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Om Medicinradet
Medicinradet er et uafheengigt 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 Baggrunden for Medicinradets anbefaling

Baggrund for Medicinradets anbefaling er en sammenfatning af leegemidlets veerdi 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 leegemidlet er rimelige, nar man
sammenligner dem med laeegemidlets veerdi for patienterne.

Les eventuelt mere i Handbog for Medicinradets proces og metode vedr. nye leegemidler og indikationsudvidelser —
version 2, som du kan finde pd Medicinradets hjemmeside under siden Metoder.
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1 Anbefaling vedrgrende elotuzumab i kombination med pomalidomid og
dexamethason til behandling af patienter med knoglemarvskraeft der
tidligere har modtaget mindst to behandlinger

Medicinradet anbefaler ikke elotuzumab i kombination med pomalidomid og dexamethason (EloPomDex)
som mulig standardbehandling til patienter med knoglemarvskraft, der tidligere har modtaget mindst to
behandlinger.

Medicinradet anbefaler ikke EloPomDex, fordi sundhedsvasenets omkostninger til leegemidlet vil veere
urimeligt hgje i forhold til de behandlinger, man anvender i dag; ogsa selvom leegemidlet sandsynligvis er
bedre end en af de behandlinger, man anvender i dag og ikke er darligere end de gvrige.

2 Verdifor patienterne

Medicinradet vurderer, at EloPomDex har en merveerdi af ukendt stgrrelse sammenlignet med PomDex.
Evidensens kvalitet vurderes at vaere meget lav.

Den samlede vaerdi kan ikke kategoriseres, jf. Medcinradets metoder sammenlignet med PomBorDex.
Medicinradet vurderer, at EloPomDex ikke er et darligere behandlingsalternativ end PomBorDex, hvad
angar effekt. Bivirkningsprofilen er muligvis lettere.

Den samlede vardi kan ikke kategoriseres, jf. Medicinradets metoder, sammenlignet med CarDex.
Medicinradet vurderer, at EloPomDex ikke er darligere end CarDex, hvad angar effekt og bivirkninger.

Ansgger har ikke indsendt et hgringssvar.

Las mere i Medicinradets vurdering af klinisk vaerdi og den bagvedliggende protokol (bilag).

3 Omkostninger for sundhedsvaesenet

Laegemiddelfirmaet har givet en fortrolig rabat, sa den reelle pris for EloPomDex er lavere end den officielle
pris. Medicinradets vurdering baserer sig pa den reelle pris.

Medicinradet vurderer, at forholdet mellem klinisk veerdi og pris i sammenligning med de behandlinger, der
anvendes i dag, er:

o Ikke rimeligt i sammenligning med PomDex
e Ikke rimeligt i sammenligning med PomBorDex
e Rimeligt i sammenligning med CarDex

Det rimelige forhold mellem EloPomDex og CarDex forudseetter, at behandling med EloPomDex erstatter
behandling med CarDex. Det vurderer Medicinradet ikke vil vere tilfeldet. Derfor vurderer Medicinradet, at
det vil veere forbundet med urimeligt hgje udgifter at anvende EloPomDex. Las mere i den
sundhedsgkonomiske afrapportering (bilag).
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4 Alvorlighed

Medicinradet har ikke anvendt alvorlighedsprincippet i beslutningsgrundlaget for anbefalingen af
EloPomDex.

5 Anbefalingen betyder

Regionerne bgr i udgangspunktet ikke bruge EloPomDex til mulig behandling af patienter med
knoglemarvskreeft, der tidligere har modtaget mindst to behandlinger.

6 Sagsbehandlingstid
Medicinradet har brugt 14 uger og 5 dage pa sit arbejde med EloPomDex til behandling af patienter med

knoglemarvskreft der tidligere har modtaget mindst to behandlinger

7 Kontaktinformation til Medicinradet

Medicinradets sekretariat
Dampfargevej 27-29, 3. th.

2100 Kgbenhavn @
+45 7010 36 00
medicinraadet@medicinraadet.dk

8 Versionslog

:"» Medicinradet

Version

Dato

AEndring

1.0

18. maj 2020

Godkendt af Medicinradet.
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9 Bilag

e Bilag 1 - Sundhedsgkonomisk afrapportering for EloPomDex

e Bilag 2 - Amgros’ forhandlingsnotat for EloPomDex

e Bilag 3 - Ansggers hgringssvar

e Bilag 4 - Medicinradets vurdering af elotuzumab i kombination med pomalidomid og dexamethason
til behandling af patienter med knoglemarvskraeft der tidligere har modtaget mindst to behandlinger -
version 1.0

o Bilag 5 - Ansggers endelige ansggning

e Bilag 6 - Medicinradets protokol for vurdering af elotuzumab i kombination med pomalidomid og
dexamethason til behandling af patienter med knoglemarvskraft der tidligere har modtaget mindst to
behandlinger - 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 elotuzumab kombineret med pomalidomid og
dexamethason (EloPomDex) til patienter med relaps eller behandlingsrefraktaer
knoglemarvskraeft, som tidligere har modtaget mindst to tidligere behandlinger inklusive
lenalidomid og en proteasomhammer, samt en gennemgang af ansggers
modelantagelser til den sundhedsgkonomiske model. Sekretariatet vil kommentere pa
ansggers modelantagelser under ”“Sekretariatets vurdering”. Her vil sekretariatets
vurdering fremga sammen med eventuelle 2ndrede 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.
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Opsummering

Baggrund

| den ansggte behandlingskombination er elotuzumab kombineret med pomalidomid og
dexamethason (EloPomDex) indiceret til patienter med relaps eller behandlingsrefrakteaer
knoglemarvskraeft, som tidligere har modtaget mindst to tidligere behandlinger inklusive
lenalidomid og en proteasomhammer.

Ombkring 200 nye patienter pr. ar vil modtage anden relapsbehandling og er kandidater til
den ansggte indikation i Danmark. Medicinradets sekretariats vurdering tager
udgangspunkt i dokumentation indsendt af Bristol-Myers Squibb (BMS).

Analyse

Analysen estimerer de inkrementelle omkostninger pr. patient ved behandling med
EloPomDex sammenlignet med pomalidomid i kombination med dexamethason (Pom-
Dex), pomalidomid i kombination med bortezomib og dexamethason (PomBorDex) og
carfilzomib i kombination med dexamethason (CarDex), over en tidshorisont pa otte ar.
Analysens resultat praesenteres med SAIP.

Inkrementelle omkostninger og budgetkonsekvenser

| det scenarie, Medicinradets sekretariat mener er mest sandsynligt, er de inkrementelle
omkostninger pr. patient for EloPomDex ca. - DKK sammenlignet med PomDex,
ca. - DKK sammenlignet med PomBorDex og ca. - DKK sammenlignet
med CarDex, over en tidshorisont pa otte ar. Hvis analysen udfgres med AIP, bliver de
inkrementelle omkostninger pr. patient til sammenligning ca. 1,3 mio. DKK sammenlignet
med PomDex, ca. 250.000 DKK sammenlignet med PomBorDex, og ca. -220.000 DKK
sammenlignet med CarDex. Der er 200 patienter per ar der er kandidater til
behandlingerne. Ved nuvaerende fordeling er der antaget at 10 patienter modtager
PomDex, 95 patienter modtager PomBorDex og 95 patienter modtager CarDex.
Medicinraddets sekretariat vurderer, at budgetkonsekvenserne for regionerne i ar 5 vil
vaere pa ca. - DKK sammenlignet med PomDex, ca. _ DKK
sammenlignet med PomBorDex og ca. _ DKK sammenlignet med CarDex. Hvis
analysen udfgres med AIP, bliver budgetkonsekvenserne ca. 10,4 mio. DKK, ca. 24,1 mio.
DKK og ca. — 1,6 mio. DKK i ar 5 sammenlignet med hhv. PomDex, PomBorDex og CarDex.

Konklusion

De inkrementelle omkostninger er naesten udelukkende drevet af
laegemiddelomkostningerne.

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

Sprog: dansk
Format: pdf
Udgivet af Medicinradet, 18. maj 2020
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1. Baggrund for den gkonomiske
analyse

BMS (herefter omtalt som ansgger) er indehaver af markedsfgringstilladelsen for Elotuzu-
mab og har den 7. februar 2020 indsendt en ansggning til Medicinrdadet om anbefaling af
elotuzumab i kombination med pomalidomid og dexamethason som standardbehandling
pa danske hospitaler af den naevnte indikation. Som et led i denne ansggning vurderer
Medicinradets sekretariat, pa vegne af Medicinradet, den gkonomiske analyse, ansgger
har sendt som en del af den samlede ansggning til Medicinradet. Denne rapport er Sekre-
tariatets vurdering af den fremsendte gkonomiske analyse (herefter omtalt som analy-
sen).

1.1  Patientpopulation

Knoglemarvskraeft er den naesthyppigste haeematologiske kraeftsygdom i Danmark, hvor i
alt ca. 2.300 patienter anslas at leve med sygdommen. Der diagnosticeres ca. 380 behand-
lingskraevende patienter om aret i Danmark, og medianalder ved diagnose er ca. 71 ar[1].
For egnede patienter vil primaerbehandling vaere hgjdosiskemoterapi med stamcellestgtte
(HDT/STS). Patienter, som modtager denne behandling, har en vaesentlig bedre prognose
end de, der ikke er egnede. Halvdelen af de patienter, der behandles med HDT/STS, er
fortsat i live efter ca. syv ar (mediane overlevelse), mens patienter, der ikke er kandidater
til HDT/STS, har en medianoverlevelse pa ca. tre ar [1]. Denne gruppe omfatter iseer de
ldste patienter (over 70 ar). Prognosen er, udover patientens alder, afhaengig af komor-
biditeter ved diagnosetidspunktet. Uafhaengig af hvilken primaerbehandling patienten
modtager, vil en lille andel af patienterne veere refraktaere over for primeaerbehandling, og
alle patienterne vil pa et tidspunkt fa behandlingskraevende relaps. Arligt vil ca. 380 my-
elomatosepatienter modtage primaer behandling, og 320 vil modtage f@rste relapsbe-
handling [1]. Fagudvalget vurderer, at ca. 200 vil modtage anden relapsbehandling. Pati-
entgruppen er heterogen, og prognosen afhanger af tidligere behandling.

I henhold til behandlingsvejledningen for knoglemarvskraeft vil behandlingsvalget til fgrste
relaps typisk vaere DaraLenDex eller DaraBorDex. Alternativt trestofkombinationerne Elo-
LenDex, CarLenDex eller IxaLenDex. Ved andet behandlingskraevende relaps, dvs. nar pati-
enten har modtaget mindst to tidligere behandlinger og vil modtage 3. linjebehandling, vil
behandlingsvalget typisk vaere CarDex eller PomDex. Medicinradet anbefalede i november
2019 PomBorDex til patienter, der har modtaget mindst én tidligere behandling, og som
derfor ogsa kan vaere et behandlingsvalg.

1.1.1  Komparator

Medicinradet har defineret carfilzomib i kombination med dexamethason (CarDex), poma-
lidomid i kombination med dexamethason (PomDex) og pomalidomid i kombination med
bortezomib og dexamethason (PomBorDex) som komparatorer til EloPomDex, for patient-
populationen defineret i 1.1, se Tabel 1. Komparatorerne er alternative
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behandlingsmuligheder, baseret pa en individuel vurdering af patientens tidligere behand-

linger, komorbiditeter, patientpraeferencer og tidligere bivirkninger.

Tabel 1: Definerede populationer og komparatorer.

Population Komparator

Patienter med knoglemarvskraeft, som CarDex
tidligere har modtaget mindst to behandlinger
inklusive lenalidomid og en

PomDex
proteasomhammer, og som har haft
progression pa den seneste behandlingslinje

PomBorDex

1.2 Problemstilling

Formalet med analysen er at estimere de gennemsnitlige inkrementelle omkostninger pr.
patient og de samlede budgetkonsekvenser for regionerne ved anbefaling af EloPomDex
som standardbehandling pa danske hospitaler af den nzevnte indikation.

Medicinradet har vurderet den kliniske mervaerdi af EloPomDex som standardbehandling

og har specificeret folgende kliniske spargsmal:
Klinisk spergsmal 1:

Hvad er veerdien af elotuzumab i kombination med pomalidomid og dexamethason sam-
menlignet med eksisterende standardbehandling til behandling af patienter med knogle-
marvskraeft, som tidligere har modtaget mindst to behandlinger inklusive lenalidomid og

en proteasomhammer, og som har haft progression pa den seneste behandlingslinje?
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2. Vurdering af den gkonomiske
analyse

Ansgger har indsendt en gkonomisk analyse, der estimerer de inkrementelle omkostnin-
ger pr. patient for EloPomDex, sammenlignet med CarDex, PomDex og PomBorDex. | det
nedenstaende vil den gkonomiske model, som ligger til grund for estimeringen af de in-
krementelle omkostninger pr. patient, blive praesenteret.

2.1 Antagelser og forudsaetninger for model

Den gkonomiske model har til formal at estimere de inkrementelle omkostninger pr. pati-
ent for EloPomDex sammenlignet med CarDex, PomDex og PomBorDex ved 3. linjebe-
handling af knoglemarvskrzeft.

Sammenligningen med EloPomDex er lavet pa baggrund af data fra det kliniske studie
ELOQUENT-3[2], der sammenligner EloPomDex med PomDex. Det har ikke vaeret muligt at
undersgge den kliniske effekt i en indirekte analyse mellem EloPomDex og CarDex, samt
EloPomDex og PomBorDex, da der ikke findes studier med en feelles komparator. Der er
yderligere stor forskel i patientpopulationerne mellem studierne. Sammenligningen af
EloPomDex med CarDex og PomBorDex er derfor baseret pa en narrativ sammenligning
mellem studierne ELOQUENT-3[2], ENDEAVOR[3—7] og OPTIMISMM[8]. Ansgger antager
pa baggrund af studierne, at behandlingslaengden baseret pa progressionsfri overlevelse
(PFS) for EloPomDex i ELOQUENT-3[2] er tilsvarende for behandling med CarDex og Pom-
BorDex.

2.1.1 Modelbeskrivelse

Ansgger har indsendt en partitioned survival model for behandling af patienter i de
navnte populationer, hvor tiden patienten er i behandling, defineres ud fra PFS Kaplan-
Meier (KM)-kurve fra det kliniske studie ELOQUENT-3[2]. Alle patienter starter i PFS-sta-
diet og bevaeger sig ud fra studiedata, videre til progressionsstadie (PD) eller dgd, som
estimeres ud fra overlevelsesdata (OS) og dermed KM-kurven for OS. Tiden, hvor patien-
ter befinder sig i PD-stadiet, er defineret ud fra PFS og OS, og er den procentdel, der ikke
indgar i disse stadier.
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Figur 1: Beskrivelse af modelstrukturen i omkostningsanalysen.

Ansgger har testet for proportional hazard (PH), som antages at vaere opfyldt, og der veel-
ges derfor den samme parametriske funktion til at fremskrive effektkurverne for interven-
tion og komparatorer i modellen. Ansgger har ekstrapoleret KM-kurverne i studiet, og te-
stet alle parametriske kurvers fit pa studiedata, hvorefter den parametriske funktion med
bedste statistiske fit og klinisk validitet er valgt. Der er for PFS valgt eksponentiel funktion
som er geeldende for alle behandlingerne. Den gennemsnitlige behandlingslaengde bliver
baseret pa PFS og er hhv. - maneder for EloPomDex, CarDex og PomBorDex og -
maneder for PomDex. Se Figur 22 for PFS ud fra ekstrapolerede kurver.

For OS-kurverne er der ligeledes valgt den eksponentielle parametriske funktion for bade
EloPomDex og komparator-arme, se figur 3.

Ansgger antager, at bivirkningsprofilen for EloPomDex, PomDex, CarDex og PomBorDex er
overvejende ens, og derfor er omkostninger til bivirkninger ikke inkluderet i ansggers ho-
vedanalyse.

Ansgger inkluderer ikke omkostninger til efterfglgende behandling, da den nuveerende
behandlingsvejledning for knoglemarvskraeft laegger op til, at behandlingsmulighederne i
fgrste relapsbehandling bgr veere udtgmt, fgr man overvejer behandlinger under “anden
relapsbehandling’. Ingen af de efterfglgende behandlinger er ligestillet, men overvejes til
patienten under hensyn til toksicitet, komorbiditet, tidligere behandlinger og patientprae-
ferencer. En anbefaling af EloPomDex vil ikke 2endre vaesentligt pa efterfglgende behand-
linger. Andelen af de forskellige behandlinger patienten har modtaget tidligere, ggr resul-
taterne for efterfglgende behandling meget usikkert. Usikkerheden er blevet undersggt i
en fglsomhedsanalyse.[1]



Figur 2: Ekstrapolerede PFS-kurver af PomDex og EloPomDex baseret pa KM-data

Figur 3: Ekstrapolerede OS-kurver for PomDex og EloPomDex baseret pa KM-data

Sekretariatets vurdering

Fagudvalget vurderer, at valgte parametriske funktioner er klinisk plausible.

Sekretariatet vurderer, at det pa grund af forskelle i patientpopulationerne i studierne er
sveert at sammenligne bivirkningerne for leegemidlerne. Ansgger antager, at
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bivirkningsprofilen er ens i alle behandlinger. Ansgger har inkluderet bivirkningerne i en
felsomhedsanalyse.

Da det er usikkert, hvilke laegemidler patienterne i denne behandlingslinje har modtaget
for behandling med EloPomDex, er efterfglgende behandling meget usikker, og sekretari-
atet mener derfor, at ansggers antagelse om ikke at inkludere efterfglgende behandlings-
linjer i hovedanalysen er acceptabel. Betydning af efterfglgende behandlingslinje vises i en
felsomhedsanalyse.

Sekretariatet accepterer ansggers tilgang.
2.1.2  Analyseperspektiv

Ansggers omkostningsanalyse har et begraenset samfundsperspektiv. Analysen har en
tidshorisont pa ti ar. Ansgger argumenterer for, at tidshorisonten pa ti ar er en overesti-
mering af de reelle omkostninger og har vist flere fglsomhedsanalyser, der belyser en kor-
tere tidshorisont. Omkostninger, der ligger efter det fgrste ar, er diskonteret med en rate
pd 4 % jf. Medicinrddets metodehandbog.

Sekretariatets vurdering

Sekretariatet har pa baggrund af dialog med fagudvalget vurderet, at tidshorisonten er
meget usikker, men vurderer samtidig, at en tidshorisont pa ti ar kan overestimere om-
kostningerne, og at en tidshorisont pa otte ar vil veere mere realistisk. Sekretariatet an-
vender en tidshorisont pa otte ar i sin hovedanalyse.

Sekretariatet anvender en tidshorisont pd otte dr i hovedanalysen.
2.2 Omkostninger

| det fglgende praesenteres ansggers antagelser for omkostningerne i den gkonomiske
analyse af EloPomDex sammenlignet med PomDex, CarDex og PomBorDex. De inklude-
rede omkostninger i ansggers analyse er laegemiddelomkostninger, hospitalsomkostnin-
ger og patientomkostninger. Ansgger har ikke inkluderet bivirkningsrelaterede omkostnin-
ger, da forskel i bivirkninger ikke kunne vurderes og bivirkningerne antages at vaere over-
vejende ens i de forskellige behandlinger. Ansggers estimering af leegemiddelomkostnin-
ger bygger altid pa AIP, hvilket sekretariatets udskifter med SAIP i den endelige afrappor-
tering.

2.2.1  Legemiddelomkostninger

De anvendte doser er hentet i de respektive produkters produktresuméer (SPC’er). Se Ta-
bel 2 for legemiddelpriser.

Behandlingerne EloPomDex, CarDex og PomDex gives i serier af 28 dage til progression.
PomBorDex gives i serier af 21 dage til progression.
EloPomDex doseres som fglgende:
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* Elotuzumab 10 mg/kg i.v. pa dag 1,8,15 og 22 i serie 1-2. Efterfglgende serier: 20 mg/kg
pa dag 1.

* Pomalidomid: 4 mg p.o pa dag 1-21

» Dexamethason: <75 ar: 29 mg p.o padag 1, 8, 15 og 22 i serie 1-2. efterfglgende serier:
28 mg pa dag 1 og 40 mg pa dag 8,15 og 22. Derudover gives 8 mg i.v. pa dag 1, 8, 15
og 22 i serie 1-2, derefter kun dag 1.

CarDex doseres som felgende:

 Carfilzomib 20 mg/m?i.v. pd dag 1 og 2 i serie 1. 56 mg/m?pa dag 8, 9, 15 og 16 i serie
1.56 mg/m? padag1, 2, 8, 9, 15 og 16 fra serie 2.

» Dexamethason 20 mg p.o. padag 1, 2, 8, 9, 15, 16, 22 og 23.

PomDex doseres som fglgende:
» Pomalidomid: 4 mg p.o. pa dag 1-21
» Dexamethason 40 mg p.o. pa dag 1, 8, 15 og 22.

PomBorDex doseres som falgende:
» Pomalidomid: 4 mg p.o. pa dag 1-14 i serier af 21 dage til progression.

» Bortezomib gives 1,3 mg/m?i.v eller s.c. pa dage 1, 4, 8 og 11 i serie 1-8. fra serie 9 gi-
ves 1,3 mg/m?s.c. pa dag 1 og 8.

* Dexamethason gives 20 mg padag 1, 2,4, 5, 8,9, 11 og 12 i serie 1-8. Fra serie 9 og
frem gives 20 mg p.o. padag1, 2,8 og 9

Tabel 2: Anvendte lzegemiddelpriser, SAIP, februar 2020.

Leegemiddel Styrke Pakningsstgrrelse Pris [DKK] Kilde
300 mg 1 stk. -
Elotuzumab Amgros
400 mg 1 stk. -
1mg 21 stk. _
2mg 21 stk. _
Pomalidomid Amgros
3mg ask
4mg 21 stk. -
1mg 100 stk. [
Dexamethason Amgros
4mg 20 stk -
Bortezomib 3,5mg 1 htgl. - Amgros
Carfilzomib 10 mg 1 stk. _
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30 mg 1 stk. _ Amgros
60 mg 1 stk. -

Sekretariatets vurdering

Sekretariatet vurderer, at doserne er retvisende.

Sekretariatet accepterer ansggers antagelser for la2gemiddelomkostninger.
2.2.2  Hospitalsomkostninger

Ansgger har opdelt monitoreringsomkostninger ud fra, om patienten befinder sig i PFS-
stadie eller PD-stadie, samt hvilken behandling patienten far. | PFS-stadiet er hospitalsom-
kostninger forbundet med administration af laegemidlerne og det antal administrationer,
patienten far ved behandling med laegemidlerne inden for de forskellige behandlingsregi-
mer. Omkostningerne er opgjort ved hjalp af DRG-taksten 17MA98 MC17 2020 for be-
handlingerne EloPomDex, CarDex og PomBorDex. For behandling med PomDex baseres
estimeringen af omkostninger pa Amgros’ udvidede sammenligningsgrundlag til Medicin-
radets behandlingsvejledning for knoglemarvskraeft. Herfra anvendes omkostningerne for-
bundet med behandling med lenalidomid i kombination med dexamethason (LenDex), da
disse laegemidler er orale ligesom PomDex, se Tabel 3.

Tabel 3: Hospitalsomkostninger til monitorering og administration, i PFS-stadiet

Enhedsomkostning Omkostning
anl per maned
Behandling per besgg [DKK]
[DKK]
EloPomDex 4411
CarDex 3.235 21.175 17MA98 Ambulante DRG-
MC17 takser 2020
PomBorDex 11.764
Amgros’ udvi-
dede sammenlig-
PomDex 1.759,25 1.955 - ningsgrundlag for
knoglemarvs-
kreeft

Ansgger antager, at patienter i progression (PD-stadiet) ses hver 14. dag og anvender
samme DRG-takst for besag, se Tabel 4.
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Tabel 4: Hospitalsomkostninger til monitorering og administration, i PD-stadiet

Enhedsomkostning Omkostning Kode
" per maned
pr. besgg [DKK]
[DKK]
Ressourceforbrug for 17MA98
. . 3.235 7.033,24 DRG-takser 2020
patienter | PD-stadie MC17

Sekretariatets vurdering

Der er stor usikkerhed omkring det praecise estimat for ressourceomkostningerne. Det er
pa baggrund af dialog med fagudvalget vurderet, at laagemidler administreret intravengst
er mere ressourcekraevende en subkutan behandling. Elotuzumab og carfilzomib gives in-
travengst og bortezomib gives subkutant, og derfor kan den anvendte DRG-takst vaere
overestimeret for PomBorDex. Sekretariatet udarbejder derfor en felsomhedsanalyse,
hvor hospitalsomkostninger justeres -20 % for PomBorDex.

Sekretariatet accepterer ansggers tilgang, men udarbejder en folsomhedsanalyse pG hos-
pitalsomkostninger, hvor der justeres med -20 % for administrationsomkostningerne for
PomBorDex.

2.2.3  Bivirkningsomkostninger

Ansgger har ikke inkluderet bivirkningsomkostninger, da ansgger vurderer, at der ikke er
forskel pa bivirkningsfrekvensen mellem behandlingerne. Sammenligningen af bivirknin-
ger er desuden vanskelig grundet forskelle i studiepopulationerne.

Sekretariatets vurdering
Sekretariatet accepterer ansagers tilgang.
2.2.4  Patientomkostninger

Patientomkostninger er omkostninger forbundet med den tid, patienterne bruger til at
komme til ambulante besag, og den tid de bruger pa administration af leegemidlerne pa
hospitalet. Patientomkostninger er estimeret pa baggrund af Amgros’ udvidede sammen-
ligningsgrundlag til Medicinradets behandlingsvejledning for knoglemarvskraeft. Patient-
omkostninger er ligesom monitoreringsomkostninger beregnet for bade patienter i be-
handling (PFS) og i progression (PD). Ansgger antager, at patienttiden for behandling med
EloPomDex kan estimeres ud fra patienttiden for behandling med EloLenDex. EloLenDex
er en behandlingskombination, der er beskrevet i det udvidede sammenligningsgrundlag.
Antagelsen baserer sig pa, at bade lenalidomid og pomalidomid er orale lzegemidler, og
omkostninger til behandlingerne er ens. Ansgger antager, at samme antagelse kan benyt-
tes for sammenligningen med PomBorDex, da bade elotuzumab og bortezomib kan gives
intravengst.
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Ansgger antager, at patienttiden for PomDex kan estimeres ud fra patienttiden for Len-
Dex, da alle lzegemidler er orale, og derfor forventes patientens tidsforbrug pa hospitalet
at vaere den samme.

Ansgger antager, at patienttiden for CarDex er den samme som patienttiden for CarlLen-
Dex, som ogsa er beskrevet i det udvidede sammenligningsgrundlag, hvor behandlingen
kun differentierer pa lenalidomid, som er et oralt legemiddel. Ansggers estimerede pati-
enttid for patienter i behandling kan ses i Tabel 5.

Tabel 5: Ansggers estimat af patientomkostninger i PFS-stadiet

Behandling Enhedsomkostning Ombkostning pr. ma- Kilde og antagelse
ned [DKK] ) _
pr. besgg (Udvidede sammenlig-
ningsgrundlag i Medi-
[DKK] ol )
cinradets behandlings-
vejledning for knogle-
marvskraeft)
EloPomDex 769,83 1.049,76 Baseret pa EloLenDex
PomBorDex 769,83 2.799,37 Baseret pa EloLenDex
PomDex 651,75 724,17 Baseret pa LenDex
CarDex 656,42 4.296,55 Baseret pa CarLenDex

Patientomkostninger for PD-stadiet er beregnet pa baggrund af Amgros’ udvidede sam-

menligningsgrundlag for bortezomib i kombination med melphalan og prednisolon (Bor-
MelPred), se Tabel 6.

Tabel 6: Ansggers estimat af patientomkostninger i PD-stadiet

Behandling Enhedsomkostning  Ombkostning pr. maned Kilde og antagelse

[DKK]
pr. besgg (Udvidede sammenlig-

ningsgrundlag i Medicin-
[DKK]

radets behandlingsvej-

ledning for knoglemarvs-
krzeft)

Alle 606,56 1.213,11 Baseret pa BorMelPred

Sekretariatets vurdering

| PFS-stadiet gives Dexamethason i behandlingskombinationen EloPomDex ogsa intrave-
ngst samme dage som elotuzumab gives. Estimeringen af patienttid ved behandling med
EloPomDex kan derfor vaere underestimeret. Sekretariatet udarbejder en folsomhedsana-
lyse pa dette estimat med +50 % pa patienttid.
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Da bortezomib kan gives subkutant og dermed er forbundet med feerre omkostninger end
elotuzumab, kan disse patienttidsomkostninger vaere overestimerede, og sekretariatet fo-
retager en fglsomhedsanalyse pa estimatet for bortezomib pa -50 % pa patienttid.

Patienttiden for PD-stadiet er baseret pa patienttiden for behandling med BorMelPred i
det udvidede sammenligningsgrundlag til Medicinradets behandlingsvejledning for knog-
lemarvskraeft. Sammen med fagudvalget er det vurderet, at patienttiden i PD-stadiet er
hgjere end patienttiden estimeret for BorMelPred. Fagudvalget vurderer, at patienter i
PD-stadiet vil blive set hver 14. dag. Sekretariatet foretager derfor en fglsomhedsanalyse
pa dette estimat pa +50 % pa patienttid. Dette vil kun have betydning for sammenlignin-
gen med PomDex, da patienternes tidsforbrug i PD-stadiet er ens mellem de andre be-
handlinger.

Sekretariatets accepterer ansggers tilgang.

Sekretariatet udarbejder en fglsomhedsanalyse, hvor patienttid i PFS-stadiet for EloPom-
Dex justeres med +50 % pd baggrund af den ekstra tid, patienten observeres i forbindelse
med indgivning af dexamethason. Patienttiden for behandling med PomBorDex justeres
med -50 %, da subkutan bortezomib forventes at blive givet mindre hyppigt end intrave-
ngs elotuzumab.

Sekretariatet udarbejder en fglsomhedsanalyse hvor patienttid i PD-stadiet justeres med
+50 %.

2.2.5  Omkostninger til efterfglgende behandling

Ansgger inkluderer ikke omkostninger til efterfglgende behandlinger, da der er store for-
skelle i, hvilke tidligere behandlinger patienterne har faet inden behandling i 3. linje. Da
disse tidligere behandlinger er afggrende for de efterfglgende valg, er det for usikkert at
estimere de sandsynlige omkostninger til efterfglgende behandling. Ansgger har lavet en
felsomhedsanalyse, hvor de inkluderer omkostninger til efterfglgende behandlinger.

For at estimere omkostninger til efterfglgende behandling har ansgger antaget, at de fle-
ste patienter har modtaget CarDex i 3. linje, og at behandlingsregimer med pomalidomid
anvendes efter CarDex. Behandling efter 3. linje vil afhaenge af tidligere behandlinger, al-
der, respons til tidligere behandlinger, komorbiditeter og patientens praeferencer.
Ansgger antager, at patienter i 4. og 5. linje behandling af knoglemarvskraeft vil blive be-
handlet med behandlingsregimer som BorDex og daratumumab monoterapi.

Ud fra studiet ELOQUENT-3 far 94 % af patienterne i EloPomDex-armen efterfglgende be-
handling og 88 % af patienterne i PomDex armen. Der gzelder samme antagelser for
CarDex og PomBorDex som for EloPomDex.

Det antages i ansggers fglsomhedsanalyse, at 80 % af patienterne far BorDex og 20 %
daratumumab monoterapi i den efterfglgende behandlingslinje, se Tabel 7.
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Tabel 7: Andel af patienter der modtager efterfglgende behandling

Andel af patienter der modtager efterfglgende behandling

EloPomDex PomBorDex PomDex CarDex

BorDex 80 % 80 % 80 % 80 %

Daratumumab mono-
i 20 % 20% 20% 20%
terapi

Den gennemsnitlige behandlingslaengde for efterfglgende behandling antages at vaere
den samme som for PomDex i studiet ELOQUENT-3, da patientpopulationen her har mod-
taget 3 tidligere behandlinger.

| Tabel 8 ses dosis og leegemiddelpriser for efterfelgende behandling.

Tabel 8: Anvendte lazegemiddelpriser, SAIP, februar 2020.

Leegemiddel Styrke Pakningsstgrrelse Pris [DKK] Kilde

Bortezomib 3,5mg 1 htgl. - Amgros

1mg 100 stk. -

Dexamethason Amgros

4mg 10 stk. -
20 mg/ml 5ml -

Daratumumab Amgros

20 mg/ml 20ml [ ]

Sekretariatets vurdering

Sekretariatet er enig med ansoger i, at inkludering af efterfglgende behandling er for usik-
kert. Sekretariatet har efter dialog med fagudvalget vurderet, at den efterfglgende be-
handling, som er valgt i analysen, ikke afspejler den kliniske praksis, og at de fleste patien-
ter vil modtage behandlinger, patienten ikke har modtaget tidligere. Fa vil kunne fa dara-
tumumab monoterapi. Hvis EloPomDex anbefales som mulig standardbehandling til an-
spgte indikation vil dette dog fa betydning for efterfglgende behandling. Umiddelbart in-
troduceres endnu et behandlingsregime til patienter i 3. linjebehandling, men behand-
lingsregimer med pomalidomid kan kun anvendes en gang. Dvs. at EloPomDex, Pom-
BorDex og PomDex ikke kan anvendes efter hinanden. Desuden skal man vaere opmaerk-
som pa, at behandlingsregimer med pomalidomid kan anvendes fgr CarDex og omvendt. |
klinisk praksis vil det have stor betydning at anvende billigste regime forst, da behand-
lingslaengden efter endnu et relaps antages at vaere kortere.



Sekretariatet accepterer ansggers antagelser om, at inkludering af efterfalgende behand-
lingslinjer er for usikkert og inkluderer kun efterfglgende behandling i en fglsomhedsana-
lyse, der ifglge fagudvalget ikke afspejler klinisk praksis.

2.3  Fglsomhedsanalyser

Formalet med fglsomhedsanalyserne er at undersgge usikkerhederne i hovedanalysen.
Ansgger har udarbejdet en raekke fglsomhedsanalyser, hvor betydningen af aendringer i
forskellige vigtige antagelser undersgges. Fglgende fglsomhedsanalyser er udfgrt:

e Inkludering af bivirkninger

e Forskellige tidshorisonter for modellen

e Inkludering af efterfglgende behandling

Sekretariatets vurdering

Sekretariatet mener, at ansggers fglsomhedsanalyser er relevante. Ogsa ansggers fglsom-
hedsanalyse for efterfglgende behandling er relevant, selvom denne ikke afspejler klinisk
praksis. Dette haenger sammen med, at patienter stadig vil modtage efterfglgende be-
handling, og det er derfor kun typen af behandling, der er usikker. Fagudvalget har vurde-
ret, at der er stor usikkerhed omkring tidshorisonten og derfor praesenteres en kortere
tidshorisont.

Sekretariatet veelger kun at praesentere fglgende falsomhedsanalyser::

e Inkludering af efterfglgende behandling

*  Tidshorisont pd fem Gr for modellen

e /ndring af hospitalsomkostningerne for behandlingerne med PomBorDex -20 %.

e /Andring pé patientomkostningerne for behandlingerne med EloPomDex +50 %, Pom-
BorDex -50 % i PFS-stadiet og patientomkostningerne i PD-stadiet med +50 %.

Sekretariatet praesenterer ikke fglsomhedsanalyserne med bivirkninger.
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2.4  Opsummering af basisantagelser

| Tabel 9 opsummeres basisantagelserne for ansggers hovedanalyse sammenlignet med

de andringer, som Sekretariatet har lavet i egen hovedanalyse.

Tabel 9: Basisantagelser for ansggers og Sekretariatets hovedanalyse.

Basisantagelser

Ansgger

Sekretariatet

Komparator PomDex PomDex
CarDex CarDex
PomBorDex PomBorDex
Modeltype Partitioned survival model Partitioned survival model
Tidshorisont 104ar 8ar
Diskonteringsrate 1% 4%

Inkluderede omkostninger

Leegemiddelomkostning
Hospitalsomkostning

Patientomkostning

Leegemiddelomkostning
Hospitalsomkostning

Patientomkostning

Behandlingslaengde

16,3 maneder
(EloPomDex, PomBorDex,
CarDex)

7,8 maneder

16,3 maneder
(EloPomDex, PomBorDex,
CarDex)

7,8 maneder

(PomDex) (PomDex)
Dosering Som angivet i SPC Som angivet i SPC
Effektmal PFS PFS

Handtering af usikkerhed One-way fglsomhedsanalyse One-way fglsomhedsanalyse

Monitoreringsomkostninger  DRG-takst 2020 DRG-takst 2020
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3. Resultater

3.1 Resultatet af sekretariatets hovedanalyse

Sekretariatets hovedanalyse bygger pa samme antagelser som ansggers hovedanalyse,
men med folgende justeringer:

e Tidshorisont pa otte ar

Sekretariatets hovedanalyse viser, at de inkrementelle omkostninger pr. patient bliver ca.
- DKK sammenlignet med PomDex, ca. - DKK sammenlignet med
PomBorDex, og ca. - DKK sammenlignet med CarDex, over en tidshorisont pa
otte ar. Udfegres analysen med AIP bliver den inkrementelle omkostning pr. patient ca. 1,3
mio. DKK, ca. 250.000 DKK, og ca. -220.000 DKK for sammenligningen mellem hhv. Pom-
Dex, PomBorDex og CarDex.

Resultaterne fra Sekretariats hovedanalyse praesenteres i Tabel 10.

Tabel 10: Resultatet af Medicinradets sekretariats hovedanalyse, DKK, diskonterede tal.

[DKK] EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger I e e ]

Hospitalsomkostninger 237.481 500.713 141.295 352.933

Patientomkostninger 45.498 96.482 27.369 72.972

Totale omkostninger I I B e
Inkrementelle omkostninger I _ - -

3.1.1 Resultatet af sekretariatets folsomhedsanalyser

Ved samme antagelser som i sekretariatets hovedanalyse, har sekretariatet udfert fol-
gende fglsomhedsanalyser:

Tidshorisont pa fem ar
e Efterfelgende behandling inkluderet
Justeret hospitalsomkostninger for PomBorDex
e  Justeret patientomkostninger for EloPomDex, PomBorDex og PD-stadiet

Folsomhedsanalyserne har lille betydning for analysens resultat.

Resultatet af falsomhedsanalysen med efterfolgende behandling viser, at inddragelse af
efterfplgende behandlinger har lille betydning for analysens resultat. Dette kan dog
hange sammen med ans@gers antagelser om, hvilke laegemidler der udger efterfolgende
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behandling. Det har stor betydning for eventuelle meromkostninger eller besparelser hvil-
ken behandlingsraekke, der vaelges i klinisk praksis. Anvendelse af billigste behandlingsre-
gime forst vil resultere i mindre inkrementelle omkostninger pr. patient, da behandlings-
lngden sandsynligt vil veere kortere, jo flere relaps patienten har oplevet. Desuden vil
pomalidomidholdige kombinationer kun kunne anvendes én gang. Efterfelgende behand-
ling i dansk klinisk praksis vurderes ud fra en individuel vurdering af patientens tidligere
behandlinger, komorbiditeter, patientpraeferencer og tidligere bivirkninger og er derfor

for usikker til at kunne estimeres.

Tabel 11: Resultatet af Sekretariatets fglsomhedsanalyse med en tidshorisont pa 5 ar

EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger I N N I

Hospitalsomkostninger 193.611 451.925 127.648 306.907

Patientomkostninger 37.846 87.878 25.014 64.807

Totale omkostninger

Inkrementelle omkostninger

Tabel 12: Resultatet af Sekretariatets fglsomhedsanalyse med efterfglgende behandling

EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger _ _

Hospitalsomkostninger 237.481 500.713 141.295 352.933

Patientomkostninger 45.498 96.482 27.369 72.972

Totale omkostninger I N
Inkrementelle omkostninger I -
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Tabel 13:Resultatet af Sekretariatets folsomhedsanalyse med justering af hospitalsomkostninger

EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger _ _

Hospitalsomkostninger 237.481 500.713 141.295 315.989

Patientomkostninger 45.498 96.482 27.369 72.972

Totale omkostninger _ _ -
I

Inkrementelle omkostninger I

Tabel 14: Resultatet af Sekretariatets felsomhedsanalyse med justering af patienttidsomkostnin-

ger

EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger _ _ -

Hospitalsomkostninger 237.481 500.713 141.295 352.933

Patientomkostninger 68.246 110.988 38.249 65.499

Totale omkostninger B B BN S

Inkrementelle omkostninger i I BN
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4. Budgetkonsekvenser

Budgetkonsekvenserne pr. ar er baseret pa antagelsen om, at EloPomDex vil blive anbefa-
let som standardbehandling. Man ser derfor pa to scenarier:

®  EloPomDex bliver anbefalet som standardbehandling af Medicinradet til indikati-
onen, som denne analyse omhandler
e EloPomDex bliver ikke anbefalet som standardbehandling

Budgetkonsekvenserne bliver differencen mellem budgetkonsekvenserne i de to scena-

rier.

4.1 Ansggers budgetkonsekvensanalyse

4.1.1 Ansggers estimat af patientantal og markedsandel

Ansgger estimerer et samlet patientantal pa 200 patienter arligt, baseret pa Medicinra-
dets protokol for vurdering af EloPomDex til naevnte indikation.

Ansgger antager, at hvis EloPomDex anbefales, vil behandlingen, i ar 1, opna en markeds-
andel pa 60 % af den markedsandel, PomDex har i dag, stigende til 90 % ar 5.

Ansgger antager endvidere, at en anbefaling vil betyde, at EloPomDex vil opna 11,5 % i ar
1 stigende til 20 % i ar 5 af den markedsandel, som hhv. PomBorDex og CarDex har i dag.

Tabel 15 viser ansggers estimat for det arlige nye patientantal.

Tabel 15: Ansggers estimat af antal nye patienter pr. ar.

Anbefales

Ar1 Ar2 Ar3 Ar4 Ars
EloPomDex 28 38 47 47 47
PomDex 4 2 1 1 1
CarDex 84 80 76 76 76
PomBorDex 84 80 76 76 76

Ar1 Ar2 Ar3 Ara Ars
EloPomDex 0 0 0 0 0
PomDex 10 10 10 10 10
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CarDex 95 95 95 95 95

PomBorDex 95 95 95 95 95

Sekretariatets vurdering

Ansgger har inkluderet samme omkostninger, som indgar i deres hovedanalyse inkl. om-
kostninger til patienttid, men uden diskontering. Sekretariatet anvender sin egen hoved-
analyse til beregning af budgetkonsekvenserne men inkluderer ikke patienttidsomkostnin-
ger.

Sekretariatet anvender fagudvalgets antagelse om at EloPomDex vil erstatte 80 % af be-
handlingerne med PomDex, 90 % af PomBorDex og 10 % af CarDex, og disse estimater an-
vendes i sekretariatets hovedanalyse for budgetkonsekvenserne for alle fem ar.

Sekretariatet udfgrer egen budgetkonsekvensanalyse, hvor omkostninger er baseret pg se-
kretariatets hovedanalyse og hvor markedsandelen aéendres til estimaterne baseret pé fag-
udvalget for knoglemarvskreeft.

4.2  Sekretariatets budgetkonsekvensanalyse

Sekretariatet har i sin budgetkonsekvensanalyse korrigeret ansggers estimater for mar-
kedsoptag. Med udgangspunkt i fagudvalgets forventninger anvendes fglgende estimater
for markedsoptaget for EloPomDex:

e Markedsandel 10 % af CarDex populationen
e Markedsandel 80 % af PomDex populationen
e  Markedsandel 90 % af PomBorDex population

Beregningen af budgetkonsekvenser tager udgangspunkt i de omkostninger, der i dag er
forbundet med behandling af det antal patienter, som jf. Tabel 15 behandles med hhv.
CarDex, PomDex og PomBorDex sammenlignet med omkostningerne til behandling af
samme antal patienter, hvor EloPomDex har overtaget den angivne markedsandel fra de
pagaldende lzegemidler. Medicinradets sekretariat estimerer, at en anbefaling af EloPom-
Dex vil resultere i budgetkonsekvenser pa ca. _ DKK i ar 5iforhold til de omkost-
ninger, der i dag er forbundet med behandling med CarDex, ca. - DKK i forhold til
PomDex og ca. _ DKK i forhold til PomBorDex. Resultatet er praesenteret i Tabel
16, Tabel 17 og Tabel 18. Samlet vil en anbefaling af EloPomDex resultere i budgetkonse-
kvenser pd _ DKK i dr 5.

Hvis analysen udfgres med AIP, bliver budgetkonsekvenserne ca. -1,6 mio. DKK, ca. 10,4
mio. DKK og ca. 24,1 mio. DKK i ar 5 sammenlignet med det nuvaerende forbrug af hhv.

CarDex, PomDex og PomBorDex.
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Tabel 16: Sekretariatets analyse af totale budgetkonsekvenser for EloPomDex over for CarDex, mio.

DKK, ikke-diskonterede tal.

Anbefales

L | . | |
Anbefales ikke N | . | |
I | L L L

Totale budgetkonse-
kvenser

Tabel 17: Sekretariatets analyse af totale budgetkonsekvenser for EloPomDex over for PomDex,

mio. DKK, ikke-diskonterede tal.

Anbefales

L L L L L
Anbefales ikke - - - - -
L L L - L

Totale budgetkonse-
kvenser

Tabel 18: Sekretariatets analyse af totale budgetkonsekvenser for EloPomDex over for PomBorDex,

mio. DKK, ikke-diskonterede tal.

Anbefales

Anbefales ikke

Totale budgetkonse-
kvenser
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5. Diskussion

Behandling med EloPomDex er forbundet med betydelige inkrementelle besparelser
sammenlignet CarDex, og meget hgje inkrementelle meromkostninger sammenlignet med
PomDex og PomBorDex. De inkrementelle omkostninger er naesten udelukkende drevet af
legemiddelomkostningerne for de forskellige behandlinger.

5.1 Usikkerheder

Der er stor usikkerhed omkring efterfglgende behandling, da patienter i denne fase af
sygdommen allerede har vaeret udsat for adskillige behandlingsregimer. Bade
forudgaende behandlinger og efterfglgende behandlinger er afhaengig af patientens
komorbiditet, preeferencer, tidligere bivirkninger og refraktaeritet, og der er derfor ikke ét
bestemt behandlingsregime fgr og efter progression ved 2. og/eller 3. relaps. Ansgger har
indsendt en fglsomhedsanalyse, der afspejler efterfglgende behandling, da mange
patienter vil modtage et behandlingsregime efterfglgende. Det ser ikke ud til, at
inddragelse af efterfglgende behandling har nogen saerlig betydning for resultatet. Dette
kan dog haenge sammen med, at de valgte leegemidler til efterfglgende behandling ikke er
i overensstemmelse med dansk klinisk praksis. Det har stor betydning for eventuelle
meromkostninger eller besparelser hvilken behandlingsraekkefglge, der vaelges i klinisk
praksis. Anvendelse af billigste behandlingsregime fgrst vil resultere i mindre
inkrementelle omkostninger pr. patient, da behandlingsleengden sandsynligt vil veere
kortere, jo flere relaps patienten har oplevet. Desuden vil pomalidomidholdige
kombinationer kun kunne anvendes én gang. Efterfglgende behandling i dansk klinisk
praksis vurderes ud fra en individuel vurdering af patientens tidligere behandlinger,
komorbiditeter, patientpraeferencer og tidligere bivirkninger og er derfor for usikker til at
kunne estimeres.

Der er usikkerhed omkring tidshorisonten for behandlingerne, da de ekstrapolerede
kurver fra studiedata kan veere overestimerede sammenlignet med den danske kliniske
praksis. Fagudvalget har ikke viden om den ngjagtige relevante tidshorisont pa baggrund
af studiedata, men forventer at forskel i omkostninger mellem behandlingerne vil ligge
med en tidshorisont pa fem til otte ar. Tidshorisonten har lille betydning for analysens
resultat.

Estimaterne for hospitalsomkostninger og patienttid er meget usikre, og der er bade
anvendt mikroomkostninger og DRG-takster for estimering af ressourcer.
Hospitalsomkostninger har betydning for de inkrementelle omkostninger i
sammenligningen med PomBorDex og patienttidsomkostningerne har en lille betydelig
forskel i inkrementelle omkostninger i sammenligningen med bade CarDex, PomDex og
PomBorDex.
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7. Bilag

7.1 Resultatet af ansggers hovedanalyse

Ansgger estimerer i analysen de inkrementelle omkostninger pr. patient for EloPomDex

sammenlignet med CarDex, PomDex og PomBorDex.

Tabel 19: Resultatet af ansggers hovedanalyse, DKK, diskonterede tal.

EloPomDex CarDex PomDex PomBorDex

Leegemiddelomkostninger I EE EE e

Hospitalsomkostninger 252.178 515.828 144.026 367.814

Patientomkostninger 48.040 99.105 27.840 75.557

Totale omkostninger I I .
Inkrementelle omkostringer 1 I .

7.2  Resultatet af ansggers budgetkonsekvensanalyse

I nedenstaende tabeller ses ansggers resultat af budgetkonsekvensanalysen.

Tabel 20: Ansgger analyse af totale budgetkonsekvenser for EloPomDex over for CarDex, mio. DKK,

ikke-diskonterede tal.

Anbefales

Anbefales ikke

| | |

] | |

Totale budgetkonse- - - -
kvenser

Tabel 21: Ansggers analyse af totale budgetkonsekvenser for EloPomDex over for PomDex, mio.

DKK, ikke-diskonterede tal.




Anbefales - - - - -
Anbefales ikke - - - - -
(| (| (| [

Totale budgetkonse- -
kvenser

Tabel 22: Ansggers analyse af totale budgetkonsekvenser for EloPomDex over for PomBorDex, mio.
DKK, ikke-diskonterede tal.
Ar1 Ar2 Ar3 Ara Ars

Anbefales

| | [ ] [ [
Anbefales ikke [ [ [ I |
Totale budgetkonse- . - - - -
kvenser
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Forhandlingsnotat

Dato for behandling i 13.05.2020
Medicinradet

Leverandgr BMS

Leegemiddel Elotuzumab (Empliciti) i komb. med pomalidomid og dexamethason
(EloPomDex)

EMA-indikation Patienter med knoglemarvskraeft, der har modtaget mindst to
tidligere behandlinger (dvs. passer i behandlingsvejledningen for
behandling ved 2. relaps)

Forhandlingsresultat

Amgros har opnaet fglgende pris pa elotuzumab (Empliciti). Prisen er betinget af, at Medicinradet anbefaler
EloPomDex som mulig standardbehandling:

Styrke/dosis Pakningsstg@rrelse AIP Gzldende Ny SAIP Rabatprocent
SAIP ift. AIP

Leegemiddel

Empliciti 300 mg 7.289,19

Empliciti 400 mg 1 stk. 97132 1 TR BB

Elotuzumab er en del af et eksisterende udbud med udlgb d. 31.12.2020. Det nuveerende udbud indeholder
muligheden for at &endre priser ved brug af en indbygget prisreguleringsmekanisme. Amgros har igangsat

denne prisreguleringsmekanisme, sa det er muligt for alle leverandgrer i udbuddet at tilbyde en ny og lavere
pris med frist den 29.05.2020.
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Det er kun prisen pa elotuzumab der vises, da hverken pomalidomid eller dexamethason har vaeret en del af
prisforhandlingerne.

Vurdering af forhandlingsresultatet

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

e |everandgren vurderer, at EloPomDex er klinisk ligevaerdigt med carfilzomib+dexamethason
(CarDex), hvor de er billigere, og at de har bedre data vedr. bivirkninger sammenlignet med
pomalidomid +bortezomib+dexamethason (PomBorDex), samt har bedre effekt end
pomalidomid+dexamethason (PomDex).

Konklusion

Amgros vurderer, at vi har opnaet en pris, der kan skabe mere konkurrence, da de er billigere end CarDex
Y <05 konklusion er, at man kun
vil opna mere sundhed for pengene ved at anbefale EloPomDex, hvis det bruges i stedet for CarDex, da
EloPomDex er et billigere behandlingsalternativ end CarDex. EloPomDex er en markant dyrere behandling
end bade PomBorDex og PomDex

Relation til markedet

Elotuzomab bruges allerede i dag i behandlingen af knoglemarvskraeft,

2/2
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Medicinradet
Dampfargevej 27-29, 3.th.
2100 Kgbenhavn @

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

Sagsbehandler:
Karen Kleberg Hansen

Ang. Hgring vedr. vurdering af vedrgrende elotuzumab i kombination med pomalidomid og
dexamethason til behandling af patienter med knoglemarvskreft der tidligere har modtaget mindst to
behandlinger

Ansgger meddeler, at de ikke indsender hgringssvar.
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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 vurderingsrapporten

Vurderingsrapporten indeholder Medicinradets vurdering af, hvilken veerdi lzegemidlet har for patienten i forhold til
nuveerende standardbehandling.

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

Laegemidlet er vurderet efter Handbog for Medicinradets proces og metode vedr. nye leegemidler og
indikationsudvidelser.

Godkendt af Medicinradet 18. marts 2020
Dokumentnummer: 72542
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 Medicinradets konklusion

Medicinradet vurderer, at EloPomDex har en merveerdi af ukendt stgrrelse sammenlignet med PomDex.
Evidensens kvalitet vurderes at veere meget lav.

Den samlede vardi kan ikke kategoriseres sammenlignet med PomBorDex. Medicinradet vurderer, at
EloPomDex ikke er et darligere behandlingsalternativ end PomBorDex, hvad angar effekt.
Bivirkningsprofilen er muligvis lettere.

Den samlede vardi kan ikke kategoriseres sammenlignet med CarDex. Medicinradet vurderer, at
EloPomDex ikke er darligere end CarDex, hvad angar effekt og bivirkninger.

Medicinradet kategoriserer legemidlers veerdi i en af falgende kategorier:

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

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

« Lille mervzerdi: 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.

» Mervardi af ukendt storrelse: Der er pavist en forbedring i forhold til geldende standardbehandling, men
starrelsen af forbedring kan ikke bestemmes. Laegemidlets mervaerdi er som minimum lille, men kunne ogsa vare
moderat eller stor.

* Ingen dokumenteret mervzerdi: Der er ikke pavist en merverdi i forhold til geeldende standardbehandling.
Omvendt tyder den tilgeengelige evidens heller ikke pa, at der er en negativ vardi.

« Negativ vaerdi: Der er pavist en negativ verdi i forhold til gaeldende standardbehandling.

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

Medicinradet vurderer kvaliteten af de data, der ligger til grund for vurderingen af l&egemidlet (evidensens
kvalitet) i en af falgende GRADE-kategorier:

 Hgj: Nye studier vil med meget lav sandsynlighed a&ndre konklusionen.
» Moderat: Nye studier vil med lav sandsynlighed &ndre konklusionen.
e 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

Bor:
CAR:
Cl:

Dex:
Elo:
EMA:
EORTC-

QLQ-C30:

GRADE:

HDT/STS:

HR:
V.
Len:
NK:
OR:
Pom:
RR:
s.C.

SLAMFT:

Bortezomib
Carfilzomib
Konfidensinterval
Dexamethason
Elotuzumab

European Medicines Agency

European Organisation for Research and Treatment Quality of Life Questionnaire — Cancer
(30 items)

System til vurdering af evidens (Grading of Recommendations Assessment, Development and
Evaluation)

Hgjdosiskemoterapi med stamcellestgtte
Hazard ratio

Intravengs

Lenalidomid

Natural killer

Odds ratio

Pomalidomid

Relativ risiko

Subkutan

Signaling lymphocytic activation molecule family member 7 (et protein)
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3 Introduktion

Formalet med Medicinradets vurdering af elotuzumab i kombination med pomalidomid og dexamethason
(EloPomDex) til behandling af patienter med knoglemarvskreeft, der tidligere har modtaget mindst to
behandlinger, er at vurdere den veerdi, behandlingen har sammenlignet med dansk standardbehandling.

Vurderingen er udarbejdet, fordi Medicinradet har modtaget en endelig ansggning fra Bristol-Myers Squibb.
Vi modtog ansggningen den 5. februar 2020.

Det kliniske spargsmal er:

Hvad er vardien af elotuzumab i kombination med pomalidomid og dexamethason sammenlignet med
eksisterende standardbehandling til behandling af patienter med knoglemarvskreft, som tidligere har
modtaget mindst to behandlinger inklusive lenalidomid og en proteasomhammer, og som har haft
progression pa den seneste behandlingslinje?

Vurderingen inkluderer fglgende tre komparatorer;

e pomalidomid i kombination med dexamethason (PomDex)
e pomalidomid i kombination med bortezomib og dexamethason (PomBorDex)
o carfilzomib i kombination med dexamethason (CarDex)

3.1 Knoglemarvskraeft

Knoglemarvskraft (myelomatose) er en uhelbredelig, livstruende og livsforkortende, men
behandlingsfalsom haeematologisk kreeftsygdom. Sygdommen skyldes, at én type af hvide blodlegemer
(plasmaceller) i knoglemarven &ndrer karakter og herved bliver ondartede. Patienten kan pa grund af nedsat
funktion af knoglemarven opleve symptomer pa svaekket immunforsvar som infektioner og pa blodmangel,
som medfarer, at patienten oplever bl.a. treethed og andengd. Z£ndringerne i knoglemarven fremmer
aktiviteten af celler, som nedbryder knoglerne og reducerer aktiviteten af de celler, som opbygger
knogleveev. Derfor nedbrydes knoglerne, og patienten far gget risiko for knoglebrud, oplever knoglesmerter
og far forhgjet kalk i blodet. Hos starstedelen af patienter med myelomatose kan der pavises et protein i blod
og urin, som kaldes M-komponent. M-komponenten dannes af de maligne plasmaceller og er et
ikkefunktionelt immunglobulin eller dele heraf. Hos nogle patienter vil M-komponenten give anledning til
nyreskader eller egentligt nyresvigt [1].

Knoglemarvskreft er den nasthyppigste haeematologiske kraeftsygdom i Danmark, hvor i alt ca. 2.300
patienter anslas at leve med sygdommen [2]. Der diagnosticeres ca. 380 behandlingskraevende patienter om
aret i Danmark, og medianalder ved diagnose er ca. 71 ar [3].

Patienter med god almentilstand, uden betydende komorbiditet og som er yngre end ca.70 ar, behandles med
hgjdosiskemoterapi med stamcellestgtte (HDT/STS) som primerbehandling. Patienter, som modtager denne
behandling, har en vaesentlig bedre prognose end de, der ikke er kandidater til behandlingen. Halvdelen af de
patienter, der behandles med HDT/STS, er fortsat i live efter ca. 7 ar (den mediane overlevelse), mens
patienter, der ikke er kandidater til HDT/STS, har en medianoverlevelse pa ca. 3 ar [4]. Denne gruppe
omfatter iser de &ldste patienter. Uafhaengigt af hvilken primarbehandling patienten modtager, vil en lille
andel af patienterne ikke respondere (vere refraktere) pa primeerbehandling, og alle patienterne vil pa et
tidspunkt f& et behandlingskravende tilbagefald (relaps). Arligt vil ca. 380 myelomatosepatienter modtage
primarbehandling, heraf vil 320 pa et tidspunkt fa relaps og modtage farste relapsbehandling [3].
Fagudvalget vurderer, at ca. 200 vil fa relaps igen og modtage anden relapsbehandling. Patientgruppen er
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heterogen i forhold til komorbiditet og respons pa tidligere behandlinger, og prognosen afhaenger bl.a. af
disse faktorer. Den mediane overlevelse for patienter, der er refraktere overfor det immunmodulerende stof
lenalidomid og bortezomib, som er en proteasomhaemmer, er i et studie fra 2012 angivet at veere ca. 9
maneder [5]. Med nyere behandlingsmuligheder vurderer fagudvalget, at overlevelsen er forbedret og ma
ligge teettere pa den mediane overlevelse pa ca. 17 maneder i studiet, der danner grundlag for denne
vurdering af EloPomDex [6]. | den danske population vil den forventes lidt lavere, da den indeholder flere
patienter med hgj alder og komorbiditet.

3.2 Elotuzumab

Elotuzumab er et kendt leegemiddel til behandling af knoglemarvskraft, hvor det i kombination med
lenalidomid og dexamethason er godkendt til patienter, der har modtaget mindst én tidligere behandling. |
Medicinradets behandlingsvejledning anbefales denne behandlingskombination (EloLenDex) til behandling
af patienter ved farste relaps, hvor anvendelse af daratumumab er kontraindiceret.

Elotuzumab er et monoklonalt antistof, der binder sig til proteinet signaling lymphocytic activation molecule
family member 7 (SLAMF7). SLAMF7 er udtrykt pa knoglemarvskraftceller og natural killer (NK)-celler.
Aktivering af NK-celler sker ved binding af SLAMF7. De aktiverede NK-celler medfgrer apoptose
(programmeret celledgd) af omkringliggende knoglemarvskraftceller [6].

I den ansggte behandlingskombination er elotuzumab kombineret med pomalidomid og dexamethason
(EloPomDex). Kombinationen har markedsfaringstilladelse til patienter med relaps eller
behandlingsrefrakteer knoglemarvskraft, som tidligere har modtaget mindst to tidligere behandlinger,
inklusive lenalidomid og en proteasomhammer (bortezomib, ixazomib eller carfilzomib). EloPomDex er
vurderet i en accelereret proces hos EMA. Til denne indikation skal EloPomDex doseres som fglger:

| serier a 28 dage til progression:

e Elotuzumab 10 mg/kg i.v. pa dag 1, 8, 15 og 22 i serie 1-2. Efterfglgende serier: 20 mg/kg pa dag 1.
e Pomalidomid 4 mg p.o. pa dag 1-21.
e Dexamethason:
o <75ar:28mgp.o.padag 1,8, 15 0g 22 i serie 1-2. Efterfglgende serier: 28 mg pa dag 1 og
40 mg pa dag 8, 15, og 22.
o >75ar:8mgp.o.padag 1,8, 1509 22 iserie 1-2. Efterfalgende serier: 8 mg pa dag 1 og 20
mg pa dag 8, 15, og 22.
o Herudover: 8 mgi.v. pd dag 1, 8, 15 og 22 i serie 1-2. Efterfalgende serier: 8 mg i.v. pa dag 1.

3.3 Nuvearende behandling

Behandlingen ved relaps af knoglemarvskreeft er medicinsk. Behandlingen er oftest en kombination af flere
leegemidler, som angriber kraftcellerne pa forskellige mader [7]. Behandlingen er ikke kurativ, sa ud over
forleenget overlevelse er malet med behandlingen at give patienterne laengst mulige perioder med lav
sygdomsbyrde og bedst mulig livskvalitet.

I henhold til Medicinradets behandlingsvejledning vedr. knoglemarvskreaeft vil behandlingsvalget til ferste
relaps typisk veere kombinationen DaralL.enDex (daratumumab, lenalidomid og dexamethason) eller
DaraBorDex (daratumumab, bortezomib og dexamethason). Alternativt trestofkombinationerne, EloLenDex
(elotuzumab, lenalidomid og dexamethason), CarLenDex (carfilzomib, lenalidomid og dexamethason) eller
IxaLenDex (ixazomib, lenalidomid og dexamethason). Ved andet behandlingskraevende relaps, dvs. nar
patienten har modtaget mindst to tidligere behandlinger, vil behandlingsvalget typisk veere CarDex
(carfilzomib og dexamethason), PomBorDex (pomalidomid, bortezomib og dexamethason) eller PomDex
(pomalidomid og dexamethason).
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Behandlingsvalget foretages i samrad mellem leege og patient under hensyntagen til effekt af tidligere
behandling, bivirkninger til tidligere behandlinger, alment funktionsniveau (performance status),
komorbiditet og patientpraeferencer, herunder antallet af behandlingsfremmader. Der tages ogsa hensyn til
eventuel manglende respons overfor leegemidler, der er indgaet i tidligere behandlinger. | henhold til
Medicinradets behandlingsvejledning bar et leegemiddel ikke bruges ved fremtidige behandlinger, hvis en
patient er behandlingsrefrakteer overfor leegemidlet givet i fuld dosering.

4 Metode

Medicinradets protokol for vurdering af elotuzumab i kombination med pomalidomid og dexamethason
beskriver sammen med Handbog for Medicinradets proces og metode vedr. nye leegemidler og
indikationsudvidelser, hvordan vi vil vurdere legemidlets vaerdi for patienterne.

Det kliniske spargsmal er:

Hvad er vardien af elotuzumab i kombination med pomalidomid og dexamethason sammenlignet med
eksisterende standardbehandling til behandling af patienter med knoglemarvskraft, som tidligere har
modtaget mindst to behandlinger inklusive lenalidomid og en proteasomhammer, og som har haft

progression pa den seneste behandlingslinje?

Vurderingen inkluderer fglgende effektmal (tabel 1), som er beskrevet neermere i protokollen.

Tabel 1: Oversigt over valgte effektmal. For hvert effektmal er angivet deres vigtighed. For kritiske og vigtige effektmal er
desuden angivet den mindste klinisk relevante forskel samt indplacering i de fire effektmalsgrupper (overlevelse, alvorlige
symptomer og bivirkninger, livskvalitet og ikkealvorlige symptomer og bivirkninger).

Effektmal* Vigtighed | Effektmalsgruppe Maleenhed Mindste klinisk
relevante forskelle
(absolutte veerdier)
Kritisk Dgdelighed Median overlevelse 3 mdr.
Samlet overlevelse Livskvalitet, alvorlige
Vigtigt symptomer og Median PFS 3 mdr.
bivirkninger*
Livskvalitet, alvorlige Andel der ophgrer Forskel pa 10 %-point
Kritisk symptomer og behandling pga. mellem grupperne
Behandlingsophar/ bivirkninger ugnskede handelser
bivirkninger Livskvalitet, alvorlige
Vigtigt symptomer og Kvalitativ gennemgang -
bivirkninger
Livskvalitet, alvorlige Antal points &ndring Forskel pa 10 point
Livskvalitet Vigtigt symptomer og over tid malt med mellem grupperne
bivirkninger EORTC QLQC30

* Da PFS er et sammensat effektmal, som indeholder bade progression og dgd, anvendes vaesentlighedskriterierne for

effektmalsgruppen Livskvalitet, alvorlige symptomer og bivirkninger.
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5 Resultater

5.1 Hvad er veerdien af Elotuzumab i kombination med pomalidomid og
dexamethason?

5.1.1 Litteratur

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

Ansgger har foretaget litteratursagning i overensstemmelse med protokollen og identificeret syv publicerede
artikler med data fra i alt tre studier. De inkluderede studier fremgér af tabel 2. Sammen med EPAR’ene for
elotuzumab (Empliciti), pomalidomid (Imnovid) og carfilzomib (Kyprolis) vil de tre studier danne grundlag

for Medicinradets vurdering.

Tabel 2: Oversigt over inkluderede artikler

. Forfatter og - Studienavn
Titel publikationsar Intervention | Komparator (NCT-nummer)
Elotuzumab plus Pomalidomide and Dimopoulos et al. EloPomDex | PomDex ELOQUENT-3
Dexamethasone for Multiple Myeloma. NEJM, 2018. [6] (NCT02654132)
Carfilzomib and dexamethasone versus bortezomib | Dimopoulos et al.
and dexamethasone for patients with relapsed or Lancet
refractory multiple myeloma (ENDEAVOR): a Oncol., 2016. [8]
randomised, phase 3, open label, multicentre study
Carfilzomib or bortezomib in relapsed or Dimopoulos et al.
refractory multiple myeloma (ENDEAVOR): an Lancet Oncol.,
interim overall survival analysis of an open-label, 2017. 9]
randomised, phase 3 trial.

Impact of prior treatment on patients with relapsed | Moreau et al.,
multiple myeloma treated with carfilzomib and Leukemia, 2017. ENDEAVOR
dexamethasone vs bortezomib and dexamethasone | [10] CarDex BorDex (NCT01568866)
in the phase 3 ENDEAVOR study.
Carfilzomib-Dexamethasone vs Bortezomib- Orlowski et al.,
Dexamethasone in Relapsed or Refractory Multiple | Clinical Lymphoma
Myeloma: Updated Overall Survival, Safety, and Myeloma and
Subgroups. Leukemia. 2019.
[11]
Health-related quality of life in the ENDEAVOR .
study: Carfilzomib dexamethasone vs bortezomib Ludwig et al.,
dexamethasone in relapsed/refractory multiple Blood
myeloma Cancer J. 2019. [12]
Pomalidomide, bortezomib, and dexamethasone for
patients with relapsed or refractory multiple Richardson et al., OPTIMISMM
myeloma previously treated with lenalidomide Lancet PomBorDex | BorDex (NCT01734928)
(OPTIMISMM): a randomised, open-label, phase 3 | Oncol., 2019. [13]
trial.

5.1.2 Databehandling og analyse

Nedenfor beskriver vi ansggers datagrundlag, databehandling og analyse for hvert effektmal.

Ansgger baserer deres ansggning pa data fra tre studier. Det ene studie (ELOQUENT-3) er en direkte
sammenligning mellem EloPomDex og den ene komparator PomDex. De to andre studier ssmmenligner
bortezomib og dexamethason med henholdsvis PomBorDex (OPTIMISMM) og CarDex (ENDEAVOR).

Studierne gennemgas enkeltvis nedenfor.
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For den direkte sammenligning mellem EloPomDex og den ene komparator PomDex (ELOQUENT-3) er der
direkte sammenlignende analyser for effektmalene overlevelse, PFS og behandlingsophgr grundet
bivirkninger. Ansgger har beregnet den absolutte forskel i medianoverlevelse og PFS ud fra HR som angivet
i metodehandbogen. Der er uoverensstemmelse mellem de observerede absolutte forskelle mellem
studiearmene i studiet og de forskelle, der er beregnet ud fra de relative forskelle, hvilket skyldes at data
stammer fra ét studie. Medicinradet baserer vurderingen pa de observerede forskelle, hvor det er muligt og
anvender ikke de beregnede forskelle i vurderingen. For effektmalene kvalitativ gennemgang af bivirkninger
og livskvalitet er ssmmenligningen mellem EloPomDex og PomDex narrativ.

For de gvrige komparatorer findes der ikke studier med en direkte sammenligning eller studier med en faelles
komparator, der tillader en indirekte sammenligning. Derfor er vurderingen baseret pa narrative
sammenligninger mellem EloPomDex og de gvrige komparatorer ud fra data i studierne ENDEAVOR og
OPTIMISMM.

Studiekarakteristik og baselinekarakteristik for de tre studier er opsummeret i tabel 3 og 4.

Tabel 3: Studiekarakteristik for de tre inkluderede studier

ELOQUENT-3 OPTIMISMM ENDEAVOR
Studiedesign Fase 2, randomiseret, Fase 3, randomiseret, Fase 3, randomiseret,
ublindet ublindet. ublindet
Start Marts 2016 Januar 2013 Juni 2012
Slut December 2020 Maj 2022 Februar 2018
Intervention (antal pt.) EloPomDex (60) PomBorDex (281) CarDex (464)
Komparator (antal pt.) PomDex (57) BorDex (278) BorDex (465)
Population > 2 tidligere behandlinger > 1 tidligere behandlinger 1-3 tidligere behandlinger
Stratificering e Antal tidligere e Antal tidligere e Antal tidligere
behandlinger behandlinger behandlinger
* ISS sygdomsstadie o Alder o ISS sygdomsstadie
e B2-microglubolin- o Tidligere Pl-behandling
koncentration ved o |v. ellers.c. adm. af
screening bortezomib
Primaert endepunkt PFS PFS PFS
Sekundare endepunkter 0S, ORR 0S, ORR, sikkerhed 0S, ORR, responsvarighed,

andel af patienter med 2
grad 2 perifer neuropati,

sikkerhed
Eksplorative endepunkter Tid til respons, Livskvalitet Livskvalitet
responsvarighed,
sikkerhed og livskvalitet
Laengste opfplgningstid 18,3 mdr. 26,2 mdr. 44,3 mdr.
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Tabel 4: Baselinekarakteristik for de tre inkluderede studier

ELOQUENT-3 OPTIMISMM ENDEAVOR
Medianalder, ar 69 67 65
Alder over 65 ar, % 62 56 50-55
Tid siden diagnose, ar (median) 4,8 4,0 3,7 ar
Tidligere HDT/STS, % 52 58 i.o.
Antal tidligere behandlinger (median) 3(2-8) 2 (1-5) 2(1-2)
Tidligere 2 2 behandlinger, % 100 60 50
Tidligere behandling med lenalidomid, % 98 100 38
Lenalidomidrefraktaeritet, % 90 71 24
Proteasomhammerrefraktaeritet, % 78 13,2 3,2 (bortezomib)
ECOG performancestatus 0* i.o. 51 48
Hgjrisiko cytogenetik, % 22 22 21
Creatinin clearance = 60 mL/min i.0.** 70% 82 % (> 50 mL/min)

i.o.: ikke oplyst. IMID: Immunmodulerende stof. PIl: proteasomhammer. *Alle tre studier inkluderede kun patienter
med performance status 0-2. **Patienter med creatinin clearence < 45 mL/min blev ekskluderet.

ELOQUENT-3

Karakteristika

Studiet er et ublindet randomiseret fase 2-studie, som sammenligner effekten af EloPomDex (60 patienter)
med PomDex (57 patienter). Opfalgningstiden er minimum 9,1 maneder for PFS og minimum 18,3 maneder
for overlevelse (data i EPAR).

EloPomDex og PomDex blev doseret som anfgrt under nuvaerende behandling, afsnit 5.
Analyser af primert (PFS) og sekundzre effektmal (OS) blev lavet i ITT-populationen.

Fagudvalget bemarker, at studiepopulationen er lille, og at der er kort opfalgningstid, hvilket gger
usikkerheden - serligt pa bivirkningsdata.

Population

Patienterne i ELOQUENT-3 havde faet mindst to tidligere behandlinger, inklusive mindst to serier
lenalidomid og en proteasomhammer. Patienterne var refrakteere overfor deres seneste behandlingslinjer og
enten refrakteere overfor lenalidomid og en proteasomhammer eller havde haft progression under seks
maneder efter behandling med lenalidomid eller en proteasomhammer.

Patientpopulationen stemmer overens med det kliniske spargsmal og svarer godt til den danske population af
patienter, der har modtaget 2-3 tidligere behandlinger, omend patienterne i studiet er lidt yngre, har bedre
performance status og nyrefunktion som det ofte er tilfeeldet for kliniske studier. | studiet er patienter med
creatinin clearence under 45 mL/min ekskluderet, selv om der ikke er kliniske arsager til at udelukke
patienter med darlig nyrefunktion, da hverken elotuzumab eller pomalidomid er forbundet med
nyrepavirkning.

Sammenlignet med ENDEAVOR og OPTIMISMM er patienterne lengere henne i deres behandlingsforlgb.
90 % af patienterne er refrakteere overfor lenalidomid, og knap 80 % er refraktere overfor en
proteasomhammer.
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OPTIMISMM

Karakteristika

Studiet er et ublindet randomiseret fase 3-studie, som sammenligner effekten af PomBorDex (281 patienter)
med effekten af BorDex (278 patienter). Den mediane opfglgningstid er 15,9 maneder for PFS og 26,2
maneder for overlevelse (data i EPAR).

PomBorDex blev administreret indtil progression:

e Pomalidomid 4 mg (anbefalet startdosis) p.o. pa dag 1-14 i gentagne 21-dages serier til progression.

e Bortezomib 1,3 mg/m?i.v. eller s.c. pa dag 1, 4, 8 og 11 i serie 1-8. Fra serie 9 og frem gives
bortezomib 1,3 mg/m?s.c. pa dag 1 og 8.

e Dexamethason 20 mg p.o. padag 1, 2,4, 5, 8, 9, 11 og 12 i serie 1-8. Fra serie 9 og frem gives
dexamethason 20 mg p.o. pa dag 1, 2, 8, og 9.

BorDex blev administreret som i interventionsarmen. Bortezomib blev administreret intravengst indtil en
protokolaendring, hvorefter det kunne administreres enten intravengst eller subkutant. 15 patienter i
PomBorDex-armen fik bortezomib i.v., og 4 skiftede til s.c. efter protokoleendringen. | BorDex-armen fik 19
patienter bortezomib i.v., hvoraf 4 skiftede til s.c. efter protokoleendringen. Analyser af primart (PFS) og
sekundzre effektmal (OS) blev lavet i ITT-populationen.

Population

Det var et inklusionskriterie, at patienterne tidligere var behandlet med lenalidomid i mindst to serier, og de
matte gerne veere lenalidomidrefrakteere. Patienterne matte gerne vare behandlet med og veere refrakteere
overfor bortezomib. Baselinekarakteristika er overordnet set ligeligt fordelt i de to arme og er opsummeret i
tabel 3.

Patientpopulationen adskiller sig fra populationen i det kliniske spgrgsmal, idet patienterne er tidligere i
deres behandlingsforlgb, og 40 % kun har modtaget én tidligere behandling.

Ligesom i ELOQUENT-studiet er der en hgj andel af lenalidomidrefrakteere patienter (71 %), men kun 13 %
er refraktaere overfor en proteasomhammer mod 78 % i ELOQUENT -studiet.

For PFS er der data for subgruppen af patienter, der tidligere har modtaget mindst to tidligere behandlinger.
Da den subgruppe ma forventes at ligne den danske population bedre, fordi den er laengere i
behandlingsforlgbet, inkluderes data herfra i vurderingen, hvor det er muligt.

ENDEAVOR

Karakteristika
ENDEAVOR er et ublindet randomiseret fase 3-studie, som sammenligner effekten af CarDex (464
patienter) med effekten af BorDex (465 patienter).

CarDex administreres i serier a 21 dage indtil progression:

e Carfilzomib 20 mg/m?i.v. pa dag 1 og 2 i serie 1.
56 mg/m?pa dag 8, 9, 15, og 16 i serie 1.
56 mg/m? padag 1, 2, 8, 9, 15, og 16 fra serie 2.
e Dexamethason 20 mg p.o. pa dag 1, 2, 8, 9, 15, 16, 22 og 23.
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BorDex administreres i serier a 21 dage indtil progression:

e Bortezomib 1,3 mg/m?i.v. eller s.c. pa dag 1, 4, 8 og 11.
e Dexamethason 20 mg p.o. padag 1, 2,4, 5, 8, 9, 11 og 12.

Analyser af effekt (PFS, OS) blev lavet i ITT-populationen, og analyser af sikkerhed blev lavet i safety-
populationen.

Population

De inkluderede patienter skulle have dokumenteret partielt repons pa mindst én tidligere behandling.
Tidligere behandling matte gerne inkludere en proteasomhaemmer (carfilzomib eller bortezomib), hvis de
havde opnaet mindst partielt respons pa den behandling, ikke var ophart pga. toksicitet og ikke havde
modtaget behandling med en proteasomhammer i mindst seks maneder far inklusion i studiet.
Myokardieinfarkt eller klasse 3 eller 4 hjertesvigt (ifalge New York Heart Association) indenfor de seneste
fire maneder var et eksklusionskriterie i studiet. Baselinekarakteristika er overordnet set ligeligt fordelt i de
to arme og opsummeret i tabel 4.

Patientpopulationen adskiller sig fra populationen defineret i det kliniske spargsmal, idet kun 38 % tidligere
er behandlet med lenalidomid, og kun 50 % tidligere har modtaget 2-3 behandlinger. | ELOQUENT og
OPTIMISSM er henholdsvis 98 og 100 % tidligere behandlet med lenalidomid, og 100 henholdsvis 60 % af
patienterne i de to studier har faet to eller flere tidligere behandlinger. Patienterne i den samlede
patientpopulation i ENDEAVOR er dermed tidligere i deres behandlingsforlgb end patientpopulationen i
ELOQUENT-3. | overensstemmelse hermed er andelen af patienter, der er refrakteere overfor lenalidomid
og/eller en proteasomhammer, vaesentlig mindre i ENDEAVOR end i de to andre studier.

| ENDEAVOR er der publicerede subgruppeanalyser for subgruppen, der har modtaget 2-3 behandlinger
inklusive lenalidomid. Den subgruppe ma forventes at ligne patientpopulationen i ELOQUENT-3 og den
danske population defineret i det kliniske spagrgsmal bedre, hvorfor data fra denne subgruppe vil anvendes i
vurderingen, hvor det er muligt. Hvorvidt subgruppen var praedefineret er uklart.

5.1.3 Evidensens kvalitet

Fagudvalget har anvendt GRADE til at foretage en systematisk og transparent vurdering af kvaliteten af
evidensen. Nedenfor fglger en beskrivelse af vurderingen af de vasentligste domener for hvert klinisk
spgrgsmal. Den fuldsteendige GRADE-vurdering og begrundelserne er samlet i en GRADE-profil (bilag 1).

GRADE-profilen for den direkte sammenligning mellem EloPomDex og PomDex kan ses i bilag 1. Der er
ikke foretaget GRADE-vurderinger af de narrative sammenligninger. Risk of bias er vurderet for alle tre
studier ved Cochranes Risk of bias 2.0-verktgjet og fremgar ligeledes af bilag 1.

Dette er nedgraderet for inkonsistens og ungjagtighed for alle effektmal. Det skyldes, at datagrundlaget
udgares af kun ét studie, og dermed kan resultaterne veere inkonsistente i forhold til fremtidige
sammenlignelige studier. Da studiepopulationen er lille, er effektestimaterne behaftet med usikkerhed; det
vil sige, at de resultater, der er i studiet, er ungjagtige. Studiet er ublindet, hvilket giver en risiko for bias for
effektmalet behandlingsopher pa grund af ugnskede haendelser, da behandlingsopharet kan vere pavirket af
patienternes viden om, hvilken behandling de far. Derfor er der ogsa nedgraderet for risk of bias for
effektmalet behandlingsophar.

Evidensens kvalitet er meget lav, hvilket betyder, at nye studier med hgj sandsynlighed kan &ndre
konklusionen.
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5.1.4 Effektestimater og kategorier

Sammenligning med PomDex
| tabellen herunder fremgar de absolutte og relative effektforskelle, de forelgbige og aggregerede kategorier,
den samlede kategori og den samlede kvalitet af evidensen for ssmmenligningen mellem EloPomDex og

PomDex.
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Fagudvalget vurderer, at EloPomDex til patienter med knoglemarvskreaft giver en mervaerdi af ukendt
stgrrelse sammenlignet med PomDex. Evidensens kvalitet vurderes at veere meget lav.

I tabel 5 herunder fremgar de absolutte og relative effektforskelle, de forelgbige og aggregerede veerdier, den
samlede kategori for legemidlet og kvaliteten af den samlede evidens.

Tabel 5: Kategorier og resultater for sammenligning mellem EloPomDex og PomDex

QLQC30
(10 point)

kategoriseres

kategoriseres

Effektmal Maleenhed Vigtighed Forskel i absolutte tal Forskel i relative tal Aggregeret
(MKRF) veerdi pr.
Forskel | Forelbig Forskel (95 | Forelgbig effektmal
(95 % CI) | veerdi % CI) veerdi
Median overlevelse Kritisk Ikke Kan ikke HR: 0,54 mzrrﬁrd' af Mervaerdi af
3 mdr. beregnet* | kategoriseres 0,30-0,96
Overlevelse ( ) g g ( )| storrelse ukendt
. N Kan ikke HR: 0,54 Moderat starrelse
Median PFS Vigtigt 5,6 mdr. kategoriseres | (0,34-0,86) merverdi
sao | .
. af ugnskede Kritisk point Kan ikke RR: 0,78 Kan ikke
Behandlings- (-14,7- kategoriseres | (0,39-1,59) | kategoriseres | Kan ikke
ophar / heendelser 13,8) kategoriseres
bivirkninger | (10 %-point) ’ g
Kvalitativ - . I
gennemgang Vigtigt Ikke relevant da vurderingen er kvalitativ
Antal points
&ndring over tid . . .
Livskvalitet malt med EORTC Vigtigt Ingen data Kan ikke Ingen data Kan ikke Kan ikke

kategoriseres

vardi

Samlet kategori for leegemidlets

Merveerdi af ukendt stgrrelse

Kvalitet af den samlede evidens

Meget lav

*Medianen er kun naet i komparatorarmen.

Sammenligning med PomBorDex

Den samlede veerdi af EloPomDex sammenlignet med PomBorDex kan ikke kategoriseres, da vurderingen
er baseret pa en narrativ sammenligning, jf. Medicinradets metoder. Fagudvalget vurderer, at EloPomDex
samlet set ikke har darligere effekt eller sikkerhedsprofil end PomBorDex.

Effektestimaterne fra de to studier, der udger datagrundlaget praesenteres under gennemgangen af hvert

effektmal.

Sammenligning med CarDex
Den samlede veerdi af EloPomDex sammenlignet med CarDex kan ikke kategoriseres, da vurderingen er
baseret pa en narrativ sammenligning, jf. Medicinradets metoder. Fagudvalget vurderer, at EloPomDex

samlet set ikke har darligere effekt eller sikkerhedsprofil end CarDex.
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Effektestimaterne fra de to studier, der udger datagrundlaget praesenteres under gennemgangen af hvert
effektmal.

Overlevelse

Fagudvalget gnskede at se effektmalet overlevelse opgjort som medianoverlevelse. Safremt overlevelsesdata
ikke var modent, gnskede fagudvalget at supplere med data for PFS som et vigtigt effektmal. | ELOQUENT-
3 er data for medianoverlevelse ikke modent, hvorfor bade overlevelse og PFS vil indga i vurderingen.
Modenheden blev vurderet ud fra, om medianerne er ndet, og om der er mange censureringer, der ligger
omkring medianen pa Kaplan-Meier-kurven. Kun i PomDex-armen er PFS-data modent ved
opfalgningstiden pad minimum 9,1 maneder, hvorfor data skal tolkes med forsigtighed.

De mediane overlevelser og PFS-vardier for de tre studier er vist i tabel 6.

Tabel 6: Data for overlevelse (OS) og PFS fra de tre studier.

ELOQUENT-3 OPTIMISMM ENDEAVOR
EloPomDex PomDex PomBorDex BorDex CarDex BorDex
Medianoverlevelse, maneder | ; \ (54, 9.NE) | 17,4 (13,8-NE) | 40,5 (29,83-NE) 30’355(21)"6' 39,5¢ | 284
HR for overlevelse 0,54 (0,30-0,96) 0,91 (0,70-1,18) 0,75 (0,59-0,96)
Median PFS, maneder 10,3 (6,5-NE) | 4,7(2,8-7,6) | 11,2(6,66-13,73) | 7,1(5,88-8,48) 9,7* | 6,6*
HR for PFS 0,54 (0,34-0,86) 0,61 (0,49-0,77)** 0,73 (0,53-1,01)

*Data fra subgruppen der har modtaget 2-3 behandlinger. NE = not estimatable. ** HR for subgruppen der har modtaget > 1
tidligere behandling er HR: 0,63 (0,48-0,83).

Sammenligning med PomDex

Forskellen i medianoverlevelse mellem de to arme kan ikke beregnes, da medianen kun er naet i
komparatorarmen. Derfor kan den forelgbige veerdi for den absolutte forskel ikke kategoriseres efter
Medicinradets metoder.

Den relative effektforskel for overlevelse baseret pa det seneste data cut-off med en opfalgningstid pa
minimum 18,3 maneder (data fra EPAR) er HR 0,54 (0,30-0,96), hvilket kategoriserer EloPomDex med en
forelgbig merveerdi af ukendt starrelse.

For PFS er den absolutte forskel mellem den mediane PFS i de to arme 5,6 maneder, afbildet i figur 1
herunder. Punktestimatet afspejler en klinisk relevant forskel, men da der ikke kan beregnes et
konfidensinterval omkring forskellen, kan den forelgbige veerdi ikke kategoriseres. Den relative effektforskel
baseret pa en opfalgningstid pa 9,1 maned er HR 0,54 (0,34-0,86), hvilket giver en forelghig moderat
merveerdi.
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Median PFS, maneder

Figur 1. Punktestimat for den absolutte forskel mellem EloPomDex og PomDex for median PFS (5,6 mdr.). Den
midterste linje indikerer ingen forskel (0). De optrukne linjer indikerer den mindste klinisk relevante forskel. De
stiplede linjer indikerer greenserne for Medicinradets kategorier svarende til halvdelen af MKRF.

Data for bade overlevelse og PFS er umodent, idet der er mange censureringer far medianen, hvilket ger det
sandsynligt, at tidspunktet for medianen &ndrer sig ved en leengere opfalgningstid. Den usikkerhed bar
afspejles i den aggregerede kategori for effektmalet, som fagudvalget derfor vurderer at vaere merveerdi af
ukendt starrelse.

Sammenligning med PomBorDex

Sammenligningen med PomBorDex er narrativ baseret pa data fra ELOQUENT-3 og OPTIMISMM. Derfor
kan den samlede vardi ikke kategoriseres. Data for overlevelse og for PFS er umodent, og
studiepopulationerne er forskellige, hvilket vanskeligger en sammenligning.

Sammenligning med CarDex

Sammenligningen med CarDex er narrativ, baseret pa data fra ELOQUENT-3 og ENDEAVOR. Data for
overlevelse og for PFS er umodent. Studiepopulationerne er forskellige, hvilket vanskeligger en
sammenligning. Den samlede verdi kan ikke kategoriseres.

Baseret pa data for medianoverlevelse og PFS vurderer fagudvalget, at EloPomDex ikke ser ud til at vere
darligere end hverken PomBorDex eller CarDex. Baseret pa den nedre greense i konfidensintervallet for den
mediane overlevelse (tabel 5) vurderer fagudvalget, at der er en hgj sandsynlighed for, at medianen ligger
over 25 maneder. Dette er en god effekt i sammenligning med PomBorDex og CarDex, nar der tages hgjde
for, at populationen er senere i behandlingsforlgbet end populationerne i de andre studier.

Data for PFS ligger i samme starrelsesorden pa tveers af de tre studier, hvilket understgtter, at EloPomDex
ikke er darligere end hverken PomBorDex eller CarDex.
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Behandlingsophgr grundet ugnskede haendelser (kritisk)
Data for behandlingsophar fra de tre studier er gengivet i tabel 7.

Tabel 7: Data for behandlingsophgr fra de tre studier.

EloPomDex | PomDex | PomBorDex | BorDex | CarDex | BorDex
Behandlingsophgr grundet ugnskede handelser (%) | 18,3 23,6 28,8 18,9 22,5* 23,1*
RR 0,78 (0,39-1,59) 1,52 (1,12-2,07) 0,97 (0,70-1,36)**
*Data fra subgruppen der har modtaget 2-3 behandlinger. **Beregnet pd baggrund af data i den endelige ansggning.

Sammenligning med PomDex

Sammenligningen med PomDex baserer sig pa data fra den direkte sammenligning i ELOQENT-3. Der ses
et hgjere frafald i PomDex-armen og den absolutte forskel mellem de to studiearme er -5,3 %- point (-14,7-
13,8), afbildet pa figur 2 herunder. Punktestimatet for den absolutte effektforskel afspejler ikke en klinisk
relevant effektforskel. Den gvre grense for konfidensintervaller ligger teettere pa en negativ klinisk relevant
forskel end pa 0 (ingen effektforskel). Derfor kan den forelgbige vaerdi ikke kategoriseres efter
Medicinradets metode.

Behandlingsopher, %

-15 -10 -5 0 5 10 15

Figur 2. Punktestimat og 95 % konfidensinterval for den absolutte forskel mellem EloPomDex og PomDex (-5,3 %-
point) for behandlingsopher grundet ugnskede haendelser. Den midterste linje indikerer ingen forskel (0).

De optrukne linjer indikerer den mindste klinisk relevante forskel. De stiplede linjer indikerer greenserne for
Medicinradets kategorier svarende til halvdelen af MKRF.

Den relative forskel mellem de to studiearme er RR 0,78 (0,39-1,59). Pa grund af det brede
konfidensinterval, der rummer bade positiv og negativ veerdi, kan den forelgbige vaerdi ikke kategoriseres.

De tilsyneladende feerre tilfeelde af behandlingsopher i EloPomDex-armen kan skyldes feaerre
sygdomsrelaterede handelser pga. en mere effektiv behandling. Fagudvalget bemarker, at der ogsa er
forhold vedrgrende studiedesignet, der bidrager til usikkerheden, f.eks. det ublindede design, det lille antal
patienter og den korte opfglgningstid.

Sammenligning med PomBorDex
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Sammenligningen med PomBorDex er narrativ og baserer sig pa data fra studierne ELOQUENT-3 og
OPTIMISMM. Vardien for effektmalet kan ikke kategoriseres.

Data for behandlingsophgr fra OPTIMISMM-studiet indikerer, at tilleeg af pomalidomid til bortezomib og
dexamethason gger behandlingsophgret sammenlignet med bortezomib og dexamethason alene. Tilleeg af
elotuzumab til pomalidomid og dexamethason ser ikke ud til at have samme negative effekt i en ellers lidt
&ldre og mere syg population.

Sammenligning med CarDex
Sammenligningen med CarDex er narrativ og baserer sig pa data fra studierne ELOQUENT-3 og
ENDEAVOR. Vardien for effektmalet kan derfor ikke kategoriseres.

Kvalitativ gennemgang af bivirkninger (vigtigt)

Ansgger har indsendt data for ugnskede handelser i stedet for bivirkninger. Bivirkninger udger den
delmangde af ugnskede haendelser, som vurderes at vare relateret til behandlingen og er derfor falsom
overfor risiko for bias, hvis studiet er ublindet. Da alle tre inkluderede studier er ublindede, vurderer
fagudvalget, at det indsendte data for ugnskede handelser kan danne grundlag for vurderingen. Ansgger har
indsendt en opgerelse med ugnskede haendelser, der optreeder hos mere end 10 % af patienterne i en af
studiearmene fra de tre studier. Fagudvalget har medtaget de vaesentligste haendelser i tabel 8.

Fagudvalget bemaerker, at sammenligningen pa tveers af de tre studier er vanskelig pga. de forskellige
opfelgningstider, og at forskelle mellem studiearmene er forbundet med stor usikkerhed. ELOQUENT-3 er
et vaesentligt mindre studie end de to andre, hvilket betyder, at sandsynligheden for at detektere sjseldne
bivirkninger er mindre for EloPomDex.

Andelen af patienter med heematologiske handelser er hgj, men sammenlignelige for de fire
behandlingstyper. Fagudvalget bemarker, at den tilsyneladende hgjere haematologiske toksicitet i PomDex-
armen kan skyldes en darligere effekt af PomDex i patientpopulationen. Andelen af patienter med grad 3/4
lymfopeni er hgjere for EloPomDex, men tilsyneladende ikke forbundet med flere infektioner. Fagudvalget
vurderer, at de heematologiske bivirkninger er handterbare, da de ofte kan afhjelpes ved dosisreduktion,
transfusioner og ved neutropeni GCSF.

Perifer sensorisk neuropati, som er generende for patienten og kan vare irreversibel, er typisk forbundet med
bortezomibholdige behandlinger. Der er ikke data for neuropati for EloPomDex.

Behandling med EloPomDex ser ud til at vaere forbundet med en lavere andel af patienter, som oplever
diarré, treethed og gvre luftvejsinfektioner ssmmenlignet med CarDex og PomBorDex. Dette er ogsa
geeldende for traethed af svaerhedsgrad 3 og 4, mens andelen af de resterende grad 3 og 4 bivirkninger er
sammenlignelig mellem behandlingerne pa ner hypertension, som er hyppigere ved behandling med
CarDex.

Generelt vurderer fagudvalget, at bivirkningsprofilen ikke er darligere for EloPomDex end for de tre
komparatorer, og at EloPomDex ser ud til at veere forbundet med feerre bivirkninger end PomBorDex og
CarDex, hvilket stemmer overens med den kliniske erfaring med elotuzumab som et veltolereret stof.
Usikkerheden vedrgrende data er dog stor pa grund af ELOQUENT-3’s korte opfolgningstid og lille
starrelse. Derfor er der ikke grundlag for at skelne mellem de fire behandlinger, hvad angar
bivirkningstyngden.
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Tabel 8: Udvalgte ugnskede haendelser af relevans for vurderingen.

Udvalgte ugnskede handelser af relevans for vurderingen
Alle handelser, % (hyppighed > 10 %) Grad 3+4 haendelser, %

ELOQUENT 3 OPTIMISMM ENDEAVOR ELOQUENT 3 OPTIMISMM ENDEAVOR
EloPomDex PomDex PomBorDex CarDex EloPomDex PomDex PomBorDex CarDex
Infektioner og manifestationer

Pure 11,7 14,5 20,9 20,3 0 1,8 i.0. 1,7
luftvejsinfektioner

Bronkitis 10 9 14 16,4 1,7 1,8 i.o. 2,8
Lungebetzendelse 6,7 10,9 19,1 8,9 5,0 9,1 11,5 8,4

Gastrointestinale bivirkninger
Forstoppelse

o 21,7 10,9 36,7 14,7 1,7 0 2,5 0,4
/obstipation
Diarré 18,3 9,1 33,8 30,9 i.o. i.o. 7,2 3,9
Haematologiske bivirkninger
Neutropeni 23,3 30,9 46,8 5,4 13,3 27,3 41,7 2,4
Trombocytopeni 15 18,2 36,7 20,5 8,3 5,5 27,3 8,9
Anzami 25 36,4 28,4 39,3 10 20 14,0 16,4
Lymfopeni 10,0 1,8 i.o. 5,6 8,3 1,8 4,3 4,8
Leukopeni 8,3 5,5 11,5 i.o0. 8,3 3,6 5,4 1,1

Neurologiske bivirkninger
Perifer sensorisk

. i.o. i.o. 47,8 5,8 i.o. i.o. 8,3 0,2
neuropati
Kardiovaskulaere bivirkninger
Hypertension 1,7 3,6 6,5 24,8 1,7 0 2,9 14,5
Hjertesygdom 12 11 22,7 i.o. i.o. i.o. 1,1 2,6
Lungeemboli i.o. i.o. 4,0 1,9 i.o. i.o. 4,0 1,9
Generelle gener
Traethed (Fatigue) 15 16,4 37,1 29,4 0 3,6 8,3 6,7
Muskelkramper 13,3 5,5 18,6 9,4 i.o. i.o. i.o. i.o.

i.o. ikke oplyst

Livskvalitet (vigtigt)

Sammenligningen med PomDex
Data for livskvalitet i ELOQUENT-3-studiet er ikke publiceret. Livskvalitet blev malt med EQ-5D-3L.
Verdien for effektmalet kan ikke kategoriseres, da der ikke er publicerede data.

Sammenligningen med PomBorDex.

Livskvalitet blev malt med det cancerspecifikke spargeskema EORTC-QLQ-C30 i OPTIMISMM. Der var
ingen forskel mellem de to studiearme (PomBorDex og BorDex). Da der ikke er data fra ELOQUENT-3-
studiet, er det ikke muligt at ssmmenligne effekten pa livskvalitet mellem behandlingerne. Derfor kan
veerdien for effektmalet ikke kategoriseres.

Sammenligningen med CarDex

Livskvalitet blev malt med det cancerspecifikke spargeskema EORTC-QLQ-C30 i ENDEAVOR-studiet.
Der var ingen forskel mellem de to studiearme (CarDex og BorDex). Da der ikke er data fra ELOQUENT-3-
studiet, er det ikke muligt at sammenligne effekten pa livskvalitet mellem behandlingerne. Derfor kan
veerdien for effektmalet ikke kategoriseres.
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5.1.5 Fagudvalgets konklusion

Fagudvalget vurderer, at EloPomDex sammenlignet med PomDex har en merverdi af ukendt starrelse.
Evidensens kvalitet er meget lav.

Verdien af EloPomDex sammenlignet med PomBorDex og CarDex kan ikke kategoriseres, da det ikke er
muligt at gennemfare statistiske sammenlignende analyser, jf. Medicinradets metoder. Evidensens kvalitet
kan ikke vurderes.

Sammenligningen med PomDex
Fagudvalget vurderer, at data for overlevelse og PFS tilsammen giver EloPomDex en merveerdi af ukendt
starrelse sammenlignet med PomDex, usikkerheden vedrgrende datamodenhed taget i betragtning.

Verdien for effektmalet behandlingsophgr kan ikke kategoriseres pga. stor usikkerhed om effektestimatet.
Tilleegget af elotuzumab til pomalidomid og dexamethason ser ikke ud at pavirke behandlingsopharet i en
negativ retning, hvilket indikerer, at EloPomDex tolereres godt.

Den kvalitative gennemgang af bivirkninger viser ikke vaesentlige forskelle mellem de to behandlinger,
hvilket er i overensstemmelse med fagudvalgets kliniske erfaring, som er at elotuzumab generelt er
veltolereret.

Der er ingen data for livskvalitet, hvorfor veerdien for det effektmal ikke kan kategoriseres.

Samlet set vurderer fagudvalget at EloPomDex har en merveerdi af ukendt starrelse sammenlignet med
PomDex. Fagudvalget har lagt veegt pa merverdien for det kritiske effektmal overlevelse i kombination med
en bivirkningsprofil, der ikke er veesentligt forskellig fra PomDex. Evidensens kvalitet vurderes at veere
meget lav.

Kun for de patienter, der ikke gnsker en intravengs behandling, vil PomDex veere at foretraekke.

Sammenligningen med PomBorDex
Fagudvalget vurderer, at effekten af EloPomDex pa overlevelse og PFS er ssmmenlignelig med effekten af
PomBorDex, usikkerheden pa sammenligningen hvad angar forskelle i studiepopulationer taget i betragtning.

Hvor tilleegget af pomalidomid til bortezomib og dexamethason i OPTIMISMM gger behandlingsopheret,
ser tilleegget af elotuzumab til pomalidomid og dexamethason ikke ud til at gge behandlingsophgret i
ELOQUENT-3. Det er i overensstemmelse med fagudvalgets kliniske erfaring, at elotuzumab generelt er
veltolereret.

Hvad angar bivirkninger, tyder data for ugnskede haendelser pa, at bivirkningsprofilen er sammenlignelig,
muligvis mindre generende for EloPomDex i forhold til PomBorDex. Sammenligningen er dog vanskelig og
pa usikkert grundlag pa grund af forskelle i studiepopulationer, kort opfalgningstid og lille studiepopulation i
ELOQUENT-3-studiet.

Den samlede veerdi kan ikke kategoriseres sammenlignet med PomBorDex. Samlet set vurderer
fagudvalget, at EloPomDex ikke er et darligere behandlingsalternativ end PomBorDex, hvad angar effekt.
EloPomDex har muligvis en lettere bivirkningsprofil, og det er en fordel, at behandlingskombinationen ikke
indeholder bortezomib, som mange patienter vil veere behandlet med tidligere.

Sammenligningen med CarDex

Fagudvalget vurderer, at effekten af EloPomDex pa overlevelse og PFS ikke er darligere sammenlignet med
effekten af CarDex. CarDex er undersggt i en population, der er tidligere i behandlingsforlgbet og med
lavere andel af proteasomhammerrefraktaere patienter, og det er derfor rimeligt at antage, at effekten af

Side 19 af 26



:"» Medicinradet

CarDex ville veere mindre i studiepopulationen fra ELOQUENT og den danske population svarende til
indikationen.

Data tyder ikke pa at der er forskel pa, hvor mange patienter der ophgrer behandlingen pa grund af ugnskede
handelser.

Data for ugnskede handelser tyder pa, at bivirkningstyngden for EloPomDex er sammenlignelig med
bivirkningstyngden for CarDex, omend sammenligningen er vanskelig pa grund af forskelle i
studiepopulationer, kort opfalgningstid og lille studiepopulation i ELOQUENT-3-studiet.

Den samlede veerdi kan ikke kategoriseres sammenlignet med CarDex. Samlet set vurderer fagudvalget, at
EloPomDex ikke er darligere end CarDex, hvad angar effekt og bivirkninger.

Samlet vurdering

Fagudvalget vurderer, at EloPomDex er at foretraekke fremfor PomDex i den danske population, der tidligere
har modtaget mindst to behandlinger. VVurderingen er baseret pa en bedre effekt og bedre bivirkningsprofil.
Typisk vil de patienter, der i dag behandles med PomDeX, have modtaget tre tidligere behandlinger, hvilket
svarer til det mediane antal tidligere behandlinger i ELOQUENT-3.

Fagudvalget vurderer, at EloPomDex ikke er et darligere behandlingsalternativ end PomBorDex og CarDex,
som i dansk Klinisk praksis typisk anvendes til patienter, der tidligere har modtaget to behandlinger. De to
forudgaende behandlinger er oftest en primarbehandling indeholdende bortezomib og lenalidomid efterfulgt
af et daratumumabholdigt regime. EloPomDex er i ELOQUENT-3-studiet vist at veere effektiv i en
population med hgj andel af proteasomha@mmer- og lenalidomidrefraktzritet. Fagudvalget vurderer pa den
baggrund, at EloPomDex vil veere et egnet behandlingsvalg i den danske population, der efter to eller tre
behandlinger igen er behandlingskraevende.

En patient pa det behandlingsstadie vil typisk veere behandlingsnaiv overfor bade pomalidomid og
elotuzumab. Samtidig tyder data pa, at elotuzumab er skansom for patienten og derfor velegnet til patienter,
som er sent i deres sygdomsforlgb, og som har veret behandlet med bortezomib.

Forudgaende behandling med et pomalidomidholdigt regime vil udelukke en ny behandling indeholdende
pomalidomid.

6 Andre overvejelser

Fagudvalget har i protokollen stillet spargsmal til ansgger vedrarende valg af behandlinger efter
EloPomDex, hvorvidt der er et alternativ til H2-blokker, hvilken administrationsvej der anvendes ved
dexamethason preemedicinering og effekten af elotuzumab efter behandling med daratumumab.

Pavirkning af efterfglgende behandlingslinjer

Ansgger har ikke data, der viser, hvordan anvendelse af EloPomDex pavirker valg af efterfalgende
behandlinger. Ansgger har i den sundhedsgkonomiske analyse angivet daratumumab-monoterapi og BorDex
som mulige behandlingsvalg efter EloPomDex. Fagudvalget vurderer, at en meget lille andel af den danske
patientpopulation vil veere kandidater til daratumumab, da langt de fleste vil have veeret behandlet med et
daratumumabholdigt regime i 2. linje. Sa godt som ingen patienter vil blive behandlet med BorDex pa dette
tidspunkt i behandlingsforlgbet. Efter EloPomDex vil eneste tilbageveerende behandlingsmuligheder reelt
veere nye leegemidler i protokol eller &ldre behandlinger som thalidomid og cyclofosfamid.

Fagudvalget skenner, at safremt EloPomDex tages i brug, vil det forventeligt erstatte 80 % af PomDex, 10 %
af CarDex og 90 % af PomBorDex.
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Administrationsvej for dexamethason i forbindelse med preemedicinering

Fagudvalget bad ansgger redeggre for, hvorfor det i SPC’et er angivet, at dexamethason som
premedicinering til elotuzumab skal gives intravengst, nar det ellers doseres oralt. Ansgger angiver, at de
ikke har data for infusionsrelaterede bivirkninger ved elotuzumab, hvis dexamethason som praemedicinering
doseres oralt. Fagudvalget bemzrker, at der i de forskellige regioner er lidt forskellig praksis og baseret pa
fagudvalgets erfaring, er der ikke forskel pa, om det gives oralt eller intravengst.

Alternativ H2-blokker

Udover dexamethason gives praemedicinering med en H1- og en H2-blokker samt paracetamol for
forebyggelse af infusionsrelaterede reaktioner. Fagudvalget gnskede belyst, om ansgger anbefaler en
alternativ H2-blokker, hvis ikke ranitidin er tilgengelig.

Ansgger angiver, at der i EMAs produktresumé star, at preemedicinering inkluderer ranitidin eller tilsvarende
(f.eks. cimetidin eller famotidin). Fagudvalget bemaerker, at cimetidin er forbundet med mange
legemiddelinteraktioner. | situationer, hvor ranitidin ikke har veeret tilgeengeligt, bemarker fagudvalget, at
der ikke er darlige erfaringer med at udelade en H2-blokker fra preemedicineringen.

Erfaring med behandlingskombinationer indeholdende elotuzumab efter behandling med et
daratumumabholdigt regime

Fagudvalget eftersperger data for effekten af elotuzumab efter daratumumab, idet det bedst afspejler et
behandlingsforlgb i dansk klinisk praksis, men kun ca. 2 % af patienter i ELOQUENT-3 tidligere var
behandlet med daratumumab.

Ansgger angiver, at der ikke findes data fra randomiserede studier, men henviser til et observationelt studie
for at belyse effekten af elotuzumab efter behandling med daratumumab. Baseret pa real world-data er
elotuzumab i studiet en af de behandlinger, der anvendes i laengst tid efter et daratumumabholdigt regime,
hvilket indikerer, at elotuzumab har effekt efter behandling med daratumumab.

7 Relation til behandlingsvejledning

Fagudvalget har forelgbig placeret EloPomDex under *anvend’ til 2. relapsbehandling i Medicinradets
behandlingsvejledning for knoglemarvskraft. Det kan fa betydning for leegemiddelrekommandationen.
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11 Bilag 1: Evidensens kvalitet

11.1 Cochrane, Risk of Bias

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

:"» Medicinradet

ELOQUENT-3* OPTIMISMM** ENDEAVOR***

Risiko for bias i randomiseringsprocessen lav lav lav
Risiko for bias grundet afvigelser fra
tilsigtet intervention forbehold forbehold forbehold
(effekt af tildeling til intervention)
Manglende data for effektmal lav forbehold forbehold
Risiko for bias ved indsamlingen af data forbehold forbehold forbehold
Risiko for bias ved udveelgelse af

Lav lav lav
resultater der rapporteres
Overordnet risiko for bias forbehold forbehold lav

* Det bemaerkes at The investigators collected the data, which were maintained by the sponsors. The manuscript was
prepared with assistance from professional medical writers who were funded by Bristol-Myers Squibb. The authors
contributed to the development of the manuscript, approved the final version, and vouch for the accuracy and

completeness of the data and for the fidelity of the trial to the protocol.

** Det bemaerkes at: The funder contributed to study design, data collection, data analysis, and data interpretation,
and funded a professional medical writer to assist with preparation of the report.

*** Det bemaerkes, at en stor del af medforfatterne har gkonomiske interessekonflikter og The funder collaborated

with the authors in the interpretation of the data.
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11.2 GRADE-Tabel
GRADE-profil EloPomDex vs. PomDex (ELOQUENT-3)
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Kvalitetsvurdering Antal patienter Effekt Kualiter Kritisk
vali
Antal - Risk of : . o Andre N Relativ /
GRADE L
studier Studiedesign bias Inkonsistens|Indirekthed{Ungjagtighed overvejelser lenalidomid|komparator [95 % CI] Absolut | ( ) vigtigt
Overlevelse, median (méneder)
Randomiseret Ikke . Ikke b HR: 0,54 ) bPO0O
1 undersggelse alvorlig Alvorlig? alvorlig Alvorlig Ingen 60 S7 [0,30; 0,96] LAV KRITISK
PFS, median (maneder)
Randomiseret Ikke - Ikke b HR: 0,54 SPDO0O
1 undersagelse alvorlig Alvorlig alvorlig Alvorlig Ingen 60 57 [0,34; 0,86] 5,6 LAY VIGTIGT
Behandlingsopher pa grund af ugnskede handelser (%-point)
. -5,3
Randomiseret - - Ikke . RR: 0,78 A5 | OO0
1 undersggelse Alvorlige | Alvorlig alvorlig Alvorlig Ingen 60 55 [0,39: 1,50] (11;1,;) MEGET LAV KRITISK
Livskvalitet
0 ] ] i i i i : : : i SO0O0 lyigricT
MEGET LAV

Cl: Konfidensinterval; HR: Hazard ratio; RR: Relativ risiko
a. Der er kun data fra ét studie. Derfor nedgraderes ét niveau for inkonsistens.
b. Der er et bredt konfidensinterval, hvilket indikerer stor usikkerhed om estimatet. Derfor nedgraderes ét niveau for ungjagtighed.
c. Studiet er ublindet, hvilket kan pavirke andelen, der ophgrer behandlingen pa grund af bivirkninger, hvorfor der er nedgraderet ét niveau pa grund af risiko for bias.
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APPLICATION FOR THE ASSESSMENT OF
ELOTUZUMAB IN COMBINATION WITH
POMALIDOMIDE AND DEXAMETHASONE FOR
ADULT PATIENTS WITH MULTIPLE MYELOMA
WHO HAVE RECEIVED AT LEAST TWO PRIOR
THERAPIES INCLUDING LENALIDOMIDE AND A
PROTEASOME INHIBITOR
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1 BASIC INFORMATION

TABLE 1. CONTACT INFORMATION

Name
Title
Area of responsibility

Lars Oddershede
Market Access Manager
Process and health economics

Area of responsibility
Phone
E-mail

Phone +45 42 56 60 30

E-mail Lars.Oddershede@bms.com
Name Stephanie Serre

Title Scientific Advisor

clinical/medical
+45 42 50 96 86
Stephanie.Serre@bms.com

TABLE 2. OVERVIEW OF THE PHARMACEUTICAL

Proprietary name

Empliciti®

Generic name

Elotuzumab

Marketing authorization
holder in Denmark

Bristol-Myers Squibb Denmark, subsidiary of Bristol-Myers Squibb AB, Sweden

ATC code

LO1IXC23

Pharmacotherapeutic group

Antineoplastic agents, monoclonal antibodies

Active substance(s)

Elotuzumab

Pharmaceutical form(s)

Powder for concentrate for solution for infusion

Mechanism of action

Elotuzumab is an immunostimulatory humanised, IgG1k monoclonal antibody that
specifically targets the signalling lymphocyte activation molecule family member 7
(SLAMF7) protein. The SLAMF7 protein is highly expressed on multiple myeloma
cells independent of cytogenetic abnormalities. SLAMF7 is also expressed on natural
killer cells (NK cells), normal plasma cells, and other immune cells including some T
cell subsets, monocytes, B cells, macrophages, and plasmacytoid dendritic cells, but
is not detected on normal solid tissues or haematopoietic stem cells.?

Elotuzumab directly activates NK cells through both the SLAMF7 pathway and Fc
receptors enhancing anti-myeloma activity in vitro. Elotuzumab also targets SLAMF7
on myeloma cells and through interactions with Fc receptors on specific immune
cells, promotes the killing of myeloma cells through NK cell-mediated antibody-
dependent cellular cytotoxicity (ADCC) and macrophage-mediated antibody-
dependent cellular phagocytosis (ADCP). In nonclinical models, elotuzumab has

Application form version 2.1
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demonstrated synergistic activity when combined with lenalidomide, pomalidomide
or bortezomib.!

Dosage regimen'?
The recommended dosing schedule for elotuzumab in combination with
pomalidomide and dexamethasone differs from the dosing schedule for elotuzumab
in combination with lenalidomide and dexamethasone.

The length of each treatment cycle is 28 days (see below the table Recommended
dosing schedule of elotuzumab in combination with pomalidomide and
dexamethasone).

Treatment should continue until disease progression or unacceptable toxicity.

Elotuzumab:

The recommended dose of elotuzumab is 10 mg/kg administered intravenously
every week on days 1, 8, 15, and 22 of each treatment cycle for the first two cycles,
and then 20 mg/kg administered on day 1 of each treatment cycle thereafter.

Pomalidomide:

The recommended dose of pomalidomide is 4 mg orally once daily on days 1 — 21 of
repeated 28-day cycles, and at least 2 hours after elotuzumab infusion when
administered on the same day.

Dexamethasone:

e On days that elotuzumab is administered, patients < 75 years old are
recommended to take dexamethasone 28 mg orally between 3 and 24 hours
before elotuzumab, plus 8 mg intravenously between 45 and 90 minutes
before elotuzumab, and patients > 75 years old are recommended to take
dexamethasone 8 mg orally between 3 and 24 hours before elotuzumab,
plus 8 mg intravenously between 45 and 90 minutes before elotuzumab

e Ondays that elotuzumab is not administered, but a dose of dexamethasone
is scheduled (Days 8, 15 and 22 of cycle 3 and all subsequent cycles), 40 mg
orally is recommended for patients < 75 years old, and 20 mg orally is
recommended for patients > 75 years old

Premedication for prevention of infusion reaction:
Patients must be administered with the following pre-medications 45 — 90 minutes
prior to elotuzumab infusion for prevention of infusion reaction:
e Dexamethasone 8 mg intravenous
e H1 blocker: diphenhydramine (25 — 50 mg orally or intravenous) or
equivalent H1 blocker
e H2 blocker: ranitidine (50 mg intravenous or 150 mg orally) or equivalent
H2 blocker
e  Paracetamol (650 — 1000 mg orally)

Prophylaxis against thromboembolism was required for all patients in the
ELOQUENT-3 study.
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Recommended dosing schedule of Elotuzumab in combination with pomalidomide
and dexamethasone!

Cycle 28-Day Cycles 1 and 2 28-Day Cycles 3+

Day of Cycle 1 8 15 22 1 8 15 22

Premedication v v v v v

Elotuzumab (mg/kg) 10 10 10 10 20
intravenously

Pomalidomide (4 mg) orally Days 1-21 Days 1-21

Dexamethasone (mg) 8 8 8 8 8
intravenously

Dexamethasone (mg) orally | »g 28 28 28 28 40 40 40
< 75 years old

Dexamethasone (mg) orally 8 8 38 8 8 20 20 20
> 75 years old
Day of Cycle | 4 8 15 | 22 1 8 15 | 22

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

Elotuzumab is indicated in combination with pomalidomide and dexamethasone for
the treatment of adult patients with relapsed and refractory multiple myeloma who
have received at least two prior therapies including lenalidomide and a proteasome
inhibitor and have demonstrated disease progression on the last therapy.!

Other approved therapeutic
indications

Elotuzumab is indicated in combination with lenalidomide and dexamethasone for
the treatment of multiple myeloma in adult patients who have received at least one
prior therapy.?

Will dispensing be restricted
to hospitals?

Yes (BEGR)

Combination therapy and/or
co-medication

Elotuzumab in combination with pomalidomide and dexamethasone

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

20 ml Type | glass vial containing either 300 mg or 400 mg elotuzumab.

The flip-off seal button colour is ivory for the 300 mg presentation and blue for the
400 mg presentation.

Pack size of 1 vial.

Orphan drug designation

This product is no longer an orphan medicine. The designation was withdrawn in
April 2016, at the time of the granting of the initial marketing authorization
(elotuzumab in combination with lenalidomide and dexamethasone).

Application form version 2.1
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Abbreviation
ADCC
ADCP
AE

ANC
BEGR
BMS
Bor
BorDex
Car
CarDex
Cl

Dara
Dex
DoR
ECOG
EMA
EloPomDex
GHS/QolL
HR
HRQoL
IQR

IRC

ISS

ITT
IMiDs
IMWG
IR

(A'A

Ixa

Len
MCID
MM

NA

NK cells
OR

ORR

oS
pDCs
PFS

PI

Pom
PomBorDex
PomDex
PR

PRO
RCT

RR
RRMM
SLAMF7
SmPC
Thal
TTR

%Z% Bristol-Myers Squibb

ABBREVIATIONS

Term

Antibody-dependent cellular cytotoxicity
Antibody-dependent cellular phagocytosis
Adverse event

Absolute neutrophil count

Begraenset udlevering

Bristol-Myers Squibb

Bortezomib

Bortezomib and dexamethasone
Carfilzomib

Carfilzomib and dexamethasone
Confidence interval

Daratumumab

Dexamethasone

Duration of response

Eastern Cooperative Oncology Group
European Medicines Agency
Elotuzumab in combination with pomalidomide and dexamethasone
Global Health Status/ Quality of Life
Hazard ratio

Health related quality of life
Interquartile range

Independent review committee
International Staging System

Intent to treat

Immunomodulatory drugs
International Myeloma Working Group
Infusion reaction

intravenous

Ixazomib

Lenalidomide

Minimal clinical relevant difference
Multiple myeloma

Not applicable

Natural killer cells

Odds ratio

Overall response rate

Overall survival

Plasmacytoid dendritic cells
Progression-free survival

Proteasome inhibitor

Pomalidomide

Pomalidomide in combination with bortezomib and dexamethasone
pomalidomide and dexamethasone
Partial response

Patient reported outcome
Randomized controlled trial

Relative risk

Relapsed refractory multiple myeloma
Signalling lymphocyte activation molecule family member 7
Summary of product characteristics
Thalidomide

Time to response
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3 SUMMARY

The European Medicines Agency (EMA) approved elotuzumab (Empliciti®) in combination with pomalidomide and
dexamethasone (EloPomDex) on 23 August 2019 with the indication: “Empliciti is indicated in combination with
pomalidomide and dexamethasone for the treatment of adult patients with relapsed and refractory multiple
myeloma who have received at least two prior therapies including lenalidomide and a proteasome inhibitor and
have demonstrated disease progression on the last therapy”.

In Denmark, multiple myeloma (MM) patients are extensively exposed to lenalidomide (Len) and bortezomib (Bor)
in earlier stages of disease and are expected to be refractory to Len at their second relapse, which is used until
disease progression in the prior line(s) of therapy.2* As a consequence, non-Len-containing regimens are currently
the cornerstone of third- and fourth-line therapy in Denmark. Such options include pomalidomide (Pom) and
dexamethasone (PomDex), pomalidomide in combination with bortezomib and dexamethasone (PomBorDex;
OPTIMISMM study) or carfilzomib and dexamethasone (CarDex, ENDEAVOR study). These 3 combinations
constitute the relevant comparators for EloPomDex.

The ELOQUENT-3 study of EloPomDex versus PomDex included patients who were refractory or relapsed and
refractory to Len and a proteasome inhibitor (Pl). The selected patients were in an advanced stage of relapse with
a median of 3 prior lines of therapy (range 2-8) and they had to be refractory to their last line. All patients had
received prior treatment with Bor, 90% were refractory to Len and 68% were refractory to Len and a P> Patients
in the pivotal trials of CarDex and PomBorDex were less heavily pretreated compared to the ELOQUENT-3 study.®’

EloPomDex demonstrated a statistically significant and clinically meaningful 46% reduction in the risk of progression
or death compared to PomDex (Hazard Ratio HR [95% Cl], 0.54 [0.34, 0.86]) and the estimated absolute difference
in median progression free survival (PFS) of 4.0 months (estimated 95% Cl: 0.8-9.1) exceeds the minimal clinical
relevant difference (MCID) of 3 months. The median PFS of 10.3 months in the EloPomDex arm is comparable to
the median PFS observed for CarDex (Len-exposed with 2-3 prior lines) and PomBorDex (intent to treat, ITT) in
patient populations that were most comparable to the ELOQUENT-3 trial.

A favorable trend in OS was seen for patients receiving EloPomDex versus PomDex, with an HR of 0.54 (95% CI 0.30-
0.96) and an estimated absolute difference in OS of 14.8 months (estimated 95% Cl: 0.7-40.6), which exceeds the
MCID by almost 5 times. Comparison of the OS benefit of EloPomDex compared to CarDex (Len-refractory) or
PomBorDex (ITT) is inconclusive considering the immaturity of the OS data, the lack of common comparator and
the differences in the characteristics of the patient populations rendering cross-trial comparison uncertain.

In ELOQUENT-3, the benefits in efficacy observed with the addition of elotuzumab to PomDex did not translate into
increased severe toxicity. All-cause Grade 3-4 adverse events (AEs) were reported in 57% versus 60% of patients
with EloPomDex and PomDex, respectively. In ENDEAVOR, Grade >3 AEs were reported in 76.6% of patients with 2-
3 prior lines of therapy and Grade 3-4 AEs were reported in 90.3% of patients treated with PomBorDex.2®
Discontinuation rates due to AEs were 18.3% with EloPomDex and 23.6% for PomDex with a relative risk (RR) 0.78
(95% Cl, 0.38-1.59). Moreover, the discontinuation rate due to AEs of EloPomDex was numerically lower compared
to the rate reported for the subgroup of patients with 2-3 prior lines of therapy treated with CarDex (22.5%) in the
ENDEAVOR study and for the safety population treated with PomBorDex (28.8%) in the OPTIMISMM study.®*°

Overall, compared to PomDex, EloPomDex is a more efficacious treatment option with a similar safety profile for
adult patients with multiple myeloma who have received at least two prior therapies including Len and a Pl and
have progressed on their last line of therapy. Despite a more heavily pretreated patient population in ELOQUENT-
3, the PFS results suggest that EloPomDex might be equally effective as CarDex or PomBorDex with a safety profile
associated with a numerically lower rate of discontinuation due to AEs and numerically fewer grade 3-4 AEs.
However, the clinical added value of EloPomDex versus PomBorDex or CarDex is inconclusive considering the
absence of head to head trial, the lack of common comparator for indirect comparison and the differences in the
characteristics of the patient populations enrolled in the relevant studies rendering cross-trial comparison
uncertain.
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4 LITERATURE SEARCH

A systematic literature review was conducted to identify relevant publications to assess the clinical added
value of EloPomDex in adults patients with MM who have received at least 2 previous therapies including
lenalidomide and a PL.

The systematic literature review included the search string as defined in the protocol provided by the
Medicines Council. The results from the systematic search performed on 25 November 2019 in both CENTRAL
and Medline are presented in Table 3 and Table 4, respectively.

TABLE 3. SEARCH STRING AND RESULTS OF THE SYSTEMATIC SEARCH IN CENTRAL (VIA COCHRANE

LIBRARY)
# Query Search facet No. of hits
#1 [mh "Multiple Myeloma"] Population 1391
#2 (myeloma OR myelomatosis OR "kahler* disease"):ti,ab,kw 5144
#3 #1 OR #2 5144
#4 (elotuzumab OR Empliciti*):ti,ab,kw Intervention/ 108
#5 (pomalidomid* OR Imnovid* OR Pomalyst* OR Actimid*):ti,ab,kw comparators 275
#6 [mh Dexamethasone] 4064
#7 dexamethason*:ti,ab,kw 10771
#3 #4 AND #5 AND (#6 OR #7) 18
#9 (carfilzomib OR Kyprolis*):ti,ab,kw 314
#10 (#6 OR #7) AND #9 237
#11 [mh Bortezomib] 350
#12 (bortezomib OR Velcade*):ti,ab,kw 1821
#13 #5 AND (#6 OR #7) AND (#11 OR #12) 136
#14 #3 AND (#8 OR #10 OR #13) Indirect 330

comparison

#15 ("conference abstract" OR review):pt Exclusion of non- | 180209
#16 NCT*:au relevant 145578
#17 ("clinicaltrials.gov" OR trialsearch):so publication types | 275250
#18 #15 OR #16 OR #17 455558
#19 #14 NOT #18 72

TABLE 4. SEARCH STRING AND RESULTS OF THE SYSTEMATIC SEARCH IN MEDLINE (VIA PUBMED)

# Query Search facet No. of hits
#1 Multiple Myeloma[mh] Population 39975
#2 myelomaltiab] OR myelomatosis[tiab] OR kahler disease][tiab] 51336
#3 #1 OR #2 58700
#4 elotuzumab[nm] Intervention/ 107
#5 elotuzumabltiab] OR Empliciti*[tiab] comparators 218
#6 pomalidomide[nm] 356
#7 pomalidomid*[tiab] OR Imnovid*[tiab] OR Pomalyst*[tiab] OR Actimid*[tiab] 622
#8 Dexamethasone[mh] 50506
#9 dexamethason*[tiab] 55614
#10 (#4 OR #5) AND (#6 OR #7) AND (#8 OR #9) 19
#11 carfilzomib[nm] 430
#12 carfilzomib[tiab] OR Kyprolis*[tiab] 829
#13 (#8 OR #9) AND (#11 OR #12) 209
#14 Bortezomib[mh] 5372
#15 bortezomib[tiab] OR Velcade*[tiab] 7743
#16 (#6 OR #7) AND (#8 OR #9) AND (#14 OR #15) 119
#17 #3 AND (#10 OR #13 OR #16) Indirect 277
comparison
#18 ("Randomized Controlled Trial"[pt] OR "Controlled Clinical Trial"[pt] OR RCT (Cochrane 1194436
randomized[tiab] OR randomised][tiab] OR placebo[tiab] OR "Clinical Trials filter)
as Topic"[mh:noexp] OR randomly[tiab] OR trial[ti]) NOT ("Animals"[mh] NOT
"Humans"[mh])
#19 #17 AND #18 Exclusion of non- | 88
#20 Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Letter[pt] OR relevant 6082029
Review[pt] OR Systematic Review[pt] publication types
#21 #19 NOT #20 60
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The eligibility criteria used for the systematic literature review are defined in terms of the Population,
Interventions, Comparisons, Outcomes, and study design (PICOS) framework, as well as language and time

frame (Table 5).

TABLE 5. INCLUSION AND EXCLUSION CRITERIA FOR SEARCH STRATEGY

Inclusion criteria

Exclusion criteria

Relapsed or refractory multiple myeloma having

Trial design/study type

Population received two prior therapy lines including
lenalidomide and a proteasome inhibitor.
. Elotuzumab in combination with pomalidomide and
Intervention
dexamethasone.
CarDex Other dosage and administration
Comparator PomDex schedules than indicated in the
P protocol for the Danish Medicines
PomBorDex Council
Overall survival
o PFS
o  Mortality
Treatment end point
Outcomes o Discontinuation reason
QoL
o  Using validated tool (e.g.
EORTC QLQ C30)
Non RCTs

Randomised control trials

Phase Il studies were only considered when no
phase Il studies are available

Single-arm trials

Case reports

Editorials & opinion pieces
Reviews

Conference abstract poster

Language

English, Norwegian, Swedish, Danish

Not English, Norwegian, Danish or Swedish

Atotal of 132 records were identified through CENTRAL and MEDLINE. Two reviewers, working independently
reviewed the identified records according to the PICO selection criteria. Two additional studies were identified
through hand search and included for data completeness for the ELOQUENT-3 study. After removal of the
duplicates (n=47), 87 records were screened for relevance by title and abstract. Out of these, 22 studies were
then screened at a full-text stage by the same two reviewers. Following reconciliation between the two
investigators, a third reviewer was included to reach consensus for any remaining discrepancies. As a result, 9
studies were selected for this application, which include data from 3 randomized controlled trials (RCTs),
further described in Table 6. The process of study identification and selection are summarized in Figure 1 with
a PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-Analyses) flow diagram.

All excluded articles with reasons for exclusion are listed in Table 18 in the Appendix.
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FIGURE 1. PRISMA FLOW DIAGRAM OF MEDLINE (VIA PUBMED) AND CENTRAL (VIA COCHRANE LIBRARY)
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4.1 RELEVANT STUDIES

The 9 studies identified via the systematic literature search are described in Table 6. Seven of these are peer-
reviewed articles. For the ELOQUENT-3 study, 2 abstracts presented in 2019 at 2 international congresses
have been included for data completeness for the PICO and as supportive literature. For clarity, data
disclosed only in these abstracts are highlighted by blue font colour in the application.
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Reference (title, author, journal, year)

Trial name

NCT number

Relevant
for clinical
question 1

Dates of study
(startand
expected
completion
date)

Peer-reviewed

Elotuzumab plus Pomalidomide and
Dexamethasone for Multiple Myeloma.
Dimopoulos et al. NEJM, 2018.3

Abstracts at international congresses

Elotuzumab Plus Pomalidomide and
Dexamethasone for Relapsed/Refractory
Multiple Myeloma: Efficacy Results After
Additional Follow-Up of the Phase 2,
Randomized ELOQUENT-3 Study.
Dimopoulos et al., poster at the 24th
Congress of the EHA, 2019, Abs #PS$1370.1°

Impact of Elotuzumab Plus Pomalidomide
and Dexamethasone on Health-Related
Quiality of Life in Patients With
Relapsed/Refractory Multiple Myealoma
Enrolled in the ELOQUENT-3 Study.
Weisel et al., poster at the 61st ASH Annual
meeting, 2019, Abs #3480.%

ELOQUENT-3

NCT02654132

Start: 16 March
2016

Expected
Completion: 1
December 2020

Yes

Carfilzomib and dexamethasone versus
bortezomib and dexamethasone for
patients with relapsed or refractory
multiple myeloma (ENDEAVOR): a
randomised, phase 3, open-label,
multicentre study. Dimopoulos et al. Lancet
Oncol., 2016.

Carfilzomib or bortezomib in relapsed or
refractory multiple myeloma (ENDEAVOR):
an interim overall survival analysis of an
open-label, randomised, phase 3 trial.
Dimopoulos et al. Lancet Oncol., 2017.12

Impact of prior treatment on patients with
relapsed multiple myeloma treated with
carfilzomib and dexamethasone vs
bortezomib and dexamethasone in the
phase 3 ENDEAVOR study. Moreau et al.,
Leukemia, 2017.°

Carfilzomib-Dexamethasone Vs
Bortezomib-Dexamethasone in Relapsed
or Refractory Multiple Myeloma: Updated
Overall Survival, Safety, and Subgroups.
Orlowski et al., Clinical Lymphoma
Myeloma and Leukemia. 2019.13

ENDEAVOR

NCT01568866

Start: 20 June
2012

Completion: 5
February 2018

Yes
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Health-related quality of life in the
ENDEAVOR study: carfilzomib-
dexamethasone vs bortezomib-
dexamethasone in relapsed/refractory
multiple myeloma. Ludwig et al., Blood
Cancer J. 2019.1*

Pomalidomide, bortezomib, and OPTIMISMM | NCT01734928 | 7 January 2013 —
dexamethasone for May 2022 (for OS

patients with relapsed or refractory data)

multiple myeloma

previously treated with lenalidomide yes

(OPTIMISMM): a randomised, open-label,
phase 3 trial. Richardson et al., Lancet
Oncol., 2019.7

In addition, the following European Public Assessment Reports (EPARs) have been consulted:

EloPomDex Empliciti Procedure No. EMEA/H/C/003967/11/0012 (EMA/CHMP/455667/2019)*
https://www.ema.europa.eu/en/documents/variation-report/empliciti-h-c-003967-
ii-0012-epar-assessment-report-variation en.pdf

PomBorDex Imnovid Procedure No. EMEA/H/C/002682/11/0031/G (EMA/CHMP/674052/2018)8
https://www.ema.europa.eu/en/documents/variation-report/imnovid-h-c-2682-ii-
0031-g-epar-assessment-report-variation en.pdf

CarDex Kyprolis Procedure No. EMEA/H/C/003790/11/0001/G (EMA/517040/2016)®
https://www.ema.europa.eu/en/documents/variation-report/kyprolis-h-c-3790-ii-
0001-g-epar-assessment-report-variation en.pdf

CA204-142, supportive multi-cohort study investigating EloPomDex

The assessment of the efficacy and safety of EloPomDex in patients with MM by the EMA is based on the
results of one pivotal phase Il study (ELOQUENT-3, CA204-125), supported by the data of the EloPomDex
cohort of the phase | CA204-142 study.®

Study CA204142 is a non-randomized phase I, multi-cohort multi-center, open-label study conducted in the
United States, which includes a cohort investigating the combination of EloPomDex. The objective of the
EloPomDex cohort was to explore the clinical benefit and tolerability of this combination in subjects with MM
who received at least 1 prior therapy and were relapsed, refractory, or intolerant to prior treatment with Len.
PFS was the primary endpoint. Secondary endpoints included overall response rate (ORR), duration of
response (DoR), time to response (TTR) and overall survival (0S).%°

Based on both studies’ inclusion/exclusion criteria, baseline demographics and disease characteristics of the
enrolled patients, the population included in study CA204-142 appeared to be at an earlier stage of disease
with less previously treated (1-2 prior lines of therapy) compared to the patient population of the ELOQUENT-
3 study (=2 lines of therapy, median of 3 prior therapies). The study has not been published in a peer-reviewed
journal. Data from the CA204-142 at minimum follow-up of 16 months are found in the Empliciti EPAR.?® As it
is a non-randomized trial, this study was not in the scope of the systematic literature search and the results
from CA204-142 are therefore not described in this application.
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4.2 MAIN CHARACTERISTICS OF INCLUDED STUDIES

Overall, the treatments investigated and the ITT population enrolled in the 3 RCTs relevant for this application
differ. This can be appreciated in Table 7 and in Table 8, which are providing an overview of the study design
and baseline characteristics of special interest.

The main characteristics of the 3 included RCTs are presented in the Appendix as indicated in Table 7.

TABLE 7. OVERVIEW OF THE RCTS INCLUDED IN THE ASSESSMENT

ELOQUENT-3 OPTIMISMM ENDEAVOR
(CA204-125) (MM-007)
Table # in Appendix and
corresponding page Table 19, page 45 Table 21, page 53 Table 20, page 49
Number of patients in the
investigational arm 60 281 464
Study design Randomized open-label Randomized open-label Randomized open-label
multicentre phase Il multicentre phase Il multicentre phase IlI
Intervention EloPomDex PomBorDex CarDex
(investigational arm) administered in 28 day cycles | administered in 21 day cycles | administered in 28 day cycles
Comparator PomDex BorDex BorDex
(control arm)

A single clinical question has been defined in the protocol from the Medicines Council, including 3
comparators (i.e. PomDex, CarDex and PomBorDex):

“What is the added clinical value of Elotuzumab in combination with pomalidomide and dexamethasone
compared to the current standard treatments for patients with multiple myeloma who have received at least
two prior therapies including lenalidomide and a proteasome inhibitor and have demonstrated disease
progression on the last therapy?”

5.1 PRESENTATION OF RELEVANT STUDIES

5.1.1 ELOQUENT-3

Elotuzumab is an immunostimulatory humanised, IgG1k monoclonal antibody that specifically targets the
SLAMF7 (signaling lymphocyte activation molecule family member 7) protein (also known as CS1, CD319).1
Elotuzumab activates the patient’s immune system via the direct activation of NK cells through both the
SLAMF7 pathway and Fc receptors enhancing anti-myeloma activity.*>” Elotuzumab also promotes the killing
of myeloma cells through NK cell-mediated ADCC.%'” Recently, killing of myeloma cells through a novel
immune-mediated mechanism of elotuzumab whereby macrophage-mediated ADCP was identified."®

Primarily based on the results of the ELOQUENT-3 study, the EMA approved elotuzumab in combination with
pomalidomide and dexamethasone on 23 August 2019 with the indication: “Empliciti is indicated in
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combination with pomalidomide and dexamethasone for the treatment of adult patients with relapsed and
refractory multiple myeloma who have received at least two prior therapies including lenalidomide and a

proteasome inhibitor and have demonstrated disease progression on the last therapy”.}

The ELOQUENT-3 (CA204-125) study is a multicentre, randomised, open-label phase Il trial, with the objective
to determine if adding elotuzumab to Pom and low-dose dex is a more effective treatment of relapsed and
refractory multiple myeloma (RRMM) compared to pomalidomide and low-dose dexamethasone.®

The aim of the study was to enrol patients with similar characteristics to the PomDex registrational phase IlI
MM-003 study. Patient eligible to enter the ELOQUENT-3 study had to have received >2 previous lines of
therapy, including at least two consecutive cycles of lenalidomide and a Pl alone or in combination. Eligible
patients had MM that was refractory (disease progressed while the patient was receiving treatment or within
60 days after treatment discontinuation) or relapsed and refractory (disease progressed within 6 months after
treatment discontinuation after the patient had at least a partial response) to Len and a Pl. In addition, all
patients had MM that was refractory to their last therapy.®

Patients were randomly assigned in a 1:1 ratio to receive EloPomDex (intervention group) or PomDex (control
group). Randomisation was stratified according to the number of previous lines of therapy (2 or 3 vs. >4) and
the International Staging System (ISS) disease stage at the time of trial enrolment. The patients were treated
until disease progression, intolerable side effects, withdrawal of consent, or death.’

The primary endpoint was investigator-assessed PFS, defined as the time from randomisation to the first
occurrence of disease progression or death from any cause. The secondary endpoints were overall response
ORR and OS. Additional exploratory endpoints included time to response, DoR, safety, and health related
quality of life (HRQoL).

An independent review committee (IRC) assessed PFS and ORR to confirm the results of the investigator
assessment.

The results of the primary analysis are published in a peer-reviewed article from Dimopoulos et al. in 2018 in
the New England Journal of Medicine, with a minimum follow-up period of 9.1 months (database lock 21
February 2018).> The results of an extended analysis with a minimum follow up of 18.3 months (cut off 29
November 2018) were presented in a poster at the EHA 2019 congress and the OS data are also included in
the Empliciti EPAR.1> A short description of the HRQoL data are available in the EPAR and have been further
described in abstracts presented at International congress.'>*> Data only presented in these abstracts are
highlighted by blue font color in the application.

The main inclusion and exclusion criteria, baseline characteristics as well as additional details about the
ELOQUENT-3 study are presented in Table 19.

5.1.2 ENDEAVOR

The ENDEAVOR study is a phase Ill, randomised, open-label (completed study), with the objective to compare
PFS in patients with multiple myeloma who relapsed after 1-3 prior therapies, treated with CarDex or BorDex.
Patients had to have documented > partial response to at least 1 line of prior therapy. They were allowed to
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have received previous therapy with a Pl (Car or Bor) if they achieved at least a partial response to treatment,

did not discontinue the proteasome inhibitor because of toxicity, and did not receive treatment with a PI for
an interval of 6 months or more before enrolment.®

Patients were randomly assigned 1:1 to receive CarDex or BorDex until disease progression, intolerable side
effects, withdrawal of consent, or deaths. Randomization was stratified by the following baseline factors: ISS
stage (I vs II-Ill), previous lines of treatment, previous Pl therapy, and planned route of Bor administration if
assigned to the BorDex group (intravenous vs subcutaneous). Within each stratum, patients were randomly
assigned to treatment by use of a blocked randomisation design in blocks of four.®

The primary endpoint was PFS assessed by IRC. The secondary endpoints included OS, overall response,
duration of response, percentage of participants with > Grade 2 peripheral neuropathy, and safety.® HRQolL
was assessed as an exploratory endpoint in ENDEAVOR. '

For the primary analysis, median follow-up was 11.9 months (IQR 9.3 - 16.1) in the CarDex group and 11.1
months (IQR 8.2 - 14.3) in the BorDex group.® For the extended analysis, the median follow-up was 37.5
months (IQR 34.4-41.9) in the CarDex group and 36.9 months (IQR 33.4-40.6) in the BorDex group.'? Updated
0S, safety and subgroup analysis were recently published by Orlowski et al. at a median follow-up time for OS
of 44.3 months in the CarDex group.®3

The inclusion and exclusion criteria, baseline characteristics, and additional details are provided in Table 20.

5.1.3 OPTIMISMM

The OPTIMISMM study is a phase lll, randomised, open-label, with the objective to compare PFS in patients
with MM who relapsed after 1-3 prior therapies treated with PomBorDex or BorDex.’

Patients must have received prior treatment with lenalidomide-containing regimen for at least 2 consecutive
cycles. Patients refractory to Len, including those who received Len in their last previous regimen, were
eligible. Refractory patients were defined as those with disease that was non-responsive to treatment (failure
to achieve minimum response or development of progressive disease) or progression within 60 days of the
last dose, inclusive. Patients exposed to bortezomib were eligible for the study as long as they did not have
progressive disease during treatment or within 60 days of the last dose of a bortezomib-containing regimen
(dosing schedule 1.3 mg/m2 of body surface area twice weekly). Patients who progressed on or within 60 days
of a once-weekly bortezomib schedule or on a lower dose of bortezomib were eligible to participate and were
regarded as the bortezomib-refractory patient population in this trial.”

Eligible patients were randomly assigned 1:1 to BorDex with or without Pom using a validated interactive
response technology system. Randomization was done using a permutated blocked design with a block size of
four, stratified according to age (<75 years vs >75 years), number of previous regimens (1 vs >1), and the
concentration of B2 microglobulin at screening (<3.5 mg/L vs 3.5-5.5 mg/L vs >5.5 mg/L).”

The primary endpoint was PFS, defined as time from randomization to disease progression or death assessed
by IRC. Prespecified secondary endpoints were OS (time from randomization to death due to any cause),
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overall response (partial response or better) according to IMWG criteria,DoR (time of first documented

response to confirmed progressive disease or death due to any cause for all responders), and safety. HRQolL
was a prespecified exploratory endpoint.’

The median follow up time for the primary analysis was 15.9 months (IQR, 9.9-21.7) from a database lock from
the 26 October 2017.7 An updated OS analysis based on a database lock from the 15 September 2018 after a
median follow-up period of 26.2 months is provided in the Imnovid EPAR.2

The inclusion and exclusion criteria, baseline characteristics, and additional details are provided in Table 21.

5.1.4 IMPORTANT CONSIDERATIONS ABOUT THE HETEROGENEITY OF THE
INCLUDED STUDIES

Overall, the treatments investigated and the ITT population enrolled in the ELOQUENT-3, ENDEAVOR and
OPTIMISMM RCTs differ (Table 8).

The selection of later lines of therapy is driven by multiple factors such as patient preferences, the patient
comorbidities and disease-related characteristics, tolerability to prior treatment, treatment until progression
or fixed number of cycles, number of prior lines of therapy, quality of response (depth and duration) to the
prior regimens and the relapsed or refractory status of the disease. MM patients are extensively exposed to
lenalidomide and bortezomib in earlier stages of disease. Thus, number of previous line of therapies as well as
prior-exposure and relapse/refractory status to these 2 agents are important baseline characteristics to
consider in the late relapse/refractory setting.

At the second relapse, most of the patients are expected to be refractory to Len, which is used until disease
progression in the prior line(s) of therapy.>* As a results, the non-lenalidomide containing regimen CarDex,
which is indicated for patients at first relapse, is recommended and used for most patients as third line therapy
in the Danish clinical practice**. The CarDex registrational phase Ill trial ENDEAVOR enrolled patients between
2012 and 2014 who had 1-3 prior therapies with 50% having received only 1 prior line of treatment.® In line
with this, about one fourth of patients was lenalidomide-refractory (24.4%) and 54% had been previously
treated with bortezomib (3.2% refractory).5® The registrational phase Ill OPTIMISMM study also enrolled
patients between 2013 and 2017 who had 1-3 prior therapies, of whom 40% had received 1 prior line of
treatment.” Seventy-one percent of the patients were refractory to Len and 72% have been previously treated
with Bor (8.5% refractory).” The ELOQUENT-3 study is focusing on subjects who were refractory or relapsed
and refractory to Len and a PI. The selected patients were in a more advanced stage of relapse with a median
of 3 prior lines of therapy (range 2-8). All patients had received prior treatment with bortezomib (63.3%
bortezomib-refractory; 78.3% refractory to a Pl) and 98% of patients had been treated with Len, of whom 90%
were lenalidomide-refractory.®

In regards to study design, patients in the control arm of the ELOQUENT-3 study were treated with PomDex.
Thus, the results from the ELOQUENT-3 study have been used to assess the added clinical value of EloPomDex
compared to PomDex. For CarDex and PomBorDex, BorDex was the control arm of the 2 relevant RCTs
investigating these treatments (ENDEAVOR and OPTIMISMM, respectively). Thus, an indirect comparison was
precluded by the lack of a common comparator and a narrative synthesis of the data is provided for these 2
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comparators. In addition, in the OPTIMISMM study, the administration schedule of Pom was adjusted to fit

bortezomib administration schedule and differ from the approved dosing schedule for PomDex and thus from

the ELOQUENT-3 study. Additional caution should be taken when assessing the added value of elotuzumab or

bortezomib to PomDex.

TABLE 8. OVERVIEW OF THE STUDY DESIGN AND BASELINE DEMOGRAPHICS OF SPECIAL INTEREST OF THE RELEVANT RCTS

investigational arm

ELOQUENT-3 OPTIMISMM ENDEAVOR
Reference 5,15 7,8 6,9,12,13,16
Number of patients in the | 60 281 464

Study design

Randomized open-label
multicentre phase Il

Randomized open-label
multicentre phase IlI

Randomized open-label
multicentre phase Il

Intervention and

EloPomDex administered in 28

PomBorDex administered in 21

CarDex administered in 28 day

High risk is defined as the
presence of one
abnormality in at least
one of the following:
Del(17p), t(4;14), t(14;16).

Non-high risk: 52%

not evaluable: 27%

Non-high risk: 48.8%

Missing/not evaluable: 29.5%

pomalidomide dosage day cycles day cycles cycles
Pomalidomide 4 mg orally on Pomalidomide 4 mg orally on NA
days 1-21 days 1-14
Comparator PomDex BorDex BorDex
Time since diagnosis, 4.8 years 4.0 years 44.0 months
median (range) (0.5-21.9) (0.2; 25.9) (4.0,306.2)
Age, median (range) 69 (43-81) 67 (27-87) 65 (35-89)
ISS disease stage 153.3% I: 53.0% I: 44%
I135.0% II: 30.2% 1I-111: 56%
111.7% IIl: 16.7%
Cytogenetic risk status High risk: 22% High risk: 21.7% High: 21%

Standard: 61%

Unknown/Missing: 18%

Previous treatments,

Median (range): 3 (2-8)

Median (IQR): 2 (1-2)

Median (IQR): 2 (1-2)

Len and Bor: 98%*

Len and PI: 75.4%
BorDex: 70.1%

number 1: 0% 1:39.5% 1:50%
2:23.3% 2:41.6% 2:34%
3:36.7% 3:18.9% 3:16%
>4:40.0% >3: 0%

Previous treatments with Len: 98% Len: 100% Len: 38%

immunomodulatory drugs Thal: 42% Thal, Len, corticosteroids: 25.6% | Thal: 45%

(IMiDs) and PI Bor: 72%
Bor: 100% Car: 3% Bor: 54%
Car: 15% Ixa: 3% Car: <1%
Ixa: 8% Len and Bor: 71.5%

IMiDs and Bor: 34%

Refractory status to
lenalidomide and/or a
proteasome inhibitors (Pl)

To last line: 100% (inclusion
criteria)
Len: 90%

Pl: 78%
Bor: 63.3%
Car:15.0%
Ixa: 8.3%

Len and a Pl: 68%

To last line: 70%
Len: 71.2%

PI:13.2%
Bor: 8.5%
Car: 1.8%
Ixa: 2.8%

To last line: 40%

Len: 24.4%

Bor: 3.2%
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ELOQUENT-3

OPTIMISMM

ENDEAVOR

Subsequent treatments

55% of the patients in the
EloPomDex arm received

subsequent systemic therapies.

The most common subsequent
systemic therapies were*:
Dara: 30%

Cyclophosphamide : 17%

Car: 13%

Pom: 13%

Bor : 10%

Bendamustine: 10%

Len: 7%

37.4% of (105/281) patients
assigned PomBorDex received
subsequent treatment.

Agents received by >5% of the
patients are shown below. The
full list of subsequent therapies
can be found in table 32 the
EPAR.

Dex: 23.1%

Dara. 14.2%
Cyclophosphamide: 11%
Car: 10.3%

Bor: 9.3%

Pom: 7.5%

Len: 6.0%

Melphalan: 5.3%

262 (67%) of 391 patients
who entered long-term follow
up following discontinuation
of CarDex received any
additional lines of therapy.

Agents received by >10% of
the patients are shown below.
The full list of subsequent
therapies can be found in
table 2 of Dimopoulos et al.
2017.12

Dex: 48%

Len: 32%

Bor: 25%
Cyclophosphamide: 22%
Pom: 16%

Melphalan: 13%

Follow-up

Primary analysis:
Minimum follow-up of 9.1
months

Extended follow-up: minimum
follow-up of 18.3 months

Median follow-up PFS: 15.9
months (IQR 9.9-21.7)

Extended OS analysis: median
follow-up of 26.2 months

Primary analysis:
median follow-up PFS: 11.9
months (IQR 9.3-16.1)

Planned interim and final OS
analysis:

median follow-up of 37.5
months (IQR 34-4-41-9)

Updated OS, safety and
subgroup analysis:
median follow-up of 44.3
months

¥ calculated based on the number of patients who have received prior lenalidomide and bortezomib. *Data highlighted in blue have
only been reported in a poster by Dimopoulos et al., which was presented at EHA 2019.10
Bor, bortezomib; Car, carfilzomib; Dex, dexamethasone; Dara, daratumumab; Elo, elotuzumab; IMiD, immunomodulatory drug; IQR,
interquartile range; Ixa, ixazomib; Len, lenalidomide, OS, overall survival; PFS, progression free survival; Pom, pomalidomide; PI,

proteasome inhibitor; Thal, thalidomide.

5.2 RESULTS PER STUDY

The results per study are provided for the 3 relevant RCTs in the following tables.

ELOQUENT-3 — Table 22, page 57.

ENDEAVOR — Table 23, page 60.

OPTIMISMM - Table 24, page 63.
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5.3 COMPARATIVE ANALYSIS AND NARRATIVE SYNTHESIS

Asindicated above, the results from the ELOQUENT-3 study have been used to assess the added clinical value
of EloPomDex compared to PomDex. For CarDex and PomBorDex, BorDex was the control arm of the 2
relevant RCTs investigating these treatments. Thus, an indirect comparison was precluded by the absence of
a common comparator and a narrative synthesis of the data is provided for these 2 comparators.

The ITT population of the ELOQUENT-3 study corresponds to the population of the PICO. Consequently, for
the comparison of EloPomDex with PomDex, the results of the ITT population of the ELOQUENT-3 study have
been used for the comparative analysis of all outcomes.

As outlined above, the ITT population enrolled in the phase Il trial investigating CarDex (ENDEAVOR) and
PomBorDex (OPTIMISMM) differ from the population of the PICO i.e. patients who have received at least 2
prior therapies including lenalidomide and a Pl (see Section 5.1.4, page 16). Consequently, efficacy and safety
analyses for this specific subgroup of patients are not available for these 2 comparators. For CarDex,
numerous subgroup analyses have been done in ENDEAVOR but data are not consistently available for all
the outcomes of the PICO. Thus, the rational for selecting a specific subgroup of patients and the associated
results are described for each outcome for CarDex. In the OPTIMISMM study, 75.4% of the ITT population
has been previously exposed to Len and a Pl. In addition, results available for subgroup analysis per prior
lines of therapy is limited to a HR for PFS. Thus, the results of the ITT population have been used for the
narrative synthesis of all the outcomes for PomBorDex.

5.3.1 OVERALL SURVIVAL AND PROGRESSION-FREE SURVIVAL

Overall Survival (0S)

Subgroup analysis of patients who have had >2 prior lines of therapy, including Len and a Pl have not been
carried out in neither the ENDEAVOR nor the OPTIMISMM study.

In the ENDEAVOR study, data for the subgroup of patients (i) with prior lenalidomide exposure, (i) who are
lenalidomide-refractoy or (iii) who had received 2-3 prior lines of therapy are available (Table 23).2 In this
study, a limited number of patients have been exposed to Len (38%) of whom 24.4% are refractory, 54% had
prior bortezomib and 34% have been exposed to an IMID (lenalidomide and/or thalidomide) and
bortezomib.5® In contrast, 90% of the patients were refractory to lenalidomide and all patients have been
exposed to bortezomib in the ELOQUENT-3 study.> Multiple myeloma patients are extensively exposed to
lenalidomide in earlier stages of disease and patients who have received at least 2 prior therapies are expected
to be lenalidomide-refractory.>* Thus, the data for the lenalidomide-refractory patients in the ENDEAVOR
study were chosen for the narrative synthesis of the data.'®

The data selected for the comparative analysis and the narrative description of this outcome are shown in
Table 9.
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TABLE 9. OVERVIEW OF OS DATA OF THE RELEVANT STUDIES USED FOR THE COMPARISON

Treatment EloPomDex PomDex CarDex PomBorDex
Population used TT ITT Len-refractory ITT
(n=60) (n=57) (n=113) (n=281)
Number of previous Median (range) Median (range) Not reported Median (IQR)
lines of therapy 3(2-8) 3(2-8) 2 (1-2)
Len-refractory 90% 84% 100% 71%
Prior bortezomib 100% 100% Not reported 72%
Prior IMiD and PI Prior Len and Bor Prior Len and Bor Not reported Prior Len and a PI
98% 100% 75.4%

Data cutoff

29 November 2018

19 July 2017

15 September 2018

Follow up

Minimum 18.3 months

Median 44.3 months

Median 26.2 months

Events reached for
final planned OS

61.5% deaths (48/78 events) required for the

final OS data at a
median follow-up of

63.8% deaths
(242/379 events)

analysis (ITT) final analysis (cut off 29 November 2018) 37.5 months (cutoff | required for the final
3 January 2017)% analysis (cutoff 15
September 2018)
Median OS Not reached | 17.4 months 29.2 months 40.5 months
HR for OS 0.54 (95% Cl, 0.30-0.96) NA NA
12-months OS rate 79%* | 68%* Not reported 75.9%
References 510,15 13 78

*Data in blue font color have only been reported in the poster by Dimopoulos et al. at EHA 2019.1° The 12-months OS rate at the
primary OS analysis after a minimum follow-up of 9.1 months and 40% of deaths required for final OS analysis (cut off 21 February
2018) reported in the Empliciti EPAR were 77% for EloPomDex versus 67% for PomDex.1> Bor, bortezomib; Len, lenalidomide.
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FIGURE 2. KAPLAN-MEIER CURVE OF OVERALL SURVIVAL IN THE ELOQUENT-3 STUDY (ITT, CUTOFF 29 Nov 2018)*°
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After a minimum follow-up of 18.3 months at which 61.5% of the requested OS events for the planned final
analysis had occurred (48/78 events), a favorable trend in OS for patients receiving EloPomDex was seen
compared to PomDex, with an HR of 0.54 (95% Cl 0.30-0.96) (Figure 2).1°> The curves are separating within the
first 2 months in the advantage of the EloPomDex combination. The median OS was not reached for patients
treated with EloPomDex versus 17.41 months in the PomDex arm. The estimated absolute difference in OS is
14.8 months (estimated 95% Cl: 0.7-40.6) and exceeds by almost 5 times the MCID of 3 months defined by the
Medicines Council. The estimation of the absolute difference in medians was based on formula 6, page 55, of
the Methods Guideline from the Medicines Council (v.2.3).

In the ENDEAVOR study, the difference in median OS between CarDex and BorDex for the patients refractory
to Len was 7.8 months (29.2 vs 21.4 months, respectively) at a median follow-up of approx. 44 months (6
months of additional follow up compared to final OS data reported by Dimopoulos et al.).*? As observed for
the ITT population, there is a late separation of the curves in the advantage of CarDex occurring at around 18
months for this subgroup (see figure 3E from Orlowski et al.).>** The HR was 0.86 (95% Cl, 0.62-1.18).

In the OPTIMISMM study, the difference in median OS between PomBorDex and BorDex for the ITT population
was 10.1 months (40.54 vs 30.46 months, respectively) at a median follow-up of 26.2 months at which 63.8%
of the events required for the final OS analysis had occurred (242/379 events).? The curves are separating at
around 16 months in the advantage of PomBorDex. The HR was 0.91 (95% Cl, 0.70-1.18).

1: POM+BTZ+LD-DEX
2: BTZ+LD-DEX

}5 - Time from Randomization

BTZ =bortezomib: CI= confidence mterval; HR. = hazard ratio; ITT = intent-to-treat; KM = Kaplan-Meier, L D-DEX = low-dose
dexamethasone; NE = not estimable; OS = overall survival; POM = pomalidomude.

FIGURE 3. KAPLAN-MEIER CURVE FOR OVERALL SURVIVAL IN THE OPTIMISMM sTUDY (ITT, CUTOFF 15 SEPT 2018)8

Overall, a favorable trend in OS was seen for patients treated with EloPomDex versus PomDex, with an HR of
0.54 (95% Cl 0.30-0.96) and an estimated absolute difference in OS of 14.8 months (estimated 95% CI: 0.7-
40.6), which exceeds the MCID by almost 5 times. At an approximately similar number of OS events required
for the planned final OS analysis (EloPomDex 61.5% vs PomBorDex 63.8%), the median OS was not reached
for EloPomDex and 40.5 months for PomBorDex (ITT populations). The lenalidomide-refractory patients
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treated with CarDex had a median OS of 29.2 months at the longest follow-up period between the 3 RCTs. No

conclusion on the added OS value of EloPomDex compared to CarDex or PomBorDex can be made considering

the immaturity of the OS data, the lack of common comparator and the differences in the characteristics of

the patient populations rendering cross-trial comparison highly uncertain.

Progression-free Survival (PFS)

PFS subgroup analysis of patients who have had >2 prior lines of therapy, including Len and a Pl have not been
carried out in neither the ENDEAVOR nor the OPTIMISMM study. For the narrative comparison with
PomBorDex, the PFS data for the ITT population in the OPTIMISMM study were used (see rational above). In
ENDEAVOR, a PFS subgroup analysis of patients who have had 2-3 prior lines of therapy and have been exposed

to Len has been carried out.® This subgroup is considered the most relevant in regards to the population of

the PICO and was selected for the narrative synthesis of this outcome.

The data selected for the comparative analysis and the narrative description for this outcome are shown in

Table 10.

TABLE 10. OVERVIEW OF PFS DATA FOR THE RELEVANT STUDIES

Treatment EloPomDex PomDex CarDex PomBorDex
Population used TT ITT Prior Len, 2-3 prior ITT
(n=60) (n=57) lines (n=281)
(n=126)
Median number of Median (range) Median (range) Not reported Median (IQR)
previous lines of 3(2-8) 3(2-8) 2 (1-2)
therapy
Len-refractory 90% 84% Not reported 71%
Prior bortezomib 100% 100% Not reported 72%
Prior IMiD and PI Prior Len and Bor Prior Len and Bor Not reported Prior Len and a PI
98% 100% 75.4%
Data cutoff 21 February 2018 10 November 2014 26 October 2017
Follow up Minimum 9.1 months Median 11.9 months | Median 15.9 months
Median PFS 10.3 months 4.7 months 9.7 months 11.2 months
Estimated absolute 4.0 months¥ 0.6 months* -0.9 months*
difference in median 95% Cl, 0.8-9.1
PFS
HR for PFS 0.54 (95% Cl, 0.34-0.86) NA NA
P=0.008
12-month PFS rate 40% 19% Not reported 49.47%
95% Cl, 0.26-0.54 95% Cl, 0.09-0.31
18 month PFS rate 34%* 11%* Not reported Not reported

References

5,15

9

7,8

* Data from a minimum follow up of 18.3 months. Data in blue font color have only been reported in the poster by Dimopoulos et al.
at EHA 2019.19 The 12-month PFS rates at the extended analysis after a minimum follow-up of 18.3 months (cut off 29 November

2018) were consistent with the previous analysis and were 43% for EloPomDex versus 20% for PomDex.1°

¥ The estimation of the absolute difference in medians between EloPomDex and PomDex was based on formula 6, page 55, of the
Methods Guideline from the Medicines Council (v.2.3)
# The absolute difference was calculated by subtracting the median PFS of (i) CarDex or (ii) PomBorDex from the median PFS
reported for EloPomDex. NA, not applicable.
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At a minimum follow-up of 9.1 months, EloPomDex demonstrated a statistically significant and clinically
meaningful 46% reduction in the risk of progression or death compared to PomDex (HR [95% Cl], 0.54 [0.34,
0.86]).° This benefit was maintained at a minimum follow-up of 18.3 months.?® The estimated absolute
difference in medians between EloPomDex and PomDex was 4.0 (estimated 95% Cl: 0.8-9.1), which exceeds
the MCID defined by the Medicines Council (Table 22). As for OS, the estimation of the absolute difference in
medians was based on formula 6, page 55, of the Methods Guideline from the Medicines Council (v.2.3).

In the ENDEAVOR study at a median follow up of 11.9 months, the median PFS of 9.7 months for patients who
have received prior Len and 2-3 prior lines of therapy was similar to EloPomDex. The difference in median PFS
between CarDex and BorDex for this patient group was 3.1 months (9.7 vs 6.6 months, respectively).’ Despite
the fact that lenalidomide-refractory is not the population of interest in this PICO, it is worth noting that
regardless of the number of prior lines of therapy, patients who were refractory to prior lenalidomide had a
median PFS of 8.6 months when treated with CarDex.® The effect on PFS of EloPomDex was demonstrated in
a patient population refractory to lenalidomide (90%) with a median of 3 prior lines of therapy.

In the OPTIMISMM study at a median follow up of 15.9 months, the median PFS of 11.2 months for the ITT
population was similar to EloPomDex. The difference in median PFS between PomBorDex and BorDex for the
ITT population was 4.1 months (11.2 vs 7.1 months, respectively). Despite the fact that lenalidomide-refractory
is not the population of interest in this PICO, it is worth noting that regardless of the number of prior lines of
therapy, patients who were refractory to prior Len had a median PFS of 9.5 months when treated with
PomBorDex.

Thus, a statistically significant and clinically meaningful benefit in PFS is provided by the addition of elotuzumab
to PomDex in the ELOQUENT-3 study. The median PFS for patients with prior lenalidomide-exposure and 2-3
prior therapies treated with CarDex and the median PFS for the ITT population for PomBorDex were similar to
the median PFS reported for EloPomDex (ITT). However, caution should be taken when assessing the added
PFS value of EloPomDex compared to CarDex or PomBorDex considering the differences and limitations
previously described.

5.3.2 DISCONTINUATION RATE DUE TO ADVERSE EVENTS

PomDex being the comparator in the ELOQUENT-3 study, the rate of treatment discontinuation due to any
AEs of any grade reported for the safety population (all treated patients) of the study were used for the
comparison of EloPomDex with PomDex.>!> The RR was calculated and used to estimate the absolute
difference in effect using formula 4, page 54, of the Methods Guideline from the Medicines Council (v.2.3).

For PomBorDex, safety data have only been reported for the overall safety population of the OPTIMISMM
study (n=278). Thus, the rate of treatment discontinuation due to any AEs of any grade of the safety population
was used for the narrative comparison between PomBorDex and EloPomDex.

For CarDex, the rate of treatment discontinuation due to any AEs of any grade is available for (i) the entire
safety population and (ii) for the subgroup of patients who have received 2-3 prior lines of therapy at a median
follow up of 11.9 months.® The latest was selected for the narrative synthesis of the data since one of the
characteristics of the population of the PICO is to have received >2 prior lines of therapy.
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The data selected for the comparative analysis and the narrative description for this outcome are shown in
Table 11.

TABLE 11. OVERVIEW OF THE RATE OF TREATMENT DISCONTINUATION DUE TO ANY-CAUSE AES OF ANY GRADE REPORTED
IN THE RELEVANT STUDIES USED FOR THE COMPARISON

Treatment EloPomDex PomDex CarDex PomBorDex
. Safety population Safety population 2-3 prior lines Safety population
Population used (n=60) (n=55) (n=231) (n=278)
Rate of treatment
discontinuation due 18.3% 23.6% 22.5% 28.8%
to any-cause AEs
Estimated Absolute -5.3%-points¥ o+ o+
difference 95% Cl, -14.7%-13.8% 4.2% 10.5%
Estimated Relative 0.78
Risk (RR) 95% Cl, 0.38-1.59 NA NA
Data Cutoff 21 February 2018 10 November 2014 26 October 2017
Follow up Minimum 9.1 months Median 11.9 months | Median 15.9 months
8 (Table 35 in the
References 515 (Table 9 in Empliciti EPAR, page 55) o Imnovid EPAR, page
60)

¥ For the comparison of EloPomDex with PomDex, the relative risk (RR) were calculated and used to estimate the absolute difference
in effect using formula 4, page 54, of the Methods Guideline from the Medicines Council (v.2.3).

# The absolute difference was calculated by subtracting the rate of discontinuation due to AEs of (i) CarDex or (ii) PomBorDex from
the rate of discontinuation due to AEs reported for EloPomDex. NA, not applicable.

The discontinuation rate due to any AEs of any grade was 18.3% with EloPomDex and 23.6% for PomDex.%®
The indirect treatment comparison showed a RR = 0.78 (95% Cl, 0.38-1.59) suggesting that the addition of
elotuzumab to PomDex does not seem to increase treatment discontinuation due to AEs. The estimated
absolute risk reduction is -5.3%-points (95% Cl, -14.7-13.8) and is below the MCID of 10%-points defined by
the Medicines Council.

The discontinuation rate due to any AEs of any grade of EloPomDex (18.3%) was numerically lower compared
to the rate reported for patients with 2-3 prior lines of therapy treated with CarDex (22.5%). A similar rate was
reported for the safety population of the ENDEAVOR study (n=463) at the same data cutoff, which increased
to 29.6% at an extended follow up (data cutoff of 19 July 2017).33® Further, the discontinuation rate due to
drug-related AEs of any grade was lower with EloPomDex (8.3%) compared to CarDex (13.0%) in the overall
safety population (cutoff 10 November 2014).1>%6

The difference between the discontinuation rate due to AEs of any grade reported for the overall safety
population treated with PomBorDex (28.8%) compared with EloPomDex (18.3%) was -10.5%, favoring

EloPomDex. This difference exceeds the 10%-points defined by the Medicines Council as MCID.

Caution should be taken in interpreting these results in regards to the differences in study design and patient
population enrolled in these 3 RCTs, which were described in the previous sections.
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5.3.3 SAFETY PROFILE

Any grade AEs reported in at least 10% of patients in the ELOQUENT-3, ENDEAVOR and OPTIMISMM study are
shown in Table 25, page 67.

The Grade 3-4 AEs reported in the ELOQUENT-3, ENDEAVOR and OPTIMISMM study are show in Table 26,
page 70.

TABLE 12. OVERVIEW OF SEVERE AES REPORTED IN THE ELOQUENT-3, ENDEAVOR AND OPTIMISMM STUDIES

Treatment EloPomDex PomDex CarDex PomBorDex
Population Safety population | Safety population 2-3 prior lines Safety population Safety population
P (n=60) (n=55) (n=231) (n=463) (n=278)
Data Cutoff 21 February 2018 10 N;(‘)’ffber 3 January 2017 26 October 2017
Follow up Minimum 9.1 months Median 11.9 Median 37.5 Median 15.9
months months months
Anv severe AEs Grade 3-4 Grade 3-4 Grade 23 Grade >3 Grade 3-4
Y 56.7% 60.1% 76.6% 81.4% 90.3%
Absolute
difference in
severe Ats NA 3.4% 19.9% 24.7% 133.6%
etween
EloPomDex and
comparators*
8 (Table 35 in the
515 ) -
References (Table 9 in Empliciti EPAR, page 9 1 Imnovid EPAR,
55)
page 60)

NA, not applicable.
* The absolute difference in rate of severe AEs was calculated by subtracting the rate of AEs reported with (i) PomDex, (ii) CarDex or
(PomBorDex) from the rate of severe AEs reported with EloPomDex.

In the ELOQUENT-3 study, the median number of treatment cycles was 9 (IQR, 4-13) in the EloPomDex group
and 5 (IQR, 3-10) in the PomDex group. The benefits in efficacy observed with the addition of elotuzumab to
PomDex did not translate into increased severe toxicity at the primary analysis. All-cause Grade 3-4 AEs were
reported in 57% vs. 60% of patients with EloPomDex vs PomDex, respectively. The most common Grade 3-4
events were neutropenia (13% in the EloPomDex group vs. 27% in the PomDex group), anemia (10% vs. 20%),
hyperglycemia (8% vs. 7%), thrombocytopenia (8% vs 6%), lymphopenia (8% vs 2%) and leukopenia (8% vs
4%).°

Infections of any grade were reported in 65% of the patients in each of the two groups, with grade 3-4
infections occurring in 13% of the patients in the EloPomDex group and in 22% in the PomDex group.® Herpes
zoster occurred more frequently in the EloPomDex group than in the PomDex group (5% vs 1.8%).

The most common treatment-related AEs were neutropenia (18% in the EloPomDex group vs. 20% in the
PomDex group), hyperglycemia (18% vs. 11%), and anemia (10% vs. 15%) (Table S2 in Dimopoulos et al.,
2018).°

Three infusion reactions (IRs) had occurred (deafness, chest discomfort, and an unspecified infusion-related
reaction occurred in one patient each). All the infusion reactions were Grade 1 or 2.°

Thus, the safety profile of EloPomDex was manageable and similar to that of PomDex alone, with the exception
of infusion reactions.®
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Patients were treated with CarDex for a median of 12 cycles (IQR 6-22). Grade >3 AEs were reported in 76.6%
of the patients who had 2-3 prior lines of therapy and in 81.4% of the safety population.>*? Compared to
EloPomDex, this corresponds to a difference of 20% and 25% in favor of EloPomDex. Frequent Grade >3 AEs
reported with CarDex (preferred term) were anaemia (16%), hypertension (15%), pneumonia (9%), and
thrombocytopenia (9%).1? Grade >3 cardiac failure (MedDRA grouped term) occurred in 6% of patients in the
CarDex group and grade >3 acute renal failure (grouped term) occurred in 26 (6%) patients in the CarDex
group.t?

Patients were treated with PomBorDex for a median of 12 (IQR 6-21) cycles. Grade 3-4 AEs reported for
patient treated with PomBorDex was 90.3%, which is increased by 34% compared to EloPomDex. PomBorDex
seems to be associated with the highest incidence of hematologic AEs compared to EloPomDex, PomDex and
CarDex. The most common Grade 3-4 haematological AEs were neutropenia (42%) and thrombocytopenia
(27%).The most common Grade 3-4 non-haematological AEs was infection (31%) in the PomBorDex group.

Overall, the lowest rate of severe AEs was reported with EloPomDex and PomDex. No new AEs were identified
with EloPomDex compared to PomDex (except for infusion reactions). An increase of 20-34% in the rate of
severe AEs is seen with CarDex and PomBorDex compared to EloPomDex, suggesting that EloPomDex may
have a more favourable safety profile. Nevertheless, these treatment options have not been compared head
to head and caution should be taken in interpreting the results.

The safety profile of elotuzumab, pomalidomide, bortezomib, carfilzomib are well known. The safety profile of
the combinations seems to be consistent with the known safety profile of the individual agents of the
regimens.

5.3.4 HEALTH-RELATED QUALITY OF LIFE (HRQOL)

Different patient-reported outcome (PRO) instruments were used in the ELOQUENT-3 study compared to the
ENDEAVOR and OPTIMISMM studies. In addition, caution should be taken in interpreting the results due to
the open-label design of the 3 RCTs.

In ELOQUENT-3, the difference in change from baseline in EQ-5D-3L scores between EloPomDex and PomDex
are statistically and clinically non-significant, but a positive trend favoring EloPomDex with a gain versus
baseline on the EQ-5D VAS of 4.7 points (95% Cl: -0.9-10.2) and 0.046 (95% Cl: -0.035-0.127) on the EQ-5D
index score was observed. As the results are neither statistically significant nor meets the predefined MCID,
no difference can be claimed from the addition of elotuzumab (infusion) to PomDex (oral administration)
compared to PomDex alone. These data has only been presented in posters at international congresses.*

In the ENDEAVOR study, CarDex resulted in statistically but not clinically significant improvements in mean
Global Health Status/ Quality of Life (GHS/QolL) scores versus BorDex (QLQ-C30).

In the OPTIMSMM study, scores for the GHS/QoL domain of the EORTC QLQ-C30 were maintained over time
for both treatment groups, with no statistically significant or clinically meaningful differences recorded
between treatments at any cycle.
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Thus, no clinically significant improvement in HRQoL were observed with EloPomDex, CarDex or PomBorDex
compared to their respective treatment control.

6 OTHER CONSIDERATIONS

6.1 IMPLEMENTATION OF EroPoMDEX IN THE DANISH CLINICAL
PRACTICE

The Medicines Council requested an assessment of how the implementation of EloPomDex will impact the
Danish clinical practice.

The current Danish clinical practice is defined in this application as described in the latest available version of
the Danish Myeloma Study Group guidelines for treatment of multiple myeloma relapse (publically available
since 20 November 2019)* and from the guidelines from the Medicines Council approved on 11 October 20192,

For the growing population of patients who have failed several lines of therapies including a Pl and Len, there
is a high unmet need for novel and effective treatments with relatively low toxicity to allow continued disease
control with acceptable quality of life. Few treatment options are available for this patient population and are
supported by sparse evidences. Further, the patient populations enrolled in the relevant studies in the
relapse/refractory setting are heterogeneous and therefore, not comparable (see sections above). Further,
both Danish treatment guidelines highlight the fact that the choice of relapse treatment should be made in
dialogue with the patient and based on factors such as comorbidity, complications from previous treatments,
refractory-status and the biology of the disease.>* The recent guidelines from the Medicines Council state that
treatment is so individualized for patients with a relapse after minimum 2 prior lines of therapy, that it is not
possible to compare the treatment options. Consequently, no treatment is recommended; however, the 2
regimens approved by the European Commission, PomDex and Daratumumab (Dara) monotherapy, are
suggested treatment options. However, Dara monotherapy is only suggested for the treatment of the very few
patients, who have not been previously treated with a dara-containing regimen.?

Patients are extensively exposed to bortezomib and lenalidomide in earlier lines of therapy and most of them
are expected to be refractory to Len at their second relapse (third line of therapy). Therefore, CarDex is
currently recommended and used for most patients at second relapse.* Pomalidomide-containing regimens
are currently recommended as third relapse treatment for most patients in the latest available treatment
guidelines. No studies have specifically assessed the optimal sequencing of EloPomDex and CarDex.

Overall, EloPomDex is a new pomalidomide-containing treatment option associated with a statistically
significant benefit in PFS with a manageable safety profile for patients who have received at least two prior
therapies including Len and a P1.> The consequences of the implementation of this new treatment option on
the following treatment lines is unknown in regards to type, length and expected effect. In addition, the highly
individualized treatment decision made in these latter lines of therapy renders such assessment difficult.
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6.2 PREMEDICATION PRIOR INFUSION OF ELOTUZUMAB

Equivalent H2 blocker

In the Empliciti Summary of product characteristics (SmPC), the premedication for the prevention of infusion
reaction (IR) is as follows.

Patients must be administered with the following premedications 45-90 minutes prior to Empliciti infusion.
e Dexamethasone 8 mg intravenous (i.v.)
e H1 blocker: diphenhydramine (25-50 mg orally or intravenous) or equivalent H1 blocker.
e H2 blocker: ranitidine (50 mg intravenous or 150 mg orally) or equivalent H2 blocker.
e Paracetamol (650-1000 mg orally).

Based on the SmPC, ranitidine or equivalent H2 blocker can be used in premedication for the prevention of
IRs. Several other H2 blockers equivalent to ranitidine are available in Europe (e.g. cimetidine and famotidine).
Bristol-Myers Squibb (BMS) does not have data supporting the use of one other specific equivalent H2 blocker.

The Empliciti SmPC does not provide any information regarding the use of elotuzumab without premedicating
with a H2 blocker. BMS recommends administration of elotuzumab in accordance with the SmPC information.
Any deviation from this instruction is at the discretion of the treating physician.

To date, BMS has not conducted any controlled clinical trials/studies where these premedications were
omitted or modified prior to an elotuzumab infusion. Therefore, BMS has no relevant information regarding
the impact of altering the premedication regimen on the likelihood of developing an IR due to elotuzumab
administration. In the event diphenhydramine, ranitidine (or equivalent H2 blocker), acetaminophen, or
dexamethasone are unavailable, or a patient is allergic or intolerant to any of these premedications, it is at the
treating physician’s discretion to evaluate the risks/benefits to determine whether to proceed with
administration of elotuzumab.

A multicenter, open-label, phase 1, dose-escalation 1 study investigating elotuzumab monotherapy reported
on the rates of IRs before and after implementation of a premedication protocol. Following a protocol
amendment, acetaminophen and an antihistamine were administered before and during each elotuzumab
infusion. In addition, an i.v. corticosteroid was administered prior to the first dose in patients in the 20 mg/kg
cohort. This was used as pretreatment for infusion-related reactions. Patients were evaluated for AEs at 30
and 60 days after the last dose of elotuzumab.*®

Before implementation of revised infusion reaction management guidelines, 13 of 25 treated patients
experienced IRs, which with one exception (grade 3 hypersensitivity reaction) were grade 1 or 2 in severity.
Five patients had at least one infusion interrupted, discontinued, or rate of infusion reduced in response to an
IR. Following a protocol amendment to require IR premedication immediately before a first dose of
elotuzumab, no further serious or Grade 3 and 4 IRs were observed, and Grade 1 and 2 IRs either resolved
spontaneously or were managed as clinically indicated.®

Additionally, relevant information can be found in the protocols of the ELOQUENT-2 (page 19) and ELOQUENT-
3 (page 23) clinical trials.
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Formulation of dexamethasone in premedication for prevention of infusion reaction prior elotuzumab
administration

BMS does not have any data on the incidence or severity of IRs following the use of oral dexamethasone
instead of i.v. dexamethasone in premedication required before elotuzumab infusion. BMS recommends
administration of elotuzumab in accordance with the Empliciti SmPC.!

6.3 EFFECT OF ELOTUZUMAB AFTER DARATUMUMAB

Over the last years, remarkable progress has been made in the treatment of multiple myeloma. Nevertheless,
the rapidly evolving treatment paradigm comes with its challenges in regards to treatment sequencing, lack of
head-to-head comparison and high heterogeneity of the patient population enrolled in the clinical trials.

Daratumumab (Dara) is a human IgG1k monoclonal antibody targeting CD38, which is expressed on a majority
of NK cells.?® Dara anti-myeloma effect is mediated by several mechanisms, including NK-cell mediated ADCC.?*
Based on data from 2 clinical studies (GEN501 and SIRIUS), treatment with dara monotherapy has been shown
to reduce the total and activated NK-cell counts.?? The reduction in NK cells was reversible with some recovery
at 3 months after the last dose of dara and significant recovery at 6 months.??

The effect on NK cells of dara combined with IMiDs, which have immunostimulating properties, is not well
described. Consistent with dara monotherapy studies, treatment with DaraLenDex and DaraPomDex resulted
in a reduction of circulating NK cells in samples collected within the first 2 cycles of treatment (no data were
provided beyond).?>?> Nevertheless, with DaraPomDex, of the total number of NK cells, the proportion of
proliferating NK cells increased at the same time.?® The observed proliferation might overcome NK cell
depletion and was suggested to be a possible mechanism by which Pom enhance the ADCC activity of the
monoclonal antibody.? In addition, NK cells that persisted with DaraLenDex treatment (POLLUX study) had a
distinct phenotype suggesting that these cells may remain competent to elicit ADCC.2* In line with this, others
showed that the remaining NK cells in MM patients who have undergone dara therapy are CD387°% which
were superior at acting cooperatively with dara to kill MM cells via ADCC compared to CD38+ NK cells.?® Also,
the NK cells derived from CD387"°% NK progenitors from peripheral blood of healthy donors were more
proliferative compared with those derived from CD38+ NK progenitors.2®

Thus, NK cells are not completely depleted during dara treatment.?2?42% |n addition, the remaining NK cells are
capable of eradicating MM cells via ADCC and retain cytotoxic functionality,?® suggesting that these cells are
able to kill MM cells via ADCC mediated by elotuzumab. Importantly, the depletion of NK cells was reversible
and recovery occurred within 3-6 months after the last dose of dara monotherapy.?> Moreover, the impact of
NK cells proliferation observed in patients treated with dara combined with an IMiD and dex on the recovery
of NK cells is unknown. At last, elotuzumab has been shown to induce phenotypic activation of macrophages
and mediates ADCP of myeloma cells though CD16 similarly to dara.®

Daratumumab (Darzalex) was first conditionally approved in Europe in May 2016 as monotherapy for the
treatment of relapsed and refractory multiple myeloma, whose prior therapy included a Pl and an IMiD and
who have demonstrated disease progression on the last therapy. At the same time, EloLenDex was approved
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for patients who have had at least one prior therapy. In April 2017, the combination of DaraLenDex or
DaraBorDex was approved for the treatment of patients with MM who have received at least one prior
therapy. The first approval of a dara-containing regimen for newly-diagnosed MM patients was granted in
August 2018. Adding to this the time necessary for the national reimbursement processes and local
implementation, dara-based combinations are not yet expected to be established standard of care in the
newly diagnosed setting. Supporting this, the first dara-containing regimens recommended in Denmark are
for patients at first relapse (DaraLenDex or DaraBorDex), despite rapid national reimbursement processes.?
Similarly, EloPomDex has just received a market authorization in August 2019.

As a results, clinical data on optimal sequencing of elotuzumab in combination with lenalidomide and
dexamethasone (EloLenDex) or EloPomDex with daratumumab are sparse.

To date, BMS has not conducted any clinical trials evaluating the use of elotuzumab after daratumumab. In
the ELOQUENT-3 trial enrolling from March 2016 through April 2017, 3 patients (EPd, n=1; Pd, n=2) had
received prior daratumumab. However, data from an ongoing, observational, prospective real-world study
(PREAMBLE, NCT01838512) and the McKesson electronic medical record (EMR) database are available and
summarized below (Vij et al.).?’

6.3.1 REAL-WORLD DATA ON TREATMENT SEQUENCING IN PATIENTS WITH
RELPASED/REFRACTORY MULTIPLE MYELOMA AFTER DARATUMUMAB

The objective of the study reported by Vij et al. at ASH 2018 was to evaluate treatment sequences among
patients with RRMM after failure of dara-based therapy in a real-world setting.?’

Study design and statistical analysis

Vij et al. identified patients 218 years with RRMM who received dara in their 2" to 6™ line of therapy from
these 2 sources from November 2015 onward. Database lock for the PREAMBLE study and the McKesson EMR
were April 2018 and May 2018, respectively.

Descriptive statistics were used to summarize patient demographics and clinical characteristics. Statistical
comparisons were made using t or Mann—Whitney U tests (continuous variables) and chi-square tests
(categorical variables). Kaplan—Meier analyses were used to estimate duration of therapy.

Demographics and baseline characteristics

At the time of analysis, 86% (n = 1016) of the 1179 enrolled patients received dara as their first monoclonal
antibody in their 2" to 6™ line of therapy (Table 13).

TABLE 13. DEMOGRAPHICS AND BASELINE CHARACTERISTICS OF PATIENTS WHO RECEIVED DARA IN LINE OF THERAPY 2—6

Characteristics Patients
(n=1016)
Age, years
Median (range) 69 (36-91)
<65 367 (36)
65-74 347 (34)
>75 292 (29)
Unknown 10 (1)
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Male 545 (54)
ISS stage
| 240 (24)
Il 261 (26)
If 378 (37)
Unknown 137 (13)
Prior therapies, median (range) 2 (1-5)
LoT in which dara was received
2 283 (28)
3 306 (30)
4 311(31)
5 76 (7)
6 40 (4)

Data are n (%) unless stated otherwise; Dara, daratumumab; ISS, International Staging System; LoT, line of therapy

Baseline Treatment Regimens

Dara was most commonly used in combination with an IMiD. Dara-based regimens at enrollment are shown
in Table 14.

TABLE 14. DARATUMUMAB-BASED REGIMENS AT ENROLLMENT

Daratumumab-based regimen, n (%) Patients

(n=1016)

PI 272 (27)

IMiD 377 (37)

Plus pomalidomide 187 (50)
Pl + IMiD 36 (4)

Dexamethasone and/or chemotherapy 325(32)
Panobinostat 6 (1)

Adapted from Vij et al.2”

In this study, the median (range) follow-up for enrolled patients was 6.5 (2.6—-12.6) months. At database lock,
433 (43%) patients were still on treatment, and 354 (35%) switched to subsequent therapy.

Switching treatment after daratumumab

In total 354 patients (35%) of patients switched to a subsequent therapy after dara of which 76 patients (21%)
received an elotuzumab-based regimen and are detailed in Table 15.

TABLE 15. ELOTUZUMAB-CONTAINING REGIMENS RECEIVED AFTER DARA

Subsequent therapy Unique patients post-dara Unique regimens post-dara
(n=354) (n=521)
Elotuzumab (Elo) regimen 76 (21) 79 (15)
Elo + IMiD 63 (83) 65 (82)
Elo + Len 48 (63) 48 (61)
Flo + Pom 17 (22) 17 (22)
Elo + Pi + IMiD 5(7) 5 (6)
Elo + Pl 4 (5) 4 (5)

Data are n (%). Adapted from Vij et al.2” Elo, elotuzumab, IMiD, immunomodulatory drug; Pl, proteasome inhibitor; Pom,
pomalidomide
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The most common elotuzumab-based regimens after dara were elotuzumab plus an IMID (n = 63, 83%),
elotuzumab plus an IMiD and a Pl (n =5, 7%), and elotuzumab plus a Pl (n = 4, 5%).

e Of patients receiving elotuzumab plus an IMiD, 63% received Len and 22% received Pom.

Most patients who switched to elotuzumab after dara had previously received a Pl (93%) or an IMiD (91%).

Duration of treatment with regimens received after daratumumab

Median duration of subsequent treatment at any time after dara was higher in patients

receiving elotuzumab-based regimens (Table 16). Similarly, median duration of subsequent therapies

immediately after dara was higher among patients receiving elotuzumab-based regimens (151 days) with an

equivalent median from the end of the dara treatment to the start of the elotuzumab-therapy (140 days)

(Table 17).

TABLE 16. DURATION OF SUBSEQUENT THERAPIES ANY TIME AFTER DARATUMUMAB
Subsequent Therapy, n (%) Unique Patients Median (95% Cl)

(n =354) Duration of Treatment,
Days*

IMiD 139 (39) 50 (40-64)
Pl + IMiD 92 (26) 117 (88-145)
P 81(23) 74 (45-113)
Elotuzumab regimen 76 (21) 151 (100-204)
Chemotherapy 39 (11) 36 (22-46)
Daratumumab retreatment 28 (8) 94 (57-150)
Panobinostat regimen 24 (7) 78 (33-97)

Adapted from Vij et al.27 *Calculated using Kaplan-Meier methods. IMiD, immunomodulatory drug; Pl, proteasome inhibitor

TABLE 17. DURATION OF SUBSEQUENT THERAPIES IMMEDIATELY AFTER DARATUMUMAB

Subsequent Therapy, n (%)

Unique Patients

Median (IQR) From

Median (95% Cl)

Post-Daratumumab End of Duration of
(n = 354) Daratumumab to Treatment, Dayst
Start of Subsequent
Therapy, Days*

IMiD 120 (34) 116 (59-240) 22 (12-40)
Pl + IMiD 70 (20) 168 (92-250) 115 (87-153)
PI 60 (17) 167 (83-281) 58 (43-113)
Elotuzumab regimen 51(14) 140 (85-272) 151 (100-218)
Chemotherapy 24 (7) 109 (71-179) 43 (24-85)
Daratumumab retreatment 16 (5) 229 (157-238) 104 (43-225)
Panobinostat regimen 13 (4) 125 (84-245) 81 (53-129)

Adapted from Vij et al.2” *Descriptive analysis; TCalculated using Kaplan-Meier methods.
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In conclusion, patients with RRMM after failure of daratumumab switched to a variety of regimens. The

majority of patients received regimens containing IMiDs and/or Pls despite having been exposed to those
agents in the past. These data suggest an unmet need in this patient population.

In total, 21% of patients with RRMM after failure of dara received elotuzumab-based regimens, most
commonly elotuzumab plus lenalidomide. Elotuzumab-based regimens were associated with a longer median
duration of therapy (151 days) after dara than other regimens.

Hoylman et al.

Recently, Hoylman et al. compared retrospectively the clinical outcomes in 37 patients who received
daratumumab before elotuzumab (n=23) or vice versa (n=14) in order to investigate the optimal sequence of
daratumumab and elotuzumab in relapse/refractory MM.?® In addition to several limitations, most of the
patients included in this single-center retrospective cohort study were treated with various experimental
combinations containing elotuzumab for which efficacy and safety has not been well characterized. Therefore,
this study is not further described here.?®

Overall, pre-clinical and clinical data suggest that EloPomDex is an effective therapy option for patients with
RRMM who have received at least two prior therapies including lenalidomide, a proteasome inhibitor and
potentially daratumumab. Caution should be taken as the potential effect of prior dara-containing treatment
has not been investigated prospectively in clinical trials and current evidence are sparse and mostly indirect.
Additional data are warranted.
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7 CONCLUSIONS

In conclusion, EloPomDex is associated with a statistically and clinically meaningful clinical benefit versus
PomDex given the superior efficacy with a similar safety profile.

Despite a more heavily pretreated patient population in ELOQUENT-3, results suggest that EloPomDex might
be as effective as CarDex or PomBorDex in patients populations most similar to the one in ELOQUENT-3. In
addition, the safety profile of EloPomDex was associated with a numerically lower number of grade 3-4 AEs
and discontinuation rate due to AEs compared to CarDex and PomBorDex. However, the added value of
EloPomDex versus PomBorDex or CarDex is inconclusive considering the lack of head-to-head study, the
absence of a common comparator precluding indirect comparison and the great differences in the
characteristics of the patient populations enrolled in the 3 RCTs rendering cross-trial comparison highly
uncertain.

Overall, the availability of EloPomDex as a treatment option would be beneficial to cater to the highly
individualized treatment decisions made in these later lines of therapy.
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9.1 LITERATURE SEARCH
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9.2 MAIN CHARACTERISTICS OF INCLUDED STUDIES

Study characteristics

TABLE 19. MAIN STUDY CHARACTERISTICS FOR ELOQUENT-3

Trial name Eloquent-3
NCT number NCT02654132
Objective The purpose of this study is to determine if adding Elotuzumab to Pomalidomide and

low-dose dexamethasone is a more effective treatment of relapsed and refractory
multiple myeloma compared to pomalidomide and low-dose dexamethasone by itself

Publications — title, Elotuzumab plus Pomalidomide and Dexamethasone for Multiple Myeloma,
author, journal, year Dimopoulos MA, Dytfeld D, Grosicki S et al., N. Engl. J. Med., 2018.

Elotuzumab Plus Pomalidomide and Dexamethasone for Relapsed/Refractory Multiple
Myeloma: Efficacy Results After Additional Follow-Up of the Phase 2, Randomized
ELOQUENT-3 Study, Dimopoulos MA, Dytfeld D, Grosicki S et al., Poster at the 24th
Congress of the European Hematology Association (EHA), Abstract PS1370, 2019.

Study type and design Multicentre, randomised, open label, phase Il trial.

Patients were randomly assigned, in a 1:1 ratio, to receive elotuzumab plus
pomalidomide and dexamethasone (EPd, intervention group) or pomalidomide and
dexamethasone (Pd, control group).

Randomisation was stratified according to the number of previous lines of therapy (2 or
3 vs. 24) and the ISS disease stage at the time of trial enrolment.

Follow-up time e Minimum follow-up time in the primary analysis was 9.1 months (Dimopoulos
2018)

e Minimum follow-up time in the extended follow-up period was 18.3 months
(Dimopoulos 2019 and EMPLICITI EPAR)

Population (inclusion Below are listed the main inclusion and exclusions criteria of the Eloquent-3 study.

and exclusion criteria
) The full list of the study criteria is available in the Eloquent-3 study protocol at the New

England Journal of Medicine website.

Main Inclusion Criteria:

e Measurable disease at screening
e  Eastern Cooperative Oncology Group (ECOG) performance status <2
e > prior lines of therapy which must have included at least 2 consecutive cycles of
lenalidomide and a proteasome inhibitor alone or in combination
e Documented refractory or relapsed and refractory multiple myeloma
e Refractory (progressed on or within 60 days of treatment) to their last treatment.
e Subjects must have failed treatment with a proteosome inhibitor and lenalidomide
in one of the following ways:
- Refractory to proteosome inhibitor and lenalidomide, and to their last
treatment.
- Relapsed and refractory defined as patients, who had achieved at least a
partial response to previous treatment with proteosome inhibitor or
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lenalidomide, or both, but progressed within 6 months, and were refractory to
their last treatment.

Main Exclusion Criteria:

e  Prior treatment with pomalidomide

e Subjects with solitary bone or extramedullary plasmacytoma as the only evidence
of plasma cell dyscrasia

e Subjects with monoclonal gammopathy of undetermined significance (MGUS),
smoldering multiple myeloma (SMM), amyloidosis, Waldenstrom’s
macroglobulinemia, or POEMS syndrome

e  Subjects with active plasma cell leukemia

e Anyuncontrolled or severe cardiovascular or pulmonary disease determined by the
investigator

. Creatinine clearance < 45 ml/min according to the Cockroft-Gault formula

e Unable to tolerate thromboembolic prophylaxis while on the study

e  Grade >2 peripheral neuropathy (per NCI CTCAE v3.0)

e Active infection that requires parenteral anti-infective treatment >14 days

e  Prior participation in an elotuzumab clinical trial regardless of treatment
assignment

e Prior autologous stem cell transplant within 12 weeks

e Treatment with melphalan or monoclonal antibodies within 6 weeks of the first
dose of study drug

e Use of any anti-myeloma drug therapy, within 14 days of the initiation of study
drug treatment or use of any experimental drug therapy or plasmapheresis within
28 days (or 5 half-lives) whichever is longer) of the initiation of study drug
treatment (includes dexamethasone). Bisphosphonate use permitted.

Intervention Elotuzumab + Pomalidomide + Dexamethasone arm (EPd)
60 patients were randomised into the arm and were all treated

Pomalidomide + Dexamethasone arm (Pd)
57 patients were randomised into the arm of which 55 were treated

(for dosing, see “Dosage regimen” section in Table 2)

Baseline characteristics Elotuzumab + Pomalidomide +
Characteristic* Pomalidomide + Dexamethasone
Dexamethasone (n=57)
(n=60)
Median 69 66
<65 37 39
Age (years) >65 63 61
<75 78 79
>75 22 21
Sex (%) 47 female 39 female
White 75 79
L Black 0 2
Race/ethnicity (%) Asian 25 16
Other 0 3
ISS Stage Stage | 88 88
Measure Type' (%) Stage Il or IlI 12 12
Serum lactate <300 U/litre 72 72
dehydrogenase level >300 U/ litre 23 26
(%) Data not available 5 2
Yes 22 25
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Dell7p, No 52 47
t(4;14),
or ~Datanot 27 28
Cytogenetic t(14;16) available
abnormalities* (%) Yes 42 47
1g21 Data n'\i:’z > z
A 25 30
available
. ) Median (range) 3(2-8) 3(2-8)
L?;Z;’;::?r 2 or 3 (%) 60 63
>4 (%) 40 37
Previous stem-cell transplantation (%) 52 58
Bortezomib 10 100
Lenalidomide 98 100
Melphalan 63 63
Previous therapies’ Thalidomide 42 33
(%) Doxorubicin 30 26
Carfilzomib 15 28
Ixazomib 8 4
Daratumumab 2 4
Refractory status of Refractory 90 84
disease to Relapsed and 8 1
lenalidomide (%) refractory
Refractory status of Refractory 78 82
disease to a
proteasome inhibitor Relapsed and 22 14
refractory
(%)
Refractory to both 68 72
Refractory status of Relapsed and
R 0 5
disease to refractory to both
lenalidomide and a Refractory to one,
proteasome inhibitor® relapsed and 30 16
(%) refractory to the
other
Median time since diagnosis of multiple 48(05-219) 4.4(0.7-17.5)
myeloma (range) (years)

*Included are all patients who underwent randomisation.

"The International Staging System consists of three stages, with higher stages indicating more severe
disease: stage |, serum B2-microglobulin level lower than 3.5 mg per litre (300 nmol per litre) and albumin
level 3.5 g per decilitre or higher; stage Il, neither stage | nor Ill; and stage Ill, serum B2-microglobulin 5.5
mg per litre or higher (470 nmol per litre).

*Fluorescence in situ hybridization was performed at a central laboratory to detect cytogenetic mutations.
Positivity for each cytogenetic mutation was based on the identification of at least 1 abnormal cell out of a
minimum of 100 cells examined, with the exception of del17p, which required at least 60% abnormal cells.
Positivity for 1921 required at least three copies of 1921 in 1 cell.

0nly previous therapies of interest are reported. As a result of a protocol deviation, one patient in the
elotuzumab group did not receive previous treatment with lenalidomide.

A total of five patients (one in the elotuzumab group and four in the control group) had disease with an
unknown status with respect to either lenalidomide or a proteasome inhibitor (protocol deviations)

Primary endpoint

Investigator-assessed PFS, which was defined as the time from randomisation to
the first occurrence of disease progression (not including clinical deterioration) or
death from any cause, whichever occurred first (primary definition)

Primary and secondary
endpoints i

Secondary endpoints
e ORR (partial response or better) as assessed by the investigator
e OS

An independent review committee (IRC) also assessed PFS and ORR to confirm the
results of the investigator assessment.
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Exploratory end points

e Time to response

e Duration of response (DoR)

e Safety and tolerability

e HRQol by assessing the patient-reported outcomes in disease-related
symptoms using MDASI-MM and EQ-5D

e The pharmacokinetics and immunogenicity of elotuzumab in presence of
pomalidomide and dexamethasone

e To assess the relationship between (a) changes in soluble SLAMF7 (sSLAMF7)
from baseline and response and (b) baseline measurements of sSSLAMF7 and
PFS (c) baseline levels of SLAMF7 expression on MM cells and NK cells and
response to treatment (d) the gene expression profile at baseline and while on
therapy to clinical response (e) M-protein and molecular Minimal Residual
Disease (MRD) status

e The changes from baseline of SLAMF7 expression on MM cell and NK cells at
time of progression

e The association between cytogenetic risk and response

An ad-hoc endpoint of Time to Next Treatment (TTNT) was analyzed. TTNT was defined as the
time from randomization to the earliest start date of subsequent myeloma systemic therapy or
death, whichever occurred first.

Method of analysis Investigator-assessed PFS was based on the ITT population. Kaplan-Meier method was
used to estimate PSF and its median. PFS was compared with the use of a two-sided
stratified log-rank test, stratified by number of prior lines of therapy (2—3 vs. >4) and ISS
stage (I-Il vs. Ill) at study entry; the hazard ratio of the elotuzumab group to the control
group was estimated with a stratified Cox proportional-hazards model with treatment
as the single covariate.

The ORR in the 2 groups was compared with the use of a Cochran—Mantel-Haenszel
test and its corresponding estimate of treatment odds ratio.

Preliminary OS was estimated by the Kaplan—Meier method; a preliminary HR was
estimated with the use of a stratified Cox proportional-hazards model, with treatment
as the single covariate.

An IRC-assessed PFS and ORR to confirm the results of the investigator assessment.

Response assessments were based on International Myeloma Working Group (IMWG)
consensus criteria, except for assessment of minor (minimal) response, which was
derived from European Society for Blood and Marrow Transplantation criteria.
Definitions of responses and progression are provided in the supplemental material
from Dimopoulos et al., 2018, NEJM.

Subgroup analyses Results from subgroup analyses should be taken with caution in view of the very limited number
of patients included in most of the subgroups examined.

The majority of the performed investigator-assessed PFS subgroup analyses on ITT are
presented in Figure 3-5 of the EMPLICITI EPAR. In addition, some subset analyses are
shown in Dimopoulos et al., 2018, NEJM and associated supplemental material.

Kaplan-Meier analyses of PFS of key patient subgroup were performed for patients who
were refractory to both lenalidomide and a proteasome inhibitor; according to the
number of prior lines of therapy received (2—-3 vs. 24); in patients with high-risk disease
(1SS stage II-IIl and t(4;14) or del(17p) abnormality) according to IMWG risk
stratification; in patients with at least one del(17p), t(4;14), or t(14;16) abnormality;
and in patients with at least one del(17p), t(4;14), or t(14,16) abnormality or LDH levels
>300 IU/L). See Figure S3 from Dimopoulos et al., 2018, NEJM.
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Subset analysis of PFS described in the Eloquent-3 protocol (page 29)
The influence of baseline and demographic characteristics on the treatment effect
were explored via exploratory subset analyses for the following factors:
e Age (< 75years, 2 75 years) and Age (< 65 years, = 65 years)
e Race (White, Black, Asian, Other)
e Gender (Male, Female)
Baseline B2 microglobulin (mg/L) (< 3.5, 23.5)
ISS Stage at study entry (I-lI, III)
Baseline LDH (< 3001U/L, =300IU/L)
Baseline creatinine clearance (ml/min) (< 60, >260)
Number of lines of prior therapy (2-3, >4)
Region (North America, Europe, Japan, And Australia)
e  Baseline ECOG performance status (0-1, 2)
e  Prior stem cell transplant (Yes, No)
e Myeloma risk category (High risk, Low risk and Other)
e High risk [ISS stage Il or Il and t(4;14) or del(17p) abnormality], Low risk [ISS
stage | or Il and absence of t(4;14), del(17p) and 1921 abnormalities and
age < 55 years] and Standard risk (any subjects not meeting the definition of high or
low risk and enough data to be classified as standard risk)
e Individual FISH abnormalities (del 17p, t(14; 16), t(4; 14), del(1q), and del(1p))

The HR of EPd to Pd and the associated 95% Cl for each subgroup category are
presented in a forest plot. The estimate of each hazard ratio and Cl were generated
using an unstratified Cox proportional hazards model with treatment as the only
covariate.

TABLE 20. MAIN STUDY CHARACTERISTICS FOR ENDEAVOR

Trial name ENDEAVOR
NCT number NCT01568866
Objective The primary objective of this study was to compare PFS in patients with multiple

myeloma who relapsed after 1 to 3 prior therapies treated with carfilzomib plus
dexamethasone or bortezomib plus dexamethasone

Publications — title, Dimopolous et al. 2016. Carfilzomib and dexamethasone versus bortezomib and

author, journal, year dexamethasone for patients with relapsed or refractory multiple myeloma
(ENDEAVOR): a randomised, phase 3, open-label, multicentre study. Lancet Oncology,
17:27-38.

Dimopolous et al. 2017. Carfilzomib or bortezomib in relapsed or refractory multiple
myeloma (ENDEAVOR): an interim overall survival analysis of an open-label,
randomised, phase 3 trial. Lancet Oncology, 18:1327 — 37.

Study type and design | Randomised, open-label, phase 3, completed study.

Patients were randomly assigned (1:1) to receive carfilzomib and dexamethasone
(carfilzomib group) or bortezomib and dexamethasone (bortezomib group), and were
stratified by the following baseline factors: ISS stage (I vs II-Ill), previous lines of
treatment, previous proteasome inhibitor therapy, and planned route of bortezomib
administration if assigned to the bortezomib group (intravenous vs subcutaneous).
Within each stratum, patients were randomly assigned to treatment by use of a
blocked randomisation design in blocks of four.
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Follow-up time

e For the primary analysis, median follow-up was 11-9 months (IQR 9-3-16-1) in the
carfilzomib group and 11-1 months (IQR 8:2—14-3) in the bortezomib group
(Dimopoulos 2016)

e For the follow-up analysis, median follow-up of 37-5 months (IQR 34:4-41-9) in the
carfilzomib group and 36-9 months (IQR 33-4-40-6) in the bortezomib group
(Dimopoulos 2017)

Population (inclusion
and exclusion criteria)

Inclusion Criteria

e Multiple myeloma with relapsing or progressing disease at study entry

e Evaluable multiple myeloma with at least one of the following (assessed within 21
days prior to randomisation):

o Serum M-protein > 0.5 g/dL; or urine M-protein = 200 mg/24 hour; or in
patients without detectable serum or urine M-protein, serum free light
chain > 100 mg/L (involved light chain) and an abnormal serum kappa/lamda
ratio; or for IgA patients whose disease can only be reliably measured by
serum quantitative immunoglobulin (glgA) = 750 mg/dL (0.75 g/dL).

e At least a (partial response) PR to at least 1 line of prior therapy; PR documentation
can be based on investigator assessment

e Received 1 to 3 prior treatment regimens or lines of therapy for multiple myeloma

e Prior therapy with Velcade is allowed if: patient had at least a PR to prior Velcade
therapy, was not removed from Velcade therapy due to toxicity, and will have at
least a 6-month Velcade treatment-free interval from last dose received until first
study treatment

e Prior therapy with carfilzomib is allowed if: the patient had at least a PR to prior
carfilzomib therapy, was not removed from carfilzomib therapy due to toxicity, and
had at least a 6-month carfilzomib treatment-free interval from last dose received
until first study treatment.

e >18years of age

e ECOG Performance Status of 0 to 2

e Adequate hepatic function within 21 days prior to randomisation, with bilirubin <
1.5 times the ULN, and aspartate aminotransferase and alanine aminotransferase <
3 times the ULN

e Left ventricular ejection fraction > 40%

e Absolute neutrophil count (ANC) = 1000/mm? within 21 days prior to
randomisation; screening ANC should be independent of growth factor support for
> 1 week

e Haemoglobin > 8.0 g/dL within 21 days prior to randomisation; most recent red
blood cell transfusion may not have been done within 7 days prior to obtaining
screening haemoglobin

e Platelet count = 50,000/mm? (= 30,000/mm? if myeloma involvement in the bone
marrow is > 50%) within 21 days prior to randomisation

e Calculated or measured creatinine clearance of > 15 mL/min within 21 days prior to
randomisation

Exclusion Criteria

e Multiple Myeloma of IgM subtype

e Glucocorticoid therapy (prednisone > 30 mg/day or equivalent) within 14 days prior
to randomisation

e POEMS syndrome (polyneuropathy, organomegaly, endocrinopathy, monoclonal
protein, and skin changes)

e Plasma cell leukaemia or circulating plasma cells > 2 x 10%/L

e Waldenstrom's Macroglobulinemia

e Known amyloidosis
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e Chemotherapy with approved or investigational anticancer therapeutics within 21
days prior to randomisation

e Randomised or previously randomised in any other Onyx-Sponsored Phase 3 trial

e Focal radiation therapy within 7 days prior to randomisation; radiation therapy to
an extended field involving a significant volume of bone marrow within 21 days
prior to randomisation

e Immunotherapy within 21 days prior to randomisation

e Major surgery (excluding kyphoplasty) within 28 days prior to randomisation

o New York Heart Association Class Ill to IV, symptomatic ischemia, or conduction
abnormalities uncontrolled by conventional intervention; Myocardial infarction
within four months prior to randomisation

e Acute active infection requiring systemic antibiotics, antiviral (except antiviral
therapy directed at hepatitis B) or antifungal agents within 14 days prior to
randomisation

e Known HIV, hepatitis C infection, and/or hepatitis B (except for patients with
hepatitis B surface antigen or core antibody receiving and responding to antiviral
therapy directed at hepatitis B)

e Known cirrhosis

e Second malignancy within the past 3 years except:

o adequately treated basal cell or squamous cell skin cancer; carcinoma in situ
of the cervix; prostate cancer < Gleason score 6 with stable prostate-specific
antigen over 12 months; breast carcinoma in situ with full surgical resection;
treated medullary or papillary thyroid cancer

e Myelodysplastic syndrome

e Significant neuropathy (Grades 3 to 4, or Grade 2 with pain) within 14 days prior to

randomisation

Female patients who are pregnant or lactating

Known history of allergy to Captisol

Patients with hypersensitivity to carfilzomib, Velcade, boron, or mannitol

Patients with contraindication to dexamethasone

Contraindication to any of the required concomitant drugs or supportive

treatments, including hypersensitivity to antiviral drugs, or intolerance to hydration

due to pre-existing pulmonary or cardiac impairment

e Ongoing graft-vs-host disease

e Pleural effusions requiring thoracentesis or ascites requiring paracentesis within 14
days prior to randomisation

Intervention

Drug: Carfilzomib
n=464
Administered over 30 minutes as an infusion
Drug: Bortezomib
n=465
Administered as a 3-5 second bolus intravenous injection or subcutaneously injection
Drug: Dexamethasone
n=929
Tablet for oral administration; On days when carfilzomib or bortezomib was
administered, the dexamethasone was to be given 30 minutes to 4 hours prior to the
carfilzomib or bortezomib dose

Baseline characteristics

Characteristic Bortezomib + DEX  Carfilzomib + DEX
(n=465) (n=464)
Median 65 65
Age (years) <65 45 48
65—74 41 35
>75 14 17
Sex (%) 51 (female) 48 (female)
L. White 76 75
Race/ethnicity (%) Black 5 5
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Asian 12 13
Not reported 10 11
Multiple <1 0.0
0 (fully active) 50 48
ECOG Performance Status 1 (restrictive but 44 45
%) ambulatory)
2 (ambulatory but 6 7
unable to work)
U f Prior Treat " 1line 50 50
ines of Prior Treatmen 5 lines 31 3
(%) ,
3 lines 19 16
ISS Stage Stage | 44 44
Measure Type (%) Stage Il or lll 56 56
High risk 24 21
Standard risk 63 61
Cytogenetics
Viog ics (%) Unknown 6 12
Missing 7 6
Mean 75.1 76.7
Creatini | <30 6 6
reatinine dearance 30- 50 15 12
50-80 38 40
>80 41 42
S 7 mi lobuli Mean 4.8 4.6
erum (Bmgryl-l)czglg) obulin 5 6 47
0
>3.5 54 53
History of peripheral No 48 54
neuropathy (%) Yes 52 46
Ongoing peripheral Grade 1 34 29
neuropathy at screening
(%) Grade 2 2 2
X - Bortezomib 54 54
Prior Proteasome Inhibitor ) )
Carfilzomib <1 <1
Treatment N . il i
Measure Type' (%) o prior car|zom{ 6 6
or bortezomib
Previous Lenalidomide 38 38
Immunomodulatory Agent
Treatment (%) Thalidomide 45 53

*One patient in the Bortezomib group had received four prior treatments (a protocol deviation). TDefined
as patients who achieved at least a partial response and had at least 6 months since last proteasome
inhibitor treatment; all patients who had received previous carfilzomib and all except one patient (a
protocol deviation in the carfilzomib group) who had received previous bortezomib met the above entry
criteria for previous proteasome inhibitor therapy.

Primary and secondary
endpoints

Primary Endpoint
e PFS, defined as the time from randomisation until disease progression or
death due to any cause, whichever occurred first

Secondary Endpoint
e OS
e Overall response (partial response or better)
e Duration of response
e  Percentage of participants with > Grade 2 peripheral neuropathy
e Safety

Method of analysis

Efficacy analyses were ITT analyses. A stratified log-rank test was used for PFS and OS,
and median values for both were estimates using the Kaplan-Meier method. Stratified
Cochran-Mantel-Haeszel test was used for overall response. Median duration of
response was estimates using the Kaplan-Meier method.
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The overall response was compared between groups using a Mantel-Haenszel test,
and the associated OR and 95% Cl were estimated. A Pearson x? test was used to
compare the incidence of grade 2 or higher peripheral neuropathy between
treatment groups, and the OR and 95% Cl were estimated. For the echocardiogram
sub-study, a mixed model for repeated measures was used under the assumption of
missing-at-random to estimate longitudinal differences between the treatment
groups in the reduction of left ventricular ejection fraction and right ventricular
function.

For the distribution of time-to-event endpoints, the medians and 95% Cls were
estimated using the Kaplan-Meier point estimates. For median follow-up data, the
IQR was calculated.

Subgroup analyses Pre-planned exploratory analyses of PFS have been done in subgroups: age, baseline
ECOG, performance status, baseline creatine clearance, ISS stage, risk group by
fluorescence in-situ hybridisation, and previous treatment with bortezomib and
immunomodulatory drugs.

Overall survival (HR with 85% Cl) was compared between treatment groups using a
stratified log-rank test, the corresponding HR was estimated using a stratified Cox
regression model. One-sided significance level was determined by the O’Brien-
Fleming—type a spending function based on the actual number of events (a=0-0123).
The Kaplan-Meier method was used to summarise time to next treatment and
survival beyond disease progression.

TABLE 21. MAIN STUDY CHARACTERISTICS FOR OPTIMISMM

Trial name OPTIMISMM
NCT number NCT01734928
Objective The purpose of this study is to compare the efficacy of the combination of pomalidomide,

bortezomib and low dose dexamethasone to the combination of bortezomib and low dose
dexamethasone in participants with relapsed/refractory multiple myeloma. This study will also
assess how safe the combination of pomalidomide, bortezomib and low dose dexamethasone is
compared to the combination of bortezomib and low dose dexamethasone.

Publications - title, author, Richardson PG, Oriol A, Beksac M, et al.; OPTIMISMM trial investigators. Pomalidomide,

journal, year bortezomib, and dexamethasone for patients with relapsed or refractory multiple myeloma
previously treated with lenalidomide (OPTIMISMM): a randomised, open-label, phase 3 trial.
Lancet Oncol. 2019 Jun;20(6):781-794.

Study type and design Phase Ill, randomized (1:1), open-label, parallel clinical trial.

Eligible patients were randomly assigned 1:1 to bortezomib and dexamethasone with or without
pomalidomide (appendix p 2), using a validated interactive response technology system.
Randomisation was done using a permutated blocked design with a block size of four, stratified
according to age (<75 years vs >75 years), number of previous regimens (1 vs >1), and the
concentration of 2 microglobulin at screening (<3.5 mg/L vs 3.5-5.5 mg/L vs >5.5 mg/L).

Follow-up time Median follow-up of 15.9 months (IQR 9-:9-21-7).
Population (inclusion and The full list of the study criteria is available in the OPTIMISMM study protocol included in the
exclusion criteria) supplemental material of Richardson et al., 2019, Lancet Oncol.

Main inclusion Criteria:
®  Must be > 18 years at the time of signing informed consent.
e  Must have documented diagnosis of multiple myeloma and have measureable disease
by serum and urine protein electrophoresis.
e  Must have had at least 1 but no greater than 3 prior anti-myeloma regimens.

e  Must have documented disease progression during or after their last anti-myeloma
therapy.
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e All subjects must have received prior treatment with a lenalidomide containing
regimen for at least 2 consecutive cycles.

e  Eastern Cooperative Oncology Group (ECOG) performance status score of 0-2

Main exclusion Criteria:

o  Documented progressive disease during therapy or within 60 days of the last dose of a
bortezomib-containing therapy under the 1.3 mg/m”2 dose twice weekly dosing
schedule.

e  Peripheral neuropathy Grade 3, Grade 4 or Grade 2 with pain within 14 days prior to

randomization.

Non-secretory multiple myeloma.

Subjects with severe renal impairment requiring dialysis.
Previous therapy with pomalidomide.

> Grade 3 rash during prior thalidomide or lenalidomide therapy
Subjects with any one of the following:

o Clinically significant abnormal ECG finding at screening

o Congestive heart failure (New York Heart Association Class Ill or IV)

O  Myocardial infarction within 12 months prior to starting study treatment

o Unstable or poorly controlled angina pectoris, including Prinzmetal variant
angina pectoris

®  Subjects who received any of the following within the last 14 days of initiation of study
treatment:
O  Plasmapheresis
o  Major surgery (kyphoplasty is not considered major surgery)
O Radiation therapy other than local therapy for myeloma associated bone
lesions
O Use of any systemic anti-myeloma drug therapy
e Use of any investigational agents within 28 days or 5 half-lives (whichever is longer) of
treatment

Intervention Intervention (N=281):
Pomalidomide 4 mg orally on Days 1-14 of a 21-day cycle plus
Bortezomib 1.3 mg/m2 s.c.

e Days1,4,8and 11 of 21 day cycles 1-8

e Days 1, 8 of 21 days for cycle 9 and onward until disease progression plus
Dexamethasone 20 mg/day [< 75 years old] or 10 mg/day [> 75 years old] orally

e daysl,24,5,8,9, 11, 12 of 21 days for cycles 1-8

e days 1, 2,8, 9 of 21 days for cycles 9 and onward until disease progression
Comparator (N=278):

e  Bortezomib and dexamethasone as above.

Baseline characteristics BorDex
PomBorDex (n=281)
(n=278)
Age (years) 67 (60-73) 68 (59-73)
<65 123 (44%) 120 (43%)
>65 158 (56%) 158 (57%)
<75 235 (84%) 231 (83%)
>75 46 (16%) 47 (17%)
Sex
Male 155 (55%) 147 (53%)
Female 126 (45%) 131 (47%)
ECOG performance status
0 149 (53%) 137 (49%)
1 121 (43%) 119 (43%)
2 11 (4%) 22 (8%)
ISS disease stage
| 149 (53%) 138 (50%)
Il 85 (30%) 90 (32%)
Il 47 (17%) 50 (18%)

Cytogenetic profile by FISH
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Standard risk 137 (49%) 132 (47%)
High risk 61 (22%) 49 (18%)
Time since diagnosis (years) 4.0 (2:6-65) 4.3 (2:5-6-4)

Previous lines of treatment 2 (1-2) 2 (1-2)
Lines of treatment
1 111 (40%) 115 (41%)
2 117 (42%) 104 (37%)
>3* 53 (19%) 59 (21%)
Previous stem-cell transplant 161 (57%) 163 (59%)
Creatinine clearance (mL/min)
<60 91 (32%) 76 (27%)
260 190 (68%) 202 (73%)
Previous immunomodulatory treatment 281 (100%) 278 (100%)
Lenalidomide 281 (100%) 278 (100%)
Previous alkylating agent 237 (84%) 232 (83%)
Previous proteasome inhibitor 212 (75%) 213 (77%)
Bortezomib 201 (72%) 203 (73%)
Carfilzomib 8 (3%) 11 (4%)
Ixazomib 9 (3%) 5(2%)
Refractory disease to immunomodulatory 202 (72%) 193 (69%)
drug
Lenalidomide 200 (71%) 191 (69%)
LenAalldomldelnthelast previous 178 (63%) 167 (60%)
antimyeloma
regimen before study entry
Refractory disease to proteasome inhibitor 37 (13%) 37 (13%)
Bortezomib 24 (9%) 32 (12%)
Refractory disease to last previous regimen 196 (70%) 184 (66%)
Primary and secondary Primary endpoints:
endpoints Progression Free Survival defined as the length of time during and after the treatment that

participants in the study live without the disease getting worse.
Secondary endpoints:

e  Overall Survival [ Time Frame: Up to 5 years ]

e  Adverse Event [ Time Frame: Up to 1 year ]

®  Overall Response Rate [ Time Frame: Up to 1 year]
e  Duration of Response [ Time Frame: Up to 1 year]

Method of analysis Primary, secondary, and prespecified exploratory analyses were done in the intention-to-treat
population, which included all patients who were randomly assigned.

Safety assessments were done in the safety population, which included all patients who received
at least one dose of study medication.

The intention-to treat population, efficacy-assessable population (which included all patients who
received at least one dose of study medication and had a baseline and at least one post-baseline
efficacy assessment), and all efficacy analyses except for duration of response were adjusted by
stratification factors (age, number of previous regimens, and concentration of 2 microglobulin
at screening). However, subgroup analyses for efficacy endpoints were not adjusted by
stratification factors.

A sensitivity analysis for progression-free survival was done based on the investigator’s
assessment to support the robustness of the primary data.

We used the Kaplan-Meier method to estimate progression-free survival. The treatment effect
(measured by HR and 95% Cl) was estimated using a stratified Cox proportional hazards model. A
stratified Cochran- Mantel-Haenszel test was used to compare responses.

If the study primary endpoint was significant at the final analysis, overall responses and overall
survival were to be sequentially tested using a step-down approach. Specifically, if the value of
the log-rank statistic for progression-free survival was significant, then the overall response
would be tested next, at the same significance level of 0.05 (two-sided). If the overall response
was significant, then the interim overall survival analysis would be done, with Lan-DeMets
implementation of the Pocock boundaries. Type | error was controlled for these endpoints and
analyses. The observed change in HRQOL score from baseline was calculated using a mixed-
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model repeated measure approach, using baseline covariates where appropriate to estimate the
least square means (95% Cl and p value) for changes from baseline across all scheduled

visits (excluding the visit at the end of treatment) and on day 1 of cycles five, nine, 19, and 25
within each treatment group, as well as the difference in the least square means between
treatment groups.

Subgroup analyses The primary analysis addressed the ITT-population. Prespecified subgroup analyses was
performed for PFS for lenalidomide refractory patients and patient having received at least 2
prior lines of therapy. Refractory patients were defined as those with disease that was non-
responsive to treatment (failure to achieve minimum response or development of progressive
disease) or progression within 60 days of the last dose. The subgroup of patients having received
at least two prior lines is not specified in detail in the publication. The method of analysis is
described in the section above under “Method of analysis”. However the subgroup analyses for
efficacy endpoints were not adjusted by stratification factors. The statistical validity of the
subgroup analysis is not specified separately from the general statistical methodology above.
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TABLE 22. RESULTS OF THE ELOQUENT-3 STUDY
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Trial name: ELOQUENT-3
NCT number: NCT02654132
. . . Description of
Estimated abi?cllcztci difference in Estimated relative difference in effect methods used for
estimation
H
Outcome Study arm N Result (CI) Difference  95% Cl P value Riasiarradt/igddS/ 95% Cl P value
Investigator- Elotuzumab + 60 10.3 months S:S\iz/:s\:\\//aes_free
assessed PomDex (5.6—NE) _
rogression- estimated by the
f,’reegsurvival 4.0 0.89.1 NA HR: 0.54 034-0.86  0.008 Kaplan—Meier
(Primary PomDex g7 47 months method. The HR is
endpoint) (28-7.2) based on a log
P rank test.
The estimati f
Elotuzumab + 10.3 months € estimation o
60 the absolute
PomDex (6.5—-NE) . .
difference in
Independent medians was
i based on formula
review assessed HR: 0.51 0.32-0.82
progression- 6, page 55, of the
4.7 months L
free survival PomDex 57 (2.8-7.6) Methods Guideline
D from the
Medicines Council
(v.2.3).
Elotuzumab + No reached Overall survival
Overall Survival 60 (24.9 months || 14.8 0.7-40.6 NA HR:0.54 0.30-0.96 was estimated by
PomDex
—NE)
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the Kaplan—Meier
method.
For the absolute
difference in
median was

PomDex 57 (1173'4;_]0,\?';(;15 estimated using

’ formula 6, p.55 of
the methods
guideline (v.2.3)
from the
Medicines Council

Any AEs Reference EPAR
Elotuzumab + 60 18'.3% (11 Table 9.

PomDex patients) Safety
assessments
occurred prior to
and during
dosing, up to 60
days after the last
dose was
administered, and
throughout long-
Discontinuation 14.7%- term

due to AEs -5,3% 13.8% NA RR:0.78 0.38-1.59 NA follow-up post
23.6% (13 ' treatment (every
patients) 12 weeks or more).
Safety was
summarized using
Common
Terminology
Criteria for
Adverse Events,
version 3.0.

The relative risk
(RR) were
calculated and

PomDex 55
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used to estimate
the absolute
difference in effect
using formula 4,
page 54, of the
Methods Guideline
from the
Medicines Council
(v.2.3).

AEs 8.3% (5
60 .
Elotuzumab + patients)
PomDex
0,
PomDex 55 5'54’ (3
patients)
) Baseline The minimally
Visual analog :
scale (VAS) score (mean, important
Elotuzumab + 55 [SD]) difference was
65.6 (18.6) based on UK index
PomDex )
scores. Patient-
reported outcome
HeaI’F-reIatgd data were
Quality ofaLlfe . 4.7 -0.9-10.2 0.098 collected at
EQ-5D-3L Baseline baseline, at the
PomDex 51 score (mean, start of each cycle,
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Baseline (approx. every 12
Utility Index score (mean, cycles)
Elotuzumab + 55 [SD]) Randomized
PomDex 0.698 (0.283) patients with
baseline and at
least 1 post-
baseline
assessments were
included in the
analysis.
-0.035- Analysis of.change
) 0.046 0.259 from baseline used
Baseline 0.127 Seor
a longitudinal
score (mean, .
PomD 51 SD mixed-effects
omuex [SD)) model, with PRO
0.677 (0.291)
score as the
dependant
variable, and

baseline score and
stratification
factors as
covariates.

Qualitative

) See narrative
review of AEs

a, HRQolL data shown here have been only presented in abstracts at international congresses and are highlighted in blue.!!
Cl, confidence interval; NA, not applicable

TABLE 23. RESULTS FROM THE ENDEAVOR STuDY

Trial name: ENDEAVOR

NCT number: NCT01568866

Description of methods

Estimated relative difference in effect ) )
used for estimation

Estimated absolute difference in
effect
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Outcome Study arm N Result (Cl) Differe 95% Cl P value ngard/Odds/ 95% Cl P value
nce Risk ratio
ITT population 9.4 months The median PFS is based
Bortezomib + 465 i on the Kaplan—-Meier
(8.4-10.4) . .
Dex estimator. The HR is based
HR: 0.53 0.44-0.65 <0.0001 .
on a Cox proportional
Carfilzomib + 464 18.7 months hazards model stratified
Dex (15.6-NA) by prior proteasome
Prior LEN and inhibitor treatment, lines
2-3 prior lines of prior treatment, ISS
) Bortezomib + 132 6.6 months stfase, and chgice of route
Progresslon-free Dex 0.73 0.53-1.01 of bortezomi
survival administration.
Carfilzomib + h
Dex 126 9.7 months
Refractory to
any prior LEN
treatment 122 6.6 months
Bortezomib + 0.80 0.573- 0.0891
Dex : 1.110 (1-sided)
Carfilzomib + h
Dex 113 8.6 months
ITT populgtlon 40.0 months The median OS rates are
Bortezomib + 465 (32.6-42.3) based on the Kaplan—
Dex ' ' Meier estimator. The HR is
) 0.648— based on a Cox
Overall survival . ' HR:0.791 0.964 0.010 proportional hazards
Carfilzomib + 464 47.6 months model stratified by prior
Dex (42.5-NA) proteasome inhibitor
treatment, lines of prior
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With prior treatment, ISS stage, and
lenalidomide choice of route of
Bortezomib + 178  29.4 months bortezomib
Dex 0.88 0.67-1.16 administration.
Carfilzomib +
Dex 177  35.4 months
Refractory to
LEN ) 123 21.4 months
Bortezomib +
Dex 0.857 0.62-1.18
Ezrxf'lzom'b T 113 29.2 months
2-3 prior lines of
therapy 236 28.4 months
Bortezomib +
Dex 0.75 0.59-0.96
gzrxf"zom'b " 233 39.5 months
Any AEs . 26.5% (121 Adverse event and
Bortezomib + 456 atients)™? laboratory data were
Dex P collected until 30 days after
last dose of study
. . . o
Discontinuation Carfilzomib + 463 29.§/o (1?;37 treatment. Adverse .events
due to AEs Dex patients) were graded according to
the National Cancer
Any AEs and 2-3 Institute Common
prior lines 929 23.1% (53 Terminology Criteria for
Bortezomib + patients)® Adverse Events, version
Dex 4.03.
531 22.5% (52
patients)®
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References: ®1%16
Table 19 of the Kyprolis

Treatment- EPAR (page 69).
related AEs 16.7% (76
. 456 .
Bortezomib + patients)
Dex
1 . 0,
Carfilzomib + 463 333:;(2)0
Dex P
Bortezomib + Kyprolis EPAR; p. 54; table 17
Health-related Dexamethaso 452 57.15 and Ludwig, 2019; p.7; figure 2
i i ne (ITT
?_ualltty Oftl'lfe () HRQol was measured by
(D;fea ent EORTC Quality of Life
,' ergnce ver Questionnaire QLQ-C30. The

Time in QLC-C30 .

Global Health least squares mean estimates

Status/Quality of . . 3.51 1.97-5.06 <0.0001 and their difference were

|_'fa lés Za o Carfilzomib + obtained from the analysis

'\I/l_e ;T\i c;)nlf Dexamethaso 459 60.66 based on a linear mixed effects

xed Model tor ne (ITT) model, and the overall

Repeated )

Measures) estimates were reported
assuming that the treatment
effect was the same across
visits.

Qualitative

review of AEs

See narrative

TABLE 24. RESULTS OF THE OPTIMISMM STUDY

Trial name:  OPTIMISMM

NCT NCT01734928
number:
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Estimated relative difference in effect

Description of methods used for
estimation

Outcome Study arm N Result (ClI) Difference  95% ClI P value H'azard/'Odds/ 95% ClI P value
Risk ratio
. Imnovid EPAR; p.49; table 23.

ITT population 40.54 h Data from the updated analysis

Pomalidomide + 281 >4 months (median FU of 26.2 months; DBL 15

Bortezomib+ (29.83-NE) Sept 2018)

Dexamethasone The median is based on Kaplan-Meier
estimate. Hazard ratio is based on Cox
proportional hazards model comparing
the hazard functions associated with
treatment groups, stratified by age,

Median 10.1 prior number of antimyeloma
Overall ) NR NR HR: 0.91 0.70-1.18 0.4755 | regimens, and B2-macroglobulin at
survival months screening. P value is based on a

ITT population 30.46 months stratified log-rank test with

Bortezomib + 278 (24.61-35.94) stratification factors as in the above

Dexamethasone Cox model. Absolute differences in
median OS were not reported but were
calculated by subtraction of reported
medians. 95% Cls were not calculated
as the calculations of confidence
intervals for differences in median
survival are not well defined.

ITT population Richardson, 2019; p.786

Pomalidomide + 11.2 months Richardson, 2019; p.787; figure 2

Median Bortezomib+ 281 (9.66-13.73) Richardson, 2019; p. 788; figure 3

Progressio Dexamethasone 4.1 NR NR HR: 0.61 0.49-077 <0.0001 Kaplan-Meier method was used to

n Free ) months o ' ' ' estimate progression-free survival. The

. ITT population

Survival 7.1 months treatment effect (measured by HR and
Bortezomib + 278 (5.88-8.48) 95% Cl) was estimated using a
Dexamethasone stratified Cox proportional hazards
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Refractory to LEN
Pomalidomide +

model. Absolute differences in median
PFS were not reported but were
calculated by subtraction of reported

Bortezomib+ 200 9.53 months medians. 95% Cls were not calculated
Dexamethasone (8.05 - 11.30) as the calculation of confidence
394 intervals for differences in median
Refractory to LEN months NR NR HR: 0.65 0.50-0.84 0.0008 | survival are not well defined.
Bortezomib +
Dexamethasone 191 5.59 months
(refractory to (4.44 - 7.00)
lenalidomide)
>1 previous lines of
treatment
Pomalidomide + 170 NR
Bortezomib+
Dexamethasone NR NR NR HR: 0.63 0.48-0.83 NR
>1 previous lines of
treatment
. 163 NR
Bortezomib +
Dexamethasone
Richardson, 2019; p.791
The observed change in HRQOL score
Pomalidomide + . from baseline was calculated using a
Bortezomib+ 240 Baseline score: mixed-model repeated measure
HRQol Dexamethasone 61.0 (SD: 23.2) approach, using baseline covariates
mean where appropriate to estimate the
baseline NR NR NR NR NR NR least square means (95% Cl and p
scores, value) for changes from baseline across
QLQ-C30 all scheduled visits, as well as the
Bortezomib + Baseline score: difference in the least square means
Dexamethasone 209 63.5 (SD: 21.3) between treatment groups.
Quantitative results not reported,
authors note that ‘scores were
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maintained over time for both
treatment groups, with no statistically
significant or clinically meaningful
differences recorded between
treatments at any cycle’

TEAE leading to
discontinuation of

Imnovid EPAR; p.73; table 46
Safety assessments comprised
assessment of adverse events, clinical

any study drug 28.8 % (80 -
K X 278 . laboratory tests, electrocardiograms,
Pomalidomide + patients) measurement of vital signs, and
Bortezomib+ physical examinations. Adverse events
Dexamethasone were graded according to the National
Cancer Institute Common Terminology
Discontinu Criteria for Adverse Events (version 4.0
ations due or higher) and were summarised by
system organ class and preferred term.
to -17.3% ; - Second primary malignancies were
Treatment -9.9% 2 4% 0.009 RR: 1.52 1.12,2.07 0.008 monitored and reported as serious
-Emergent TEAE leading to o adverse events.
AEs . . .
(TEAEs) :::;c;:::’nyu:::?gn of 270 18-?% (51 Absolute' difference was calculated by
. patients) subtraction of reported event rates and
Bortezomib+ i
was presented as absolute risk
Dexamethasone reduction (ARR). The 95% Cl and p-
value were calculated using two
sample z-test for proportions. Relative
risk (RR), along with its confidence
interval and p value, were calculated
using standard methods.
Qualitative
review of See narrative
AEs
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9.4 ADVERSE EVENTS IN 210% OF PATIENTS

As requested by the Medicines Council, all Grade AEs occurring in 210% of patients in the intervention and comparators arms defined in the protocol
(EloPomDex, PomDex, CarDex and PomBorDex) are listed in Table 25 below.

For EloPomDex and PomDex (ELOQUENT-3), Table 3 from Dimopoulos et al., 2018° and Table 10 from the Empliciti EPAR® were used.

For PomBorDex (OPTIMISMM), Table 36 in the Imnovid EPAR® was selected to complete Table 25. This data source was chosen as incidence of AEs are
provided for any Grade, in contrast to the Table 3 in Richardson et al., 2019”.

For CarDex (ENDEAVOR), data for AEs occurring in >10% of patients has been sourced from Table 20 from the Kyprolis EPAR® (column Cd under
ENDEAVOR sNDA), which reports AEs by any Grade and meets the Medicines Council requirement. Presentation of the safety data in the peer-reviewed
articles of the ENDEAVOR study were not suitable here.

The tables from the respective EPARs reports any cause AEs reported in 25% of subject in either treatment arm of the study.

TABLE 25. ANY ADVERSE EVENTS OF ANY GRADE REPORTED IN AT LEAST 10% OF PATIENTS IN EITHER TREATMENT GROUP

EloPomDex PomDex CarDex PomBorDex

n=60 n=55 n=463 n=278
Cutoff 21 February 2018 10 November 2014 26 October 2017
Follow up min. 9.1 months median 11.9 months | median 15.9 months
Any AEs, n (%) 58 (96.7) 52 (94.5) 455 (98.3) 277 (99.6)
Nonhematologic AEs
Constipation 13 (21.7) 6 (10.9) 68 (14.7) 102 (36.7)
Hyperglycemia 12 (20.0) 8 (14.5) 49 (10.6) 40 (14.4)
Diarrhea 11 (18.3) 5 (9.1) 143 (30.9) 94 (33.8)
Fatigue 9 (15.0) 9 (16.4) 136 (29.4) 103 (37.1)
Bone pain 9 (15.0) 5 (9.1) 47 (10.2) 22 (7.9)
Dyspnea 9 (15.0) 4 (7.3) 138 (28.5) 56 (20.1)
Pyrexia 8 (13.3) 14 (25.5) 130 (28.1) 64 (23.0)
Insomnia 8 (13.3) 6 (10.9) 117 (25.3) 45 (16.2)
Peripheral edema 8 (13.3) 4 (7.3) 101 (21.8) 94 (33.8)
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Muscle spasms

Asthenia

Rash

Hypokalemia

Increased blood creatinine

Malignant neoplasm progression

Cough

Nausea

Back pain

Headache

Vomiting

Arthralgia

Pain in Extremity

Diziness

Muscular weakness

Tremor

Hematologic AEs

Anemia

Neutropenia

Thrombocytopenia

Lymphopenia

Leukopenia

Platelet Count decreased

Adverse events of special

interest

Infections and infestations
Nasopharyngitis
Respiratory tract infection
Upper respiratory tract

infection
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(13.3)
(11.7)
(10.0)
(6.7)
(5.0)
(1.7)
(8.3)
(1.7)
(6.7)
(5.0)
(1.7)
(1.7)

(3.3)
(3.3)
(6.7)
(51.7)
(25.0)
(23.3)
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(10.0)
(8.3)
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(16.7)
(16.7)
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17
10

(5.5)
(9.1)
(10.9)
(12.7)
(10.9)
(10.9)
(9.1)
(9.1)
(7.3)
3.6)
1.8)
7.3)
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(5.5)
(7.3)
(3.6)
(54.5)
(36.4)
(30.9)
(18.2)
(1.8)
(5.5)

(65.5)
(14.5)
(9.1)

(14.5)

86
94
27
50
47

115
90
86
79
65
47
47
37
36
10

182
25
95
30

55

66

94

(18.6)
(20.3)
(5.8)

(10.8)
(10.4)

(24.8)
(19.4)
(18.6)
(17.1)
(14.0)
(10.2)
(10.2)
(8.0)

(7.8)

(2.2)

(39.3)
(5.4)
(20.5)
(6.5)

(11.9)

(14.3)

(20.3)

26
48
26
43

57
49
52
31
32
32
33
48
38
30

79
130
102

32

223

23

58

(9.4)
(17.3)
(9.4)
(15.5)

(20.5)
(17.6)
(18.7)
(11.2)
(11.5)
(11.5)
(11.9)
(17.3)
(13.7)
(10.8)

(28.4)
(46.8)
(36.7)

(11.5)

(80.2)
(8.3)

(20.9)
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. ViraI.upper respiratory tract 31 (11.2)
infection
Bronchitis 6 (10.0) 5 (9.1) 76 (16.4) 39 (14.0)
Pneumonia 4 (6.7) 6 (10.9) 41 (8.9) 53 (19.1)
Herpes zoster infection 3 (5.0) 1 (1.8) 8 (2.9)
Infusion reactions 3 (5.0) NA
Other adverse events
Vascular disorders 8 (13.3) 5 (9.1) 79 (28.4)
Hypertension 1 (1.7) 2 (3.6) 115 (24.8) 18 (6.5)
Cardiac disorders 7 (12) 6 (11) 63 (22.7)
Neoplasmst 1 (2) 12 (22)
Neuropathy Peripheral 43 (9.3)
Peripheral Sensory Neuropathy 27 (5.8) 133 (47.8)
References Table 3 in Dimopoulos et al. 2018 and Table 20 in the Kyprolis Table 36 in the Imnovid
Table 10 in the Empliciti EPAR EPAR (column sNDA, Cd) | EPAR

The sorting is done by decreasing order based on the column of the EloPomDex group. Bold numbers indicate AEs with an incidence 210% in each treatment group.
NA, not applicable. T This term includes malignant, benign, and unspecified neoplasms.

For EloPomDex and PomDex, AEs were coded using MedDRA version 20.1, CTC version 3.0. Included are AE and SAE with onset on or after the first dosing date and on
or prior to the last dosing date +60 days.

For CarDex, AEs were coded using MedDRA version 15.1, CTC version 4.03. Treatment emergent event AEs are defined as any AEs with an onset date between the date
of first dose and 30 days after the date of the last dose of any.

For PomBorDex, AEs were coded using MedDRA version 20.0. CTC version 4.0. Treatment emergent event AE is defined as any AEs occurring or worsening on or after
the first treatment of study medication and within 28 days.

9.5 GRADE 3-4 ADVERSE EVENTS REPORTED IN THE ELOQEUNT-3, ENDEAVOR AND OPTIMISMM
STUDIES

The Medicines Council requested a list of all Grade 3-4 AEs occurring in the relevant RCTs investigating EloPomDex, PomDex, CarDex and PomBorDex.
This data was only available for the ENDEAVOR study in Table S4 of Dimopoulos et al., 20172, which presents data from an extended follow up
compared to Table 25 above.
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In Table 26 below, available safety data for Grade 3-4 AEs (any-cause) are summarized. Details about the data included here can be found in the

footnote of Table 26.

TABLE 26. GRADE 3-4 AES REPORTED IN THE ELOQUENT-3, ENDEAVOR AND OPTIMISMM STUDIES

Application form version 2.1

EloPomDex PomDex CarDex PomBorDex

n=60 n=55 n=463 n=278
Cutoff 21 February 2018 3 January 2017 26 October 2017
Follow up min. 9.1 months median 37.5 months | median 15.9 months
Grade Grade 3-4 Grade 3-4 Grade 3-4 Grade 3-4
Total subjects with an event, n (%) 34 (56.7) 33 (60.0) 377 (81.4)* 251 (90.3)
Blood and lymphatic system disorders 23 (38.3) 23 (41.8) 154 (55.4)
Anemia 6 (10.0) 11 (20.0) 76 (16.4) 39 (14.0)
Neutropenia 8 (13.3) 15 (27.3) 11 (2.4) 116 (41.7)
Thrombocytopenia 5 (8.3) 3 (5.5) 41 (8.9) 76 (27.3)
Lymphopenia 5 (8.3) 1 (1.8) 22 (4.8) 12 (4.3)
Leukopenia 5 (8.3) 2 (3.6) 5 (1.1) 15 (5.4)
Ferbile neutropenia 3 (5.0) 3 (5.5) 5 (1.1) 9 (3.2)
Infections and infestations 8 (13.3) 12 (21.8) 86 (30.9)
Upper respiratory tract infection 0 1 (1.8) 8 (1.7)
Pneumonia 3 (5.0) 5 (9.1) 39 (8.4) 32 (11.5)
Bronchitis 1 (1.7) 1 (1.8) 13 (2.8)
Respiratory tract infection 0 1 (1.8) 10 (2.2)
Influenza 2 (0.4) 7 (2.5)
Sepsis 6 (1.3) 6 (2.2)
Urinary tract infection 11 (2.4)
Respiratory, thoracic and mediastinal disorders 7 (11.7) 3 (5.5) 24 (8.6)
Dyspnea (3.3) 1 (1.8) 29 (6.3) 8 (2.9)
Productive cough 1 (1.7) 0 0
Pulmonary embolism 9 (1.9) 11 (4.0)
Metabolism and nutrition disorders 7 (11.7) 12 (21.8) 71 (25.5)
Hyperglycemia 5 (8.3) 4 (7.3) 22 (4.8) 25 (9.0)
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Decreased appetite
Hypokalemia
Hypophosphataemia
Hyponatremia
Hyperkalaemia
Hyperuricaemia
Cardiac disorders
Atrial fibrillation
Cardiac failure
Psychiatric disorders
Insomnia

Anxiety

Depression
Gastrointestinal Disorders
Constipation
Diarrhoea

Musculoskeletal and connective tissue disorders

Bone pain
Back pain
Vascular disorders

Hypertension
Investigations
Neutrophil Count decreased
Increased blood creatinine
Platelet count decreased
Creatinine renal clearance decreased
Lymphocyte count decreased
Gamma-glutamyltransferase increased
Nervous system disorders
Peripheral sensory neuropathy
Syncope
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2% Bristol-Myers Squibb

General disorders and administration site

conditions 1 (1.7) 4 (7.3) 50 (18.0)
Fatigue 2 (3.6) 31 (6.7) 23 (8.3)
Asthenia 1 (1.7) 2 (3.6) 21 (4.5) 8 (2.9)
Pyrexia 14 (3.0) 6 (2.2)
General physical health deterioration 4 (0.9) 3 (1.1)
Neoplasms benign, malignant 1 (2) 6 (11)
and unspecified
Malignant neoplasm progression 1 (1.7) 2 (3.6)
Injury, poisoning and procedural complications 1 (1.7) 1 (1.8)
Skin and subcutaneous tissue disorders 0 1 (1.8) 9 (3.2)
Rash 0 1 (1.8) 4 (0.9) 6 (2.2)
Renal and urinary disorders 19 (6.8)
Acute kidney injury 9 (3.2)
Renal failure acute 11 (2.4)
Eye disorders
Cataract 11 (2.4)
Table 3 in Dimopoulos et al. 2018 | Table S4 from .
References and Table 10 in ?he Empliciti Dimopoulos et al., ;I:]:ISV?: ér;;ges
EPAR.>15 2017.12

* Numbers here indicate Grade >3 AEs.

For EloPomDex and PomDex: This table was constructed based on Table 10 in the Empliciti EPAR, which shows AEs with at least 5% frequency in either treatment
group in the ELOQUENT-3 trial. AEs were coded using MedDRA version 20.1, CTC version 3.0; includes AE and SAE with onset on or after the first dosing date and on or
prior to the last dosing date +60 days.

For CarDex, Table S4 in Dimopoulos et al., 2017 was used. Grade 3-4 AEs with an incidence >2% are shown, except if an AE was reported here for one of the other
treatment group to allow eventual comparison. AEs were coded using MedDRA version 15.1, CTC version 4.03. Treatment emergent event AEs are defined as any AEs
with an onset date between the date of first dose and 30 days after the date of the last dose of any investigational product.

For PomBorDex, Table 38 from the Imnovid EPAR reports Grade 3-4 treatment emergent AEs reported in 22% of subject in either treatment arm of the OPTIMISMM
study and were all reported here for PomBorDex. AEs were coded using MedDRA version 20.0. CTC version 4.0. Treatment emergent event AE is defined as any AEs
occurring or worsening on or after the first treatment of study medication and within 28 days after the latest dose date of any study drug.
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9.6 RESULTS PER PICO (CLINICAL QUESTION)

2% Bristol-Myers Squibb

The table below summarizes the results for the current PICO aiming at assessing the clinical value of EloPomDex compared to PomDex, CarDex and
PomBorDex for treatment of patients with relapse and refractory multiple myeloma who have received at least two prior therapies including
lenalidomide and a proteasome inhibitor and have demonstrated disease progression on the last therapy.

Results per
outcome

Attach forest plots and statistical results as a separate file.
Results from the comparative analysis should be given in the table below, if possible.

Absolute difference in effect

Relative difference in effect

Methods used for quantitative synthesis

Studies included Difference Cl P value Hazard/Odds/Risk Cl P value
in the analysis ratio
EloPomDex 14.8 0.7-40.6 NA HR 0.54 0.30-0.96 NA EloPomDex vs PomDex:
ITT (median Not Overall survival in the ELOQUENT-3 study was
ELOQUENT-3 Reached) estimated by the Kaplan—Meier method. The
Vs estimation of the absolute difference in medians
PomDex (median 17.4 was based on formula 6, page 55, of the
ITT months) Methods Guideline from the Medicines Council
Overall Survival | gl 0QUENT-3 (v.2.3).
(0s) S NA
. EloPomDex vs CarDex and PomBorDex:
CarDex (median 29.2 - . )
Critical Len-refractor months) No common comparator was identified. Since
v the median OS for EloPomDex was not reached ,
ENDEAVOR ) . )
the absolute difference obtained by subtracting
S NA .
) the median OS for CarDex or PomBorDex from
PomBorDex (median 40.5 )
the median OS for EloPomDex could not be
T months) cacluclated. The median OS for each group is
OPTIMISMM o ; group
reported in parenthesis.
Progression EloPomDex 4.0 0.8-9.1 NA HR 0.54 0.34-0.86 0.008 EloPomDex vs PomDex:
Free Survival ITT (median 10.3 Progressive-free survival was estimated by the
(PFS) ELOQUENT-3 months) Kaplan—Meier method. The HR is based on a log
Vs rank test. The estimation of the absolute
Important PomDex (median 4.7 difference in medians was based on formula 6,
ITT months) page 55, of the Methods Guideline from the
ELOQUENT-3 Medicines Council (v.2.3).
Vs 0.6 months
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CarDex (median 9.7 EloPomDex vs CarDex and PomBorDex:
Len-exposed, 2-3 months) The absolute difference was calculated by
prior lines subtracting the median PFS reported for (i) the
ENDEAVOR subgroup of patients with prior Len-exposure
Vs -0.9 months and 2-3 prior lines of therapy treated with
PomBorDex (median 11.2 CarDex or (ii) the ITT population of the
ITT months) OPTIMISMM study (PomBorDex) from the
OPTIMISMM median PFS of the ITT population treated with
EloPomDex in the ELOQUENT-3 study. The
median PFS for each group is reported in
parenthesis.
Discontinuation | EloPomDex -5.3% -14.7%- NA RR0.78 0.39-1.59 NA EloPomDex vs PomDex: The relative risk (RR)
due to AEs Safety population 13.8% were calculated and used to estimate the
ELOQUENT-3 (18.3%) absolute difference in effect using formula 4,
Critical S page 54, of the Methods Guideline from the
PomDex (23.6%) Medicines Council (v.2.3).
Safety population
EloPomDex vs CarDex and PomBorDex:
ELOQUENT-3 :
s The absolute difference was calculated by
CarDex 4.2% NA NA s'ubtractlng the dlSCOﬂtIﬂu'atIOI’l rgte due t(? AEs
o (i) for the subgroup of patients with 2-3 prior
2-3 prior lines (22.5%) ) ) -
ENDEAVOR lines of therapy treated with CarDex or (ii) the
safety population of the OPTIMISMM study
v (PomBorDex) from discontinuation rate due to
PomBorDex -10.5% NA NA ) )
Safety population (28.8%) AEs of the safety population treated with
OPTIMISMM ' EloPomDex in the ELOQUENT-3 study. The rate
of discontinuation due to any AEs for each group
is reported in parenthesis.
Health-related EloPomDex EQ-5D-3L Different questionnaires were used in
Quality of life ELOQUENT-3 VAS ELOQUENT-3 compared to ENDEAVOR and
(HRQoL) Vs 4.7 -0.9-10.2 0.098 OPTIMISMM, thereby making impossible the
PomDex comparison of the effect on HRQoL of
Important ELOQUENT-3 Utility Index -0.035- EloPomDex with CarDex and PomBorDex.
0.046 0.127 0.259 EloPomDex vs PomDex:
Vs (GHS/QoL QLQ- oPomDex vs PomDex: '
The EQ-5D-3L instrument was used. Analysis of
CarDex C30 ) o .
) change from baseline used a longitudinal mixed-
ENDEAVOR Mean estimate: )
60.66) effects model, with PRO score as the dependant
v (GHS/QoL o ;/:Crtiitr)leésazgvk;?;etleize score and stratification
PomBorDex C30 ’
OPTIMISMM CarDex: QLQ-C30 Global Health Status (GHS)/
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Baseline Score:
61.0)

Qol scale. Questionnaires were completed prior
to drug administration on day 1 of cycle 1
(baseline), then every 28 days until disease
progression, withdrawal of consent, or until
other anticancer treatment. Analysis was
performed based on a linear mixed effect
model. The least square mean estimates were
the overall estimates under the assumption that
the treatment effect was the same across visits.

PomBorDex: QLQ-C30 global health status/QoL
domain questionnaire on day 1 of every 21-day
cycle before treatment administration and at
the end of treatment.

Qualitative
review of AEs

Important

EloPomDex Grade 3-4

Safety population 56.7%

ELOQUENT-3 -3.4%
Vs 60.1%

PomDex

Safety population

ELOQUENT-3

Vs Grade 23

CarDex 76.6% -19.9%
2-3 prior lines

ENDEAVOR

Vs Grade 3-4

PomBorDex 90.3% -33.6%
Safety population

OPTIMISMM

Table 25 list all Grade AEs in at least 10% of

patients. Table 26 shows Grade-4 AEs
reported in the ELOQUENT-3, ENDEAVOR and
OPTIMISMM studies.

The absolute difference was calculated by
subtracting the rate of severe AEs reported for
the safety population treated with (i) PomDex,
(i) CarDex or (iii) PomBorDex from subgroup of
patients with 2-3 prior lines of therapy treated
with CarDex or (ii) the safety population of the
OPTIMISMM study (PomBorDex) from d the rate
of severe AEs reported for the safety population
treated with EloPomDex. The rate of severe AEs
for each group is reported in parenthesis.
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> Medicinradet

Om Medicinradet

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

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

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

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

Om protokollen

Protokollen er grundlaget for Medicinradets vurdering af et nyt legemiddels kliniske veerdi. Den indeholder et eller
flere kliniske spgrgsmal, som ansgger skal besvare i den endelige ansggning, og som Medicinradet skal basere sin
vurdering pa.

Laegemidlet vurderes efter Metodehandbog for Medicinradets arbejde med at udarbejde felles regionale vurderinger
af nye leegemidlers og nye indikationers kliniske merverdi — version 1. Se Medicinradets metodehandbog for
yderligere information.

Dokumentoplysninger

Godkendelsesdato 6. november 2019
Ikrafttreedelsesdato 7. november 2019
Dokumentnummer 62982
Versionsnummer 1.0

Fremkommer der nye og veesentlige oplysninger i sagen af betydning for protokollens indhold, kan
Medicinradet tage protokollen op til fornyet behandling. Det samme gelder, hvis der er begaet veaesentlige
fejl i forbindelse med sagsbehandlingen vedrgrende protokollen. Hvis Medicinradet foretager aendringer i
protokollen, vil ansggende virksomhed f& besked.

© Medicinradet, 2019. Publikationen kan frit refereres med tydelig kildeangivelse.
Medicinradet, Dampfargevej 27-29, 3. th., 2100 Kgbenhavn &
www.medicinraadet.dk

Sprog: dansk

Format: pdf

Udgivet af Medicinradet, 7. november 2019
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1 Lzegemiddelinformationer

Laegemidlets oplysninger

Handelsnavn

Empliciti

Generisk navn

Elotuzumab

Firma

Bristol-Myers Squibb

ATC-kode

L01XC23

Virkningsmekanisme

Elotuzumab er et monoklonalt antistof, der binder til proteinet
SLAM7, som findes pa knoglemarvkraftsceller og immunceller (NK-
celler). Denne binding medfarer aktivering af NK-celler og
efterfglgende celledad af knoglemarvskraftceller.

Administration/dosis

o Elotuzumab gives i kombination med pomalidomid og dexamethason
indtil progression eller intolerable bivirkninger.

e Elotuzumab gives som 10 mg/kg i.v. ugentligt pa dag 1, 8, 15 og 22 i
serie 1 og 2.

e Fra serie 3 og fremefter gives 20 mg/kg i.v. pa dag 1.

Forventet EMA-indikation

Elotuzumab gives i kombination med pomalidomid og dexamethason
til patienter med relaps eller behandlingsrefrakter knoglemarvskraft,
som har modtaget mindst to tidligere behandlinger inklusive
lenalidomid og en proteasomhammer, og som har haft progression pa
den seneste behandlingslinje.
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2 Forkortelser

Bor:

Car:

Cl:

Dex:
Elo:
EMA:
GRADE:

HDT/STS:

HR:
OR:
Pom:

RR:

Bortezomib

Carfilzomib
Konfidensinterval
Dexamethason

Elotuzumab

European Medicines Agency

System til vurdering af evidens (Grading of Recommendations Assessment,
Development and Evaluation)

Hgjdosiskemoterapi med stamcellestgtte
Hazard ratio

Odds ratio

Pomalidomid

Relativ risiko
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3 Formal

Protokollen har til formal at definere de kliniske spargsmal, der gnskes belyst i vurderingen af elotuzumab i
kombination med pomalidomid og dexamethason (EloPomDex) som mulig standardbehandling af patienter
med knoglemarvskreeft, der har modtaget mindst to tidligere behandlinger. I protokollen angives en
definition af populationer, komparator og effektmal, der skal praesenteres i den endelige ansggning, samt de
metoder der gnskes anvendt til den komparative analyse. Arbejdet med protokollen er igangsat pa baggrund
af den forelgbige ansggning vedrgrende EloPomDex modtaget den 3. oktober 2019.

Protokollen danner grundlag for den endelige ansggning for vurdering af den kliniske merverdi af
EloPomDex sammenlignet med dansk standardbehandling. Alle effektmal, der er opgivet i denne protokol,
skal besvares med en sammenlignende analyse mellem EloPomDex og komparatorene af bade absolutte og
relative veerdier for de udspecificerede populationer i de angivne maleenheder (se tabel 1). Litteratursagning
og databehandling udfares som beskrevet i protokollen.

4 Baggrund

Knoglemarvskreft er en uhelbredelig, livstruende og livsforkortende, men behandlingsfalsom haeematologisk
kreeftsygdom. Sygdommen skyldes, at én type af hvide blodlegemer i knoglemarven &ndrer karakter og
herved bliver ondartede. Patienten kan pa grund af nedsat funktion af knoglemarven opleve symptomer pa
svaekket immunforsvar som infektioner og pa blodmangel, som medfarer, at patienten oplever bl.a. traethed
og andengd. Andringerne i knoglemarven fremmer aktiviteten af celler, som nedbryder knoglerne og
reducerer aktiviteten af de celler, som opbygger knoglevev. Derfor nedbrydes knoglerne, og patienten far
gget risiko for knoglebrud, oplever knoglesmerter og far forhgjet kalk i blodet. Hos starstedelen af patienter
med myelomatose kan der pavises et protein i blod og urin, som kaldes M-komponent. M-komponenten
dannes af de maligne plasmaceller og er et ikkefunktionelt immunglobulin eller dele heraf. Hos nogle
patienter vil M-komponenten give anledning til nyreskader eller egentligt nyresvigt [1].

Knoglemarvskreft er den naesthyppigste heematologiske kraeftsygdom i Danmark, hvor i alt ca. 1.800
patienter anslas at leve med sygdommen. Der diagnosticeres ca. 450 nye patienter om éret i Danmark, og
medianalder ved diagnose er ca. 71 ar [2].

For egnede patienter vil primarbehandling veere hgjdosiskemoterapi med stamcellestgtte (HDT/STS).
Patienter, som modtager denne behandling, har en vasentlig bedre prognose end de, der ikke er egnede.
Halvdelen af de patienter, der behandles med HDT/STS, er fortsat i live efter ca. 7 ar (den mediane
overlevelse), mens patienter, der ikke er kandidater til HDT/STS, har en medianoverlevelse pa ca. 3 ar [3].
Denne gruppe omfatter iser de aldste patienter (over 70 ar). Prognosen er, udover patientens alder, afhangig
af komorbiditeter ved diagnosetidspunktet. Uafhangigt af hvilken primaerbehandling patienten modtager, vil
en lille andel af patienterne veere refrakteere over for primarbehandling, og alle patienterne vil pa et tidspunkt
fa et behandlingskravende relaps. Arligt vil ca. 360 myelomatosepatienter modtage primaer behandling, 320
modtage farste relapsbehandling [2]. Fagudvalget vurderer, at ca. 200 vil modtage anden relapsbehandling.
Patientgruppen er heterogen, og prognosen afhanger af tidligere behandling. Den mediane overlevelse for
patienter, der er refrakteere overfor immunmodulerende stoffer og proteasomhammere, er angivet at veere ca.
9 maneder [4].

4.1 Nuveerende behandling

Behandlingen ved relaps af knoglemarvskreft er medicinsk. Behandlingen er oftest en kombination af flere
leegemidler, som angriber kraftcellerne pa forskellige mader, hvorved effekten generelt er starre end ved
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behandling med et enkelt legemiddel [5]. Behandlingen er ikke kurativ, sa ud over forleenget overlevelse er
malet med behandlingen at give patientenerne leengst mulige sygdomsfrie perioder med bedst mulig
livskvalitet.

I henhold til behandlingsvejledningen for myelomatose vil behandlingsvalget til farste relaps typisk veere
DaralLenDex eller DaraBorDex. Alternativt trestofskombinationerne, EloLenDex, CarLenDex eller
IxaLenDex. Ved andet behandlingskreevende relaps, dvs. nar patienten har modtaget mindst to tidligere
behandlinger, vil behandlingsvalget typisk vaere CarDex eller PomDex.

Behandlingsvalget foretages i samrad mellem laeege og patient under hensyntagen til effekt af tidligere
behandling, bivirkninger til tidligere behandlinger, performance status, komorbiditet og patientpraferencer,
herunder antallet af behandlingsfremmader. Der tages ogsa hensyn til eventuel manglende respons overfor
leegemidler, der er indgaet i tidligere behandlinger. I henhold til Medicinradets behandlingsvejledning bar et
leegemiddel ikke bruges ved fremtidige behandlinger, hvis en patient er behandlingsrefrakteer overfor
leegemidlet givet i fuld dosering.

4.2 Elotuzumab i kombination med pomalidomid og dexamethason

Elotuzumab er et kendt leegemiddel i behandlingen af knoglemarvskraft, hvor det i kombination med
lenalidomid og dexamethason er indiceret til patienter, der har modtaget mindst én tidligere behandling. |
Medicinradets behandlingsvejledning anbefales denne behandlingskombination (EloLenDex) til behandling
af patienter ved farste relaps, hvor anvendelse af daratumumab er kontraindiceret.

Elotuzumab er et monoklonalt antistof, der binder sig til proteinet signaling lymphocytic activation molecule
family member 7 (SLAMF7). SLAMF7 er udtrykt pa knoglemarvskraftceller og NK-celler. Aktivering af
NK-celler sker ved binding af SLAM7 og medfarer apoptose (programmeret celledgd) af omkringliggende
knoglemarvskreftceller [6].

I den ansggte behandlingskombination er elotuzumab kombineret med pomalidomid og dexamethason
(EloPomDex) og er indiceret til patienter med relaps eller behandlingsrefraktaer knoglemarvskraeft, som
tidligere har modtaget mindst to tidligere behandlinger inklusive lenalidomid og en proteasomhammer.
EloPomDex bliver vurderet i en accelereret proces hos EMA. Til denne indikation skal EloPomDex doseres
som fglger:

I serier af 28 dage til progression

e Elotuzumab 10 mg/kg i.v. pa dag 1, 8, 15 og 22 i serie 1-2. Efterfalgende serier: 20 mg/kg pa dag 1.
e Pomalidomid 4 mg p.o. pa dag 1-21.
e Dexamethason:
0 <754ar:28 mgp.o. padag 1,8, 15 og 22 i serie 1-2. Efterfalgende serier: 28 mg pa dag 1 og
40 mg pa dag 8, 15, og 22.
o >75ar:8mgp.o.padagl,8, 15 0g 22 i serie 1-2. Efterfglgende serier: 8 mg pa dag 1 og 20
mg pa dag 8, 15, og 22.
o Herudover: 8 mg i.v. padag 1, 8, 15 og 22 i serie 1-2. Efterfglgende serier: 8 mg i.v. pa dag
1.

5 Kliniske spgrgsmal

De kliniske spgrgsmal skal indeholde specifikation af patientgruppen, interventionen, alternativet/-erne til
interventionen og effektmal.
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5.1 Klinisk spgrgsmal 1

Hvad er veerdien af elotuzumab i kombination med pomalidomid og dexamethason sammenlignet med
eksisterende standardbehandling til behandling af patienter med knoglemarvskraft, som tidligere har
modtaget mindst to behandlinger inklusive lenalidomid og en proteasomhammer, og som har haft
progression pa den seneste behandlingslinje?

Population
Voksne patienter med knoglemarvskraft, som har modtaget mindst to tidligere behandlinger inklusive
lenalidomid og en proteasomhammer, og som har haft progression pa den seneste behandlingslinje.

Intervention
Elotuzumab i kombination med pomalidomid og dexamethason.

Komparator

Fagudvalget gnsker, at interventionen sammenlignes med nedenstaende komparatorer, som alle vil vaere
alternative behandlingsmuligheder, baseret pa en individuel vurdering af patientens komorbiditeter og
tidligere bivirkninger. Disse komparatorer er valgt, da de udger standardbehandling til denne patientgruppe:

CarDex doseret som falger i serier af 28 dage indtil progression:

« Carfilzomib 20 mg/m? i.v. pa dag 1 og 2 i serie 1. 56 mg/m? pa dag 8, 9, 15, og 16 i serie 1. 56
mg/m? pa dag 1, 2, 8, 9, 15 og 16 fra serie 2.
« Dexamethason 20 mg p.o. pa dag 1, 2, 8, 9, 15, 16, 22 og 23.

PomDex doseret som fglger i serier af 28 dage indtil progression:

« Pomalidomid 4 mg p.o. pa dag 1-21.
« Dexamethason 40 mg p.o. pa dag 1, 8, 15 og 22.

PomBorDex (under forudsetning af at denne behandling anbefales af Medicinradet som standardbehandling
til patienter, der har modtaget mindst én tidligere behandling).

« Pomalidomid 4 mg (anbefalet startdosis) p.o. pa dag 1-14 i gentagne 21-dages serier til progression.

| de farste 8 serier gives bortezomib 1,3 mg/m2 i.v. eller s.c. pa dag 1, 4, 8 og 11. Fra serie 9 og frem
gives bortezomib 1,3 mg/m2 s.c. pa dag 1 og 8.

» | de farste 8 serier gives dexamethason 20 mg p.o. padag 1, 2, 4, 5, 8,9, 11 og 12. Fra serie 9 og
frem gives dexamethason 20 mg p.o. pa dag 1, 2, 8, og 9.

CarDex og PomDex vil veere standardbehandling til denne patientgruppe, da patienterne pa dette stadie
typisk vil veere refraktaere overfor lenalidomid og daratumumab og vil vaere behandlet med eller refraktaere
overfor bortezomib, nar behandlingsforlgbet falger Medicinradets behandlingsvejledning vedrgrende
leegemidler til knoglemarvskraft (myelomatose).

PomBorDex er under igangvarende vurdering i Medicinradet til samme patientpopulation Safremt
behandlingen bliver anbefalet som mulig standardbehandling, vil den ogsa vaere en relevant komparator.

CarDex og PomBorDex er EMA-godkendt til patienter, der tidligere har modtaget mindst én tidligere
behandling. PomDex er godkendt til patienter, der tidligere har modtaget mindst to tidligere behandlinger.

Effektmal
De effektmal, fagudvalget gnsker at vurdere, fremgar af tabel 1.

Side 7 af 18



> Medicinradet

5.2 Valg af effektmal

Tabel 1 summerer de valgte effektmal, deres vigtighed, mindste klinisk relevante forskel og kategori.

For alle effektmal gnskes bade absolutte og relative verdier, jf. ansegningsskemaet. For de relative veerdier
vurderes den kliniske relevans (mervardi), jf. veesentlighedskriterierne beskrevet i Medicinradets
metodehandbog for vurdering af nye leegemidler. De relative effektestimater kan angives i relativ risiko
(RR), odds ratio (OR) eller hazard ratio (HR). Det skal begrundes i ansggningen, hvis der afviges fra de
gnskede effektmal.

Tabel 1. Oversigt over valgte effektmal. For hvert effektmal er angivet deres vigtighed. For kritiske og vigtige effektmal er desuden
angivet den mindste klinisk relevante forskel samt indplacering i de fire kategorier (overlevelse, alvorlige symptomer og
bivirkninger, livskvalitet og ikkealvorlige symptomer og bivirkninger).

Effektmal* Vigtighed | Effektmalsgruppe Maleenhed Mindste klinisk
relevante forskelle
(absolutte veerdier)
Kritisk Dgdelighed Median overlevelse 3 mdr.
Samlet overlevelse Livskvalitet, alvorlige
Vigtigt symptomer og Median PFS 3 mdr.
bivirkninger*
Livskvalitet, alvorlige Andel der ophgrer Forskel pa 10 %-point
Kritisk symptomer og behandling pga. mellem grupperne
Behandlingsophgr/ bivirkninger ugnskede handelser
bivirkninger Livskvalitet, alvorlige
Vigtigt symptomer og Kvalitativ gennemgang -
bivirkninger
Livskvalitet Vigtigt Livskvalitet, alvorlige Antal points a&ndring Forskel pa 10 point
symptomer og over tid malt med mellem grupperne
bivirkninger EORTC QLQC30

* Da PFS er et ssmmensateffektmal, som indeholder bade progression og dad anvendes veasentlighedskriterierne for
effektmalsgruppen Livskvalitet, alvorlige symptomer og bivirkninger.

5.2.1 Kritiske effektmal

Samlet overlevelse

Samlet overlevelse (overall survival, OS) er et pracist effektmal, defineret som tiden fra randomisering eller
opstart af behandling til ded, uanset arsag. Da behandlingsmalet ved knoglemarvskraft er at sikre leengst
mulig overlevelse under hensyntagen til patientens livskvalitet, er overlevelse et kritisk effektmal til
vurderingen af effekten af nye leegemidler. Fagudvalget ensker effektmalet opgjort som medianoverlevelse.
Den mediane overlevelse til den pageeldende population, baseret pa studiedata, er med de nuvarende
behandlingsmuligheder ca. 9 maneder. [4]. Fagudvalget har vurderet, at den mindste klinisk relevante forskel
i medianoverlevelse mellem intervention og komparator er 3 maneder.

Hvis data for overlevelse ikke er modne, gnsker fagudvalget at medtage PFS som et surrogatmal for samlet
overlevelse. PFS defineres som tiden fra randomisering til progression eller ded, hvor progression
bestemmes efter det standardiserede responskriterie [7]. PFS er i metaanalyser vist at korrelere med
overlevelse indenfor behandling af myelomatose bade blandt nydiagnosticerede og hos patienter med relaps
eller som er behandlingsrefrakteere [8,9] og anvendes typisk som primeert endepunkt i kliniske studier, fordi
der ikke ved publikationstidspunktet forventes at foreligge modne data for OS. For patienter, der har
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modtaget mindst to tidligere behandlinger, inklusive lenalidomid og en proteasomhaemmer, er den mediane
PFS 4-9 maneder, baseret pa studiedata [10,11]. Fagudvalget vurderer, at mindste klinisk relevante forskel i
PFS er 3 maneder. Fagudvalget @nsker at vurdere data for den leengst mulige opfalgningstid i studierne.

Behandlingsophgr grundet ugnskede haendelser

Fagudvalget gnsker at vurdere et effektmal, der belyser tyngden af bivirkninger. Andelen af patienter, der
opharer behandlingen pga. ugnskede handelser, er et effektmal, der udtrykker, hvor godt behandlingen
tolereres af patienterne, og fagudvalget vurderer, at det er et kritisk effektmal for vurderingen. De
behandlinger, der i dag anvendes til behandling af patienter, der tidligere har modtaget behandling, er
bivirkningstunge, og 10-15 % ophgrer behandlingen pga. ugnskede haendelser, baseret pa studiedata [12-14].
Fagudvalget vurderer, at en forskel pa 10 %-point mellem grupperne er klinisk relevant. Fagudvalget gnsker
at vurdere data for den leengst mulige opfalgningstid i studierne.

Ved indirekte sammenligninger af EloPomDex med komparatorerne bgr ansgger lave en vurdering af, om
sammenligningen af haendelsesfrekvenser kan foretages pa forsvarlig vis pa baggrund af studiedesign,
opfalgningstid, dataindsamling og hvordan de alvorlige ugnskede haendelser er opgjort og rapporteret.
Overvejelser omkring dette skal fremga i den endelige ansggning.

5.2.2 Vigtige effektmal

Kvalitativ gennemgang af bivirkninger

Fagudvalget gnsker som supplement til effektmalet behandlingsophar grundet bivirkninger en opgerelse af
de hyppigste bivirkninger af enhver grad (forekommer hos > 10 % af patienterne) samt alle bivirkninger af
grad 3-4, der er rapporteret i de kliniske studier, hvor elotuzumab i kombination med pomalidomid og
dexamethason er undersggt som behandling til patienter med knoglemarvskraft. Fagudvalget vil ud fra
denne opggrelse vurdere handterbarhed og tyngde af bivirkningsprofilen.

Ansgger bar lave en vurdering af, om sammenligningen af hendelsesfrekvenser kan foretages pa forsvarlig
vis pa baggrund af studiedesign, opfalgningstid, dataindsamling og hvordan bivirkningerne er opgjort og
rapporteret. Overvejelser omkring dette skal fremga i den endelige ansggning.

Fagudvalget vurderer, at den kvalitative gennemgang er et vigtigt effektmal for kategoriseringen af den
kliniske merveerdi.

Helbredsrelateret livskvalitet

Livskvalitet er et vigtigt effektmal i vurderingen af behandling af knoglemarvskreft, fordi sygdommen
manifesterer sig ved en raekke symptomer og behandlingsmulighederne har en reekke bivirkninger, som
pavirker patientens livskvalitet. Desuden findes endnu ingen kurative behandlingsformer, og der gives derfor
en reekke leegemidler kontinuerligt indtil relaps. Det hyppigst anvendte redskab til vurdering af livskvalitet
indenfor kliniske studier af knoglemarvskreft er det cancerspecifikke EORTC QLQ-C30-skema. Redskabet
indeholder fem funktionelle skalaer, tre symptomskalaer, seks enkeltsymptomer samt en overordnet status
for helbred og livskvalitet [15,16]. Der findes ikke en alment anerkendt mindste klinisk relevant forskel for
dette maleredskab. Det er undersagt, hvor stor en @ndring pa skalaen, der i gennemsnit opfattes som en
&ndring i livskvalitet blandt patienter med knoglemarvskraft, og undersggelsen har vist, at de patienter, som
oplevede en forbedring i livskvalitet, i gennemsnit havde en andring pa + 7,6 point, mens en forveerring af
livskvalitet var forbundet med en gennemsnitlig ndring pa — 12,1 point [17]. Fagudvalget vurderer pa den
baggrund, at en forskel pa mindst 10 point er klinisk relevant.
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Safremt der ikke foreligger data fra EORTC QLQ-C30, foretraeekkes data fra et andet valideret instrument,
som er relevant for patienter med knoglemarvskraft, eksempelvis det generiske EQ-5D eller andre generiske
eller sygdomsspecifikke veerktgjer. Safremt der leveres data for et andet veerktgj end EORTC-QLQ-C30,
bedes ansgger indsende argumentation og dokumentation for den mindste klinisk relevante forskel.

6 Litteratursggning

Vurderingen af klinisk merveerdi baseres pa data fra peer reviewede publicerede fuldtekstartikler og data fra
EMAs EPAR - public assessment report(s). Data skal derudover stemme overens med protokollens
beskrivelser.

Sekretariatet har pa baggrund af den forelgbige ansggning undersagt, om der findes et eller flere peer
reviewede publicerede fuldtekstartikler, hvor pomalidomid i kombination med bortezomib og dexamethason
er sammenlignet direkte med de valgte komparatorer.

Der findes en direkte sammenligning mellem EloPomDex og PomDex:

o Elotuzumab plus Pomalidomide and Dexamethasone for Multiple Myeloma, Dimopoulos MA,
Dytfeld D, Grosicki S et al., N. Engl. J. Med., 2018 [6].

Sekretariatet har ikke fundet artikler, som kan anvendes til direkte sammenligning af EloPomDex og de
gvrige komparatorer.

Virksomheden skal derfor sgge efter studier, der kan anvendes til en indirekte sammenligning af EloPomDex
med CarDex og PomBorDex. Det betyder, at der bade skal sages efter primarstudier af effekten af
EloPomDex og efter primarstudier af effekten af komparatorerne. Til det formal har sekretariatet udarbejdet
sggestrenge, som skal anvendes i MEDLINE (via PubMed) og CENTRAL (via Cochrane Library).
Sggestrengene kan findes i bilag 1. Derudover skal EMAs European public assessment reports (EPAR)
konsulteres for bade det aktuelle leegemiddel og dets komparator(er).

Databaser for sggningen
Relevant litteratur sgges i databaserne MEDLINE (via PubMed eller Ovid) og CENTRAL (via Cochrane
Library).

Derudover skal EMAs European public assessment reports (EPAR) konsulteres for bade det aktuelle
legemiddel og dets komparator(er).

Sggestrenge
Sggestreng fremgar af bilag 1.

Hvis der i litteratursggningen er afvigelser fra den angivne sggestreng, skal der redegares herfor.

Kriterier for udveelgelse af litteratur

Der ekskluderes farst pa titel- og abstractniveau, dernaest ved gennemlasning af fuldtekstartikler. Artikler,
der ekskluderes ved fuldtekstlaesning, skal fremga med forfatter, arstal og titel i en eksklusionsliste, hvor
eksklusionen begrundes kort. Den samlede udveelgelsesproces skal afrapporteres ved brug af et PRISMA.-
flowdiagram (http://prisma-statement.org/PRISMAStatement/FlowDiagram.aspx).

Ved usikkerheder om, hvorvidt en artikel pa titel- og abstractniveau lever op til inklusions- og
eksklusionskriterierne, skal der anvendes et forsigtighedsprincip til fordel for artiklen, hvorved
fuldtekstartiklen vurderes.
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Inklusions- og eksklusionskriterier: De inkluderede studier skal vaere randomiserede kontrollerede forsgg og
skal stemme overens med de kliniske spargsmal, hvad angar de beskrevne populationer, komparatorer og
indeholde minimum et relevant effektmal.

Vurderingen af klinisk merverdi baseres som udgangspunkt pa data fra peer reviewede publicerede
fuldtekstartikler og data fra EMAs EPAR — public assessment report. Data skal derudover stemme overens
med protokollens beskrivelser.

7 Databehandling og analyse

De inkluderede studier og baselinekarakteristikken af studiepopulationerne beskrives i Medicinradets
ansggningsskema. Det skal angives, hvilke studier der benyttes til at besvare hvilke kliniske spgrgsmal.

Al relevant data skal som udgangspunkt ekstraheres ved brug af Medicinradets ansggningsskema. Der skal
udfares en komparativ analyse for hvert enkelt effektmal pa baggrund af relevant data fra inkluderede
studier. For hvert effektmél og studie angives analysepopulation (f.eks. intention to treat (ITT), per-protocol)
samt metode. Resultater for ITT-populationen skal angives, hvis muligt, hvis komparative analyser ikke i
udgangspunktet er baseret pa denne population. Alle ekstraherede data skal krydstjekkes med de resultater,
der beskrives i EPAR’en. Findes uoverensstemmelser, gives en mulig grund herfor.

Hvis ekstraherede data afviger fra de forhandsdefinerede PICO-beskrivelser, specielt i forhold til
praespecificeret population og effektmal, begrundes dette.

Hvis data for et effektmal ikke er tilgeengelig for alle deltagere i et studie, vil der ikke blive gjort forsgg pa at
erstatte manglende data med en meningsfuld vardi. Det vil sige, at alle analyser udelukkende baseres pa
tilgeengelige data pa individniveau.

For effektmal (ORR, SAE, behandlingsstop pga. bivirkninger og ikkealvorlige bivirkninger), hvor det er
naturligt at beregne bade absolut og relativ forskel, vil den relative forskel vere basis for statistiske analyser.
Den absolutte forskel vil derefter blive beregnet, baseret pa den estimerede relative forskel for et antaget
niveau pa handelsesraten i komparatorgruppen. Det antagne niveau vil afspejle det forventede niveau i
Danmark ved behandling med komparator (hvis relativ risiko (RR) = 0,5 og antaget andel med handelse i
komparatorgruppen er 30 %, da er den absolutte risikoreduktion (ARR) = 30 — 30 x 0,5 = 15 %-point).

Hvis der er mere end ét ssmmenlignende studie, foretages en metaanalyse for de effektmal, hvor det er
metodemaessigt forsvarligt. Hvis der ikke foreligger sasmmenlignende studier, kan data eventuelt syntetiseres
indirekte (evt. i form af formelle netvaerksmetaanalyser eller ved brug af Buchers metode), hvis intervention
og komparator er sammenlignet med samme alternative komparator i separate studier. Medicinradet
forbeholder sig retten til at foretage sensitivitets- og subgruppeanalyser pa baggrund af studiernes validitet
og relevans.

For effektmal, hvor forskellige maleinstrumenter er brugt pa tveers af de inkluderede studier, vil eventuelle
metaanalyser blive baseret pa standardized mean difference (SMD). Den estimerede SMD vil blive omregnet
til den foretrukne skala for effektmalet. Til dette formal anvendes medianen af de observerede
standardafvigelser i de inkluderede studier.

Huvis det ikke er en mulighed at udarbejde metaanalyser (herunder netveerksmetaanalyser), syntetiseres data
narrativt. Studie- og patientkarakteristika samt resultater fra de inkluderede studier beskrives narrativt og i
tabelform med angivelse af resultater pr. effektmal for bade intervention og komparator(er). Forskelle i
patientkarakteristika og studiekontekst (f.eks. geografi og arstal) mellem studier skal beskrives og vurderes
for at afgare, hvorvidt resultaterne er ssmmenlignelige.
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Valget af syntesemetode (metaanalyse eller narrativ beskrivelse) begrundes, og specifikke analysevalg truffet
i forhold til metoden skal fremga tydeligt.

Det skal angives, hvilke studier der benyttes til at besvare hvilke PICO-spgrgsmal

Oplysning om, hvor data pa de enkelte effektmal stammer fra, begrundelse for eventuelle afvigelser fra
EPAR samt beskrivelse af, hvilke analysemetoder der er blevet anvendt til hvilke effektmal, skal fremga.

Ved metaanalyser og indirekte sammenligninger gnskes en vurdering af, om studierne er homogene nok til at
sammenlignes.

8 Andre overvejelser

Fagudvalget gnsker informationer, der kan belyse en vurdering af, hvorvidt og hvordan indfarelsen af den
ansggte intervention i dansk klinisk praksis vil pavirke behandlinger i efterfalgende behandlingslinjer, hvad
angar type, varighed og forventet effekt.

Udover dexamethason gives preemedicinering med en H1- og en H2-blokker samt paracetamol for
forebyggelse af infusionsrelaterede reaktioner. Fagudvalget gnsker belyst, om der findes data for
infusionsrelaterede reaktioner hos patienter, der udelukkende har faet p.o. og ikke i.v. dexamethason som
preemedicinering, og om ansgger anbefaler en alternativ H2-blokker, hvis ikke ranitidin er tilgeengelig.

Fagudvalget gnsker informationer om, hvorvidt der findes data, der belyser effekten af elotuzumab efter
behandling med daratumumab.
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11 Versionslog

> Medicinradet

Version

Dato

Andring

1.0

6. november 2019

Godkendt af Medicinradet.
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12 Bilag 1: Sggeprotokol
MEDLINE (via PubMed)

https://www.ncbi.nlm.nih.gov/pubmed/advanced

#1 | Multiple Myeloma[mh]
#2 | myeloma[tiab] OR myelomatosis[tiab] OR kahler disease[tiab] S¢geter_mer for
populationen
#3 | #1 OR #2
#4 | elotuzumab[nm]
#5 | elotuzumabltiab] OR Empliciti*[tiab]
#6 | pomalidomide[nm]
pomalidomid*[tiab] OR Imnovid*[tiab] OR Pomalyst*[tiab] OR Actimid*[tiab]
#7
#8 | Dexamethasone[mh]
#9 | dexamethason*[tiab] Segetermer for
interventionen/
#10 | (#4 OR #5) AND (#6 OR #7) AND (#8 OR #9) komparatorer
#11 | carfilzomib[nm]
#12 | carfilzomib[tiab] OR Kyprolis*[tiab]
#13 | (#8 OR #9) AND (#11 OR #12)
#14 | Bortezomib[mh]
#15 | bortezomib[tiab] OR Velcade*[tiab]
#16 | (#6 OR #7) AND (#8 OR #9) AND (#14 OR #15)
Segestreng for
#17 | #3 AND (#10 OR #13 OR #16) indirekte
sammenligning
("Randomized Controlled Trial"[pt] OR "Controlled Clinical Trial"[pt] OR
#18 randomized|tiab] OR randomised|tiab] OR placeboltiab] OR "Clinical Trials as | Afgraensning,
Topic"[mh:noexp] OR randomly|[tiab] OR trial[ti]) NOT ("Animals"[mh] NOT RCT (Cochrane
"Humans"[mh]) filter)
#19 | #17 AND #18
#20 Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Letter[pt] OR Eksklusion af ikke
Review[pt] OR Systematic Review[pt] relevante
publikationstyper
#21 | #19 NOT #20 #21 = endelig
s@gning
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CENTRAL (via Cochrane Library)

https://www.cochranelibrary.com/advanced-search/search-manager

#1 | [mh "Multiple Myeloma"]
Sggetermer for
#2 | (myeloma OR myelomatosis OR "kahler* disease"):ti,ab,kw populationen
#3 #1 OR #2
#4 | (elotuzumab OR Empliciti*):ti,ab,kw
#5 | (pomalidomid* OR Imnovid* OR Pomalyst* OR Actimid*):ti,ab,kw
#6 | [mh Dexamethasone]
#7 | dexamethason*:ti,ab,kw
Sggetermer for
#8 | #4 AND #5 AND (#6 OR #7) . .
interventionen/
#9 | (carfilzomib OR Kyprolis*):ti,ab,kw komparatorer
#10 | (#6 OR #7) AND #9
#11 | [mh Bortezomib]
#12 | (bortezomib OR Velcade*):ti,ab,kw
#13 | #5 AND (#6 OR #7) AND (#11 OR #12)
Segestreng for
indirekte
sammenligning
#14 | #3 AND (#8 OR #10 OR #13)
#15 | ("conference abstract" OR review):pt
Eksklusion af ikke
#16 | NCT*:au
relevante
#17 | ("clinicaltrials.gov" OR trialsearch):so publlkatlons.typer
#19 = endelig
#18 | #15 OR#16 OR #17 s@gning
#19 | #14 NOT #18
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