR | 974,760 631,864
BR->IBR 1,072,197 717,358 E‘g;'?:R . nggg‘:‘; izg':;
FCR->IBR 536,889 299,404 — A 1122 :
- _ ~ 17p/TP53 population
17p/TP53 population VenG->IBR INA NA
VenG->IBR NA NA | ’ [ [
IBR->VenR | 2,902,276 | 2,152,401 BR->VenR | 2,197,937 | 1,661,624

As can be seen in table 19, the alternative HRs for OS that limits the life expectancy of all patients receiving
CIT in 1! line, means that life-time costs are limited accordingly compared to the base case HRs. In the case
of FCR, where the point estimate for OS is the lowest of the CIT options, the life-expectancy is limited the
most and the cost effect is thus the highest.

For the del17/TP53 mutation population, setting the HRs based on the Mato et al(7) study means that PFS
and OS are substantially higher than in the base case. The higher estimated incremental costs are thus
explained by longer time spent in IBR therapy and additionally more patients surviving to receive VenR in 2™
line compared to the base case. The difference in life expectancy for this group is 1.12 undiscounted life years

for patients starting therapy with IBR compared to VenG. The ICER is however || EEEEIEGgGEE
gained and is highly unlikely to be cost effective by any standard.

It should be mentioned that the ITC for VenG vs. IBR in the del 17p population based on the single arm, non-
randomized, multicenter, retrospective cohort study by Mato et al(7) included 108 and 103 patients for PFS

and OS respectively that were compared naive to 25 patients in the CLL14 study |GG
e
|
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Prognosis in 2" line vs 1% line

The 2™ line OS and PFS curves of the model are based on the 1%t line OS and PFS for VenG. In the base case
2" line OS and PFS was assumed to relate to 1°! line OS and PFS with HR = JJjijfor the general CLL patient
population without del17p/TP53 and HR ] for the subpopulation with del17p/TP53 mutation.

In this sensitivity analysis both OS and PFS in 2" line were estimated using HR =] CLL patients with or
without del17p/TP53 mutation.

Table 18: Same OS and PFS in 2" line as in 1% line, with and without discounting at 4% p.a., DKK

HR = I HR for 2° line >

For the non del17p/TP53 mutation population with CLL, the additional survival in 2" line means that
substantially more costs are incurred in 2" and 3™ line and that the total lifetime cost doubles. In the
del17p/TP53 population where the alternative is VenR in 2" line the time spent in 3™ line is minimized as the
therapy free time spent pre progression after stopping VenR is prolonged and costs are slightly lower than in
the base case.
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7 Budget impact analysis

Input and assumptions

The assumptions and inputs used in the BIM are equal to those in the patient cost analysis base case. This
means that all inputs are identical to the inputs listed in tables 4-7, but that costs for patient time and
transportation is omitted.

Clinical practice is rapidly changing in Denmark and the present therapy guideline from the CLL group of the
Danish Lymphoma Group (November 2019 edition) already recommend IBR or VenG (or R) as 1° line therapy
for CLL patients without del17p/TP53 and unmutated IGHV. To set proportions of patients treated with CIT
in CLL without del17p/TP53 mutation thus relies on the previous (March 2019) edition of the therapy
guidelines from the CLL group of the Danish Lymphoma Group.

Figure 4: March 2019 therapy guideline from the CLL group of the Danish Lymphoma Group

The Medicines Council has in its protocol for the evaluation of VenG, provided estimates for the number of
patients in 1°tline CLL (150 in total, with 10% having del17p/TP53). According to the latest annual report from
the Danish Lymphoma data base(6) the first quartile of the age distribution of included patients is 64.8 years
and the proportion of patients younger than 65 is thus around 25%, whereas the median age is 72.5. Fit
patients younger than 65 years are eligible for FCR and this proportion is set to 25%. The proportion of fit
patients are set to 50% and BR is thus offered for 25% of patients, whereas unfit elderly patients offered GClb
cover the residual 50%.
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As earlier mentioned, the present therapy guideline from the CLL group of the Danish Lymphoma Group
(November 2019 edition) already recommend IBR or VenG(or R) as 1°¢ line therapy for CLL patients without
del17p/TP53 and unmutated IGHV.

Figure 5: November 2019 therapy guideline from the CLL group of the Danish Lymphoma Group

* Eligible for standard dose CIT and below 65 years of age. ¥ Eligible for standard dose CIT and above 65 years of age OR younger than 65 ofyears
with CIRS <6 and/or EGFR <70. T Not eligible for standard dose CIT (CIRS>6), but eligible for reduced treatment with Clb + anti CD20

Note: Based on Klinisk retningslinje Kronisk Lymfatisk Leukaemi (CLL), version 1.0

http://www.lymphoma.dk/wp-content/uploads/2019/11/DLG CLL Adm.Godk261119.pdf

In the protocol it is stated that 40% and 60% have mutated and unmutated IGHV status and subsequently
the future market share of VenG is set to 60%. FCR is set to 25%, BR to 10% and Clb to 5% in the future

scenario.

In the del17p/TP53 mutation subpopulation, VenG is set to 80% and IBR 20% in a future scenario where VenG
is recommended, whereas a non-recommendation restricts the market to 100% IBR.

Table 19: Patient numbers and market shares

Market

Pt # present market shares

Pt # future market shares

Pt. # total

%

Year 1

Year 2

Year 3

Year 4

Year 5

Pt. # total

Year 1

Year 2

Year 3 Year 4

Year 5

Non 17p

VenG->IBR

GClb6->IBR

BR->IBR

FCR->IBR

135

0%

0

0

50%

67.5

67.5

67.5

67.5

67.5

25%

33.75

33.75

33.75

33.75

33.75

25%

33.75

33.75

33.75

33.75

33.75

135

60%

81.00

81.00

81.00

81.00

81.00

5%

6.75

6.75

6.75

6.75

6.75

10%

13.50

13.50

13.50

13.50

13.50

25%

33.75

33.75

33.75

33.75

33.75

17p/TP53

VenG->IBR

IBR->VenR

15

0%

0

0

100%

15

15

15

15

80%

12.00

12.00

12.00

12.00

12.00

20%

3.00

Sum

150

150

150

150

150

150

150

150

150

150

150

150

The budget impact only includes direct regional costs; drug-, hospital-, and adverse event costs.
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8 Budget impact analysis results

Tabel 20: Budget without VenG, undiscounted, 1-5 years, DKK million

obbvie

Market Year 1 | Year 2 | Year 3 | Year a | Year 5
Non 17p
VenG->IBR - N - N -
GClb6->IBR 18.7 25.4 36.5 50.0 64.4
BR->IBR 5.6 10.8 18.9 28.1 37.3
FCR->IBR 5.1 8.9 14.9 22.3 30.0
17p/TP53
VenG->IBR - . - - -
IBR->VenR 7.9 14.6 20.2 24.5 27.9
Total 37.4 59.7 90.5 124.9 159.5

With present therapy options it is estimated that the budget for treating 1°! line CLL patients will be 37.4

million DKK in the 1* year growing to 159.5 million DKK in the 5% year.

Tabel 21: Budget with VenG, undiscounted, 1-5 years, DKK million

Market Year 1 I Year 2 I Year 3 | Year 4 Year 5
Non 17p
VenG->IBR 56.8 58.9 62.1 66.3 71.3
GClb6->IBR 1.9 2.5 3.6 5.0 6.4
BR->IBR 2.2 4.3 7.6 11.3 14.9
FCR->IBR 5.1 8.9 14.9 22.3 30.0
17p/TP53
VenG->IBR 8.3 8.7 9.2 9.7 10.1
IBR->VenR 1.6 2.9 4.0 4.9 5.6
Total 75.9 86.2 101.5 119.5 138.2

With VenG having the market shares stated in table 18 it is estimated that the budget for treating 15t line

CLL patients will be DKK 75.9 million in the 1 year growing to DKK 138.2 million in the 5% year.

Tabel 20: Incremental budget impact with VenG, undiscounted, 1-5 years, DKK million

Market Year 1 I Year 2 | Year 3 | Year 4 I Year 5
Non 17p
VenG->IBR 56.8 58.9 62.1 66.3 71.3
GClb6->IBR -16.8 -22.9 -32.8 -45.0 -57.9
BR->IBR -3.4 -6.5 -11.4 -16.9 -22.4
FCR->IBR 0.0 0.0 0.0 0.0 0.0
17p/TP53
VenG->IBR 8.3 8.7 9.2 9.7 10.1
IBR->VenR -6.3 -11.7 -16.2 -19.6 -22.3
Total 38.6 26.5 11.0 -5.4 -21.3

The incremental budget impact is positive and decreasing over time in the first 3 years. From the 4™ year the
incremental budget impact is negative and ending at an annual saving of DKK 21.3 million in the 5 year.

For reference the un-discounted incremental budget impact over 5 years is DKK 49.3 million (DKK 49.2 million
discounted), whereas the un-discounted incremental budget impact over 10 years is a cost saving of DKK

235.2 million (DKK 156.2 million discounted).
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Annex 1: Adverse events costs

Cited from VenG model technical document(8):

“To capture the most relevant adverse events for both treatment arms and based on the CSR read out
presentations, the adverse events were split into serious adverse events and grade 3-4 adverse events with
at Least 2% Difference in Rate between Treatment Arms.

Neutropenia, Febrile neutropenia, Pneumonia, Sepsis, and thrombocytopenia fell under the serious adverse
events and from the CSR the incidence of these events occurring within Grade 3-5 were included from the
CLL14 trial. Whereas, for the remaining adverse events the incidence of these events occurring within Grade
3-4 were included from the CSR.

Adverse events are assumed to occur within the first cycle of the model, a simplification which is used in
numerous cancer models. Adverse events are associated with one-off costs and negative health related
quality of life (HRQoL) impacts.

The most recent publications (including NICE TAs) with the longest follow up data have been used to inform
the adverse event probabilities for the external comparators. Table 1 provides the overview of the
probabilities alongside the sources used to inform the table.

TABLE 1 ADVERSE EVENT PROBABILITIES

AE incidence VEN+G GClb FCR BR lbr
Asthenia 2.80% 0.50% 0.00% 0.00% 0.00%
Diarrhoea 3.80% 0.50% 0.00% 7.00% 4.00%
Dyspnoea 2.40% 0.50% 0.00% 0.00% 0.00%
Febrile 5.20% 3.70% 0.00% 0.00% 1.00%
neutropenia
Infusion related 9.00% 10.30% 0.00% 0.00% 0.00%
reaction
Leukopenia 2.40% 4.70% 24.00% 48.00 0.00%
%
Neutropenia 52.80% 47.70% 34.00% 59.00 12.00%
%
Pneumonia 5.70% 4.20% 0.00% 9.00% 0.00%
Sepsis 4.20% 1.40% 0.00% 1.00% 0.00%
Thrombocytopeni 13.70% 15.00% 7.00% 14.00 0.00%
a %
Source CLL14 CLL14 Hallek Eichho Barr
2010 rst 2018
2016
N (Sample size) 212 214 404 279 136

Reference

Aug 2019 updated (Provided by
UK affiliate)

Aug 2019 updated (Provided by
UK affiliate)

(9)

(10)

(11)
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It is noted that data for VenG and Gclb are referenced as CLL14 and were later published by Fisher et al

2019(1).

Costs estimates for the included adverse events were retrieved for Denmark. All DRG rates were found by
entering the relevant diagnosis into the interactive DRG grouper for DkDRG:

https://sundhedsdatastyrelsen.dk/da/afregning-og-finansiering/gruppering-drg/interaktiv-drg

Table Al.1: AE costs for Denmark, DKK

AE Cost Note

Asthenia 4,082.00 | DRG 2020 Symptomer og fund, u. kompl. bidiag.

Diarrhoea 5,297.00 | DRG 2020 Malabsorption og betandelse i spisergr, mave og
tarm, pat. mindst 18 ar, u. kompl. bidiag.

Dyspnoea 17,830.00 | DRG 2020 Symptomer fra luftveje

Febrile neutopenia 37,603.00 | DRG 2020: Granulo- og trombocytopeni

Infusion related reaction 36,312.00 | DRG 2020 Andre infektioner eller parasitaere sygdomme

Leukopenia 22,589.00 | DRG 2020 @vrige sygdomme i blod og bloddannende organer

Neutropenia 37,603.00 | DRG 2020: Granulo- og trombocytopeni

Pneumonia 37,050.00 | DRG 2020 Lungebetaendelse og pleurit, pat. mindst 60 ar

Sepsis 43,180.00 | DRG 2020 Sepsis

Thrombocytopenia 25,365.00 | DRG 2020 Koagulationsforstyrrelser

Costs per event times frequency resulted in the estimated AE costs per therapy option and were incurred in

the cost analyses at the start of therapy.
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Annex 2: Time to event modeling

Quotes from the Abbvie Global CEM model technical description (see annexed VenG model Technical
report(8)) regarding fitted PFS and OS curves used in the simple model build for DK.

“

1.1.1 Assessing the proportional hazards assumption

Introduction

To maximize the predictive power of the CLL14 data, assumptions can be made around how various
endpoints might be related to one another. The proportional hazards assumption allows one time-to-event
curve to be described in terms of another, by assuming a (homogenous in time) proportional relationship
between their underlying hazard functions (i.e. a hazard ratio). The key assumption is that the rate of
change of hazards remains constant in time, both in the observed period and throughout the unobserved
future. The validity of this assumption can be explored during the observed period, but the extent it
remains valid throughout the predictive horizon remains uncertain.

Exploring proportionality of hazards between treatments

The proportionality of hazards between the two treatment arms VEN+G and GClb was explored by fitting a
cox proportional hazards model and by evaluating the Schoenfeld residuals. The proportionality of hazards
for the two treatments was further assessed by visual inspection of the graph showing the logarithm of the
estimated cumulative hazard function. Figure 1 presents the KM curves for OS and PFS (subfigures A and B)
and a visual depiction of the assessment of proportional hazards assumption between VEN+G and GClb
(subfigures C and D). Subfigures C and D present a plot of the scaled Schoenfeld residuals, along with a

smoothed curve and the (logged) hazard ratio for reference. || NNNENENEGEGEGEGEGEGEEE

Contrary to the result of the significance test for PFS, the smoothed curve (Figure 1, subfigure C) depicts a
violation of proportional hazards due to its ‘U’ shape. As the cox model evaluates the mean slope of this
curve, the test for significance in this case can be misleading. The proportionality of hazards for VEN+G and
GClb was further explored by visual inspection of the log cumulative hazards plot (Figure 2). | NN

For OS, the non-significant proportional hazards test is supported by the Schoenfeld residuals plot where

the smoothed hazards curve is a straight line G

therefore these results were further validated with clinical experts firstly within the ad-board discussion
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((See Section 2.10) and also independently with clinical and health economic experts who validated the

results of the 05 curve GG
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Time to event modeling methodology

The individual and dependent models were fitted to the following distributions: exponential, Weibull,
Gompertz, log-normal, log-logistic, gamma, generalized-gamma®. Additionally, spline 1-3 knot models
based on the hazards, odds and probit (or normal) scale were also fitted to the observed time to event
data. These extrapolations are presented in appendix 12.6. The goodness of fit for the models were
estimated based on model fit statistics (Akaike Information Criterion (AIC) and Bayesian Information
Criterion (BIC)), visual fit following the recommendations in the NICE DSU technical support document 14,3
and clinical plausibility of the long-term extrapolations.

Both the AIC and BIC assess goodness of fit using a loglikelihood function. While the AIC penalizes models
only for additional and potentially inefficient parameters, the BIC also considers the sample size (number of
observations). Lower AIC and BIC values indicate a better statistical fit.

AIC = =2 xloglikelihood + 2 x number of estimated parameters

BIC = —2 = loglikelihood + In(number of observations) * (number of estimated parameters)

To assess the clinical plausibility and external validity, the landmark survival values were discussed with
clinical experts and cross-validated with external sources. (Please refer to Section 3.5.1 and Section 3.5.3
for more details.)Progression free survival

Base case model: Independent model

Base case distribution: Log-logistic

The base case model and distribution for PFS was chosen based on external clinical validation
from clinical experts since the results from the internal validity assessment were
underpowered.

Please refer to Section 2.10.3 and Appendix 12.4 for further details on the clinical validations

121
]
e
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S(t) = del

The exponential and Gompertz models are parameterised as proportional hazards models, whereas the
remaining models have an accelerated failure time interpretation. In this case, covariate effects are not
interpreted on the hazard scale, but on the time/survival scale. Therefore, the covariate influences the time
it takes to reach some arbitrary level of cumulative hazard (i.e. time moves slower or quicker towards the
endpoint considered).

Figure 4 provides the extrapolations for PFS for VEN+G and GClb over a 30-year (lifetime) time horizon.
Table 123 and Table 124 in appendix 12.6.1 provide the accompanying coefficient estimates. The model fit
statistics (AIC and BIC) are presented in Table 2. The exponential model provides the best statistical fit for
the VEN+G extrapolations. The log-logistic model provides the best statistical fit for the GClb
extrapolations.

The 5-year, 10-year and 20-year landmark survival estimates from the individual modelling of PFS are
presented in Table 3.

Finally, the hazard functions are explored. Figure 110 in appendix 12.6. 1 || N NEGNGNGEGEGEEGEEEEEEE

In conclusion, based on clinical expert advice, the log-logistic model provides the most plausible long-term
PFS estimates for GClb. Considering the fact that NICE recommends the same parametric distributions
when using independent models,* the large(r) degree of uncertainty surrounding long-term PFS for VEN+G
compared to GClb, the log-logistic distribution is recommended as the base case. Alternative choices for
distributions for PFS will be explored in the scenario analyses.
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1.3 Overall survival (all cause death)

1.3.1 Dependent modeling of OS for VEN+G and GClb from CLL14

The dependent model was fitted to OS separately and includes treatment as a covariate (named tx in the
specification). The model also incorporates the differential effect of del17p/TP53 mutation on the
endpoints (named del in the specification).

S(t) = del + tx

Figure 6 presents the estimated OS extrapolations for VEN+G and GClb over a 30-year time horizon. |Jjjl}

I o /< er, due to the unrealistic nature of the

hazards (Figure 120) for the log-normal model (decreasing over time), it is not suitable to choose this as the
base case for the economic model. Various other approaches to determine the most appropriate model
were explored and are detailed in the sections below.
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Comparison of OS landmark survival from CLL14 with real world evidence

A targeted review was conducted to identify publications providing long term OS estimates for the 1L CLL
population. From the targeted review a number of studies were identified which included long-term OS
estimates. The study from Brenner et al. (2008)%¢ indicates that the absolute survival over 10 years in the 1L
CLL population in the US was between 28%-35%, and relative survival estimates ranged between 46%-55%.
More recent studies by Pulte et al. (2016),>” and Bista et al. (2017)® indicate the relative OS estimates for
10 years correspond to between 51%-64%. Shvidel et al. (2011)*° estimated the actuarial long-term survival
at 53% over 10 years, and 25% over 20 years. Additionally, for the del17p population for the comparison
versus lbrutinib real world evidence from a retrospective cohort study was identified Mato et al (2018)
which was assessed by the NMA team following which a naive comparison was conducted in the absence
recent and relevant evidence in this patient population®.

The 5-year, 10-year and 20-year survival estimates for CLL14 derived using the dependent modeling
approach are presented in Table 7. The long-term survival estimates modeled are similar to the relative
survival estimates based on real world data instead of the absolute long-term survival. However, this can be
explained by the fact that these sources are using data from a treatment era where efficacious treatment
options were lacking. To explore the impact of relaxing the proportional hazards assumption, individual
modeling will be explored in section 0.
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1.3.2 Individual modeling of OS for VEN+G and GClb

The observed data for VEN+G and GClb were parametrized individually without assuming proportionality
between VEN+G and GClb or OS and PFS (individual model). However, as d17p deletion or TP53 mutation is
an important prognostic factor, it was included as a covariate in the model. The inclusion of the covariate
del17p/TP53 mutation (named del in the specification) allows for the scale parameter to be varied in the
estimation of OS.

S(t) = del
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Figure 7 provides the extrapolations for OS for VEN+G and GClb over a 30-year (lifetime) time horizon.

Table 9 provides the accompanying AIC and BIC for the models fit statistics. The exponential model
provides the best statistical fit for VEN+G and GClb extrapolations. The accompanying coefficients for the
model are presented in appendix 12.6.
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beyond the observed time have been assessed to identify a more conservative approach to modelling OS
over time. These are presented in section 3.5.3.
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:"» Medicinradet

Om Medicinradet
Medicinradet er et uafhaengigt rad etableret af Danske Regioner.
Medicinradet vurderer, om nye leegemidler og indikationsudvidelser skal anbefales som mulig standardbehandling.

Medicinradet udarbejder ogsa behandlingsvejledninger og rekommandationer for anvendelse af medicin pa
sygehusene. Derudover kan Medicinradet tage andre typer sager op, der handler om medicinanvendelse.

Om protokollen

Protokollen beskriver, hvordan Medicinradet vil foretage vurderingen af l&egemidlets veerdi for patienterne. Den
indeholder et eller flere kliniske spgrgsmal, som den ansggende virksomhed skal besvare i deres endelige ansggning.
Til hvert spagrgsmal knytter sig en definition af patientgruppen, det leegemiddel vi undersgger, den behandling vi
sammenligner med og effektmalene. Udover de(t) kliniske spargsmal indeholder protokollen ogsa en beskrivelse af,
hvordan litteratursggning, -selektion og databehandling skal forega.

Protokollen er udarbejdet med udgangspunkt i Handbog for Medicinradets proces og metode og den ansggende
virksomheds forelgbige ansggning, der forteeller, hvilke data der findes for leegemidlet.

Fremkommer der nye og vaesentlige oplysninger i sagen af betydning for protokollens indhold, kan Medicinradet
tage protokollen op til fornyet behandling. Det samme gelder, hvis der er begaet veesentlige fejl i forbindelse med
sagsbehandlingen vedrgrende protokollen. Hvis Medicinradet foretager &ndringer i protokollen, vil ansggende
virksomhed fa besked.

Godkendt af Medicinradet, 11. maj 2020
Dokumentnummer: 77455
Versionsnummer: 1.0

© Medicinradet, 2020. Publikationen kan frit refereres med tydelig kildeangivelse.
Medicinradet, Dampfaergevej 27-29, 3. th., 2100 Kgbenhavn @
www.medicinraadet.dk

Sprog: dansk

Format: pdf
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1 Begreber og forkortelser

Cl

CLL
EMA
EPAR
GRADE

HR
ITT
iwCLL
OR
PICO

PP
RCT
RR

SMD

Konfidensinterval

Kronisk lymfatisk leukaemi

Det Europaiske Laegemiddelagentur (European Medicines Agency)
European Public Assessment Report

System til at vurdere evidens (Grading of Recommendations, Assessment, Development and
Evaluation)

Hazard ratio

Intention to treat

International Workshop on Chronic Lymphocytic Leukemia
Odds ratio

Population, intervention, komparator og effektmal (Population, Intervention, Comparator and
Outcome)

Per-protocol
Randomiseret kontrolleret studie (Randomised Controlled Trial)
Relativ risiko

Standardized Mean Difference
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1..» Medicinradet

2 Introduktion

Protokollen er udarbejdet, fordi Medicinradet har modtaget en forelgbig ansggning fra Abbvie, som gnsker,
at Medicinradet vurderer venetoclax i kombination med obinutuzumab til behandling af patienter med
tidligere ubehandlet kronisk lymfatisk leukaemi. Vi modtog den forelgbige ansggning den 24. januar 2020.

2.1 Kronisk lymfatisk leukaemi

Kronisk lymfatisk leukaemi er en hematologisk kraftsygdom, som opstar i kroppens B-lymfocytter og
pavirker deres regulering af celledeling og celledad. Det farer til en ophobning af B-lymfocytter bl.a. i
knoglemarv, lymfeknuder, milt og blod. B-cellernes normale funktioner svaekkes, ligesom funktionen af
knoglemarvens andre celler kan veere pavirket. Symptomerne hos patienter med kronisk lymfatisk leukaemi
er relaterede hertil og omfatter typisk haevede lymfeknuder, forsterret milt, blodmangel, traethed, uforklarlig
feber, vagttab og gget infektionstendens.

Kronisk lymfatisk leukaemi (CLL) er den almindeligste leukami i de vestlige lande og udger ca. 30 % af
samtlige leukamier [1]. Incidensen er i Danmark ca. 6-7 pr. 100.000 indbyggere pr. ar, og der registreres ca.
450-500 nye tilfeelde om aret i Danmark [2]. Det estimeres, at ca. 4.000 patienter lever med sygdommen i
Danmark [3]. Medianalderen er ved diagnose 70 ar, og dobbelt s mange mand som kvinder far diagnosen
[1,2].

CLL er ofte asymptomatisk pa diagnosetidspunktet og kan blive opdaget tilfzeldigt efter en blodprave.
Diagnosen stilles ved konstatering af persisterende (vedvarende) lymfocytose, defineret som > 5 mia.
monoklonale B-celler pr. liter blod i tre maneder eller derover. Pa diagnosetidspunktet foretages en vurdering
af sygdomsstadie (baseret pa sygdomsudbredelse, Binet-stadieinddeling) og sygdommens aggressivitet
(risikoprofil pa baggrund af cytogenetiske forandringer og immunoglobulin heavy-chain variable region
(IGHV)-mutationsstatus). Bade sygdomsstadie, patientens symptomer og risikoprofil har indflydelse pa
igangsattelse og valg af behandling, ligesom de har betydning for patienternes prognose. Kronisk lymfatisk
leukaemi har ofte et indolent forlgb, hvor patienterne med tidlige stadier og langsomt progredierende sygdom
falges ved arlige kontroller eller afsluttes til egen leege. Medianoverlevelse fra diagnosetidspunktet varierer
fra ca. 4 til > 12 ar afhaengig af sygdomsstadie og risikoprofil.

2.2 Venetoclax i kombination med obinutuzumab

Venetoclax heemmer funktionen af Bcl-2, som er et protein, der modvirker programmeret celledgd. Bcl-2 er
overudtrykt i B-lymfocytter, nar man har CLL. Nar funktionen af Bcl-2 heemmes, beskyttes cellerne ikke
leengere mod programmeret celledad, og de vil derfor dg. Derved vil antallet af B-cellelymfocytter falde, og
tilstanden forbedres.

Obinutuzumab er et monoklonalt humant antistof rettet mod CD-20, som er udtrykt pa overfladen af B-
lymfocytter. Nar antistoffet binder til B-lymfocytterne, vil kroppens immunforsvar aktiveres, og cellerne
nedbrydes.

Legemidlerne administreres som falger i serier a 28 dage

e Obinutuzumab i.v., serie 1: 100 mg pa dag 1, 900 mg pa dag 2 og 1.000 mg pa dag 8 og 15, serie 2-
6: 1.000 mg pa dag 1.

e Venetoclax p.o., serie 1: 20 mg pa dag 22-28, serie 2: 50 mg pa dag 1-7, 100 mg pa dag 8-14, 200
mg pa dag 15-21 og 400 mg pa dag 22-28. Serie 3-12: 400 mg pa dag 1-28 (kontinuerligt til
afslutning af cyklus 12).
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Venetoclax har allerede markedsferingstilladelse i kombination med rituximab til behandling af patienter
med CLL, der tidligere har modtaget mindst én behandling. Den behandling blev anbefalet som mulig
standardbehandling af Medicinradet i december 2019.

2.3 Nuveaerende behandling

Behandlingen af CLL varetages af de hmatologiske afdelinger. Pa diagnosetidspunktet skelnes mellem
behandlingskraevende og ikkebehandlingskreevende sygdom. Ikkebehandlingskraevende sygdom falges med
watch and wait, indtil sygdommen bliver behandlingskraevende ifglge kriterier defineret af International
Workshop on Chronic Lymphocytic Leukemia (iwCLL).

Behandlingsstrategien afhaenger af patientspecifikke faktorer (performancestatus, komorbiditet (cumulative
illnes rating scale (CIRS)), alder, praferencer), sygdomskarakteristika (tumorbyrde, stadie, risikoprofil
(karakteriseret ved FISH), mutationsstatus) og behandlingsmuligheder.

I behandlingsgjemed opdeles patientpopulationen efter, hvorvidt de har deletion17p/p53-mutation eller ej og
efter performancestatus, alder og komorbiditeter.

Hvorvidt patienterne har deletion17p/p53-mutation eller ej er afgarende for, om de i 1. linje er kandidater til
cytostatika i form af enten chlorambucil, fluradabin og cyclofosfamid eller bendamustin i kombination med
et anit-CD20-antistof, eller hvorvidt de skal have targeteret behandling.

Patienter med deletion17p/p53-mutation er ikke fglsomme for behandling med cytostatika og behandles i
stedet med proteinkinaseheemmeren ibrutinib, og idelalisib i kombination med rituximab, nar anden
behandling ikke er egnet.

For patienter uden deletion17p/p53-mutation afggres valget af cytostatika og anti-CD20-antistof af
patientens alder, performancestatus og maengden af komorbiditet [4]. Traditionelt har man anvendt
cytostatika i farste linje, nar det var muligt, fordi de medicinske behandlingsmuligheder har veret fa, og
fordi hgjere alder og deletion17p/p53-mutation senere i sygdomsforlgbet kan udelukke behandling med
cytostatika. Desuden har man god, langvarig dokumentation for effekt og bivirkninger ved de velkendte
kemoterapier, mens viden om den langsigtede effekt af nyere behandlinger er sparsom. | takt med nye og
mere malrettede behandlingsmuligheder er der dog pabegyndt en beveagelse veek fra anvendelse af
cytostatika, blandt andet fordi cytostatika er forbundet med langvarig immundepletion.

Ved relaps behandles patienterne uanset deletion17p/p53-mutation med enten venetoclax i kombination med
rituximab, som er et anti-CD20-antistof eller ibrutinib [4].

I nuvaerende dansk Kklinisk praksis skelnes der i behandlingsgjemed ikke imellem, hvorvidt patienterne har
hypermuteret IGHV eller ej, selvom det er af betydning for patienternes prognose. Patienter med umuteret
sygdom har en darligere prognose end patienter med hypermuteret IGHV-status. Studier viser, at en opdeling
af patienterne i forhold til IGHV-status er relevant for effekten af nogle behandlinger, og fagudvalget
forventer, at den praksis pa sigt vil blive aktuel i dansk sammenhzng [5-7] . Denne a&ndring i
behandlingspraksis er reflekteret i den seneste retningslinje for kronisk lymfatisk leukaemi, hvor tidligere
ubehandlede patienter uden IGHV-mutation og uden del17p/p53-mutation anbefales behandlet med enten
ibrutinib eller venetoclax i kombination med obinutuzumab. Aktuelt er det dog ikke muligt at behandle efter
denne retningslinje, da det afventer EMA-godkendelser samt anbefaling fra Medicinradet.

Der er ca. 150 patienter om aret med behandlingsbehov i 1. linje [4], hvoraf ca. 90 % ikke har
deletion17p/p53-mutation og behandles med cytostatika i kombination med et anti-CD20-antistof [8]. |
denne patientgruppe forventes 40 % at have hypermuteret IGHV og 60 % at veere umuteret (hhv. +/- IGHV-
status). De resterende 10 % med deletion17p/p53-mutation behandles med ibrutinib.
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Fagudvalgets angivelse af antallet af patienter i de forskellige grupper er baseret pa estimater fra den
landsdaekkende LYFO database, viden om tid til farste relaps og forekomsten af deletion17p/p53-mutation
pa forskellige tidspunkter i behandlingsforlgbet [9-13].

3 Kliniske spgrgsmal

Medicinradet bruger kliniske spgrgsmal til vores vurderinger af leegemidlers vaerdi for patienterne. Til hvert
spgrgsmal knytter sig en definition af patientgruppen (population) af det l&egemiddel, vi undersgger
(interventionen), af den behandling vi sammenligner med (komparator(er)) og af effektmalene.

Fagudvalget har defineret to kliniske spgrgsmal, der retter sig mod henholdsvis patienter med eller uden
deletion17p/p53-mutation.
3.1 Klinisk spgrgsmal 1

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med cytostatika i kombination
med et anti-CD20-antistof for patienter med tidligere ubehandlet kronisk lymfatisk leukaemi uden
deletion17p/p53-mutation?

Population
Patienter med tidligere ubehandlet kronisk lymfatisk leukeemi uden deletion17p/p53-mutation.

Intervention
Venetoclax i kombination med obinutuzumab doseret som beskrevet i afsnit 2.2.

e Obinutuzumab i.v., serie 1: 100 mg pa dag 1, 900 mg pa dag 2 og 1.000 mg pa dag 8 og 15, Serie 2-
6: 1.000 mg pa dag 1.

e Venetoclax p.o., serie 1: 20 mg pa dag 22-28, serie 2: 50 mg pa dag 1-7, 100 mg pa dag 8-14, 200
mg pa dag 15-21 og 400 mg pa dag 22-28. Serie 3-12: 400 mg pa dag 1-28 (kontinuerligt til slut af
cyklus 12).

Komparator
Chlorambucil i kombination med obinutuzumab doseret som fglger i 6 serier a 28 dage:

e Chlorambucil p.o. 0,5 mg/kg pa dag 1 og 15
e Obinutuzumab i.v. 100 mg pa dag 1, 900 mg pa dag 2 og 1.000 mg pa dag 8 og 15 i 1. serie, herefter
1.000 mg pa dag 1 i serie 2-6.

Bendamustin i kombination med rituximab doseret som falger i op til 6 serier a 28 dage:

e Bendamustin i.v. 70-90 mg/m? pa dag 1 og 2
e Rituximab i.v. 375 mg/m? pa dag 1 i farste serie, herefter i.v. 500 mg/m? pé dag 1 i efterfglgende
serier.

Fludarabin, cyclofosfamid i kombination med rituximab (R-FC) doseret som falger i 6 serier a 28 dage:
Fludarabin 25 mg/m? i.v. dag 1-3

Cyclofosfamid 250 mg/m? i.v. dag 1-3

Rituximab 375 mg/m? i.v. dag 1, 1. serie, serie 2-6: 500 mg/m?
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Anvendelsen af de tre komparatorer afhaenger i dansk klinisk praksis af patienternes alder og komorbiditet.
Hvis ikke der findes direkte sammenligninger med alle tre komparatorer, bedes ansgger vaelge den eller de
komparatorer, hvor der findes det bedste evidensgrundlag. Ansgger bedes argumentere for valget af
komparator og inkludere en grundig beskrivelse af den eller de patientpopulationer, der indgar i den eller de
valgte sammenligninger. Se i gvrigt afsnit 7. Andre overvejelser.

Fagudvalget vil udover den overordnede sammenligning se pa subgruppeanalyser baseret pa IGHV-status for
at belyse, hvorvidt der er en differentieret effekt af venetoclax i kombination med obinutuzumab overfor
kemoimmunoterapi. Se i gvrigt afsnit 7. Andre overvejelser.

Effektmal
De valgte effektmal star i tabel 1.
3.2 Klinisk spgrgsmal 2

Hvilken veerdi har venetoclax i kombination med obinutuzumab sammenlignet med ibrutinib for patienter
med tidligere ubehandlet kronisk lymfatisk leukeemi med deletion17p/p53-mutation?

Population
Patienter med tidligere ubehandlet kronisk lymfatisk leukeemi med deletion17p/p53-mutation.

Intervention
Som i afsnit 3.1.

Komparator
e |brutinib p.o. 420 mg dagligt indtil progression.
Effektmal

De valgte effektmal star i tabel 1.

3.3 Effektmal

Medicinradet mener, at vurderingen af legemidlets verdi bliver bedst understattet af de effektmal, vi har
navnt i tabel 1. For hvert effektmal har Medicinradet fastsat en mindste klinisk relevant forskel (MKRF). |
det fglgende afsnit argumenterer vi for valget af effektmal og de mindste klinisk relevante forskelle.
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Tabel 1. Oversigt over valgte effektmal. For hvert effektmal er angivet deres vigtighed, den mindste klinisk relevante forskel
(retningsgivende) samt indplacering i de tre effektmalsgrupper (dedelighed” “livskvalitet, alvorlige symptomer og bivirkninger” og
ikkealvorlige symptomer og bivirkninger”).

Effektmal Vigtighed | Kategori Maleenhed Retningsgivende
mindste klinisk
relevante forskel

Kritisk Dadelighed Forskel i oyerlevelses_rate \_/ed 3dr eller ved 5 %-point
leengst mulig opfalgningstid

Overlevelse

_— Livskvalitet, alvorlige Forskel i andel der opnar PFS efter 3 ar eller o i
Vigtigt symptomer og bivirkninger* | laengst muligt opfelgningstid 10%-point

Bivirkninger | Vigtigt Livskvalitet, alvgr_llge_ Andel o_Ier _oplever grad 3-4 ugnskede haendelser 10 %-point

symptomer og bivirkninger | (+ kvalitativ gennemgang)

Livskvalitet Vigtigt Livskvalitet, alvgrlllge_ EORTC QLQ-C30 10 point

symptomer og bivirkninger

* Eftersom PFS er et sammensat effektmal, der indeholder bade progression og dgd, anvendes veesentlighedskriterierne for alvorlige
symptomer og bivirkninger.

3.3.1 Overlevelse

Overlevelsesrate (OS-rate)

Det primare mal for behandling af CLL er at forbedre patientens overlevelse. Overlevelse defineres som
tiden fra randomisering eller opstart af behandling til ded, uanset arsag. Overlevelse opgares typisk som en
medianoverlevelse (overall survival, OS) eller som en andel af patienter, der er i live ved en given
opfalgningstid. Den mediane overlevelse er oftest ikke tilgeengelig ved godkendelsen af nye legemidler til
behandling af CLL, fordi overlevelsen med nuvaerende behandlingsmuligheder er mellem 4 og 12 ar.
Overlevelsesraten ved 3 ar er i omegnen af 80 % for patienter, der behandles i farstelinje [13]. Overlevelsen
gnskes derfor opgjort som andelen af patienter, der er i live efter 3 ar eller efter lengst mulig opfalgningstid.
For 3-arsoverlevelsesrate vurderer fagudvalget, at 5 %-point er en klinisk relevant forskel mellem grupperne.

I tilfeelde hvor de gnskede overlevelsesdata ikke er tilgeengelige, gnsker fagudvalget at ansgger supplerer
med information om surrogateffektmalet PFS-rate. Hvis de gnskede overlevelsesdata er tilgeengelige, vil data
for PFS ikke anvendes i kategoriseringen. Hvis den endelige ansggning beror pa PFS, bedes ansgger
redegere for sammenhangen mellem surrogateffektmalet og det kliniske effektmal overlevelse.

Progressionsfri overlevelsesrate (PFS-rate)

Progressionsfri overlevelse er defineret som tiden fra randomisering til sygdomsprogression, jf. iwCLL
guidelines [14]. PFS anses desuden af EMA for at veere et passende primeert effektmal for vurdering af nye
leegemidler til CLL, men den ngdvendige opfalgningstid for modne PFS-data (median) er over fem ar.

Fagudvalget gnsker derfor PFS opgjort som PFS-rate ved 3 ar eller med leengst mulig opfaglgningstid. PFS
vurderes at vere et vigtigt effektmal. Da haendelsesraterne for progression ved 3-arsopfalgning vil veere
hgjere end handelsesraterne for ded, forventes der en starre forskel i PFS-rate sammenlignet med OS-rate
mellem grupperne ved 3-arsopfelgning. Derfor vurderer fagudvalget, af den mindste klinisk relevante forskel
for 3-ars PFS-rate er 10 %-point.

3.4 Vigtige effektmal

3.4.1 Livskvalitet

EORTC-QLQ-C30 er et generisk spargeskema, som anvendes til kreftpatienter. Redskabet maler
livskvalitet, symptomer og overordnet helbredsstatus. Spgrgeskemaet bestar af 30 spargsmal og er udviklet
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til brug i klinisk forskning. Der anvendes en scoringsskala fra 0-100. En hgj score pa de fem funktionsskalaer
repreesenterer et hgjt/positivt funktionsniveau. En hgj score for global helbredsstatus repreesenterer hgj
livskvalitet, mens en hgj score pa de tre symptomskalaer repraesenterer hgj forekomst af
symptomer/problemer. Den mindste klinisk relevante forskel baserer sig pa Osoba et al., hvor en lille
&ndring i livskvalitet er defineret som 10 point [15]. Fagudvalget veaelger at anvende den mindste klinisk
relevante forskel pa 10 point mellem grupperne. Fagudvalget bemaerker, at det kan veere vanskeligt at
foretage en meningsfuld sammenligning af patienternes livskvalitet pa tvaers af de forskellige behandlinger
og studier, da behandlingsregimerne har forskellig varighed. Fagudvalget gnsker, at ansgger undersgger,
hvorvidt der for intervention og komparator findes felles opfalgningstider for &ndringen i livskvalitet og
opggre disse i den endelige ansggning.

3.4.2 Bivirkninger

Andel patienter med mindst én ugnsket haendelse af grad 3-4

Fagudvalget gnsker alvorlige ugnskede handelser opgjort som andel af patienter, der oplever mindst en grad
3-4 bivirkning, og en forskel mellem grupperne pa 10 procentpoint anses som klinisk relevant. Fagudvalget
vurderer, at langt starstedelen af patienter (over 80 %) vil opleve en grad 3-4 ugnskede handelser i lgbet af 3
ar. Da fagudvalget ikke har kendskab til kliniske studier, der direkte sammenligner effekten af venetoclax i
kombination med obinutuzumab med alle komparatorer, bgr ansgger vurdere, om sammenligning af
handelsesfrekvenser kan foretages pa forsvarlig vis pa baggrund af studiedesign, median opfalgningstid,
dataindsamling og hvordan bivirkninger/handelser er opgjort og rapporteret. Overvejelser omkring dette skal
fremga i den endelige ansggning.

Kvalitativ gennemgang af ugnskede handelser og bivirkninger

Fagudvalget vil desuden foretage en kvalitativ gennemgang af bivirkningstyperne med udgangspunkt i SAE-
lister fra studier med henblik pa at vurdere, om der er forskel i bivirkningsprofilerne mht. alvorlighed,
handterbarhed og hyppighed af bivirkningerne. Den kvalitative gennemgang af bivirkningslisterne vil
ligeledes belyse, hvorvidt en eventuel forskel mellem behandlingerne i andel af patienter, der oplever
alvorlige bivirkninger, skyldes klinisk betydende bivirkninger. Fagudvalget vil inddrage produktresuméerne i
det omfang, det er ngdvendigt. Ansgger bedes derfor vedlaegge disse.

4 Litteratursggning

Medicinradet har pa baggrund af den forelgbige ansggning undersggt, om der findes en eller flere
fuldtekstartikler publiceret i videnskabelige, fagfeellebedgmte tidsskrifter, hvor venetoclax i kombination
med obinutuzumab er sammenlignet direkte med komparatorerne.

Medicinradet har fundet fglgende fuldtekstartikel, som indeholder en direkte sammenligning mellem
venetoclax i kombination med obinutuzumab og den ene komparator, chlorambucil i kombination med
obinutuzumab.

e Fischer et al. 2019. Venetoclax and Obinutuzumab in Patients with CLL and Coexisting Conditions.
N Engl J Med. 6;380(23):2225-2236.

Der er ikke tilstreekkeligt datagrundlag til en komplet besvarelse af de kliniske spgrgsmal, da der mangler
sammenligning med de to gvrige komparatorer.

Ansgger skal derfor undersgge, om der findes andre fuldtekstartikler, som indeholder de angivne mangler.
Sggestrengen fremgar nedenfor.

Finder ansgger andre artikler med venetoclax i kombination med obinutuzumab, som indeholder de angivne
mangler, skal virksomheden sgge efter lignende artikler for komparatorerne. Ansgger skal pa baggrund af
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artiklerne lave en indirekte sammenligning til at besvare de(n) del(e) af det kliniske spargsmal, som den
direkte sammenligning ikke kan besvare.

I begge tilfeelde skal ansgger derudover konsultere Det Europeiske Leegemiddelagenturs (EMA) European
public assessment reports (EPAR) for bade det aktuelle leegemiddel og dets komparator(er).

Sggestreng til PubMed og CENTRAL udarbejdet i samarbejde med informationsspecialist, kan ses i afsnit
12, bilag 1.

Virksomheden skal ekskludere artikler med andre populationer end de, der er specificeret i protokollen, og
artikler der ikke rapporterer mindst ét af de kritiske eller vigtige effektmal.

Kriterier for litteratursggning

Ansgger skal sgge relevant litteratur i databaserne PubMed og CENTRAL (via Cochrane Library). Ansgger
skal dokumentere sggningen for hver af de to databaser, f.eks. i form af et skeermklip eller en downloadet
sggestrategi. Eventuelle andringer/tilfgjelser til sggestrategien skal fremga af dokumentationen.

Kriterier for udveelgelse af litteratur

Ansgger skal screene de artikler, der identificeres ved databasesggningerne, for overensstemmelse med de i
protokollen definerede kliniske spargsmal samt kriterier for studie- og publikationstype(r). Det vil sige, at
ansgger skal ekskludere artikler med andre populationer end de i protokollen specificerede. Dette geelder
ligeledes for artikler, som ikke rapporterer mindst ét af de kritiske eller vigtige effektmal.

Den ansggende virksomhed skal ved screening af artikler ekskludere farst pa titel- og abstractniveau, dernaest
ved gennemlasning af fuldtekstartikler. Artikler, der ekskluderes ved fuldtekstlesning, skal fremga af en
eksklusionsliste, hvor eksklusionen begrundes kort. Den samlede udvalgelsesproces skal afrapporteres ved
brug af et flowdiagram som beskrevet i PRISMA-Statement (http://prisma-
statement.org/PRISMAStatement/FlowDiagram.aspx).

Ved usikkerheder om, hvorvidt en artikel pa titel- og abstractniveau lever op til inklusions- og
eksklusionskriterierne, skal ansgger anvende et forsigtighedsprincip til fordel for artiklen, hvorved
fuldtekstartiklen skal vurderes.

5 Databehandling og -analyse

Ansgger skal bruge Medicinradets ansggningsskema til sin endelige ansggning. Var opmarksom pa
fglgende:

Studier og resultater:

e Beskriv de inkluderede studier og baselinekarakteristikken af studiepopulationerne.

e Angiv hvilke studier/referencer der er benyttet til at besvare hvilke kliniske spgrgsmal.

e Brug som udgangspunkt ansggningsskemaet til ekstraktion af al relevant data.

e Krydstjek de ekstraherede data med de resultater, der fremgar af de relevante EPARSs.

e Angiv arsager, hvis der er uoverensstemmelser mellem resultaterne fra artikler og EPARs.

e Angiv arsager, hvis der er uoverensstemmelser i forhold til PICO mellem protokollen og studierne.
e \urdér, hvordan uoverensstemmelserne pavirker estimaterne.

Statistiske analyser:
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Begrund valget af syntesemetode (metaanalyse eller narrativ beskrivelse), og lad specifikke
analysevalg fremga tydeligt.

Udfar en komparativ analyse for hvert enkelt effektmal pa baggrund af de ekstraherede data.

Hvis data for et effektmal ikke er baseret pa alle deltagere i et studie, skal ansgger ikke gare forsgg
pa at erstatte manglende data med en meningsfuld veerdi.

Angiv for hvert effektmal og studie, hvilken analysepopulation (f.eks. intention to treat (ITT), per-
protocol) der er anvendt.

Angiv en sensitivitetsanalyse baseret pa ITT-populationen, hvis den komparative analyse ikke er
baseret herpa.

Angiv for hvert effektmal og studie, hvilken statistisk analysemetode, der er anvendt.

Basér de statistiske analyser for dikotome effektmal pa den relative forskel.

Beregn den absolutte forskel med udgangspunkt i den estimerede relative forskel for et antaget
niveau pa handelsesraten i komparatorgruppen (jeevnfer Appendiks 5 i Handbog for Medicinradets
proces og metode vedr. nye leegemidler og indikationsudvidelser).

Foretag eventuelt en indirekte analyse, hvis der ikke foreligger direkte sammenlignende studier, og
hvis intervention og komparator er ssmmenlignet med samme alternative komparator i separate
studier. Anvend eventuelt Buchers metode for indirekte justeret sammenligning.

Metaanalyser:

Foretag en metaanalyse for de effektmal, hvor det er metodemaessigt forsvarligt, hvis der er mere end
ét sammenlignende studie.

Basér metaanalyser vedr. effektmal, hvor forskellige maleinstrumenter er brugt pa tvaers af de
inkluderede studier, pa standardized mean difference (SMD). Omregn den estimerede SMD til den
foretrukne skala for effektmalet (jeevnfer Appendiks 7 i Handbog for Medicinradets proces og
metode vedr. nye leegemidler og indikationsudvidelser).

Udfar alene netvaerksmetaanalyse i de undtagelsesvise situationer, hvor Medicinradet specifikt beder
om det i protokollen. Redegar i disse tilfeelde for, i hvilken grad antagelserne om transitivitet og
konsistens er opfyldt (gerne ved hjelp af passende statistiske metoder).

Begrund for alle statistiske analyser valget mellem ’fixed effects’- og *random effects’-modeller.
Beskriv den anvendte metode detaljeret.

Narrative analyser:

Begrund valget af syntesemetode (metaanalyse eller narrativ beskrivelse), og lad specifikke
analysevalg fremga tydeligt.

Syntetisér data narrativt, hvis det ikke er en mulighed at udarbejde komparative analyser baseret pa
statistiske metoder.

Beskriv studie- og patientkarakteristika samt resultater fra de inkluderede studier narrativt og i
tabelform med angivelse af resultater pr. effektmal for bade intervention og komparator(er).
Beskriv forskelle mellem studier og vurdér, hvorvidt resultaterne er ssmmenlignelige.

Ver opmerksom pa, at Medicinradets sekretariat forbeholder sig retten til at foretage sensitivitets- og
subgruppeanalyser pa baggrund af studiernes validitet og relevans, uanset valg af analysemetode.
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6 Evidensens kvalitet

Medicinradet anvender GRADE (Grading of Recommendations, Assessments, Development and Evaluation)
til at foretage en systematisk og transparent vurdering af kvaliteten af evidensen. Evidensens kvalitet
forteeller, i hvor hgj grad vi kan have tiltro til den evidens, vi baserer vurderingen af l&egemidlets verdi pa.

7 Andre overvejelser

Fagudvalget gnsker informationer, der kan belyse en vurdering af, hvorvidt og hvordan indfgrelsen af den
ansggte intervention i dansk Kklinisk praksis vil pavirke behandlinger i efterfalgende behandlingslinjer, hvad
angar type, varighed og forventet effekt.

Fagudvalget vil overveje, hvorvidt anvendelse af venetoclax i kombination med obinutuzumab i farste linje
udelukker anvendelse af kemoterapi i senere linjer, og hvorvidt dette er problematisk. Ansgger bedes i gvrigt
bidrage med perspektiver herpa i deres endelige ansggning.

Hvis der ikke er direkte evidens for alle komparatorer i klinisk spgrgsmal 1, sa bedes ansgger valge den eller
de komparatorer, hvor der findes det bedste evidensgrundlag. | det tilfeelde skal ansgger argumentere for,
hvorvidt effekten i de kliniske studier kan overfares til den samlede patientpopulation, der behandles med
kemoterapi i farste linje. Hvis evidensgrundlaget kun daekker en begreenset patientpopulation, vil fagudvalget
vurdere, hvorvidt det er acceptabelt at ekstrapolere til en bredere patientpopulation.

For klinisk spargsmal 1 vil fagudvalget se pa separate effektopgarelser baseret pa IGHV-status for at belyse,
hvorvidt der er en differentieret effekt af venetoclax i kombination med obinutuzumab overfor
kemoimmunoterapi. Ansgger bedes bidrage med separate effektopgarelser for patienter hhv. umuteret og
hypermuteret IGHV-status for alle effektmal.

Fagudvalget gnsker, at ansgger redeger for, hvorfor venetoclax gives i kombination med rituximab i anden
linje og med obinutuzumab i ferste linje. Ansgger bedes redegare for, hvorvidt der forventes nogen forskel i
den kliniske effekt ved tilleeg af de to anti-CD20-antistoffer.

Ansgger bedes redeggare for, hvorvidt der er evidens for, at der kan genbehandles med venetoclax.
8 Relation til behandlingsvejledning

Der findes ikke en relevant behandlingsvejledning, og fagudvalget vil derfor ikke tage stilling til en forelgbig
placering af leegemidlet.
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12 Bilag 1: Sggestrenge

Sggestrenge for identifikation af relevant litteratur i PubMed.

https://www.ncbi.nlm.nih.gov/pubmed/advanced

# Sggetermer Kommentar
1 Leukemia, Lymphocytic, Chronic, B-Cell[mh] Sggetermer for
2 CLL[tiab] indikationen
3 chronic lymphocytic leukemiaftiab] OR chronic lymphocytic leukaemiaftiab]
4 chronic lymphatic leukemia[tiab] OR chronic lymphatic leukaemia[tiab]
5 chronic lymphoblastic leukemia[tiab] OR chronic lymphoblastic
leukaemia[tiab]
6 chronic b-cell leukemia[tiab] OR chronic b-cell leukaemia]tiab]
7 SLL[tiab] OR small lymphocytic lymphoma[tiab] OR small cell
lymphomal[tiab]
8 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7
9 venetoclax[nm] OR venetoclax[tiab] or Venclyxto*[tiab] or Venclexta*[tiab] Sggetermer for
10 obinutuzumab[nm] OR obinutuzumab[tiab] or Gazyva*[tiab] or intervention og
afutuzumabltiab] komparatorer
11 Chlorambucil[mh] OR chlorambucil[tiab] OR amboclorin*[tiab] OR
chloraminophene]tiab] OR chlorbutin*[tiab] OR Leukeran*[tiab]
12 Bendamustine Hydrochloride[mh] OR bendamustin*[tiab] OR Levact*[tiab]
OR Treanda*[tiab]
13 | Rituximab[mh] OR rituximab[tiab] OR Rituxan*[tiab] OR Mabthera*[tiab]
14 | fludarabine[nm] OR fludarabine[tiab] OR Fludara*[tiab]
Cyclophosphamide[mh] OR cyclophosphamide[tiab] OR cyclophosphan*[tiab]
15 | OR cytophosphan*[tiab] OR Cytoxan*[tiab] OR Endoxan*[tiab] OR
Neosar*[tiab]
16 | R-FCJtiab] OR RFCftiab]
17 PCI 32765[nm] OR ibrutinib[tiab] OR Imbruvica*[tiab] OR PCI-32765[tiab]
OR PCI132765[tiab]
Sggetermer for
18 Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Letter[pt] OR ikke relevante
Guideline[pt] OR Review[pt] OR case report][ti] publikationstyper
(der ekskluderes)
Kombination af
19 | (#8 AND #9 AND #10) NOT #18 indikation og
intervention. Kan
screenes fgrst
Kombination af
20 (#8 AND #10 AND #11) NOT #18 indikation og
komparator 1
Kombination af
21 | (#8 AND #12 AND #13) NOT #18 indikation og
komparator 2
22 | (#8 AND #13 AND #14 AND #15) NOT #18 Kombination af
indikation og
23 | (#8 AND #16) NOT #18 Komparator 3
Kombination af
24 | (#8 AND #17) indikation og

komparator (sp.2)
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25

(#20 OR #21 OR #22 OR #23 OR #24) NOT #19

Komparatorer
samlet, fratrukket
resultater for
intervention. Kan
screenes, hvis
manglende data
er fundet for
intervention

Feltkoder: mh = MeSH Term nm = Supplementary Concept/Substance tiab = title/abstract, inkl.
forfatterkeywords pt = publication type

Segestrenge for identifikation af relevant litteratur i CENTRAL (Cochrane Library).

https://www.cochranelibrary.com/advanced-search/search-manager

# Sggetermer Kommentar
#1 | [mh "Leukemia, Lymphocytic, Chronic, B-Cell"] Sggetermer for
#2 | (CLL or SLL):ti,ab indikationen
43 (chronic next (lymphocytic or lymphatic or lymphoblastic or b-cell or small)
next leuk*emia):ti,ab:kw
H#4 | #lor#2or #3
45 (venetoclax or Venclyxto* or Venclexta* or "ABT 199" or ABT199 or "GDC _Sﬂgetermer for
0199" or GDCO199 or "RG 7601" or RG7601):ti,ab,kw intervention og
e (obinutuzumab or Gazyva* or afutuzumab or "GA 101" or GA101 or "RO komparatorer
5072759" or RO5072759):ti,ab,kw
(chlorambucil or chlorambucil or amboclorin or chloraminophene or
#7 . .
chlorbutin or Leukeran*):ti,ab,kw
#8 | (bendamustin* or Levact* or Treanda*):ti,ab,kw
#9 (rituximab or Rituxan* or Mabthera*):ti,ab,kw
#10 | (fludarabine or Fludara*):ti,ab,kw
(cyclophosphamide OR cyclophosphan* or cytophosphan* or Cytoxan* or
#11 .
Endoxan* or Neosar*):ti,ab,kw
#12 | (R-FC or RFC):ti,ab
#13 | (ibrutinib or Imbruvica* or "PCl 32765" or PCI32765):ti,ab,kw
#14 | ("conference abstract" or review):pt Sggetermer for
#15 | (clinicaltrials.gov or trialsearch):so ikke relevante
#16 | NCT*:au publikationstyper
#17 | #14 or #15 or #16 (der ekskluderes)
Kombination af
#18 | (#4 and #5 and #6) not #17 indikation og
intervention. Kan
screenes fgrst
Kombination af
#19 | (#4 and #6 and #7) not #17 indikation og
komparator 1
Kombination af
#20 | (#4 and #8 and #9) not #17 indikation og

komparator 2
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#21

((#4 and #9 and #10 and #11) or (#4 and #12)) not #17

Kombination af
indikation og
komparator 3

#22

(#4 and #13) not #17

Komparatorer
samlet, fratrukket
resultater for
intervention. Kan
screenes, hvis
manglende data
er fundet for
intervention

Feltkoder: ti: title ab: abstract kw: keywords, her kontrollerede/indekserede termer fra databaserne Medline
og/eller Embase. pt = publication type
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