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Om Medicinradet

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

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

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

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

Om anbefalingen

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

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

Lzegemidlets oplysninger
Handelsnavn Skyrizi
Generisk navn Risankizumab
Firma AbbVie
ATC-kode LO4AC
Virkningsmekanisme Humant monoklonalt antistof rettet mod 1L-23.
Administration/dosis Subkutan injektion 150 mg i uge 0, 4 og herefter hver 12. uge.
EMA-indikation Behandling af moderat til svaer plaque psoriasis hos voksne, som er
kandidater til systemisk behandling.

2 Medicinradets anbefaling

Medicinradet anbefaler risankizumab som mulig standardbehandling til moderat til svaer plaque psoriasis
hos voksne, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati. Anbefalingen gaelder bade patienter, som er behandlingsnaive og behandlingserfarne.

Medicinradet finder, at der er et rimeligt forhold mellem leegemidlets kliniske merverdi og omkostningerne
ved behandling med risankizumab sammenlignet med ustekinumab og guselkumab.

Medicinradet anbefaler, at regionerne vaelger det af de klinisk ligestillede leegemidler, der er forbundet med
de laveste omkostninger.

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

1. Hvad er veerdien af risankizumab til voksne behandlingsnaive patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

2. Hvad er veerdien af risankizumab til voksne behandlingserfarne patienter med moderat til sveer
plaque psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?
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3 Formal

Formélet med Baggrund for Medicinradets anbefaling vedrerende risankizumab som mulig
standardbehandling til moderat til sveer plaque psoriasis er at skabe gennemsigtighed om det materiale, der
ligger til grund for Medicinradets anbefaling.

4 Baggrund

Psoriasis er en autoimmun, kronisk, inflammatorisk sygdom, hvor plaque psoriasis, ogsa kaldet psoriasis
vulgaris, er den mest almindelige (ca. 90 %).

Der har 1 2018 vaeret knap 2500 aktive patienter, som har modtaget behandling med 2. generations
immunmodulerende l&gemidler. Det forventede antal nye patienter pa landsplan er pr. ar ca. 150-200
patienter, som er kandidater til 2. generations immunmodulerende behandling. Derudover forventes det, at
ca. 200 patienter pr. ar oplever svigt pa et 2. generations immunmodulerende legemiddel og skal skifte til et
andet leegemiddel.

Risankizumab er en systemisk, biologisk antistofbehandling til moderat til sveer plaque psoriasis og gives
som injektion (subkutan 4 150 mg i uge 0, 4 og herefter hver 12. uge).

4.1 Sagsbehandlingstid og proces for Medicinrddets vurdering

Medicinradet modtog den forelgbige ansggning den 8. januar 2019, og protokollen blev sendt til ansgger den
20. marts 2019.

Den endelige ansggning blev modtaget den 27. juni 2019. Medicinradet har derfor gennemfert vurderingen
af risankizumab pa 16 uger og 6 dage. Den forlengede sagsbehandlingstid skyldes, at Medicinradet modtog
den endelige ansogning senere end oprindeligt aftalt med anseger.

5 Medicinradets vurdering af samlet veerdi

Medicinradet vurderer, at risankizumab til voksne (> 18 &r) med moderat til svaer plaque psoriasis, som er
kandidater til 2. generations immunmodulerende behandling og ikke har psoriasisartropati, giver en moderat
merverdi sammenlignet med ustekinumab til behandlingsnaive og -erfarne patienter. Evidensens kvalitet
vurderes at vaere moderat.

Medicinradet finder, at den samlede veerdi af risankizumab sammenlignet med guselkumab ikke kan
kategoriseres. Medicinraddet vurderer dog, at risankizumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end guselkumab.

6 Hgring

Ansgger har indsendt heringssvar den 25. september 2019. Ansgger havde ikke bemarkninger til
kategoriseringen af klinisk merveerdi (bilag 3).

Side 4 af 8



s Medicinradet

7 Resumé af gkonomisk beslutningsgrundlag

Amgros har vurderet de gennemsnitlige meromkostninger per patient ved brug af risankizumab
sammenlignet med komparatorerne ustekinumab og guselkumab. Analysen er primeert drevet af
leegemiddelomkostninger for risankizumab. Amgros har i budgetkonsekvensanalysen sammenlignet brug af
risankizumab med de behandlinger, der har veret betragtet som ligestillede 1. linjebehandlinger (RADS’
baggrundsnotat 2016) samt brodalumab, guselkumab og tildrakizumab, der er anbefalet som
standardbehandlinger af Medicinradet. Amgros’ vurdering af meromkostninger og budgetkonsekvensanalyse
er baseret pa sygehusapotekets indkabspriser (SAIP).

Behandling med risankizumab er forbundet med begraensede meromkostninger sammenlignet med
ustekinumab. Amgros vurderer, at der er et rimeligt forhold mellem meromkostningerne og den kliniske
merverdi (moderat mervardi) af risankizumab sammenlignet med ustekinumab.

Der er begrensede besparelser forbundet med behandling med risankizumab sammenlignet med
guselkumab. P& denne baggrund vurderer Amgros, at der er et rimeligt forhold mellem omkostninger og
klinisk veerdi af risankizumab.

Amgros’ beslutningsgrundlag er baseret pa den sundhedsekonomiske analyse indsendt af ansegger, den
indgéede aftale med AbbVie om pris for risankizumab, samt geldende aftalepris pa komparatorer, herunder
priser pa biosimilare alternativer (se bilag 1 og 2).

8 Overvejelser omkring alvorlighed/forsigtighed

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

Medicinradets fagudvalg vedrerende psoriasis og psoriasis med ledgener
Forvaltningslovens § 4, stk. 2, har veeret anvendt i forbindelse med udpegning af medlemmer til dette fagudvalg.

Klinisk Professor, overlaege

Formand Indstillet af

Diljit Kaur Knudsen Lagevidenskabelige Selskaber
Speciallege

Medlemmer Udpeget af
Deltager ikke Region Nordjylland
Trine Hogsberg Region Midtjylland
Afdelingslaege

Sumangali Chandra Prasad Region Syddanmark
Speciallege

Deltager ikke Region Sjelland
Lone Skov Region Hovedstaden

Maija Bruun Haastrup

Dansk Selskab for Klinisk Farmakologi

Patient/patientreprasentant

Afdelingslaege

Thomas Loof Hedegird Dansk Selskab for Sygehusapoteksledelse
Farmaceut

Eli Gliickstadt Danske Patienter
Patient/patientreprasentant

Andreas H.M. Jensen Danske Patienter

Medicinradets sekretariat

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

medicinraadet@medicinraadet.dk

Sekretariatets arbejdsgruppe:

Mette Hollensted (projekt- og metodeansvarlig)

Jeppe Schultz Christensen (projektdeltager)

Susanne Thiesen Gren (projektdeltager)

Ilse Linde (fagudvalgskoordinator)

Jan Odgaard-Jensen (biostatistiker)

Diana Odrobinakova (biostatistiker)

Bettina Fabricius Skov Christensen (informationsspecialist)
Kirsten Holdt Henningsen (teamleder)
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10 Versionslog
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Version Dato Zndring

1.1 25. oktober 2019 | Indikationen i afsnittet ”Om leegemidlet” i anbefalingen for risankizumab
er rettet fra ”Risankizumab er ikke indiceret til patienter med psoriasis
uden ledgener (psoriasisartropati)” til ”Risankizumab er ikke indiceret til
patienter med psoriasis med ledgener (psoriasisartropati)”.

1.0 23. oktober 2019 | Godkendt af Medicinradet.
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11 Bilag
Bilagsliste:

e Amgros’ beslutningsgrundlag

e Amgros’ sundhedsgkonomiske analyse

e Horingssvar fra anseger

e  Vurdering af risankizumab til behandling af moderat til svaer plaque psoriasis

e Ansggers endelige ansegning

e Protokol for vurdering af risankizumab til behandling af moderat til sver plaque psoriasis
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Beslutningsgrundlag til Medicinradet

Dette dokument er Amgros’ vurdering af risankizumab (Skyrizi) som mulig standardbehandling til voksne (>
18 ar) patienter med moderat til svaer plaque psoriasis, som er kandidater til 2. generations
immunmodulerende behandling og som ikke har psoriasisatropati. Vurderingen er baseret pa laagemidlets
gennemesnitlige inkrementelle omkostninger (baseret pa SAIP) sammenholdt med Medicinradets vurdering af
den kliniske mervaerdi.

Dato for Medicinradsbeslutning 23-10-2019

Firma Abbvie (ansgger)
Leegemiddel Risankizumab (Skyrizi)
Indikation Voksne (> 18 ar) patienter med moderat til sveer plaque psoriasis,

som er kandidater til 2. generations immunmodulerende
behandling og som ikke har psoriasisatropati.

Amgros’ vurdering

e Amgros vurderer, at der er et rimeligt forhold mellem meromkostningerne og den kliniske merveerdi
for risankizumab (Skyrizi) som mulig standardbehandling til patienter med moderat til svaer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og som ikke har
psoriasisatropati, sammenlignet med ustekinumab

® Amgros vurderer, at der er et rimeligt forhold mellem meromkostningerne og den kliniske merveerdi
for risankizumab (Skyrizi) som mulig standardbehandling til patienter med moderat til svaer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og som ikke har
psoriasisatropati, sammenlignet med guselkumab
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Overordnet konklusion

Medicinradet har vurderet, at risankizumab (Skyrizi) sammenlignet med ustekinumab giver moderat klinisk
mervaerdi.

Medicinradet har vurderet, at risankizumab (Skyrizi) sammenlignet med guselkumab giver kan ikke
kategoriseres klinisk mervaerdi.

Behandling med risankizumab (Skyrizi) er forbundet med meromkostninger sammenlignet med ustekinumab
til naevnte indikation. Amgros vurderer, at der er et rimeligt forhold mellem den kliniske mervaerdi og
meromkostning for risankizumab (Skyrizi), sammenlignet med behandling med ustekinumab.
Meromkostningerne drives af prisen pa risankizumab (Skyrizi) og komparator.

Behandling med risankizumab (Skyrizi) er forbundet med besparelser sammenlignet med guselkumab til
naevnte indikation. Amgros vurderer, at der er et rimeligt forhold mellem den kliniske mervaerdi og
besparelse for risankizumab (Skyrizi), sammenlignet med behandling med guselkumab. Besparelserne drives
af prisen pa risankizumab (Skyrizi) og komparator.

Andre overvejelser

Medicinradet har besluttet, at der skal udarbejdes en ny behandlingsvejledning vedr. lzegemidler til
behandling af psoriasis. Nar behandlingsvejledningen foreligger, vil Medicinradet udarbejde en ny
legemiddelrekommandation. En ny behandlingsvejledning vil kunne pavirke behandlingsregimet, og det er
derfor vigtigt at understrege, at ovenstaende analyser er et gjebliksbillede, der kan andre sig markant, nar
en ny behandlingsvejledning traeder i kraft.
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Konklusion for populationen

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

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

merveerdi meromkostninger
og merveerdi

Voksne (> 18 ar)
patienter med moderat
til sveer plaque psoriasis,
som er kandidater til 2. . Moderat klinisk Moderat
) Ustekinumab . . .
generations merveerdi evidenskvalitet
immunmodulerende
behandling og som ikke

har psoriasisatropati

Rimeligt

Voksne (> 18 ar)
patienter med moderat
til sveer plaque psoriasis,
som er kandidater til 2. Kan ikke Meget lav

. Guselkumab . " . .
generations kategoriseres evidenskvalitet
immunmodulerende
behandling og som ikke

har psoriasisatropati

Rimeligt

*Da vurderingsrapporten vurderer at risankizumab (Skyrizi) samlet set ikke har darligere effekt eller sikkerhedsprofil, sa vurderer
Amgros at forholdet mellem besparelserne og mervaerdien er rimelig.

Konklusionen er baseret pa at Medicinradet har valgt ustekinumab og guselkumab som komparatorer for
patientpopulationen, og vurderingen af meromkostninger og klinisk vaerdi beror pa disse.
Supplerende informationer (resumé af resultaterne fra afrapporteringen)

Konklusion pa omkostnings- og budgetkonsekvensanalyserne

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

Amgros’ afrapportering - Inkrementelle omkostninger per patient

Behandling med risankizumab (Skyrizi) er forbundet med meromkostninger sammenlignet med behandling
med ustekinumab og er forbundet med besparelser sammenlignet med guselkumab.

| tabel 2 ses de inkrementelle omkostninger for risankizumab (Skyrizi) og begge komparatorer.
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Amgros’ hovedanalyse resulterer i gennemsnitlige meromkostninger per patient for risankizumab (Skyrizi)
sammenlignet med ustekinumab pa ca. - DKK og besparelser pa ca. DKK sammenlignet med
guselkumab.

Tabel 2: Resultatet af Amgros hovedanalyse for risankizumab (Skyrizi) sammenlignet med ustekinumab og guselkumab, DKK, SAIP.

Leegemiddel Leegemiddel- Hospitals- Patient- Totale [NENEES
omkostninger  omkostninger omkostninger omkostninger | omkostninger

Risankizumab
(Skyrizi)

Ustekinumab 12.174 2.064

(Stelara)

] ] |
Guselkumab ] 18.184 2.293 ] e

(Tremfya)

Hvis analysen udfgres pa baggrund af AIP, bliver leegemiddelomkostningerne for risankizumab (Skyrizi) ca.
194.000 DKK, mens de totale inkrementelle omkostninger bliver ca. 17.000 DKK per patient, sammenlignet
med guselkumab og ca. 29.000 DKK per patient sammenlignet med ustekinumab.

Amgros’ afrapportering — Budgetkonsekvenser
Amgros vurderer at anbefaling af risankizumab (Skyrizi) som mulig standardbehandling, vil resultere i

budgetkonsekvenser pa ca. - DKK ved dr 5. Hvis analysen udfgres med AIP, vil budgetkonsekvenserne
vaere pa ca. 9 mio. DKK ved ar 5.
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OPSUMMERING

Baggrund

Risankizumab (Skyrizi) er en systemisk biologisk antistofbehandling indiceret til behandling af moderat til svaer
plaque psoriasis hos voksne, som er kandidater til 2. generations immunmodulerende behandling. Der forventes
at ca. 150-200 nye patienter per ar kandiderer til 2. generations immunmodulerende behandling. Derudover for-
ventes det, at ca. 200 patienter per ar fejler pa et 2. generations immunmodulerende lzegemiddel og skal skifte
til et andet. Amgros’ vurdering tager udgangspunkt i dokumentationen indsendt af Abbvie.

Analyse

| analysen estimeres de inkrementelle omkostninger forbundet med behandling med risankizumab (Skyrizi) sam-
menlignet med behandling med guselkumab, adalimumab, secukinumab, ixekizumab, ustekinumab og brodalu-
mab til voksne (> 18 ar), herunder subpopulationen af patienter med tidligere behandlingssvigt ved anvendelse
af en 1. linjebehandling med IL-23 og IL-12/23 target.

Inkrementelle omkostninger og budgetkonsekvenser

Amgros har vurderet de gennemsnitlige inkrementelle omkostninger per patient ved brug af risankizumab
(Skyrizi) sammenlignet med komparatorne. De inkrementelle omkostninger er angivet i sygehusapotekets ind-
kgbspriser (SAIP).

| analysen, som Amgros vurderer er mest sandsynlig, er de inkrementelle omkostninger for risankizumab (Skyrizi)
ca DKK sammenlignet med guselkumab, og ca- DKK for ustekinumab over 18 maneders be-
handling, for den generelle patientpopulation herunder subpopulationen af patienter med tidligere behandlings-
svigt ved anvendelse af en 1. linje med IL-23 og IL-12/23 target.

Angives leegemidlerne i apotekets indkgbspris (AIP) er de inkrementelle omkostninger for risankizumab (Skyrizi)
ca. 17.000 DKK sammenlignet med guselkumab, og sammenlignet med ustekinumab er de ca. 29.000 DKK.

Amgros vurderer at budgetkonsekvenserne for regionerne ved anbefaling af risankizumab (Skyrizi) som stan-
dardbehandling vil veere ca. - DKK ved &r 5. Hvis analysen udfgres med AlIP, er budgetkonsekvenserne ca.
9 mio. DKK ved ar 5 ved en samlet population pa 400 patienter.

Budgetkonsekvenser er beregnet ud fra et markedsperspektiv, og der ses derfor pa hvilket leegemiddel risankizu-
mab (Skyrizi) vil tage markedsandele fra i hele gruppen af 1. linje leegemidler til behandling af svaer plaque psori-
asis, og ikke hvilket laegemiddel i gruppen der er det billigste.

Konklusion

Behandling med risankizumab (Skyrizi) er forbundet med begraensede besparelser sammenlignet med gusel-
kumab og begraensede meromkostninger sammenlignet med ustekinumab. Meromkostningerne og besparel-
serne for risankizumab (Skyrizi) er i denne analyse primaert drevet af laegemiddelomkostninger for risankizumab
(Skyrizi).
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Liste over forkortelser

AIP Apotekernes indkgbspris

DKK Danske kroner

DRG Diagnose Relaterede Grupper

IL Interleukin

mAb Monoklonalt antistof

PsA Psoriasisartropati

SPC Summary of Product Characteristics
SAIP Sygehusapotekernes indkgbspriser
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Ansggning

Laegemiddelfirma: AbbVie
Handelsnavn: Skyrizi
Generisk navn: Risankizumab

Behandling af moderat til sveer plaque psoriasis hos voksne (> 18 ar), som er
Indikation: kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati.

ATC-kode: LO4AC18
Ansggning modtaget hos Amgros: 27-06-2019
Endelig rapport faerdig: 05-10-2019
Sagsbehandlingstid fra endelig ansggning: 100 dage
Mark Friborg
Louise Greve Dal
Arbejdsgruppe: Pernille Winther Johansen
Line Brgns Jensen
Lianna Geertsen

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

Risankizumab (Skyrizi) er som enkeltstofbehandling indiceret til behandling af moderat til sveer plaque psoriasis
hos voksne (= 18 ar), som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati (PsA)(1). Abbvie (herefter omtalt som ansgger) er markedsfgringstilladelsesindehaver af
risankizumab (Skyrizi) og har den 27.06.2019 indsendt en ansggning til Medicinradet om anbefaling af
risankizumab (Skyrizi) som standardbehandling pa danske hospitaler af den naevnte indikation. Som et led i
denne ansggning vurderer Amgros, pa vegne af Medicinradet, de gkonomiske analyser ansgger har indsendt
som en del af den samlede ansggning til Medicinradet. Denne rapport er Amgros’ vurdering af de fremsendte
gkonomiske analyser (herefter omtalt som analysen).

1.1 Problemstilling

Formalet med analysen er at estimere de gennemsnitlige inkrementelle omkostninger forbundet med behand-
ling af moderat til svaer plaque psoriasis hos voksne (> 18 ar), som er kandidater til 2. generations immunmodu-
lerende behandling og ikke har PsA, i form af de gennemsnitlige inkrementelle omkostninger per patient og de
samlede budgetkonsekvenser for regionerne ved anbefaling af risankizumab (Skyrizi) som standardbehandling pa
danske hospitaler af den naevnte indikation. | analyserne sammenlignes behandling med risankizumab (Skyrizi)
med behandling med samtlige 1. linjebehandlinger bestaende af guselkumab, adalimumab, secukinumab, ixe-
kizumab, ustekinumab, tildrakizumab, og brodalumab. De definerede komparatorer i Medicinradets protokol er
dermed ogsa inkluderet(1).

1.2 Patientpopulation

Psoriasis er en autoimmun, kronisk, inflammatorisk sygdom, hvor plaque psoriasis er den mest almindelige (ca.
80%). Det forventede antal patienter i Danmark er per ar ca. 150-200 nye patienter, som er kandidater til 2. ge-
nerations immunmodulerende behandling. Det drejer sig om psoriasispatienter, der opfylder kriterierne for bio-
logisk behandling, og som ikke har PsA. Derudover forventes det, at ca. 200 patienter per ar fejler pa et 2. gene-
rations immunmodulerende laegemiddel og skal skifte til et andet leegemiddel(1). | Medicinradets vurderingsrap-
port pa den kliniske merveerdi af risankizumab (Skyrizi), er de to kliniske spgrgsmal besvaret i ét, da der ikke fin-
des data for de seaerskilte populationer for risankizumab (Skyrizi)(2). Det betyder, at det bliver en samlet popula-
tion svarende 350-400 patienter.

Adalimumab, secukinumab, ixekizumab og ustekinumab anbefales aktuelt alle som 1. linjebehandlinger til psori-
asis grundet samme effekt pa hudsymptomer og sammenlignelig bivirkningsprofil(1). Brodalumab er af Medicin-
radet den 15. marts 2018 vurderet til at veere et klinisk ligestillet alternativ til 1. linjebehandling(3,4). Gusel-
kumab er af Medicinradet den 15. marts 2018 vurderet til at have en vigtig klinisk mervaerdi i forhold til adali-
mumab, men anses for at vaere et klinisk ligestillet alternativ til 1. linjebehandling(3,4). Certolizumab pegol er af
Medicinradet den 12. december 2018 vurderet til at vaere et klinisk ligestillet alternativ til 1. linjebehandling(5).
Tildrakizumab er af Medicinradet den 10. april 2019 vurderet til at veere et klinisk ligestillet alternativ til 1. linje-
behandling(6).

1.3 Nuvaerende behandling

2. generations immunmodulerende behandling igangsaettes efter kriterier defineret i RADS-behandlingsvejled-
ning og retningslinjer fra Dansk Dermatologisk Selskab (DDS)(2,7). Disse omfatter bl.a., at patienten skal have
psoriasis med sveere hudmanifestationer, defineret som PASI > 10, BASI > 10 % eller DLQI > 10.

Adalimumab (tumornekrosefaktor (TNF-haemmer), certolizumab pegol (TNF-haammer), secukinumab (interleu-
kin (IL-17-haemmer), ixekizumab (IL-17-haemmer), ustekinumab (IL-12/23-ha&mmer), brodalumab (IL-17-recep-
torhammer), guselkumab (IL-23-haammer) og tildrakizumab (IL-23-hammer) anbefales aktuelt alle som 1. linje-
behandlinger til psoriasis, da de er vurderet at have sammenlignelige effekter pa hudsymptomer og sammenlig-
nelige bivirkningsprofiler(1). Patienterne vurderes fgr opstart, efter 12 ugers behandling, og derefter 1 gang ar-
ligt. 1 DDS guidelines er der opstillet kriterier for den forventede effekt pa PASI: Behandlingseffekt svarende til

6 RISANKIZUMAB (SKYRIZI)



PASI75 eller DLQI under 5 er malet, men PASI9O0 forventes inden for de naeste ar at blive behandlingsmalet grun-
det en bedre effekt af nye laegemidler.

1.4 Behandling med risankizumab (Skyrizi)

Indikation

Risankizumab (Skyrizi) er indiceret til voksne patienter med moderat til svaer plaque psoriasis, som er kandidater
til 2. generations immunmodulerende behandling. Risankizumab (Skyrizi) er ikke indiceret til psoriasispatienter
med artropati. Risankizumab (Skyrizi) blev godkendt af det Europaeiske Leegemiddelagentur (EMA) i 2019 til fgr-
naevnte indikation.

Virkningsmekanisme

Risankizumab er et humaniseret monoklonalt antistof (mAb), der binder sig til det ekstracellulaere interleukin 23
(IL-23). Herved forhindres, at IL-23 bidrager til immunaktivering, og den inflammatoriske reaktion i huden, der
spiller en central rolle i udviklingen af psoriasis, begraenses. Risankizumab har dermed samme virkningsmeka-
nisme som guselkumab.

Dosering
Risankizumab (Skyrizi) gives som subkutan injektion @ 150 mg i uge 0, 4 og herefter hver 12. uge.

1.4.1 Komparator

Medicinradet har defineret komparatorne som de laegemidler, der aktuelt anbefales som 1. linjebehandling, til
den generelle patientpopulation med moderat til sveer plaque psoriasis. Heraf er ustekinumab og guselkumab
henholdsvis et anti-interleukin(IL)-12/23 og anti-IL-23, der derfor deler samme target som risankizumab (Sky-
rizi)(1).

Tabel 1: Definerede population og komparatorer.

Population Komparator

Guselkumab

Ustekinumab

Voksne (> 18 ar) med moderat til sveer plague psoriasis, som er sl sl
kandidater til 2. generations immunmodulerende behandling og

ikke har psoriasisartropati. *Secukinumab
(Herunder subpopulation som har haft behandlingssvigt ved an- [xakizumab

vendelse af en 1. linje IL-23 og IL-12/23 target)
*Brodalumab

*Tildrakizumab

*Disse komparatorer er medtaget pa grundlag af behandlingsvejledning fra RADS fra 2016 og laegemidler der er
blevet anbefalet af Medicinrddet som mulig standardbehandling (1,8).

1.5 Medicinradets kliniske spgrgsmal

Medicinradet har vurderet den kliniske merveerdi af behandling med risankizumab (Skyrizi) sammenlignet med
komparator for voksne (>18 ar) med moderat til svaer plaque psoriasis, som er:

e Kandidater til 2. generations immunmodulerende behandling og ikke har psoriasisartropati. Dette in-
kluderer bade behandlingsnaive og behandlingserfarne patienter(1)
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2 VURDERING AF INDSENDT @KONOMISK ANALYSE

| analysen af de gennemsnitlige behandlingsomkostninger per patient sammenlignes behandling med risankizu-
mab (Skyrizi) med behandling med guselkumab og ustekinumab til voksne (> 18 ar) med moderat til sveer plaque
psoriasis uden PsA, som er kandidater til 2. generations immunmodulerende behandling, herunder subpopulati-
onen af patienter med tidligere behandlingssvigt ved anvendelse af en 1. linje IL-23 og IL-12/23 target. Analysen
inkluderer omkostninger til lsegemidler, administration og patienttid.

2.1 Model, metode og forudsaetninger
2.1.1 Modelbeskrivelse

Ansgger har indsendt en simpel omkostningsmodel for behandling af patienter i den naevnte population.
Ansgger havde oprindeligt udarbejdet en analyse der antog et frafald af patienter baseret pa PASI score. Ansg-
gers accepterede analyse antager at behandlingsforlgbene for risankizumab (Skyrizi) og komparatorer er identi-
ske og at effekt- og bivirkningsprofil er ens. Dette er i overensstemmelse med anvisningerne fra Amgros og vur-
deringsrapporten fra Medicinradets sekretariat. Frafald inkluderes saledes ikke i analysen. | modellen antages, at
der behandles i 18 maneder. Behandling vil have faerre omkostninger efterfglgende ar, da behandling ofte vil
indebaere faerre administrationer og patienter starter pa en hgjere dosis (start dosis). Ansgger har indsendt fgl-
somhedsanalyser pa forskellige behandlingssekvens scenarier.

Amgros’ vurdering

Amgros accepterer ansggers antagelser om behandlingsforlgbet, da der er forskelle i administrationer laegemid-
lerne. Da ustekinumab og risankizumab (Skyrizi) administreres hver 12. uge efter opstart og guselkumab admini-
streres hver 8. uge efter opstart, vurderer Amgros at det er relevant at inkluderer administrationer.

Udfaldet efter 12 maneder er at fortseette i behandling eller at seponere behandling. Amgros vurderer at ansg-
gers hovedanalyse pa 18 maneder inkluderer alle relevante omkostninger for behandlingerne.

Der er i Medicinradets protokol defineret flere mulige komparatorer til risankizumab (Skyrizi) for populationen,
pa grundlag af den seneste behandlingsvejledning, hvor leegemidlet gnskes sammenlignet med kliniske ligestil-
lede alternativer til 1. linjebehandlinger(1). Amgros vurderer derfor, at det er acceptabelt at ansgger estimerer
de inkrementelle omkostninger for alle komparatorer jf. tabel 1.

Amgros vurderer, at det er rimeligt ikke at inkludere frafald i modellen, da der ikke findes data der understgtter,
at der vil vaere forskel i frafaldsraten, mellem de sammenlignende laegemidler. Ansgger har ikke inkluderet det
nyligt anbefalede certolizumab pegol i analysen.

Amgros accepterer ansggers tilgang.

2.1.2 Analyseperspektiv

Analysen inkluderer lzegemiddelomkostninger, patientomkostninger og administrationsomkostninger.
Tidshorisonten i analysen er fra fgrste dosis og 18 maneder frem. Ansgger har efter ar 1 diskonteret
omkostninger med en diskonteringsfaktor pa 4% for de fgrste 6 maneder i ar 2, jf. Amgros metodevejledning.

Amgros’ vurdering

Analysens perspektiv er i trad med Amgros’ retningslinjer, jf. Amgros Metodevejledning om, hvad der ma inklu-
deres i en gkonomisk analyse.

Amgros vurderer, at tidshorisonten er tilstraekkeligt lang til at opfange betydelige relevante forskelle mellem de
sammenlignede interventioner i analysen.

Antallet af administrationer differentierer fra ar 1 og efterfglgende ar, hvormed det er relevant at estimere om-
kostninger for 12 maneder og derefter for efterfglgende maneder.

Amgros accepterer analysens perspektiv og tidshorisont.

8 RISANKIZUMAB (SKYRIZI)



2.1.3 Omkostninger

Det fglgende afsnit om omkostninger redeggres for hvordan og hvilke omkostninger ansgger har inkluderet i

analysen.

Laegemiddelomkostninger

Ansgger har inkluderet omkostninger til laegemidler.
Anvendte doser er hentet i de respektive produkters SPC’er og priserne er fra Amgros, se tabel 2.

Tabel 2: Anvendte laegemiddelpriser, SAIP (juli 2019), DKK.

Leegemiddel Styrke Pakningsst@rrelse Pris [DKK]

Risankizumab (Skyrizi) 75 mg s.c. 2 stk. Amgros
Tildrakizumab (llumetri) 100 mg, s.c 1 stk. - Amgros
Guselkumab (Tremfya) 100 mg, s.c 1 stk. - Amgros
Adalimumab (Imraldi) 40 mg, s.c 2 stk. - Amgros
Secukinumab (Cosentyx) 150 mg, s.c 2 stk. - Amgros
Ustekinumab (Stelara) <100 kg: 45 mg, s.c 1 stk. - Amgros

>100 kg: 90 mg, s.c

Ixekizumab (Taltz) 80 mg, s.c 1 stk - Amgros
Brodalumab (Kyntheum) 210 mg, s.c 2 stk. - Amgros

Leegemiddel

Tabel 3: Gennemsnitlig dosis og laegemiddelomkostninger pr. patient over 18 madneder, DKK, SAIP, diskonteret.

Administrationer
over 18 maneder

lalt

18 maneder

[DKK]

Risankizumab (Skyrizi) 75 mg s.c. 7,17
Tildrakizumab (llumetri) 100 mg, s.c. 7,17
Guselkumab (Tremfya) 100 mg, s.c. 10,25
Adalimumab (Imraldi) 40 mg, s.c. 40,5
Secukinumab (Cosentyx) 150 mg, s.c. 42
Ustekinumab (Stelara) <100 kg: 45 mg, s.c. 7,167
>100 kg: 90 mg, s.c.
Ixekizumab (Taltz) 80 mg, s.c. 23,5
Brodalumab (Kyntheum) 210 mg, s.c. 40

I
I
I
I
I
I
N
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Amagros’ vurdering

Ansgger har i samarbejde med Amgros inkluderet leegemiddelomkostninger pa leegemidler der ikke er kompara-
torer i protokollen(1). Dette er gjort med henblik pa at inkluderer dem i budgetkonsekvensanalysen.

Ansggers tilgang accepteres.

Hospitalsomkostninger

Ansgger har valgt at inkluderer hospitalsomkostninger i form af ambulante besgg i forbindelse med administrati-
oner af legemidlerne. Det er gjort i form af DRG-takster, se tabel 4. Ansgger antager at der kun anvendes DRG-
taksten for psoriasis patienter over 7 ar. Denne takst er fra 2019 og er for en voksen patient med diagnosen
”(DL400C) Psoriasis en plaque”.

Tabel 4: Omkostninger til liegemiddeladministration.

Enhedsomkostning

[DKK]
Ambulant bespg 1.774 09MA98 DRG-takster 2019

Amgros’ vurdering

Ansggers tilgang accepteres.

Omkostninger til bivirkninger

Omkostninger til behandlingsrelaterede bivirkninger er ikke inkluderet i ansggers analyse.

Amgros’ vurdering

Amgros finder ansggers tilgang acceptabel da adalimumab, secukinumab, ixekizumab, ustekinumab, brodalu-
mab, tildrakizumab og guselkumab aktuelt er anbefalet som 1. linjebehandling og vurderet til at have sammenlig-
nelige effekter pG hudsymptomer og sammenlignelige bivirkningsprofiler(1,9).

Patientomkostninger

Ansgger har valgt at inkludere omkostninger til patienttid. Dette er gjort pa baggrund af laegemiddelmonitore-
rings besgg pa hospitalet og inkluderer den effektive tid pa hospitalet, ventetid og transporttid. Ansgger antager
at patienten bruger 90 minutter i forbindelse med et ambulant besgg, som inkluderer transporttid, ventetid og
tid ved selve besgget. | tabel 5 er ansggers estimerede patientomkostninger per besgg vist.

Tabel 5: Ansggers estimerede patientomkostninger per besgg.

Transportomkostning per transport Amgros veerdisatning af
enhedsomkostninger
Omkostning for patientforbrug a 274,08 Amgros veerdisaetning af
1,5 time enhedsomkostninger
Patientomkostning per besgg [DKK] 374,08
Amgros’ vurdering

Amgros accepterer tilgangen.
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2.2 Fglsomhedsanalyser

Ansgger har udarbejdet en reekke fglsomhedsanalyser, hvor effekten af variation i forskellige parametre under-
spges. Fglgende fglsomhedsanalyser er udfgrt:

e Behandlingssekvenser af ustekinumab, guselkumab og risankizumab (Skyrizi)

Amgros’ vurdering

Ansgger har udarbejdet fglsomhedsanalyser, som beskriver alternative scenarier med efterfglgende behand-
lingslinjer for de omtalte leegemidler i protokollen. Amgros har valgt ikke at inkluderer disse analyser da de gar
ud over protokollens rammer og dermed ikke er relevante i forhold til den kliniske mervaerdi eller det kliniske
spgrgsmal.

Amgros preesenterer ikke ansggers fglsomhedsanalyser.
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3 RESULTATER

3.1 Ansggers hovedanalyse

Resultaterne fra ansggers hovedanalyse praesenteres i tabel 6.

Ansgger estimerer i analysen de inkrementelle omkostninger per patient for risankizumab (Skyrizi) sammenlignet
med ustekinumab til at veere ca. _ og sammenlignet med guselkumab er de inkrementelle omkostnin-
ger ca.

Hvis analysen udfgres pa baggrund af AIP, bliver leegemiddelomkostningerne for risankizumab (Skyrizi) ca.
194.000 DKK, mens de totale inkrementelle omkostninger bliver ca. 17.000 DKK per patient sammenlignet med

guselkumab og ca. 29.000 DKK per patient sammenlignet med ustekinumab.

Tabel 6: Resultatet af ans@gers hovedanalyse for 18 méneder, diskonteret, DKK.

Leegemiddel Leegemiddel- Hospitals- Patient- Totale Inkrementelle
omkostninger omkostninger omkostninger = omkostninger = omkostninger

Risankizumab
(Skyrizi)

Ustekinumab 12.174 2.064

]
(Stelara)
]

Guselkumab 18.184 2.293

(Tremfya)

Amgros’ vurdering

Protokollen og mervaerdien er baseret pa sammenligningen mellem ustekinumab og guselkumab. Derfor er an-
sggers hovedanalyse afgraenset til dette. Dog inkluderes samtlige lzegemidler i budgetkonsekvensanalysen da
risankizumab (Skyrizi), guselkumab og ustekinumab vil konkurrere med samtlige leegemidler omtalt i Tabel 3.

Amgros accepterer de antagelser der ligger til grund for ansggers hovedanalyse. Ans@ggers hovedanalyse afspejler
derfor Amgros’” hovedanalyse.
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4 BUDGETKONSEKVENSER

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

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

Budgetkonsekvenserne bliver differencen mellem budgetkonsekvenserne i de to scenarier.

4.1 Ansggers estimater

4.1.1 Patientpopulation og markedsandel

Tabel 7 viser ansggers estimat af antal patienter arligt i procent. Ansgger har estimeret budgetkonsekvenserne
for den behandlingsnaive og behandlingserfarne population bestdende af 200 patienter i alt. Ansgger antager
herudover et markedsoptag pa 7,5 % i ar 1 for begge populationer og herefter stigende til ar 5. Dette er illustre-
ret i nedenstaende tabel.

Tabel 7: Ansggers estimat af antal nye patienter per dr, i procent.

Anbefales som standardbehandling Anbefales ikke som standardbehandling
% %

Ar1 Ar2  Ar3 Ara Ars Ar1 Ar2 Ar3 Ara Ars
Bionaive
gusel-

92,5 85 80 70 65 100 100 100 100 100
kumab/uste-
kinumab
Bioerfarne
gusel-

92,5 90 85 80 75 100 100 100 100 100
kumab/uste-
kinumab
Bionaive
risankizu- 7,5 15 20 30 35 0 0 0 0 0
mab
Bioerfarne
risankizu- 7,5 10 15 20 25 0 0 0 0 0
mab

Amgros’ vurdering af estimeret antal patienter
Amgros vurderer at ansgger antager et moderat markedsoptag af patienter. Det er dog et realistisk optag da det
pagaldende marked er udsat for betydelig konkurrence.

Amgros accepterer ansggers tilgang, men a&ndrer patientantallet i egen budgetkonsekvensanalyse.
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4.1.2 Estimat af budgetkonsekvenser

Ansgger har inkluderet de samme omkostninger i budgetkonsekvensanalysen, som der er inkluderet i omkost-
ningsanalysen, med undtagelse af patientomkostninger.

Med de indlagte antagelser estimerer ansgger, at anvendelse af risankizumab (Skyrizi) vil resultere i budgetkon-
sekvenser pad ca. _ved ar 5.

I AIP vil budgetkonsekvenserne vaere ca. 4 mio. DKK ved ar 5.

Ansggers estimat af budgetkonsekvenserne fremgar af tabel 88.

Tabel 8: Ansggers hovedanalyse for totale budgetkonsekvenser, mio. DKK, ikke-diskonterede tal.

Anbefales

Anbefales ikke

Totale budgetkonsekvenser I

Amgros’ vurdering

Amgros vurderer at den reelle budgetkonsekvens for risankizumab (Skyrizi) er svaer at beregne, da markedet er
udsat for stor konkurrence. Da risankizumab (Skyrizi) har opnaet en klinisk mervaerdi i forhold til den ene kompa-
rator, ustekinumab, vil budgetkonsekvensen i ar 5 muligvis forekomme tidligere end antaget i denne analyse,
hvis klinikere udviser praeference for risankizumab (Skyrizi).

Amgros udarbejder sin egen budgetkonsekvens analyse da patientpopulationen blev &ndret i Medicinradets
vurderingsrapport(2). Da det ikke var muligt at adskille disse populationer i det kliniske grundlag baseret pa
manglende evidens og da der eksisterer en del usikkerhed omkring patientestimatet, sa vaelger Amgros at an-
vende den gvre ende af estimatet for at kompenserer for den fortsat stigende psoriasis patientpopulation(2).

Amgros accepterer denne antagelse, da det nuveerende marked er udsat for betydelig konkurrence. Amgros udar-
bejder sin egen budgetkonsekvensanalyse.
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4.2 Amgros’ estimater af budgetkonsekvenser

De samme antagelser fra ansggers hovedanalyse er stadig geeldende i Amgros’ budgetkonsekvensanalyse.

Med de indlagte antagelser estimerer Amgros, at anvendelse af risankizumab (Skyrizi) vil resultere i budgetkonse-
kvenser pa ca. _ per ar efter 5 ar, ved et markedsoptag pa 35 % for behandlingsnaive patienter og 25
% for behandlingserfarne patienter, se tabel9.

Amgros anvender det nyeste estimat pa patientpopulationen pa 400 patienter fra vurderingsrapporten godkendt
af Medicinradet(2).

Hvis analysen udfgres med AIP bliver budgetkonsekvenserne ca. 9 mio. ved ar 5.

Tabel 9: Amgros’ analyse af totale budgetkonsekvenser ved ans@gers estimerede markedsoptag, mio. DKK, ikke-diskonterede
tal.

Anbefales

Anbefales ikke

Totale budgetkonsekvenser .
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5 DISKUSSION

Ansgger har ikke inkluderet bivirkninger, eftersom det er accepteret, at behandlingerne er ligevaerdige med
hensyn til effekt- og bivirkningsprofil(1). Pa trods af dette, er ovenstaende analyser behaeftet med en vis
usikkerhed.

Medicinradet har besluttet, at der skal udarbejdes en ny behandlingsvejledning vedr. leegemidler til behandling
af psoriasis. Nar behandlingsvejledningen foreligger, vil Medicinradet udarbejde en ny
legemiddelrekommandation. En ny behandlingsvejledning vil kunne pavirke behandlingsregimet, og det er
derfor vigtigt at understrege, at ovenstaende analyser er et gjebliksbillede, der kan andre sig markant.

I Amgros” hovedanalyse, er de inkrementelle omkostninger for risankizumab (Skyrizi) ca- DKK
sammenlignet med guselkumab og sammenlignet med ustekinumab er de inkrementelle meromkostninger

ca I oxx.

Budgetkonsekvenser er beregnet ud et markedsperspektiv, og der ses derfor pa hvilket laegemiddel risankizumab
(Skyrizi) vil tage markedsandele fra, i hele gruppen for behandling af sveer plaque psoriasis, og ikke hvilket
lzgemiddel i gruppen der er det billigste. Derudover er patientpopulationen steget til 400 patienter, dette
@ndrer dog ikke budgetkonsekvenserne da markedsoptaget er baseret pa procentvise andele af markedet.

Angives leegemidlerne i AIP er de inkrementelle omkostninger for risankizumab (Skyrizi) ca. 17.000 DKK
sammenlignet med guselkumab til ca. 29.000 DKK for ustekinumab og budgetkonsekvenser pa ca. 9 mio. DKK
efter ar 5 ved en population pa 400 patienter.
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Om Medicinradet
Medicinradet er et uathaengigt rad, som udarbejder anbefalinger og vejledninger om laegemidler til de fem regioner.

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

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

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

Om vurderingen

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

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

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

Lzegemidlets oplysninger

Handelsnavn Skyrizi

Generisk navn Risankizumab

Firma AbbVie

ATC-kode LO4AC

Virkningsmekanisme Humant monoklonalt antistof rettet mod 1L-23.

Administration/dosis Subkutan injektion 150 mg i uge 0,4 og herefter hver 12. uge.

EMA-indikation Behandling af moderat til svaer plaque psoriasis hos voksne, som er
kandidater til systemisk behandling.

2 Medicinradets konklusion

Medicinradet vurderer, at risankizumab til voksne (> 18 &r) med moderat til svaer plaque psoriasis, som er
kandidater til 2. generations immunmodulerende behandling og ikke har psoriasisartropati, giver en moderat
merverdi sammenlignet med ustekinumab til behandlingsnaive og -erfarne patienter. Evidensens kvalitet
vurderes at vaere moderat.

Medicinradet finder, at den samlede veerdi af risankizumab sammenlignet med guselkumab ikke kan
kategoriseres. Medicinraddet vurderer dog, at risankizumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end guselkumab.

Medicinradet kategoriserer lzegemidlers vzerdi en af folgende kategorier:

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

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

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

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

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

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

BSA: Kropsfladeareal (Body Surface Area)

CL Konfidensinterval

DDS: Dansk Dermatologisk Selskab

Dermbio: National database for psoriasispatienter i biologisk behandling

DLQI: Dermatologisk livskvalitetsindex (Dermatology life quality index)

EMA: Det Europ=ziske Laegemiddelagentur (European Medicines Agency)

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

HR: Hazard ratio

IL: Interleukin

OR: Odds ratio

PASIL: Psoriasis area and severity index

PGA: Physician’s Global Assessment

RR: Relativ risiko

SAE: Alvorlig uensket hendelse (serious adverse effect)

sPGA: Static Physician’s Global Assessment

TNEF: Tumor necrosis factor
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4 Formal

Formalet med Medicinradets vurdering af risankizumab til moderat til sveer plaque psoriasis er at vurdere
den veerdi, legemidlet har i forhold til et eller flere laegemidler til samme patientgruppe (komparatorer).

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

5 Baggrund
Moderat til sveer plagque psoriasis

I Danmark, som i det meste af den vestlige verden, far ca. 3-4 % af befolkningen psoriasis i lgbet af livet.
Psoriasis er en autoimmun, kronisk, inflammatorisk sygdom, hvor plaque psoriasis, ogsa kaldet psoriasis
vulgaris, er den mest almindelige (ca. 90 %) [1,2].

Der findes ikke et definitivt mal for sveerhedsgraden af psoriasis vulgaris. Dog anses sygdommen som
moderat til svaer, hvis enten psoriasis area and severity index (PASI) er over 10, eller det pavirkede
kropsfladeareal (body surface area, BSA) er over 10, eller hvis patientens vurdering af livskvalitet,
sedvanligvis vurderet ved dermatology life quality index (DLQI), er over 10. Samlet betegnes dette '10-
reglen’ [3.,4]. Omkring 80 % af patienter med psoriasis har mild til moderat psoriasis, og hovedparten af
disse patienter vil kunne behandles med topikale laegemidler.

12014 blev psoriasis anerkendt af World Health Organisation (WHO) som en alvorlig kronisk sygdom, der
ofte er yderst smertefuld og invaliderende. Dette skyldes blandt andet den stigmatisering, som ofte er
forbundet med sygdommen [5]. Livskvalitetsundersggelser viser, at mand og kvinder er ligeligt pavirket af
psoriasis, og at psoriasis kan pavirke patienten pa linje med diabetes og hjertekarsygdomme [5].

Nuvceerende behandling

2. generations immunmodulerende behandling igangseettes efter kriterier defineret i RADS-
behandlingsvejledningen [6] og retningslinjer fra Dansk Dermatologisk Selskab [4]. Disse omfatter bl.a., at
patienten skal have psoriasis med sveere hudmanifestationer, defineret som PASI > 10, BSA > 10 % eller
DLQI > 10.

Adalimumab (tumornekrosefaktor (TNF)-haammer), secukinumab (interleukin (IL)-17-heemmer),
ixekizumab (IL-17-haammer) og ustekinumab (IL-12/23-haemmer) blev anbefalet som 1. linjebehandling af
RADS 12016 [6], og siden er certolizumab pegol (TNF-h&emmer), brodalumab (IL-17-receptorheemmer),
tildrakizumab (IL-23-h&emmer) og guselkumab (IL-23-heemmer) blevet anbefalet som mulig
standardbehandling af Medicinradet [7-10].

Patienterne vurderes for opstart, efter 12 ugers behandling og derefter 1 gang arligt. DDS’ guidelines har
opstillet kriterier for den forventede effekt pa PASI: Behandlingseffekt svarende til PASI7S5 eller DLQI
under 5 er mélet, da patienterne i klinisk praksis typisk vil skifte direkte fra anden behandling uden eller efter
kun kort udvaskning af den forudgaende behandling. Derimod anvendes der udvaskning i kliniske
afprovninger, og patienterne i disse afpregvninger vil derfor ofte have en hgj sygdomsbyrde ved
behandlingens start. Dog viser de nye laegemidler generelt en forbedret effekt sammenlignet med aldre
leegemidler, og i kliniske afprevninger er PASI90 derfor efterhdnden et standardeffektmal.

Side S af 39



:"» Medicinradet

Bedemt pa Dermbios seneste arsrapport fra 2018 er antallet af patienter, der er i biologisk behandling i
Danmark, fortsat stigende. Der har i 2018 vaeret knap 2500 aktive patienter, som har modtaget behandling
med 2. generations immunmodulerende leegemidler [11]. Det forventede antal nye patienter pa landsplan er
pr. ar ca. 150-200 patienter, som er kandidater til 2. generations immunmodulerende behandling. Derudover
forventes det, at ca. 200 patienter pr. &r oplever svigt pa et 2. generations immunmodulerende l&gemiddel og
skal skifte til et andet laegemiddel.

Anvendelse af det nye lcegemiddel

Risankizumab er en systemisk, biologisk antistofbehandling, der gives som injektion (subkutan &
150 mg i uge 0, 4 og herefter hver 12. uge). Risankizumab er et humaniseret monoklonalt antistof,
der binder sig til det ekstracellulere interleukin 23 (IL-23). Herved forhindres, at IL-23 bidrager til
immunaktivering, og den inflammatoriske reaktion i huden, der spiller en central rolle i
udviklingen af psoriasis, begrenses. Risankizumab har dermed samme overordnede
virkningsmekanisme som guselkumab og tildrakizumab. Risankizumab er ikke indiceret til
patienter med psoriasis med ledgener (psoriasisartropati).

6 Metode

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

Ansgger har anvendt og fulgt den praespecificerede metode, jf. protokol, som blev godkendt i Medicinradet
den 20. marts 2019.

Ansgger har anvendt ustekinumab og guselkumab som komparatorer. Ansgger har tilkendegivet, at der ikke
foreligger publicerede data, der er opdelt i behandlingsnaive og -erfarne populationer, og ansegger har derfor
udarbejdet en samlet besvarelse for klinisk spergsmal 1 og 2. Fagudvalget har accepteret denne
fremgangsmade, da den er baseret pa det bedst mulige datagrundlag, som foreligger.

For at sammenligne risankizumab med ustekinumab har anseger udarbejdet en metaanalyse pa baggrund af
to direkte sammenlignende analyser. Metaanalysen er gennemfort for effektmalene PASI75 (vurderet ved
uge 12 og 52) samt PASI90, alvorlige uenskede handelser (SAEs), DLQI og behandlingsopher (alle
vurderet ved uge 16 og 52.

For at sammenligne risankizumab med guselkumab har anseger udarbejdet en indirekte sammenligning med
placebo som fazlles komparator. De indirekte sammenlignende analyser (udarbejdet efter Buchers metode
[12]) er gennemfort for effektmalene PASI75 (vurderet ved uge 12) samt PASI90, SAEs, DLQI og
behandlingsopher (alle vurderet ved uge 16). Derudover har ansgger foretaget en naiv sammenligning af data
for risankizumab og guselkumab ved hhv. 52 og 48 ugers behandling, da der ved denne tidshorisont ikke
foreligger publicerede studier med en fzlles komparator.

Ansgger har desuden belyst forhold vedr. mulighed for behandlingspause, dosisreduktion/
behandlingsintervalforleengelse samt forhold mellem initialdosis og vedligeholdelsesdosis, som efterspurgt af
fagudvalget i protokollen.
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Fra evidens til kategori. Medicinradet vurderer verdien af et legemiddel ud fra den indsendte endelige ansegning,
evt. suppleret med andet materiale. I protokollen blev effektmélene angivet som “kritiske”, vigtige” og “mindre
vigtige”. I vurderingen vagter de kritiske hejest, de vigtige nasthgjest og de mindre vigtige indgar ikke.

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

7 Litteratursggning

Ansgger har gennemfort en systematisk litteratursggning for de kliniske spergsmél, som beskrevet i
protokollen, og ansggers litteratursggning har resulteret i inklusion af nedenstdende hovedstudier.

Klinisk spergsmal 1 og 2:

* UltIMMa-1 og -2 publiceret af Gordon et al., 2018 (risankizumab vs. ustekinumab) [13].
*  VOYAGE 1 publiceret af Blauvelt et al., 2017 (guselkumab vs. adalimumab) [14].
*  VOYAGE 2 publiceret af Reich et al., 2017 (guselkumab vs. adalimumab) [15].

Medicinradet har, udover ovenstéende studier, inddraget studieregistreringerne pé clinicaltrials.gov samt data
i EPAR for risankizumab, ustekinumab og guselkumab.

8 Databehandling

Ansgger har udarbejdet sammenlignende analyser mellem risankizumab og komparatorerne ved uge 12-16
og 48-52 pa alle effektmal, hvor det var muligt.

Medicinradet har ikke fundet anledning til at foretage @endringer af beregninger foretaget af anseger eller
supplere med yderligere beregninger.
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9 Laegemidlets veerdi

9.1 Konklusion klinisk spgrgsmal 1 og 2
Klinisk spergsmal 1

Hvad er veerdien af risankizumab til voksne behandlingsnaive patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

Klinisk spergsmal 2

Hvad er veerdien af risankizumab til voksne behandlingserfarne patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

Da der ikke er publiceret data saerskilt for behandlingsnaive og -erfarne populationer, er det ikke muligt at
foretage en separat besvarelse af de 2 kliniske spergsmal. Fagudvalget har p4 denne baggrund valgt at
vurdere verdien af risankizumab i den samlende population.

Baseret pa det tilgeengelige data vurderer fagudvalget, at risankizumab til voksne (> 18 ar) behandlingsnaive
og -erfarne patienter med moderat til sver plaque psoriasis, som er kandidater til 2. generations
immunmodulerende behandling og ikke har psoriasis med ledgener (psoriasisartropati), giver en moderat
merveerdi sammenlignet med ustekinumab. Evidensens kvalitet er moderat.

Fagudvalget finder, at den samlede verdi af risankizumab sammenlignet med guselkumab ikke kan
kategoriseres. Fagudvalget vurderer dog, at risankizumab samlet set ikke har dérligere effekt eller
sikkerhedsprofil end guselkumab.

Tabel 1 og 2 viser de aggregerede kategorier for de enkelte effektmal og den samlede kategori for
risankizumab sammenlignet med henholdsvis ustekinumab og guselkumab:
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Effektmal Tidshorisont | Mileenhed | Vigtighed | Forskel i absolutte tal Forskel i relative tal Aggregeret
Forskel (95 % Forelobig vaerdi Forskel (95 % CI) Forelsbig verdi pr.
(0} vaerdi effektmal
PASI75 Uge 12 Andel af Kritisk 18,2 procentpoint | Merverdi af ukendt 1,26 [1,14; 1,38] Moderat Moderat
patienter [9,8;26,5] storrelse merveaerdi merveardi
Uge 52 18,3 procentpoint | Merverdi af ukendt 1,25 [1,14; 1,36] Moderat
[10,3;26,4] starrelse mervaerdi
PASI90 Uge 16 Andel af Vigtig 30,4 procentpoint | Mervaerdi af ukendt 1,68 [1,43; 1,97] Stor merveerdi | Stor merverdi
patienter [19,2; 43,4] storrelse
Uge 52 34,0 procentpoint | Merverdi af ukendt 1,72 [1,48; 2,00] Stor merveerdi
[22,7;47,2] starrelse
Livskvalitet Uge 16 DLQI Vigtig 21,5 procentpoint | Merverdi af ukendt 1,48 [1,26; 1,75] Moderat Stor mervaerdi
[11,6;33,5] starrelse mervaerdi
Uge 52 27,4 procentpoint | Merverdi af ukendt 1,60 [1,36; 1,87] Stor merveerdi
[16,5;39,8] starrelse
Alvorlige Uge 0-16 Andel af Kritisk -3,4 procentpoint | Ingen dokumenteret 0,39 10,18; 0,86] Moderat Ingen
ugnskede patienter [-4,5; -0,8] merverdi merverdi dokumenteret
haendelser Uge 16-52 0,8 procentpoint | Kan ikke kategoriseres | 1,19 [0,55; 2,56] Kan ikke mervardi
[-1,8; 6,3] kategoriseres
Behandlingsopher | Uge 16 Andel af Vigtig -0,8 procentpoint | Ingen dokumenteret 0,5810,17; 1,97] Kan ikke Ingen
patienter [-1,7; 1,9] mervaerdi kategoriseres dokumenteret
Uge 52 -1,8 procentpoint | Ingen dokumenteret 0,72 [0,38; 1,36] Kan ikke mervardi
[-4,1; 2,4] merverdi kategoriseres

Samlet kategori
for lzegemidlets
veerdi

Moderat merveardi

Kvalitet af den
samlede evidens

Moderat
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Tabel 2: Kategorier og resultater for vurderingen af risankizumab sammenlignet med guselkumab

:"» Medicinradet

Effektmal Tidshorisont | Mileenhed Vigtighed | Forskel i absolutte tal Forskel i relative tal Aggregeret
Forskel (95 % CI) | Forelsbig vaerdi | Forskel (95 % CI) | Forelebig veerdi pr.
veerdi effektmal
PASI75 Uge 12/16 Andel af Kritisk -18,8 procentpoint Kan ikke 0,79 [0,45;1,38] Kan ikke Kan ikke
patienter [-48,6; 33,4] kategoriseres kategoriseres kategoriseres
Uge 48/52 RZK: 91,6 %* Kan ikke NA Kan ikke
GUS: 87,8 %* kategoriseres kategoriseres
PASI90 Uge 16 Andel af Vigtig -15,4 procentpoint Kan ikke 0,78 [0,31; 2,00] Kan ikke Kan ikke
patienter [-49,3; 71,0] kategoriseres kategoriseres kategoriseres
Uge 48/52 RZK: 81,3 %* Kan ikke NA Kan ikke
GUS: 76,3 %* kategoriseres kategoriseres
Livskvalitet Uge 16 DLQI Vigtig -13,4 procentpoint Kan ikke 0,74 [0,35; 1,57] Kan ikke Kan ikke
[-34,0; 30,0] kategoriseres kategoriseres kategoriseres
Uge 48/52 RZK: 73,1 %* Kan ikke NA Kan ikke
GUS: 60,8 % kategoriseres kategoriseres
Alvorlige Uge 0-16 Andel af Kritisk -0,4 procentpoint Kan ikke 0,80 [0,19; 3,38] Kan ikke Kan ikke
ugnskede patienter [-1,6; 4,6] kategoriseres kategoriseres kategoriseres
hendelser Uge 16-52/0- RZK: 4,9 %* Kan ikke NA Kan ikke
48 GUS: 4,9 %* kategoriseres kategoriseres
Behandlingsopher | Uge 16 Andel af Vigtig -1,5 procentpoint Ingen 0,50 [0,16; 1,56] Kan ikke Kan ikke
patienter [-2,5; 1,7] dokumenteret kategoriseres kategoriseres
mervaerdi
Uge 48/52 RZK: 4,7 %* Kan ikke NA Kan ikke
GUS: 8,5 %* kategoriseres kategoriseres

Samlet kategori
for lzegemidlets
veerdi

Kan ikke kategoriseres

Kvalitet af den
samlede evidens

Meget lav

*Naiv sammenligning. Estimaterne stammer fra UltIMMa-1 og 2-studierne [13] (her er angivet en samlet procentsats for de to studier) samt fra VOYAGE 1 [14]. GUS: guselkumab;

RZK: risankizumab.
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9.1.1 Gennemgang af studier

Karakteristika
UltIMMa-1 og -2 (risankizumab) [13]

UltIMMa-1 og -2 er identiske randomiserede, dobbeltblindede placebo- og aktiv komparatorkontrollerede
fase 3-studier. Patienter blev stratificeret iht. kropsvaegt (< 100 kg vs. > 100 kg) og tidligere behandling med
TNF-heemmer (’ja’ vs. 'nej’) og dernast randomiseret 3:1:1 til 150 mg risankizumab (304 patienter), 45 eller
90 mg ustekinumab (vagtbaseret dosering; 100 patienter i alt) eller placebo med skift til 150 mg
risankizumab efter 16 uger (102 patienter). Studierne varede 52 uger. Studiernes primere endepunkter var
andelen af patienter, som ved uge 16 opnaede PASI9O eller et static Physician’s Global Assessment (sSPGA)
pa 0 eller 1. Sekundere endepunkter inkluderede DLQI 0-1 (uge 16 og 52) og PASI75 (uge 12 og 52). Alle
endepunkter vedrerende legemidlets effekt blev analyseret i intention-to-treat (ITT)-populationen (dvs. alle
randomiserede patienter) og ved brug af non-responder imputering. Alle endepunkter vedrerende
leegemidlets sikkerhedsprofil blev analyseret i de patienter, som modtog mindst én dosis af legemidlet.

VOYAGE 1 (guselkumab) [14]

VOYAGE 1 er et randomiseret, dobbeltblindet, placebo- og aktiv komparatorkontrolleret fase 3-studie.
Adalimumab indgik som aktiv komparator. 837 patienter med moderat til sveer plaque psoriasis, som
kandiderede til biologisk behandling, blev randomiseret 2:1:2 til hhv. guselkumab 100 mg (329 patienter),
placebo med skift til guselkumab efter 16 uger (174 patienter) og adalimumab doseret iht. produktresuméet
(334 patienter). Studiet varede i 48 uger. Studiets primere endepunkter var andelen af patienter, som
opnéede PASIOO0 eller en investigator global assessment (IGA) score pa 0/1 (ingen synlig
sygdomsaktivitet/minimal synlig sygdomsaktivitet) efter 16 uger. Sekundare endepunkter inkluderede
PASI90 efter 48 uger samt andelen af patienter, som opndede en DLQI score pa 0 eller 1. Desuden var
andelen af patienter, som opnaede PASI75 efter 16 uger, et sekundaert effektmal. Alle primare endepunkter
samt udvalgte sekundere effektmal vedrerende leegemidlets effekt blev analyseret i ITT-populationen
(clinicaltrials.gov).

VOYAGE 2 (guselkumab) [15]

VOYAGE 2 er et randomiseret, dobbeltblindet, placebo- og aktiv komparatorkontrolleret fase 3-studie.
Adalimumab indgik som aktiv komparator. 1279 patienter indgik i studiet. Patienterne blev randomiseret
2:1:1 til guselkumab 100 mg (496 patienter), placebo med skift til guselkumab efter uge 16 (248 patienter)
eller adalimumab doseret iht. produktresuméet (248 patienter). I uge 28 blev patienter i
guselkumabbehandling, som havde opnaet PASI90, rerandomiseret 1:1 til behandling med guselkumab eller
placebo frem til uge 48. PASI90-nonrespondere fra adalimumab-gruppen fik guselkumab i uge 28, 32 og
hver 8. uge derefter. PASI90-respondere fra adalimumabgruppen overgik til placebo i uge 28. Alle patienter
blev fulgt i sammenlagt 48 uger. Studiets primere endepunkter var andelen af patienter, som opnéede
PASI9O0 eller en IGA score pd 0/1 efter 16 uger. Sekundere endepunkter inkluderede andel af patienter, som
opnaede PASI90 efter 24 uger, andel af patienter, som opnéede PASI75, og endring af DLQI-score fra
baseline efter 16 uger. Alle primere endepunkter samt udvalgte sekundare effektmal vedrarende
leegemidlets effekt blev analyseret i ITT-populationen.

Studiekarakteristika for de inkluderede studier kan ses 1 tabel 3.
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Tabel 3: Studiekarakteristika for inkluderede studier til besvarelse af klinisk spergsmal 1 og 2
Studie UltIMMa-1 [13] UltIMMa-2 [13] VOYAGE 1 [14] VOYAGE 2 [15]
Intervention Risankizumab Risankizumab Guselkumab Guselkumab
Komparator Ustekinumab og Ustekinumab og Placebo og Placebo og
placebo placebo adalimumab adalimumab
NCT-nummer NCT02684370 NCT02672852 NCT02207231 NCT02207244
Design Kontrolleret Kontrolleret Kontrolleret Kontrolleret
Studielande Australien, Canada, | Australien, Belgien, | Australien, Canada, .
L . P Australien, Canada,
Tjekkiet, Frankrig, Canada, Tjekkiet, Tyskland, Ungarn, L
. Tjekkiet, Tyskland,
Tyskland, Japan, Frankrig, Tyskland, Korea, Polen,
. . . Korea, Polen, Rusland,
Republikken Korea | Japan, Republikken Rusland, Spanien, Spanien oe USAZ
og USA Korea og USA Taiwan og USAD P g
PlaFebokontrolleret 16 16 16 16
periode (uger)
San.llet behandlings- 5> 5> 48" 48§
periode (uger)

aStudielande jf. *Listed Location Countries® i studieprotokol pa clinicaltrials.gov.

*Ved uge 16 kunne patienter overga til et 32ugers extension-studie (uge 16-48) med behandling alene med guselkumab.

§Ved uge 16 overgik patienter i placebobehandling til behandling med guselkumab. Ved uge 28 blev patienter, der havde opnéet
PASI 90, re-randomiseret 1:1 til behandling med guselkumab eller placebo frem til uge 48.

Population
UItIMMa-1 og -2 (risankizumab) [13].

Inkluderede patienter opfyldte folgende kriterier: Alder > 18 &r; diagnosticeret med kronisk plaque psoriasis;
kandidat til systemisk behandling eller lysbehandling; psoriasis i mindst seks mdr. forud for studiestart; BSA
> 10, PASI > 12 samt sPGA score > 3 ved baseline. Kvindelige patienter skulle bruge pravention.

Eksklusionskriterierne inkluderede: Andre former for psoriasis, anden inflammatorisk sygdom og tidligere
behandling med risankizumab eller ustekinumab. For UltIMMa-2 gjaldt desuden, at patienterne ikke matte
have kendt infektion (f.eks. hiv, tuberkulose eller hepatitis); tidligere, kendte eller misteenkte maligne
sygdomme med undtagelse af behandlet basalcellekarcinom eller pladecellekarcinom i huden eller in situ
karcinom i livmoderhalsen; allergi eller overfalsomhed overfor et systemisk biologisk leegemiddel; graviditet
eller planlagt graviditet samt amning.

VOYAGE 1 og 2 (guselkumab) [14,15].

Inkluderede patienter opfyldte folgende kriterier: Alder > 18 ar; kandidat til systemisk behandling eller
lysbehandling; moderat til sveer plaque psoriasis 1 mindst seks mdr. forud for studiestart; IGA > 3, PASI > 12
og BSA > 10 ved screening og baselinebesog. Eksklusionskriterier inkluderede: andre former for psoriasis;
tidligere behandling med adalimumab eller guselkumab; anti-TNF-ha&mmerbehandling de seneste 3 mdr.;
anden biologisk behandling de seneste 6 mdr.; behandling med andre leegemidler med 1L-12/23, IL-17 eller
IL-23 target de seneste 6 mdr.; systemisk behandling eller lysbehandling de seneste 4 uger; tidligere eller
nuvarende symptomer pa alvorlig, progredierende eller ukontrolleret sygdom (undtaget nonmelanoma
hudkreft) i det renale, hepatiske, kardiovaskulare, pulmonale, gastrointestinale, endokrine, neurologiske,
hamatologiske, reumatologiske, psykiatriske eller metaboliske system, der jf. investigator kunne forhindre
patienten i at deltage i studiet; graviditet og amning, herunder planlagning af graviditet hos begge ken inden
for 5 méneder efter sidste dosis i studiet; historie af aktiv tuberkulose eller symptomer herpa.

Yderligere karakteristika for patienter i de fire inkluderede studier kan ses i tabel 4.
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Fagudvalget bemerker, at de udvalgte publikationer alle er baserede pa patientpopulationer, som bestar af
bade behandlingsnaive (ca. 60-80 %) og -erfarne (ca. 20-40 %) patienter. Ansegger har tilkendegivet, at der
ikke foreligger publicerede data for populationer, som enten er behandlingsnaive eller -erfarne, og der er ikke
publiceret subgruppeanalyser ift. behandlingserfaring. Derimod er de publicerede kliniske studier baseret pa
patientpopulationer, som bestar af bdde behandlingsnaive og -erfarne patienter. Det er derfor ikke muligt at
besvare de kliniske spergsmal ud fra tilgeengelige data, og anseger har derfor udarbejdet én analyse for den
samlede patientpopulation. Fagudvalget er enige i at foretage analysen pa den samlede population. Dog
bemerker fagudvalget, at det ikke med sikkerhed kan anslas, hvorvidt — og i sé fald i hvor stor grad -
forskellen i studiepopulationerne har betydning for effekten og dermed vurderingen af risankizumab. I fald
forskellen i1 andelen af behandlingserfarne patienter imellem studierne er af klinisk betydning, vil dette i
vurderingen givetvis vere til ulempe for risankizumab. Dette skyldes, at UltIMMa-studierne har inkluderet
en storre andel af behandlingserfarne patienter end VOY AGE-studierne, og at det ud fra fagudvalgets
kliniske erfaring kan vaere sverere at opna tilfredsstillende behandlingseffekt hos disse patienter.

Fagudvalget bemarker dog, at selvom det stadig vil vaere relevant at se pa sarskilte data for
behandlingsnaive og -erfarne patienter, sé er den indsendte analyse overferbar til begge populationer, da der
pa nuverende tidspunkt ikke foreligger evidens for, at legemidlernes effekt eller bivirkningsfrekvens
adskiller sig imellem behandlingsnaive og -erfarne patienter. Kategoriseringen og vurderingen af
mervardien af risankizumab for de to kliniske spergsmal vil derfor blive baseret pa den samme analyse.
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Tabel 4: Baselinepatientkarakteristika for inkluderede studier til besvarelse af det kliniske spergsmal

UltIMMa-1[13 UltIMMa-2 [13] VOYAGE 1 [14] VOYAGE 2 [15]
Patientkarakteristika ved baseline RZB UST PBO RZB UST PBO GUS PBO GUS PBO
Antal patienter 304 100 102 294 99 98 329 174 496 248
Alder, ar (middelveerdi + SD) 483 +13.4 46,5+134 | 493+13,6 | 462+13,7 | 48,6+14,8 | 46,3+133 439+12,7 | 4494129 |43,7+122 |433+124
Etnicitet, % hvide 66 74 71 87 92 89 79,6 83,3 82,3 83,1
Kon, % maend 70 70 77 69 67 68 72,6 68.4 70.4 69,8
Vegt, kg (middelveerdi + SD) 87,8 +22,9 88,9+229 88,8 £20,2 92,2 +21,7 919+214 92,2 +20,0 Ikke angivet | Ikke angivet | Ikke angivet | Ikke angivet
BMI, kg/m? (middelverdi + SD) 29,9+ 6,9 29,8 +6,9 29,5+6,4 31,1 +£7,1 30,9 +£6,8 31,0+5,8 29,7+6,2 28,9+6,9 29,6 6,5 29,6 + 6,6
Sygdomsvarighed, ar (middelveerdi + | Ikke angivet Ikke angivet | Ikke angivet | Ikke angivet | Ikke angivet | Ikke angivet 17,9 12,3 17,6 £12,4 17,9+12,0 179+11,9
SD)
BSA, % (middelveerdi + SD) 26,2+154 252+147 | 279+172 |262+159 |209+12,1 | 239+157 283+17,1 |258+159 | 28,5+164 | 28,0+16,5
PASI-score (middelveerdi + SD) 20,6 +7,7 20,1 6,8 20,5+ 6,7 20,5+7,8 182+5,9 189+73 22,1+9,5 20,4 +8,7 21,9+8.8 21,5+£80
DLQI-score (middelvaerdi + SD) 13,0+7,0 13,6 £7,3 12,3+6,2 13,5+7,4 11,7+6,6 12,9+6,7 14,0+7,5 13,3+7,1 14,7+6,9 151+7,2
Andel med psoriasisartrit, % 28§ 23§ 35§ 25§ 27§ 33§ 19,5 17,2 17,9 18,5
Andel i tidl. fototerapi, % Ikke angivet Ikke angivet | Ikke angivet | Ikke angivet | Ikke angivet | Ikke angivet 57,3 49,4 59,1 55,2
Andel i tidl. systemisk behandling, % | 702 670 63,8 52,9 66,7 60,1
Andel i tidl. biologisk behandling (1 34 30 39 40 43 43 21,6 19,5 20,4 21,8
eller flere), %

SDiagnosticeret eller formodet.
cProcentsatsen er opgjort pa tvers af alle tre studiearme.
GUS: guselkumab; PBO: placebo; RZB: risankizumab; UST: ustekinumab.
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9.1.2 Resultater og vurdering

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

Som praespecificeret i protokollen, ensker fagudvalget at vurdere mervardien af risankizumab ved 12-16
uger, da leegemidlers effekt i klinisk praksis typisk vurderes efter 12-16 uger. Hvis patienten ikke har oplevet
effekt efter 12-16 ugers behandling, vil et behandlingsskift blive overvejet, og det er derfor vigtigt, at
leegemidlets effekt vurderes pa denne tidshorisont. Da psoriasis er en kronisk sygdom, ensker fagudvalget
desuden at vurdere merverdien af risankizumab med sa lang opfelgningstid som muligt, idet effekt frem til
12-16. behandlingsuge ikke er indikation for fortsat effekt. Derfor er der i denne vurdering medtaget data for
alle effektmal ved 12-16 uger samt ved sé lang opfelgningstid som muligt.

I UltIMMa-studierne blev PASI75 vurderet ved uge 12 og 52, mens PASI90, DLQI og behandlingsopher
blev registreret ved uge 16 og 52. Endelig blev SAEs registreret i intervallerne uge 0-16 og uge 16-52.
Verdien for risankizumab sammenlignet med ustekinumab er ved alle tidshorisonter baseret pé direkte
komparative analyser.

I VOYAGE-studierne blev PASI75, PASI90 og DLQI registreret ved uge 16 og 48. Fagudvalget vurderer, at
forskellen pé 4 uger mellem vurderingen af risankizumab og guselkumab ikke er af klinisk betydning. 1
VOYAGE-studierne blev SAEs registreret i intervallerne uge 0-16 og 0-48. Langtidsvurderingen af SAEs for
risankizumab er dermed baseret pa 12 uger mindre end for guselkumab. Fagudvalget vurderer, at der
muligvis vil vere registreret flere alvorlige uenskede haendelser i VOY AGE-studierne, grundet den langere
opfolgningstid. Vurderingen af verdien for risankizumab sammenlignet med guselkumab ved uge 12/16 er
baseret pa indirekte komparative analyser med placebo som fzlles komparator, mens vurderingen ved uge
48/52 er baseret pa en naiv sammenligning, da der ved denne tidshorisont ikke foreligger publicerede studier
med en felles komparator.

Risankizumab sammenlignet med ustekinumab

PASI7S5 (kritisk)

PASI er et valideret mél for svaerhedsgraden af kronisk plaque psoriasis, der kombinerer areal og leesionernes
svaerhedsgrad. PASI75 er reduktion i PASI-vaerdi med 75 % i forhold til baseline.

Vurdering af merveerdi vedr. PASI75

Vurdering ved uge 12

Ansggers metaanalyse af resultaterne fra UltIMMa 1 og 2 viste en relativ forskel pé 1,26 [1,14; 1,38], og
baseret pa den relative effektforskel har risankizumab forelgbigt en moderat mervzerdi vedr. PASI7S5 ved
uge 12.

Den absolutte forskel i andelen af patienter, der opnar PASI75 efter 12 uger, er pa 18,2 procentpoint [9,8;
26,5]. Den nedre greense for konfidensintervallet overstiger den justerede mindste klinisk relevante forskel pa
7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en merveerdi af ukendt
storrelse vedr. PASI75 ved uge 12.
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Vurdering ved uge 52

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,25 [1,14; 1,36], og
baseret pa den relative effektforskel har risankizumab forelgbigt en moderat mervaerdi vedr. PASI7S ved
uge 52.

Den absolutte forskel i andelen af patienter, der opnar PASI75 efter 12 uger, er pa 18,3 procentpoint [10,3;
26,4]. Den nedre graense for konfidensintervallet overstiger den justerede mindste klinisk relevante forskel pa
7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en merveerdi af ukendt
storrelse vedr. PASI75 ved uge 52.

Pa aggregeret niveau vurderer fagudvalget, at risankizumab har en moderat mervaerdi vedr. PASI75
sammenlignet med ustekinumab (hgj evidenskvalitet).

PASI90 (vigtig)

PASI90 er reduktion i PASI-vaerdi med 90 %. Det ideelle langsigtede behandlingsmal for patienter med
psoriasis er en fuldstendig eller naesten fuldsteendig afglatning af huden, hvorfor det er relevant ogsa at
leegge data for PASI9O til grund for vurdering af klinisk effekt.

Vurdering af merveerdi vedr. PASI90

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,68 [1,43; 1,97], og
baseret pa den relative effektforskel har risankizumab forelgbigt en stor mervaerdi vedr. PASI90
sammenlignet med ustekinumab.

Den absolutte forskel i andelen af patienter, der opnar PASI90 efter 16 uger, er pa 30,4 procentpoint [19,2;
43,4]. Den nedre graense for konfidensintervallet overstiger den justerede mindste klinisk relevante forskel pa
7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en merveerdi af ukendt
storrelse vedr. PASI90 ved uge 16.

Vurdering ved uge 52

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,72 [1,48; 2,00], og
baseret pa den relative effektforskel har risankizumab forelgbigt en stor mervzerdi vedr. PASI90.

Den absolutte forskel i andelen af patienter, der opnar PASI90 efter 52 uger, er pa 34,0 procentpoint [22,7;
47,2] til fordel for risankizumab. Den nedre graense for konfidensintervallet overstiger den justerede mindste
klinisk relevante forskel pa 7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en
merveerdi af ukendt sterrelse vedr. PASI90 ved uge 52.

Pa aggregeret niveau vurderer fagudvalget, at risankizumab har en stor mervaerdi vedr. PASI90
sammenlignet med ustekinumab (hgj evidenskvalitet).
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Livskvalitet malt ved DLQI (vigtig)

For béde risankizumab, ustekinumab og guselkumab blev livskvalitet malt ved DLQI-spergeskemaet.
Fagudvalget havde i protokollen defineret den mindste klinisk relevante forskel som 15 procentpoint forskel
i respons pa andelen af patienter, som opndede en DLQI-score pé 0-1.

Vurdering af merveerdi vedr. livskvalitet malt ved DLQI

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,48 [1,26; 1,75], og
baseret pa denne effektforskel har risankizumab forelgbigt en moderat mervzerdi vedr. livskvalitet ved uge
16.

Den absolutte forskel i andelen af patienter, der opnar DLQI 0-1 efter 16 uger, er pd 21,5 procentpoint [11,6;
33,5]. Den nedre greense for konfidensintervallet overstiger den justerede mindste klinisk relevante forskel pa
7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en mervaerdi af ukendt
storrelse vedr. livskvalitet ved uge 16.

Vurdering ved uge 52

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,60 [1,36; 1,87], og
baseret pa den relative effektforskel har risankizumab forelgbigt en stor mervzerdi vedr. livskvalitet.

Den absolutte forskel i andelen af patienter, der opnar DLQI 0-1 efter 52 uger, er pa 27,4 procentpoint [16,5;
39,8] til fordel for risankizumab. Den nedre graense for konfidensintervallet overstiger den justerede mindste
klinisk relevante forskel pa 7,5 %, og baseret pa den absolutte effektforskel har risankizumab forelgbigt en
mervaerdi af ukendt sterrelse vedr. livskvalitet ved uge 52.

Fagudvalget veegter langtidsdata for livskvalitet hgjere end korttidsdata, da det kan vare lange, for patienten
har tiltro til behandlingens varige effekt. Pa aggregeret niveau vurderer fagudvalget derfor, at risankizumab
har en stor merveerdi vedr. livskvalitet ssmmenlignet med ustekinumab (hgj evidenskvalitet).

Alvorlige uonskede heendelser (SAEs) (kritisk)

SAEs omfatter enhver alvorlig uensket handelse eller bivirkning opstéet i de kliniske studier ved behandling
med leegemidlet.

Vurdering af merveerdi vedr. SAEs

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og-2 viste en relativ forskel pa 0,39 [0,18; 0,86] til
fordel for risankizumab, og baseret péa den relative effektforskel har risankizumab forelgbigt en moderat
veerdi vedr. SAEs ved uge 16.

Den absolutte forskel i andelen af patienter, der har rapporteret SAEs ved 16 uger, er pa -3,4 procentpoint
[-4,5; -0,8] til fordel for risankizumab. Den gvre graense for konfidensintervallet ligger dermed under den
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justerede mindste klinisk relevante forskel pa 2,5 %, og baseret pa den absolutte effektforskel har
risankizumab forelgbigt ingen dokumenteret merveerdi vedr. SAEs ved uge 16.

Vurdering ved uge 16-52

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 1,19 [0,55; 2,56] til
fordel for ustekinumab, men pga. det brede konfidensinterval kan vaerdien af risankizumab vedr. SAEs ved
uge 16-52 forelebigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der har rapporteret SAEs mellem uge 16 og 52, er pa 0,8
procentpoint [-1,8; 6,3]. Pga. det brede konfidensinterval ved denne tidshorisont kan vardien af
risankizumab ved. SAEs ved uge 16-52 derfor forelobigt ikke kategoriseres baseret pa den absolutte
effektforskel.

I UltIMMa-studierne blev der registreret to sterre ugnskede kardiovaskulere hendelser, herunder et
dedsfald, blandt patienter i behandling med risankizumab. Begge patienter havde dog flere kardiovaskulare
risikofaktorer (herunder overvagt, forhgjet blodtryk og rygning), og haendelserne blev ikke vurderet relateret
til behandlingen [13].

Fagudvalget finder, at der ikke er grund til serlig bekymring eller overvejelser pa baggrund af ovenstdende
registreringer, og bemerker, at der i EPAR’en for risankizumab er angivet, at bivirkningsprofilen for
risankizumab er sammenlignelig med bivirkningsprofilen for ustekinumab. Desuden ses der ingen tydelig
sammenheeng mellem brug af risankizumab og specifikke uenskede handelser (adverse effects, AEs), SAEs
eller infektioner frem til 52 uger [16].

Pa aggregeret niveau vurderer fagudvalget derfor, at risankizumab har ingen dokumenteret mervzerdi vedr.
SAEs sammenlignet med ustekinumab (moderat evidenskvalitet).

Behandlingsophor (vigtig)

Behandlingsopher reflekterer, hvor mange patienter som afbryder behandlingen i de kliniske studier uanset
arsag, herunder bivirkninger og manglende effekt. Effektmalet er medtaget som indikator for
behandlingskvalitet og tolerancen ved langtidsbehandling.

Vurdering af merveerdi vedr. behandlingsophgr: risankizumab sammenlignet med ustekinumab

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 0,58 [0,17; 1,97] til
fordel for risankizumab, men pga. det brede konfidensinterval kan mervardien for risankizumab vedr.
behandlingsopher forelobigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der har behandlingsopher ved uge 16, er pa -0,8 procentpoint
[-1,7; 1,9] til fordel for risankizumab. Den @vre greense for konfidensintervallet ligger under den justerede
mindste klinisk relevante forskel pa 2,5 %, og baseret pa den absolutte effektforskel har risankizumab derfor
forelobigt ingen dokumenteret mervzerdi vedr. behandlingsopher ved uge 16.
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Vurdering ved uge 52

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 viste en relativ forskel pa 0,72 [0,38; 1,36] til
fordel for risankizumab, men pga. det brede konfidensinterval kan vaerdien af risankizumab vedr.
behandlingsopher forelobigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der har behandlingsopher ved uge 52, er pé -1,8 procentpoint
[-4,1; 2,4] til fordel for risankizumab. Den nedre graense for konfidensintervallet overstiger den justerede
mindste klinisk relevante forskel pa 2,5 %, og baseret pa den absolutte effektforskel har risankizumab
forelobigt ingen dokumenteret merveerdi vedr. behandlingsopher ved uge 52 sammenlignet med
ustekinumab.

Pa aggregeret niveau vurderer fagudvalget, at vaerdien af risankizumab ikke kan kategoriseres vedr.
behandlingsopher sammenlignet med ustekinumab (lav evidenskvalitet).

Risankizumab sammenlignet med guselkumab

Vurdering af merveerdi vedr. PASI75

Vurdering ved uge 12/16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 samt VOYAGE 1 og 2 viste en relativ forskel pa
0,79 [0,45;1,38], og pga. det brede konfidensinterval kan vaerdien af risankizumab vedr. PASI75 ved uge
12/16 forelobigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der opnar PASI75 efter 12/16 uger, er pa -18,8 procentpoint
[-48,6; 33,4], og baseret pa den absolutte effektforskel kan verdien af risankizumab vedr. PASI75 ved uge
12/16 derfor forelobigt ikke kategoriseres.

Vurdering ved uge 48/52

Da der for PASI75 ved denne tidshorisont kun foreligger absolutte estimater uden konfidensintervaller, kan
vaerdien af risankizumab vedr. PASI75 sammenlignet med guselkumab forelgbigt ikke kategoriseres.

Pa aggregeret niveau vurderer fagudvalget, at vaerdien af risankizumab ikke kan kategoriseres vedr.
PASI75 sammenlignet med guselkumab (meget lav evidenskvalitet).

Vurdering af merveerdi vedr. PASI90

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 samt VOYAGE 1 og 2 viste en relativ forskel pa
0,79 [0,45;1,38], og pga. det brede konfidensinterval kan verdien af risankizumab vedr. PASI90 ved uge 16
forelobigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der opnar PASI90 efter 16 uger er pa -15,4 procentpoint [-49,0;
71,0], men pga. det brede konfidensinterval kan vaerdien af risankizumab vedr. PASI90 ved uge 16 forelobigt
ikke kategoriseres.
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Vurdering ved uge 48/52

Da der for PASI90 ved denne tidshorisont kun foreligger absolutte estimater uden konfidensintervaller, kan
vaerdien af risankizumab vedr. PASI90 sammenlignet med guselkumab forelabigt ikke kategoriseres.

Pa aggregeret niveau vurderer fagudvalget, at vaerdien af risankizumab ikke kan kategoriseres vedr.
PASI90 sammenlignet med guselkumab (meget lav evidenskvalitet).

Vurdering af merveerdi vedr. livskvalitet malt ved DLQI

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 samt VOYAGE 1 og 2 viste en relativ forskel pa
0,74 [0,35; 1,57], men pga. det brede konfidensinterval kan vaerdien af risankizumab vedr. livskvalitet ved
uge 16 forelabigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der opnar DLQI 0-1 efter 16 uger, er pa -13,4 procentpoint
[-34,0; 30,0], men pga. det brede konfidensinterval kan veerdien af risankizumab vedr. livskvalitet ved uge
16 forelgbigt ikke kategoriseres.

Vurdering ved uge 48/52

Da der for DLQI 0-1 ved denne tidshorisont kun foreligger absolutte estimater uden konfidensintervaller, kan
vaerdien af risankizumab vedr. livskvalitet sammenlignet med guselkumab forelgbigt ikke kategoriseres.

Pa aggregeret niveau vurderer fagudvalget, at veerdien af risankizumab ikke kan kategoriseres vedr.
livskvalitet sammenlignet med guselkumab (meget lav evidenskvalitet).

Vurdering af merveerdi vedr. SAEs

Vurdering ved uge 0-16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 samt VOYAGE 1 og 2 viste en relativ forskel pa
0,80 [0,19; 3,38], men pga. det brede konfidensinterval kan verdien af risankizumab vedr. SAEs forelgbigt
ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der oplever SAEs ved uge 16, er pa -0,4 procentpoint [-1,6; 4,6],
men pga. det brede konfidensinterval kan vardien af risankizumab vedr. livskvalitet ved uge 16 forelebigt
ikke kategoriseres.

Vurdering ved uge 16-52/0-48

Da der for SAEs ved denne tidshorisont kun foreligger absolutte estimater uden konfidensintervaller, kan
vaerdien af risankizumab vedr. SAEs ved uge 48/52 forelgbigt ikke kategoriseres sammenlignet med
guselkumab.

Pé aggregeret niveau vurderer fagudvalget, at veerdien af risankizumab ikke kan kategoriseres vedr. SAEs
sammenlignet med guselkumab (meget lav evidenskvalitet).

Fagudvalget vurderer, at den laengere opfelgningstid i VOY AGE-studierne muligvis vil betyde flere
registrerede alvorlige ugnskede haendelser. Fagudvalget vurderer dog, at dette ikke vil pévirke
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kategoriseringen af veerdien af risankizumab for dette effektmal, da kategoriseringen er baseret pa en naiv
sammenligning.

Af vasentlige SAEs, som er registreret i det samlede registreringsdataseaet for patienter i behandling med
risankizumab, kan navnes infektioner, cardiac events samt neoplasmer, og i alt er der registreret
behandlingsrelaterede SAEs for 1 % af patienter i behandling med risankizumab. Der ses ingen tydelig
sammenheeng mellem brug af risankizumab og specifikke uenskede haendelser (AEs), SAEs eller infektioner
frem til 52 uger [16]. Dog er der registreret 3 tilfeelde af legemiddelinduceret leverskade, og selvom
patienterne i disse tilfeelde enten led af leversygdom eller modtog anden medicinering, er hepatotoxicitet
inkluderet som en potentiel risikofaktor i Risk Management Plan for risankizumab. Der er i alt registreret 10
dedsfald (2 hjertesvigt, 1 hjertestop, 1 overdosis, 1 kreefttilfeelde, 1 pancreatitis, 1 epileptisk anfald, samt 3
dedsfald med ukendt arsag) blandt patienter i behandling med risankizumab [16].

Af vasentlige alvorlige uenskede handelser, som er registreret for guselkumab, er 2 alvorlige infektioner, 2
tilfelde af kreeft (bryst- og prostata-), 2 tilfzelde af nonmelanom hudkreeft og 1 tilfeelde af *'major adverse
cardiac events’ [17]. Der er registreret 6 dedsfald blandt patienter i behandling med guselkumab, men ingen
af disse er vurderet relateret til behandlingen [17].

Fagudvalget finder, at der ikke er grund til serlig bekymring eller overvejelser pa baggrund af ovenstdende
registreringer. Baseret pa informationerne angivet i legemidlernes EPAR sammenholdt med det faktum, at
bade risankizumab og guselkumab heemmer IL-23, vurderer fagudvalget, at der ikke umiddelbart er forskel
mellem risankizumab og guselkumab, hvad angar SAEs.

Vurdering af merveerdi vedr. behandlingsophar

Vurdering ved uge 16

Ansggers metaanalyse af resultaterne fra UltIMMa-1 og -2 samt VOYAGE 1 og 2 viste en relativ forskel pa
0,50 [0,16; 1,56], men pga. det brede konfidensinterval kan verdien af risankizumab vedr. behandlingsopher
forelabigt ikke kategoriseres.

Den absolutte forskel i andelen af patienter, der har registreret behandlingsopher ved uge 16, er pa -1,5
procentpoint [-2,5; 1,7]. Den gvre graense for konfidensintervallet ligger under den justerede mindste klinisk
relevante forskel pa 2,5 %, og baseret pa den absolutte effektforskel har risankizumab derfor forelebigt ingen
dokumenteret mervaerdi vedr. behandlingsopher ved uge 16.

Vurdering ved uge 48/52

Da der for behandlingsopher ved denne tidshorisont kun foreligger absolutte estimater uden
konfidensintervaller, kan vaerdien af risankizumab vedr. behandlingsopher ved uge 48/52 forelebigt ikke
kategoriseres sammenlignet med guselkumab.

Pa aggregeret niveau vurderer fagudvalget, at veerdien af risankizumab ikke kan kategoriseres vedr.
behandlingsopher sammenlignet med guselkumab (meget lav evidenskvalitet).

9.1.3 Evidensens kvalitet

Evidensens kvalitet af risankizumab sammenlignet med ustekinumab til voksne behandlingsnaive og -erfarne
patienter med moderat til svaer plaque psoriasis er samlet set vurderet som varende moderat.
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Evidensens kvalitet af risankizumab sammenlignet med guselkumab til voksne behandlingsnaive og -erfarne
patienter med moderat til sveer plaque psoriasis er samlet set vurderet som varende meget lav. Evidensens
kvalitet ved uge 12/16 er vurderet som varende lav. Evidensens kvalitet er ikke vurderet for den naive
indirekte sammenligning af risankizumab og guselkumab ved 48/52 ugers opfelgningstid, da datagrundlaget
ikke tillader en sammenligning (ingen evidens). Samlet vurderes evidensens kvalitet derfor som verende
meget lav, da fagudvalget overordnet har vaegtet kort og lang opfelgningstid lige hejt i vurderingen af
veerdien af risankizumab sammenlignet med guselkumab.

Der er udarbejdet evidensprofiler for hver af de to sammenligninger (risankizumab sammenlignet med hhv.
ustekinumab og guselkumab). Vurderingen af evidensens kvalitet er baseret pa den samlede
patientpopulation, da ansegger har angivet akkumulerede data for behandlingsnaive og behandlingserfarne
patienter. Fagudvalget vurderer, at selvom populationerne i studierne bestar af behandlingsnaive og -erfarne
patienter og afviger fra populationerne specificeret i de kliniske spergsmal, s forventes forskellen i
studiepopulationerne ikke at veere af klinisk betydning. Resultaterne pé effektmalene forventes derimod at
veere sammenlignelige i de 2 populationer, og fagudvalget nedgraderer derfor ikke evidensens kvalitet for
‘indirectness’.

For den direkte sammenligning mellem risankizumab og ustekinumab er evidensens kvalitet vurderet pd
baggrund af studierne UltIMMa -1 og -2. For effektmalet alvorlige uenskede hendelser er der nedgraderet
for *imprecision’, da konfidensintervallet er bredt og inkluderer bade negativ og positiv mervaerdi. For
effektmalet behandlingsopher er der nedgraderet for ‘inconsistency’, da der er uoverensstemmelse mellem
resultaterne i de to studier (heterogenitet) og for *imprecision’, da konfidensintervallet er bredt og inkluderer
bade negativ og positiv merverdi.

Til sammenligningen mellem risankizumab og guselkumab er der for effektmal med 16 ugers opfelgningstid
udarbejdet 2 GRADE-profiler, da der er foretaget en indirekte sammenligning med placebo som fzlles
komparator. Begge evidensprofiler giver anledning til moderat evidens. Hvor evidensen er nedgraderet, er
dette foretaget pa baggrund af 1 GRADE-domane ‘imprecision’, da konfidensintervallerne er brede og
inkluderer bade negativ og positiv verdi for effektmalet alvorlige uenskede hendelser. Dette geelder bade i
sammenligningen mellem risankizumab og placebo og i sammenligningen mellem guselkumab og placebo.
Samlet set er evidensens kvalitet vurderet som vaerende lav, da der yderligere er foretaget én samlet
nedgradering for ’indirectness’ grundet de indirekte sammenligninger.

Risiko for bias for studierne samt yderligere overvejelser vedrerende evidensens kvalitet kan ses i bilag 1.

Konklusion for klinisk spergsmal 1 og 2:
Sammenligning mellem risankizumab og ustekinumab:

I den samlede vurdering haefter fagudvalget sig ved, at der ved begge tidshorisonter (uge 12/16 og 52) er
fundet klinisk relevante forskelle mellem risankizumab og ustekinumab for det kritiske effektmal PASI75 og
de vigtige effektmal PASI90 og livskvalitet. Fagudvalget vurderer, at resultaterne samlet set tyder pa, at en
starre andel af patienterne opnar tilfredsstillende effekt af risankizumab sammenlignet med ustekinumab.

For det kritiske effektmal SAEs og det vigtige effektmél behandlingsopher vurderer fagudvalget, at
risankizumab og ustekinumab er sammenlignelige.

Det har ikke vaeret muligt at foretage en sarskilt vurdering af effekten af risankizumab hos behandlingsnaive
og -erfarne patienter. Vurderingen af den kliniske mervaerdi for risankizumab er derfor baseret pa en
patientpopulation bestdende af bade behandlingsnaive og -erfarne patienter. Pa baggrund af de tilgeengelige
data vurderer fagudvalget, at konklusionen er retvisende for begge patientgrupper.
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Samlet set vurderer fagudvalget derfor, at risankizumab til voksne (> 18 ar) behandlingsnaive og -erfarne
patienter med moderat til sveer plaque psoriasis, som er kandidater til 2. generations immunmodulerende
behandling og ikke har psoriasisartropati, giver en moderat mervaerdi sammenlignet med ustekinumab.
Evidensens kvalitet vurderes at vaere moderat.

Sammenligning mellem risankizumab og guselkumab:

Det er ikke muligt at kategorisere veerdien af risankizumab i forhold til guselkumab pa de definerede
effektmal pé grund af brede konfidensintervaller. Fagudvalget bemerker dog, at punktestimaterne i den
naive sammenligning ikke adskiller sig markant fra hinanden. Da begge l&gemidler heemmer IL-23 og har en
sammenlignelig bivirkningsfrekvens, vurderer fagudvalget derfor, at risankizumab og guselkumab er klinisk
ligeveerdige behandlingsalternativer.

Vurderingen af den kliniske mervardi for risankizumab sammenlignet med guselkumab er baseret pa en
patientpopulation bestaende af badde behandlingsnaive og -erfarne patienter, da det ikke har veret muligt at
foretage en serskilt vurdering i de to patientgrupper. Pa baggrund af de tilgaengelige data vurderer
fagudvalget, at konklusionen er retvisende for begge patientgrupper.

10 Andre overvejelser

Ansgger har leveret oplysninger om de laegemiddelhandteringsmaessige forhold, som specificeret i
protokollen for risankizumab:

e Mulighed for behandlingspause
e Mulighed for dosisreduktion/behandlingsintervalforlaengelse
e Forhold mellem initialdosis og vedligeholdelsesdosis.

Samlet set vurderer fagudvalget, at oplysninger om disse forhold ikke pavirker kategoriseringen af verdien
af risankizumab.

Vurderingen af de enkelte forhold er belyst nedenfor:

Mulighed for behandlingspause

Ansgger henviser til det kliniske studie IMMhance, som er et randomiseret, dobbeltblindet,
placebokontrolleret fase 3-studie med randomiseret behandlingspause og genbehandling. Patienter, som
modtog risankizumabbehandling, og som opnéede respons (SPGA < 2) i uge 28, blev rerandomiseret til enten
at fortsaette behandling med risankizumab eller skifte til placebo [16,18]. Ved behandlingssvigt (sSPGA > 3)
blev patienter i bade placeboarmen og i risankizumabarmen skiftet til open-label risankizumabbehandling i
uge 32. En vedvarende effekt af behandling blev mélt som sPGA 0/1. Mediantiden for tab af respons,
defineret som sPGA > 3, var for patienter, som skiftede til placebo, 288 dage/41 uger, hvilket var signifikant
forskelligt fra patienter i vedvarende risankizumabbehandling, hvor mediantiden for tab af respons ikke blev
opnaet. Mediantiden for tab af PASI90 var 209 dage/29 uger.

40 patienter, som i uge 28 blev randomiseret til placebo og tabte respons (SPGA > 3), blev genbehandlet med
mindst 1 dosis risankizumab. Ved uge 16 efter genbehandling genvandt 85 % (34/40) en sPGA pa 0/1 (clear
eller almost clear) [16]. Desuden fremgar det af EPAR’en, at 65 % af patienterne opnaede PASI90 ved uge
16 efter genbehandling, hvilket er lavere sammenlignet med naive patienter, som modtog behandling med
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risankizumab 1 begyndelsen af studiet [16]. [ del 1 af IMMhance-studiet opnéede 73,2 % (298/407) af
patienterne PASI90 ved uge 16. Til sammenligning opndede hhv. 229/304 (75,3 %) og 220/294 (74,8 %)
PASI90 efter 16 uger i UltIMMa-1 og UltIMMa-2-studierne.

Fagudvalget bemarker, at der for halvdelen af de patienter, som opherer behandling med risankizumab, er en
vedvarende effekt af behandling efter 41 ugers seponering. Fagudvalget noterer, at der i studiet er en hejere
andel patienter, som censureres, for medianen er ndet i placebogruppen sammenlignet med
risankizumabgruppen. Dette kan medfere en grad af usikkerhed omkring effekten. For de patienter, som
genstarter behandling, opnar 65 % PASI90 efter 16 uger, og 85 % opnér sPGA 0/1, hvilket indikerer, at der
er mulighed for at genskabe den kliniske effekt. Dog er andelen af patienter, som opnér effekt ved
genbehandling muligvis ikke lige sé stor som ved forstegangsbehandling.

Fagudvalget finder ikke anledning til, at oplysningerne vedr. behandlingspause pévirker kategoriseringen af
den kliniske merverdi.

Mulighed for dosisreduktion/behandlingsintervalforiengelse

Ansgger beskriver, at dosisregimet pa 150 mg i uge 0, 4 og derefter hver 12 uge er valgt pa baggrund af
resultaterne fra Population Pharmacokinetic and Exposure-Response-analysen for risankizumab [16].
Analysen inkluderede data fra et fase 1- og et fase 2-studie [16,19,20], og det kliniske behandlingsregime
blev understottet af data fra fase 3-studierne, hvor et maksimalt responsplateau blev opndet pé tvers af
endepunkter og subgrupper ved det godkendte behandlingsregime. I alternative farmakodynamik- og
farmakokinetikanalyser gav et behandlingsinterval pé 0, 4 og derefter hver 8. uge kun minimal mere effekt
end ved behandling ved hver efterfelgende 12. uge, mens der ved dosering hver efterfelgende 16. uge sés en
forringelse i effekt [16]. Anseger angiver desuden, at der ikke er udfert studier, som undersoger
dosisreduktion af forleengelse af intervaller med risankizumab.

Der er ikke angivet data for dosisreduktion, og fagudvalget finder, at anseger ikke har svaret pa dette
sporgsmal.

Fagudvalget finder, at de nuverende oplysninger ikke giver anledning til at overveje alternative
doseringsregimer og anbefaler at folge indikationen for risankizumab. Fagudvalget finder ikke anledning til,
at oplysningerne vedr. dosisreduktion/behandlingsintervalforleengelse pavirker kategoriseringen af den
kliniske merverdi.

Forhold mellem initialdosis og vedligeholdelsesdosis.

Ansgger beskriver, at formalet med induktionsdosis er, at patienten hurtigt far det bedre ved tidligt at oge
serumkoncentrationen. Ansgger angiver, at der er en hurtig stigning i effekt ved at give induktionsdoser ved
uge 4. I vurderingen af forholdet mellem initialdosis og vedligeholdelsesdosis har fagudvalget valgt at
vurdere data i UltIMMa-studierne efter 12 uger. Patienterne, der blev randomiseret til at modtage behandling
med risankizumab, fik induktionsdoser ved uge 0, 4 og derefter vedligeholdelsesdoser hver 12. uge. I
placebogruppen overgik patienterne efter uge 16 til behandling med vedligeholdelsesdoser med
risankizumab hver 12. uge og modtog dermed ikke induktionsdoser. Andelen af patienter, som opnar PASI90
12 uger efter forste dosis af risankizumab, kan ses i tabel 5.
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Tabel 5: Andel patienter, som opnar PASI90 12 uger efter forste dosis af risankizumab

Tidspunkt for behandling med PASI90
risankizumab
Studie UltIMMa-1 UltIMMa-2
Risankizumab, % Uge 0 0og 4 68 62
Placebo -> risankizumab, % Uge 0 52 67

Fagudvalget finder, at datagrundlaget er sparsomt, og der ikke er tilstreekkelige langtidsdata. Dog ser der
overordnet ikke ud til at veere en forskel pa de patienter, som modtager initialdosis ift. de patienter, som kun
modtager vedligeholdelsesdosis. Fagudvalget finder, at yderligere data er nedvendige, for denne
problemstilling kan vurderes fyldestgerende.

Fagudvalget finder ikke anledning til, at de tilgeengelige oplysninger vedr. initialdosis og
vedligeholdelsesdosis pavirker kategoriseringen af den kliniske merverdi.

11 Fagudvalgets vurdering af samlet veerdi og samlet evidensniveau

Fagudvalget vurderer, at risankizumab til voksne (> 18 ar) med moderat til sveer plaque psoriasis, som er
kandidater til 2. generations immunmodulerende behandling og ikke har psoriasisartropati, giver:

e Moderat mervaerdi sammenlignet med ustekinumab til behandlingsnaive og -erfarne patienter.
Evidensens kvalitet vurderes at vaere moderat.

Fagudvalget finder, at den samlede vaerdi af risankizumab sammenlignet med guselkumab ikke kan
kategoriseres. Fagudvalget vurderer dog, at risankizumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end guselkumab.

Fagudvalget finder desuden ikke, at forhold angdende muligheden for behandlingspause,
dosisreduktion/behandlingsintervalforleengelse eller forhold mellem initialdosis og vedligeholdelsesdosis
pavirker kategoriseringen af mervardien for risankizumab.

12 Radets vurdering af samlet vaerdi og samlet evidensniveau

Medicinradet vurderer, at risankizumab til voksne (> 18 &r) med moderat til svaer plaque psoriasis, som er
kandidater til 2. generations immunmodulerende behandling og ikke har psoriasisartropati, giver en moderat
merverdi sammenlignet med ustekinumab til behandlingsnaive og -erfarne patienter. Evidensens kvalitet
vurderes at vaere moderat.

Medicinradet finder, at den samlede veerdi af risankizumab sammenlignet med guselkumab ikke kan
kategoriseres. Medicinraddet vurderer dog, at risankizumab samlet set ikke har darligere effekt eller
sikkerhedsprofil end guselkumab.

13 Relation til eksisterende behandlingsvejledning

RADS-vejledningen fra 2016 har ligestillet adalimumab, secukinumab, ixekizumab og ustekinumab, der alle
anbefales som 1. linjebehandlinger begrundet i samme effekt pd hudsymptomer og sammenlignelige
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bivirkningsprofiler. Leegemidlerne brodalumab, guselkumab, certolizumab pegol og tildrakizumab er siden
anbefalet af Medicinradet og anses for at vaere klinisk ligestillede alternativer til de 1. linjebehandlinger, der
er vurderet af RADS.

Da RADS-vejledningen fra 2016 ikke leengere er geeldende, anses risankizumab ogsé som et klinisk
ligestillet alternativ til de gvrige ligestillede 1. linjebehandlinger. Denne ligestilling er geeldende, indtil
Medicinradets nuvaerende arbejde med at udarbejde en revideret behandlingsvejledning er afsluttet.
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16 Versionslog

Version Dato Zndring

1.1 25. oktober 2019 Indikationen i afsnittet ”Anvendelse af det nye leegemiddel” er rettet fra
”Risankizumab er ikke indiceret til patienter med psoriasis uden
ledgener (psoriasisartropati)” til ”Risankizumab er ikke indiceret til
patienter med psoriasis med ledgener (psoriasisartropati)”

1.0 25. september 2019 | Godkendt af Medicinradet.
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17 Bilag 1: GRADE-evidensprofiler

17.1 Cochrane Risk of Bias

UltIMMa 1 og 2
Risiko for bias for UltIMMal og 2 (NCT02684370; NCT02672852) [13]

Bias Risk of Elaboration
bias

Selection bias

Random sequence Low Patients were randomly assigned in a 3:1:1 ratio to receive risankizumab,

generation placebo followed by risankizumab or ustekinumab. Randomization was
stratified by weight and previous exposure to TNF inhibitor.

Allocation concealment | Low Interactive response technology was used for randomization and allocation.

Performance bias: blinding of participants and personnel. Assessment made for class of outcomes.

Patient-reported Low To maintain the blinding, a double-dummy strategy was used, wherein

outcomes: PASI, DLQI matching placebos were identical in appearance to either risankizumab or
ustekinumab.

Objective outcomes: Low Ibid.

Adverse events,

Withdrawal

irrespective of reason
Detection bias: blinding of outcome assessment. Assessment made for class of outcomes.

Patient-reported Low Nothing suggest blinding was unveiled during study.

outcomes: PASI, DLQI

Serious adverse events, | Low Nothing suggest blinding was unveiled during study.

Discontinuation

Attrition bias: Low Efficacy analysis was done in the intention-to-treat population (all randomized
incomplete outcome patients). Safety analyses included all patients who received >1 dose of study
data. Assessment made drug.

for class of outcomes. Missing efficacy data for categorical variables were handled with non-

responder imputation and for continuous variables with last observation
carried forward.

Reporting bias: Low Nothing suggests reporting bias due to selective outcome reporting, cf.
selective reporting clinicaltrials.gov.

outcome data.

Other bias Low No other concerns regarding potential risk of bias.

Overall bias Low Overall risk of bias judged low.
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VOYAGE 1
Risiko for bias for studie: VOYAGE 1 (NCT02207231) [14].
Bias Risk of | Elaboration
bias
Selection bias
Random sequence Low Patients were randomly assigned in a 2:1:2 ratio to receive guselkumab,
generation placebo followed by guselkumab or adalimumab.
Allocation Low Randomization generated via permuted block method.
concealment Central randomization was implemented using an interactive www response

system.

Performance bias: blinding of partici

pants and personnel. Assessment made for class of outcomes.

Adverse events,
Withdrawal
irrespective of reason

Patient-reported Low To maintain the blind, matching placebos were used.
outcomes: PASI, DLQI
Objective outcomes: Low Ibid.

Detection bias: blinding of outcome assessment. Assessment made for class of outcomes.

Patient-reported Low Nothing suggest blinding was unveiled during study.

outcomes: PASI, DLQI

Objective outcomes Low Ibid.

Adverse events,

Withdrawal

irrespective of reason

Attrition bias: Unclear | All randomized patients were included in the primary and secondary efficacy

incomplete outcome analyses; data analyzed by randomized treatment group. Safety analyses

data. Assessment made included all patients who received > 1 dose of guselkumab.

for class of outcomes. Patients who discontinued study agent due to lack of efficacy or an AE
worsening or who started a protocol-prohibited psoriasis treatment were
considered nonresponders (binary endpoints) or had baseline values carried
over (continuous endpoints). Other patients with missing data were considered
nonresponders for binary endpoints (nonresponder imputation). Because of
insufficient information on procedure and multiple imputation not used, risk of
bias is judged unclear.
DLQI response was specifically analyzed for patients with DLQI > 1 at
baseline (n = 320 for guselkumab, n = 319 for adalimumab), as pre-specified in
study protocol (clinicaltrials.gov). We consider this to be a deviation from
standard good practice, however due to only few patients being excluded from
these analyses (3-4,5 %) we do not consider that it has affected the results
substantially.

Reporting bias: Low Nothing suggests reporting bias due to selective outcome reporting, cf.

selective reporting clinicaltrials.gov.

outcome data.

Other bias Low No other concern regarding potential risk of bias.

Overall bias Low Overall risk of bias judged low.
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VOYAGE 2
Risiko for bias for studie: VOYAGE 2 NCT02207244 [15].
Bias Risk of | Elaboration
bias

Selection bias

Random sequence Low Patients were randomized 2:1:1 to guselkumab; placebo followed by

generation guselkumab; or adalimumab. At week 28, guselkumab-treated patients
achieving PASI 90 (responders) were rerandomized in a 1:1 ratio to guselkumab
or placebo.
Patients were randomized using a permuted block method at baseline.

Allocation Low Central randomization occurred using an interactive web-based response

concealment system.

Performance bias: blinding of participants and personnel. Assessment made for class of outcomes.

Patient-reported Low To maintain the blind, both guselkumab and adalimumab placebos were

outcomes: PASI, administered as necessary. Masking: Quadruple (Participant, Care Provider,

DLQI Investigator, Outcomes Assessor) (ClinicalTrials.gov).

Objective outcomes: Low Ibid.

Adverse events,

Withdrawal

irrespective of reason

Detection bias: blinding of outcome assessment. Assessment made for class of outcomes.

Patient-reported Low Adequate blinding.

outcomes: PASI, Nothing suggests that masking/blinding was unveiled during the study.

DLQI

Objective outcomes Low Ibid.

Adverse events,

Withdrawal

irrespective of reason

Attrition bias: Unclear | All randomized patients were included in the primary analysis and some

incomplete outcome secondary efficacy analyses according to their assigned treatment group. Safety

data. Assessment made analyses included all patients receiving at least 1 study agent administration (> 1

for class of outcomes. dose of guselkumab).
Patients who discontinued treatment due to lack of efficacy or an adverse event
[AE] of worsening of psoriasis or started a protocol-prohibited
medication/therapy to improve psoriasis were considered treatment failures.
Patients meeting treatment failure criteria before week 16 and patients not
returning for week-16 evaluation were considered nonresponders for the week-
16 primary end point. Statistical handling of missing data/nonresponders is not
clarified.
When assessing DLQI response, the percentage of participants who achieved a
DLQI score = 0 or 1 was analyzed for patients with baseline DLQI > 1 only (n =
491 for guselkumab; n = 246 at week 16), as specified in the study protocol
(Clinical Trials.gov).
We consider this to be a deviation from good clinical practice, however, as only
a few patients were excluded from these analyses (0.8-1 %), we do not consider
this to have substantially affected the results.

Reporting bias: Low Nothing suggests reporting bias due to selective outcome reporting, cf.

selective reporting clinicaltrials.gov.

outcome data.
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Other bias

Low

No other concern regarding potential risk of bias.

Overall bias

Low

Overall risk of bias judged low.

17.2 GRADE-evaluering af evidenskvaliteten til vurdering af den kliniske mervaerdi af

risankizumab

Kliniske sporgsmal:

1) Hvad er veerdien af risankizumab til voksne behandlingsnaive patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

2) Hvad er veerdien af risankizumab til voksne behandlingserfarne patienter med moderat til sveer
plaque psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?
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Question: [risankizumab] compared to [ustekinumab] for [psoriasis]

Certainty assessment Ne of patients Effect

Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other [risankizumab] | [ustekinumab] Relative G Certainty | Importance
studies design bias ¥ P considerations (95% Cl) (95% Cl)

PASI 75 (follow up: 12 weeks)

2 randomised not not serious not serious | not serious none 525/598 139/199 RR 1.26 182 more DDDD CRITICAL
trials serious (87.8%) (69.8%) (1.14 to per 1.000 HIGH
1.38) (from 98
more to 265
more)

PASI 90 (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 449/598 89/199 RR 1.68 304 more DDDD IMPORTANT
trials serious (75.1%) (44.7%) (1.43 to per 1.000 HIGH
1.97) (from 192
more to 434
more)

DLQI (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 396/598 89/199 RR 1.48 215 more DDDD IMPORTANT
trials serious (66.2%) (44.7%) (1.26 to per 1.000 HIGH
1.75) (from 116
more to 335
more)

Alvorlige ugnskede handelser (SAEs) (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 13/598 (2.2%) | 11/199 (5.5%) | RR 0.39 34 fewer ODDD CRITICAL
trials serious (0.18 to per 1.000 HIGH
0.86) (from 45
fewer to 8
fewer)
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2 randomised not serious @ not serious serious P none 7/598 (1.2%) 4/199 (2.0%) RR0.58 | 8fewerper | ®DOO | IMPORTANT
trials serious (0.17 to 1.000 LOW
1.97) (from 17
fewer to 19
more)
PASI 75 (follow up: 52 weeks)
2 randomised not not serious not serious | not serious none 548/598 146/199 RR 1.25 183 more (Sl ]4) CRITICAL
trials serious (91.6%) (73.4%) (1.14 to per 1.000 HIGH
1.36) (from 103
more to 264
more)
PASI 90 (follow up: 52 weeks)
2 randomised not not serious not serious | not serious none 486/598 94/199 RR 1.72 340 more DDDD IMPORTANT
trials serious (81.3%) (47.2%) (1.48 to per 1.000 HIGH
2.00) (from 227
more to 472
more)
DLQI (follow up: 52 weeks)
2 randomised not not serious not serious | not serious none 437/598 91/199 RR 1.60 274 more DDDD IMPORTANT
trials serious (73.1%) (45.7%) (1.36to per 1.000 HIGH
1.87) (from 165
more to 398
more)
Alvorlige ugnskede haendelser (follow up: 52 weeks)
2 randomised not not serious | not serious serious P none 29/598 (4.8%) | 8/199 (4.0%) | RR1.19 | 8 moreper | ®DHDO CRITICAL
trials serious (0.55 to 1.000 MODERATE
2.56) (from 18
fewer to 63
more)
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2 randomised not not serious

trials serious

not serious

serious P

none

28/598 (4.7%)

13/199 (6.5%)

RR 0.72
(0.38 to
1.36)

18 fewer
per 1.000
(from 41
fewer to 24
more)

0000
MODERATE

IMPORTANT

CI: Confidence interval; RR: Risk ratio

Explanations

a. Inkonsistens i retningen af resultaterne i UtIMMA-1 (til fordel for ustekinumab) og UtIMMA-2 (til fordel for risankizumab). Heterogeniteten kan

ikke forklares.

b. Konfidensintervallet indeholder bade positiv og negativ mervaerdi.
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Question: [risankizumab] compared to [placebo] for [psoriasis]

Certainty assessment Ne of patients “

Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other [risankizumab] | [placebo] Relative G Certainty | Importance
studies design bias v P considerations P (95% Cl) (95% Cl)

PASI 75 (follow up: 12 weeks)

2 randomised not not serious not serious | not serious none 525/598 18/200 RR9.76 788 more per DDDD CRITICAL
trials serious (87.8%) (9.0%) (6.27 to 1.000 HIGH
15.17) (from 474 more to
1.000 more)

PASI 90 (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 449/598 7/200 RR 21.46 716 more per DDDD IMPORTANT
trials serious (75.1%) (3.5%) (10.35to 1.000 HIGH
44.50) | (from 327 more to
1.000 more)

DLQI (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 396/598 12/200 RR 11.04 602 more per DDDD IMPORTANT
trials serious (66.2%) (6.0%) (6.36 to 1.000 HIGH
19.17) (from 322 more to
1.000 more)

Alvorlige ugnskede handelser (SAE) (follow up: 16 weeks)

2 randomised not not serious not serious serious @ none 13/598 (2.2%) 4/200 RR1.09 | 2 more per1.000 | ®DDHO CRITICAL
trials serious (2.0%) (0.36to | (from 13 fewer to | MODERATE
3.30) 46 more)

Behandlingsophgr (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 7/598 (1.2%) 8/200 RR 0.29 28 fewer per (G110 18) IMPORTANT
trials serious (4.0%) (0.11to 1.000 HIGH
0.80) (from 36 fewer to
8 fewer)

CI: Confidence interval; RR: Risk ratio

Explanations: a. Konfidensintervallet indeholder bade positiv og negativ verdi.
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Question: [guselkumab] compared to [placebo] for [psoriasis]

Certainty assessment Ne of patients Effect

Ne of Study Risk of Inconsistency | Indirectness | Imprecision Other [guselkumab] | [placebo] Relative G Certainty | Importance
studies design bias ¥ P considerations & P (95% Cl) (95% Cl)

PASI 75 (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 728/825 30/422 RR12.40 | 810 more per DOPD CRITICAL
trials serious (88.2%) (7.1%) (8.78 to 1.000 HIGH
17.52) (from 553
more to 1.000
more)

PASI 90 (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 588/825 11/422 RR 27.38 | 688 more per DOPD IMPORTANT
trials serious (71.3%) (2.6%) (15.25 to 1.000 HIGH
49.14) (from 371
more to 1.000
more)

DLQI (follow up: 16 weeks)

2 randomised not not serious not serious | not serious none 434/825 15/422 RR 14.82 491 more per DOPD IMPORTANT
trials serious (52.6%) (3.6%) (8.98 to 1.000 HIGH
24.47) (from 284
more to 834
more)

Alvorlige ugnskede handelser (follow up: 16 weeks)

2 randomised not not serious not serious serious ? none 16/825 6/422 RR 1.37 5 more per el @) CRITICAL
trials serious (1.9%) (1.4%) (0.54 to 1.000 MODERATE
3.48) (from 7 fewer
to 35 more)
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2

randomised
trials

not
serious

not serious

not serious

not serious

none

25/825
(3.0%)

22/422
(5.2%)

RR 0.58
(0.33 to
1.01)

22 fewer per
1.000
(from 35 fewer
to 1 more)

SODD
HIGH

IMPORTANT

CI: Confidence interval; RR: Risk ratio

Explanations:

a. Konfidensintervallet indeholder bade positiv og negativ veerdi.
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1 Basicinformation

Table 1 Contact information

obbvie

Name Anna Carlsson

Title Medical Manager

Area of responsibility Medical

Phone +45 42142840

E-mail Anna.carlsson@abbvie.com
Name Lars Eskildsen

Title Market Access Manager
Area of responsibility Market Access

Phone +45 42 14 28 55

E-mail lars.eskildsen@abbvie.com

Table 2 Overview of the pharmaceutical

Proprietary name Skyrizi™
Generic name Risankizumab
Marketing authorization holder in | AbbVie A/S
Denmark

ATC code LO4ACXX

Pharmacotherapeutic group

Immunosuppressants, interleukin inhibitors

Active substance(s)

Risankizumab is a humanised immunoglobulin G1 (IgG1) monoclonal antibody selective to
the interleukin (IL)-23 protein produced in Chinese Hamster Ovary cells using recombinant
DNA technology.

Pharmaceutical form(s)

Solution for injection. The product is available in packs containing 2 pre-filled syringes and 2
alcohol pads.

Mechanism of action

Risankizumab is a humanised immunoglobulin G1 (IgG1) monoclonal antibody that
selectively binds with high affinity to the p19 subunit of human interleukin 23 (IL-23)
cytokine without binding to IL-12 and inhibits its interaction with the IL-23 receptor complex.
IL-23 is a cytokine that is involved in inflammatory and immune responses. By blocking IL-23
from binding to its receptor, risankizumab inhibits IL-23-dependent cell signaling and release
of proinflammatory cytokines.

Dosage regimen

150 mg (two 75 mg injections) administered by subcutaneous injection at week 0, week 4,
and every 12 weeks thereafter.

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

Skyrizi™ is indicated for the treatment of moderate to severe plaque psoriasis in adults who
are candidates for systemic therapy.

medication

Other approved therapeutic No
indications
Will dispensing be restricted to Yes
hospitals?
Combination therapy and/or co- | No

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

Each pack contains 2 pre-filled syringes and 2 alcohol pads.

Orphan drug designation

No
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Abbreviations

ADA: Adalimumab

BL: baseline

BSA: Body surface area

Cl: Confidence Interval

Cl_low: Lower confidence Interval

Cl_high: Higher confidence Interval

DDS: Danish specialist organization guidelines
DLQI: Dermatology Quality of Life Index
EADV: European Academy of Dermatology and Venerology
EMA: European Medicines Agency

Eow: every other week

EPAR: European public assessment report
G1: Immunoglobulin G subclass 1

GUS: Guselkumab

IFNy: Interferon gamma

IL: Interleukin

LOCF: Last observation carried forward

NRI: Non-responder imputation

OLE: Open label extension

PASI: Psoriasis Area Severity Index

PBO: Placebo

PD: Pharmacodynamics

PK: Pharmacokinetics

PPASI: Palmoplantar Psoriasis severity index
PPD: Purified Protein derivative

Ps: Psoriasis

PsA: Psoriatic arthritis

obbvie
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PSS: Psoriasis Symptom Scale

PSSI: Psoriasis Scalp severity index

PY: Person years

RCT: Randomized controlled trial

RZB: Risankizumab

SAE: Serious Adverse Event

SC: Subcutaneously

SD: Standard Deviation

SE: Standard Error

SmPC: Summary of product Characteristics
sPGA: Static Physician Global Assessment
TB: Tuberculosis

TGFB: Tumor growth factor beta

TNFi: Tumor necrosis factor inhibitor

UST: Ustekinumab
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2 Summary

Risankizumab was approved by the European Commission on April 26" 2019 for the treatment of moderate
to severe plaque psoriasis in adults who are candidates for systemic therapy. This application presents the
basis for the evaluation of the clinically added value of risankizumab (Skyrizi ™) for the treatment of moderate
to severe plaque psoriasis in adults who are candidates for systemic therapy and do not have psoriatic
arthropathy.

Risankizumab is a selective p19/IL-23 inhibitor that binds with high affinity to its target, presenting
advantages in efficacy and safety compared to currently approved products, at a maintenance dosing four
times per year.

In the Medicines Council protocol of March 20™ 2019 two comparators were chosen to evaluate the added
value of risankizumab against; ustekinumab and guselkumab.

The meta-analysis based on data from the two phase 3 studies, UItIMMA-1 and -2 where risankizumab was
studied head to head with ustekinumab demonstrates:

e Significantly higher response rates, both in relative and absolute terms, on PASI75, PASI90 and
DLQI(1/0) and in addition lower rate of SAE in 12-16 weeks data

e Significantly higher response rates, both in relative and absolute terms, on PASI75, PASI90 and
DLQI(1/0) in 1 year data

The indirect therapy comparison against guselkumab on phase 3 data, showed that there was no significant
difference between the two therapy options in relative or absolute terms on 12-16 weeks data.

The narrative analysis of phase 3 data at 52 weeks and 48 weeks for risankizumab and guselkumab
respectively, showed that across the three efficacy outcomes (PASI75, PASI90 and DLQI (1/0)) risankizumab
had higher success rates compared to guselkumab and that discontinuation rates were considerably lower
for risankizumab compared to guselkumab.

Summary of data:

e Up to 60% of patients achieve complete skin clearance (PASI 100) with risankizumab after 1 year
while 81-82 % reached PASI 90

e Inpatients reaching PASI 90 during the first 16 weeks with risankizumab or ustekinumab, significantly
more maintains PASI 90 on risankizumab at week 52

e Rates of adverse events (AEs) and serious AEs are generally comparable with those observed in
patients receiving placebo or ustekinumab

Clinical question: What is the value of risankizumab for adult therapy experienced/naive patients with
moderate to severe plaque psoriasis, who are candidates for 2nd generation immunomodulatory drugs
without psoriatic arthropathy?

Answer: The assessment of added value presented in this application shows that risankizumab wvs.
ustekinumab generally has moderate to high added value in the short- and long term, whereas risankizumab
vs. guselkumab in the short term shows no documented added value and in the longer term has numerically
higher rates of PASI75, PASI90 and DLQI (1/0) as well as lower rates of discontinuation.
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3 Literature search

A systematic literature search was conducted according to the criteria set out by the Medicines Council
protocol of March 20" 2019 to reveal data to answer the clinical questions:

1. What is the value of risankizumab for adult therapy naive patients with moderate to severe plaque
psoriasis, who are candidates for 2" generation immunomodulatory drugs without psoriatic
arthropathy?

2. What is the value of risankizumab for adult therapy experienced patients with moderate to severe
plaque psoriasis, who are candidates for 2" generation immunomodulatory drugs without psoriatic
arthropathy?

For both clinical questions risankizumab 150mg s.c. in week 0, 4 and thereafter every 12 weeks was to be
compared to:

e Ustekinumab 45mg/90mg s.c. depending on weight in week 0, 4 and thereafter every 12 weeks
e Guselkumab, 100mg s.c. in week 0, 4 and thereafter every 8 weeks

For both clinical questions the outcomes were: PASI75, PASI90, DLQI, SAEs and drug discontinuation
evaluated in the short term week 12-16 and in the longest feasible time horizon.

Searches were performed on March 28™ 2019. For practical reasons searches were divided into searches for
direct comparisons between risankizumab and the two comparators respectively and indirect comparisons
between risankizumab and the two comparators respectively. Details of the searches can be found in
Appendix A, including in- and exclusion criteria, search terms and strategy.

Results

A total of 177 potentially relevant references were identified through searching MEDLINE and CENTRAL (see
Appendix 7.1). A total of 29 reference duplicates were identified and 148 references were subsequently
screened, 128 records were excluded based on titles and abstracts and 20 published full-text papers were
subsequently assessed for eligibility. Of these, 15 references were excluded in full text review. A hand search
for conference proceedings to cover the “Additional considerations” part of the protocol, resulted in
additional 4 references being added. In total, 9 references reporting results of 6 studies were included. The
PRISMA flow diagram is shown in appendix 7.1.2.

3.1 Relevant studies

Table 1: Relevant studies included in the assessment of risankizumab vs. ustekinumab

Reference (title, Trial name NCT number Dates of study (start and Relevant for clinical
author, journal, year) expected completion date) question
Gordon KB, et al. UltiMMa 1 NCT02684370 Start: February2016 land?2
2018(1) Complete: August 2017
UltiIMMa 2 NCT02684357 Start: March 2016
Complete: September 2017
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Table 2: Relevant studies included in the assessment of risankizumab vs. guselkumab

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

Blauvelt et al. 2017 VOYAGE-1 NCT02207231 November 2014 —September land2

(3) 2015

Reich et al. 2017(4) VOYAGE-2 NCT02207244 November 2014— October 2015 | 1 and 2

3.2 Main characteristics of included studies

The efficacy and safety of risankizumab has been evaluated in a comprehensive phase 3 program in 2,109
subjects, consisting of four phase 3-studies. Three of the studies were controlled by active comparators that
are used as standard therapy options in clinical practice in Denmark; adalimumab and ustekinumab. All
patients from these trials could enroll in an open label extension study,”LIMMitless”, where active treatment
with risankizumab was used in up to 5 years of continuous treatment.

Figure 1: Phase 3 study program for risankizumab

ultimma-1 ultimma-2 hance vent
1311.3 1311.28 1311.4 1311.30
CT.gov Identifier NCT02684370 NCT02684357 NCT02672852 NCT02694523
1.Risankizumab: 150mg 1.Risankizumab: 150mg L.Risankizumab: 150mg
1.Risankizumab: 150mg .
Arms 2.Ustekinumab : 45/90mg 2.Ustekinumab : 45/90mg 2.Adalimumab: 80mg at
2.Placebo week 0, then 40mg
3.Placebo 3.Placebo Q2w
52 weeks 52 weeks 104 weeks 48 weeks
Duration Primary @ 16 weeks Primary @ 16 weeks Primary @ 16 weeks Primary @ 16 weeks
Secondaries @ 52 weeks Secondaries @ 52 weeks Secondaries @ 52 weeks Secondaries @ 44 weeks
Total: 506 Total: 491
. Risankizumab: 304 Risankizumab: 294 . ToFal. 500 . Ta}al. 605
Sample Size ) ) Risankizumab: 400 Risankizumab: 301
Ustekinumab: 100 Ustekinumab: 99 .
Placebo: 100 Adalimumab: 304
Pbo: 102 Pbo: 98

PASI 90 and sPGA 0/1 @ PASI 90 and sPGA 0/1 @ PASI 90 and sPGA 0/1 @ PASI 90 and sPGA 0/1 @

Primary Endpoints week 16 (vs pbo) week 16 (vs pbo) week 16 (vs pbo) week 16 (vs ada)

Patients from all four phase 3 studies enroll into the open-label extension study
(LiMMitless/M15-997/NCT03047395)

N =2102

Based on the Medicines Council protocol of March 20™" 2019, the data included in the application originate
from the studies; UltIMMa-1 and -2.

The main characteristics of included studies are summarized in tables A2, appendix 7.1.4.

3.2.1 UltIMMa-1 and UltIMMa-2 study characteristics

UltIMMa-1 and UltIMMa-2 were replicate phase 3, randomized, double-blind, placebo-controlled and active
comparator-controlled trials conducted at 139 sites in Europe, Asia and North America. The main objectives
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of both studies were to assess the efficacy and safety of risankizumab, compared with ustekinumab and
placebo in subjects with moderate to severe chronic plaque psoriasis(1).

Patients (997 patients; 506 in UItIMMA-1 and 491 in UItIMMA-2) were stratified by weight and previous
exposure to tumor necrosis factor inhibitor and randomly assigned (3:1:1) to receive 150 mg risankizumab,
45 mg or 90 mg ustekinumab (weight-based per label), or placebo (Figure 2). Following the 16-week double-
blind treatment period (part A), patients initially assigned to placebo switched to 150 mg risankizumab at
week 16; other patients continued their originally randomized treatment (part B, double-blind, weeks 16—
52)(1).

Interactive response technology was used for randomization and patients, investigators and study personnel
remained masked until study completion. A double-dummy strategy was used to maintain blinding, keeping
risankizumab or ustekinumab and placebo identical in appearance(1).

Primary Endpoints

e Achievement of > 90% reduction from baseline PASI score (PASI 90) at Week 16
e Achievement of a SPGA score of clear or almost clear at Week 16

Figure 2: UltIMMa-1 and -2 study design
Part A Part B

vv h 4 h 4

Risankizumab 150 mg
Weeks 0, 4, 16, 28, and 40

e
Weeks 0, 4, 16, 28, and 40
3:1:1
Vv AV
Placebo Risankizumab 150 mg
Weeks 0 and 4 Weeks 16, 28, and 40
1

I I I I I I I I I
Visit Week O 4

Co-Primary Endpoints

LE
< - (Study completers had
(PASI 50, SPGA 0/1) option to enter OLE)

Dose Key Secondary Endpoints

Key Secondary Endpoints

OLE = Open Label Extension; PASI = Psoriasis Area and Severity Index; sPGA = static Physician’s Global Assessment.

The populations included in the studies reflects the Danish population including experience with biologic
treatment. Thus 34-41% of patients had previous exposure to biologic therapy(1).

For more details on study characteristics, see Appendix 7.1.4.

3.2.2 VOYAGE 1 and 2 study characteristics

VOYAGE 1 and VOYAGE 2 were placebo- and active-comparator controlled studies with identical study
designs through week 24, to assess the efficacy, safety, pharmacokinetics, and immunogenicity of
guselkumab in subjects with moderate to severe plaque psoriasis who are candidate for phototherapy or
systemic therapy (Figure 3 and 4). The designs diverge beyond Week 24, with each study addressing a distinct
aspect of psoriasis treatment between week 24 and 48. In the VOAYGE 1 study, treatment of subjects
randomized to guselkumab and adalimumab continued through week 48 to allow for an evaluation of the
durability of response and comparative efficacy and safety during one year of continuous treatment. VOYAGE
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2 incorporated randomized withdrawal and retreatment design elements from week 28 and beyond, to
assess the efficacy and safety of guselkumab maintenance dosing relative to withdrawal of treatment in PASI
90 responders. VOYAGE 2 also provides efficacy and safety information on adalimumab PASI 90 non-
responders who transitioned to guselkumab treatment at week 28(3, 4).

Figure 3: VOYAGE 1 study design

Screening Placebo-controlled Blinded Active Treatment ?:g:l_
Group 1 : ;
(n=329) Guselumab 100mg Wk 0, 4 q8w
?rﬂm )2 ®-—) Placebo Guselkumab 100 mg Wk 16, 20 q8w
n= O q .
Group 3 Adalimumab (ADA) gow
(n=334) X v '
L1 | | | S
| J I | -
Weeks 0 4 16 24 48
Primary Secondary DBL Secondary
Endpoint  Endpoint Endpoint
vs. PBO vs. ADA vs. ADA
T Guselkumab Injection ﬂ‘ T T 1‘ T ‘1‘ T‘
T PBO - Gus Injection T ‘1‘ 1‘

§ Adsimumab njecton M A AP AP AAAAA AL A AAN DALY

Abbreviations: ADA: adalimumab; Gus: Guselkumab; PBO: Placebo; Q8W: every 8 weeks; qow: every other week. Source:
Medicinradets Anbefalingsrapport Guselkumab Psoriasis

Figure 4: VOYAGE 2 study design

Active Comparator Controlled Randomized Withdrawal and
Screenin
9 Placebo Controlled I Retreatment
: 1
: PBO withdrawal followed by GUS -
¢ retreatment upon loss of responset |
Group 1 e Guselkumab (GUS) 0, 4 q8w Continue GUS q8w
(n=496)
H h Continue GUS q8w
’ P :
G 2 Re*_! PBO wiﬂldrmllf:l-w.' by HIS‘
roup Gus y retreatment upon responset
(n=248) ® - Placebo (PBO) P .
. | NR* Continue GUS g8w
: i 1 H
1} ' i :
Re* |  pBo withdrawal followed by GUS
Group 3 ) I upon loss of 1
— Adalimumab (ADA) qow '
(n=248) : o Initiate GUS 0, 4
; 4 8w
: ' ] H
1 |
L1 | L l >
L I L
Weeks 0 4 16 24 28 48
Primary Secondary *Responders (Re)=2PASI 90 DBL
Endpoint dpoi * s (NR)=<PASI 90
vs. PBO vs. ADA
Guselkumab Injection & 4 A A

tUpon loss of =250% of improvement in PAST
PBO — GUS Injection A A A achieved at Week 28—reinitiate guselkumab

Adalimumab Injection MAADLA DA DA ALAALA

Abbreviations: ADA: adalimumab; Gus: Guselkumab; PBO: Placebo; NR: non-responders; Re: responders Q8W: every 8 weeks; qow:
every other week. Source: Medicinradets Anbefalingsrapport Guselkumab Psoriasis
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For more details on study characteristics, see Appendix 7.1.4.

4 Clinical questions

Following the Medicines Council protocol of March 20" 2019 two clinical questions were posed:

e Q1: What is the value of risankizumab for adult therapy naive patients with moderate to severe
plaque psoriasis, who are candidates for 2nd generation immunomodulatory drugs without psoriatic
arthropathy?

e (Q2: What is the value of risankizumab for adult therapy experienced patients with moderate to
severe plaque psoriasis, who are candidates for 2nd generation immunomodulatory drugs without
psoriatic arthropathy?

Intervention:
e Risankizumab 150 mg s.c. in week 0, 4 and thereafter every 12 weeks
Comparators:

e Ustekinumab 45mg/90mg s.c. depending on weight in week 0, 4 and thereafter every 12 weeks
e Guselkumab, 100 mg s.c. in week 0, 4 and thereafter every 8 weeks

Outcomes:
e PASI75
e PASI90
e DLQI
e SAEs

e Drug discontinuation

As per the Medicines Council protocol of March 20™ 2019, the questions will be evaluated in the short term,
week 12-16, and in the longest feasible time horizon.

In addition to the two clinical questions listed above, the Medicines Council protocol of March 20 2019
included additional considerations regarding the assessment of therapeutic value of risankizumab, these
included;

e Data on treatment interruptions
e Documentation on dose reductions or extensions of dose intervals
e Documentation regarding the relationship between initial and maintenance dose

No published study results are yet available for risankizumab or guselkumab that enables analysis of the
specific value of risankizumab in populations who are 100% therapy-naive or 100% therapy-experienced
respectively. Therefore, it has been chosen to conduct one single comparative analysis of the patient
populations included in the UltIMMa-1 and UltIMMa-2 studies. For question 2 regarding clinical value in
therapy experienced patients, the IMMvent study covers adalimumab treated non-responders (<PASI50 after
16 weeks) and partial responders (PASI50- <PASI90 after 16 weeks).
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4.1.1 Presentation of relevant studies

UltiMMa-1 and -2

UltIMMa-1 and UltIMMa-2 were replicate, randomized, double-blind, placebo-controlled and active
comparator-controlled trials. These trials will be used for direct and indirect comparison(1).

Please see 4.2.1 for further descriptions.

VOYAGE 1 and VOYAGE 2

VOYAGE 1 and VOYAGE 2 were placebo- and active-comparator controlled studies with identical study
designs through Week 24, to assess the efficacy, safety, pharmacokinetics, and immunogenicity of
guselkumab. These trials will be used for indirect comparison(3, 4).

Please see 4.2.3 for further descriptions.

4.1.2 Results per study

The detailed results from the included studies are summarized in Appendix 7.1.5 in tables A3. Here only the
results used in the comparative analysis are presented. The clinical question is divided into four parts
depending on time horizon and comparator.

Table 3: Ustekinumab and risankizumab study results by outcome, week 12-16

Sludvinams PASI 75, 12 PASI 90, 16 pLQI (0/1), 16 SAE, 16 | Discontinuation,
(Author Treatment N
) weeks weeks weeks weeks 16 weeks
n % n % n % n % n %
Risankizumab | 500 | 5e0 | g6.8% | 220 | 753% | 200 | 65.8% | 7 |23%| s 1.6%
UltiMMa 1 | 150mg
(Gordon | Ustekinumab o o o o o
2018)(1) | 45/90 mg 100 | 70 | 700% | 42 | 420% | 43 | 430% | 8 |80%| 1 1.0%
Placebo 102 | 10 9.8% 5 4.9% 8 78% | 3 |29%| 4 3.9%
Risankizumab | o/ | 561 | g3.8% | 220 | 74.8% | 196 | 667% | 6 |20%| 2 0.7%
UltIMMa 2 | 150mg
(Gordon | Ustekinumab o o 0 o o
2018) (1) | 45/50 mg 99 69 | 69.7% | 47 | 475% | 46 | 465% | 3 [3.0%| 3 3.0%
Placebo 98 8 8.2% 2 2.0% 4 41% | 1 | 1.0% | 4 4.1%
Table 4: Guselkumab and risankizumab study results by outcome, week 12-16
UL PASI 75, 16 DLQI(0/1),16 | SAE, 16 Discontinuation
name ! PASI 90, 16 week ! ¢ !
(Author Treatment N week* week week 16 week
year) (ref)
n % n % n % n % n %
Guselkumab 329 | 300 | 91.2% | 241 | 733% | 180 | 547% | 8 |24% | 7 2.1%
VOYAGE-1 | 100 mg
(Blauvelt | Adalimumab o o o 0 o
2017)3) | 40 mg EOW 334 | 244 | 731% | 166 | 49.7% | 123 | 368% | 6 |1.8% | 10 3.0%
Placebo 174 | 10 5.7% 5 2.9% 7 40% | 3 | 17%| 7 4.0%
fgger:]kg“mab 496 | 428 | 863% | 347 | 70.0% | 254 | 51.2% | 8 | 16% | 18 | 3.6%
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ST PASI 75, 16 DLQI(0/1),16 | SAE, 16 Discontinuation,
name PASI 90, 16 week
il Treatment N week* week week 16 week
year) (ref)
n % n % n % n % n %
X&T&GE'Z ﬁg‘::rgn:gnvavb 248 | 170 | 685% | 116 | 46.8% | 96 | 387% | 6 |24% | 11 4.4%
2017)(4) | Placebo 248 | 20 8.1% 6 2.4% 8 32% | 3 | 12% | 15 6.0%
UMM 1 E';g;';'zumab 304 | 264 | 86.8% | 229 | 753% | 200 | 65.8% | 7 |23%| 5 1.6%
(Gordon Ustekinumab o o o o o
2018)1) | 45/90 mg 100 | 70 | 700% | 42 | 420% | 43 | 430% | 8 |80%| 1 1.0%
Placebo 102 | 10 9.8% 5 4.9% 8 78% | 3 |29%| 4 3.9%
UltMMa 2 i{'ssgr’;kg'zumab 294 | 261 | 888% | 220 | 748% | 196 | 66.7% | 6 |20%| 2 0.7%
(Gordon | Ustekinumab o o o o o
2018)(1) | 45/50 mg 99 69 | 69.7% | 47 | 475% | 46 | 465% | 3 |3.0%| 3 3.0%
Placebo 98 8 8.2% 2 2.0% 4 41% | 1 | 1.0% | 4 4.1%

Note: *PASI 75 at week 12 for risankizumab

Table 5: Ustekinumab and risankizumab study results by outcome, week 52

Study
name Treatme N p:;‘t PASI 75, 52 PASI 90, 52 DLQl (0/1), 52 SAE, week | Discontinuation,
(Author nt B weeks weeks weeks 16-52* week 16-52
year) (ref)
n % n % n % n % n %
Risankizu
mab 304 | 297 279 91.8% 249 81.9% 229 75.3% 16 | 5.4% 13 4.3%
UltiMMa 1 | 150mg
(Gordon Ustekinu
2018)(1) mab 100 | 99 70 70.0% 44 44.0% 47 47.0% 4 4.0% 6 6.0%
45/90 mg
Placebo 102 | 97 NA NA NA NA NA NA NA NA NA NA
Risankizu
mab 294 | 291 269 91.5% 237 80.6% 208 70.7% 13 15 5.1%
4.5%
UltiIMMa 2 | 150mg
(Gordon  Ustekinu
2018)(1) mab 99 94 76 76.8% 50 50.5% 44 44.4% 4 4.3% 7 7.1%
45/90 mg
Placebo 98 94 NA NA NA NA NA NA NA NA NA NA

Note: *rates are based on the N, part B

4.1.3 Comparative analyses

Risankizumab was directly compared with ustekinumab in two phase llI-trials, UltIMMa-1 and -2. All primary
and secondary endpoints were met and with a similar safety profile as ustekinumab(1). As per the Handbook
of the Medicines Council’s process and methodologies for new pharmaceuticals and indication expansions
version 2.2(5), a meta-analysis summarizing the results of the two studies has been performed using ReVMan
5.3(6).

Risankizumab has not been directly compared to guselkumab in any published randomized trials. As per the
Handbook of the Medicines Council’s process and methodologies for new pharmaceuticals and indication
expansions version 2.2(5), an indirect comparison between risankizumab and guselkumab has been
performed based on Buchers methodology(7) applied to meta-analyses across UltIMMa-1 and -2 and Voyage-
land-2.
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Table 6: Results of meta-analysis of included outcomes for risankizumab vs. ustekinumab, 12-16 weeks

Methodo

Outcome Studies -logy Risankizumab/Ustekinumab RR Absolute difference (AD) Event
(FE/RE) rate*

RR Cl_low | CI_high | P value AD Cl_low | Cl_high | P value
PASI7S ULZI:Q'\;AI FE 1.26 1.14 1.38 <0.00001 18.2% 9.8% 26.5% | <0.00001 | 69.8%
D.O. RE 1.26 1.14 1.38 <0.00001 18.2% 9.8% 26.5% | <0.00001 | 69.8%
PASIS0 D.O. FE 1.68 1.43 1.97 <0.00001 30.4% 19.2% | 43.4% | <0.00001 | 44.7%
D.O. RE 1.67 1.42 1.96 <0.00001 30.0% 18.8% | 42.9% | <0.00001 | 44.7%
bLal D.O. FE 1.48 1.26 1.75 <0.00001 21.5% 11.6% 33.5% | <0.00001 | 44.7%
D.O. RE 1.48 1.25 1.74 <0.00001 21.5% 11.2% 33.1% | <0.00001 | 44.7%
SAE D.O. FE 0.39 0.18 0.86 0.02 -3.4% -4.5% -0.8% 0.02 5.5%
D.O. RE 0.38 0.17 0.86 0.02 -3.4% -4.6% -0.8% 0.02 5.5%
Discontinu D.O. FE 0.58 0.17 1.97 0.38 -0.8% -1.7% 1.9% 0.38 2.0%
ation D.O. RE 0.56 0.08 3.95 0.59 -0.9% -1.8% 5.9% 0.59 2.0%

Note: RE (Random Effects estimate), FE (Fixed Effects estimate). * assumed event rate based on event rate for ustekinumab patients in ULtIMMa 1
and 2. (1, 6)

Across the three efficacy outcomes, the meta-analyses demonstrate significantly better results for
risankizumab compared to ustekinumab. The lower confidence estimates on the absolute difference is
well above the adjusted least clinically relevant difference of 7.5% set out in the protocol. For the SAE
and discontinuation outcomes, risankizumab in comparison with ustekinumab the analyses do not show
any significant benefit.

Both the fixed- and random effects estimates are reported for the meta-analyses using the Mantel-Haenszel
risk ratio with 95% confidence intervals in both fixed effects and random effects models in ReVman 5.3 (see
Forest plots included in appendix 7.3)(6). As expected for the two repeated UltIMMa trials, the statistics on
heterogeneity confirms that heterogeneity is not an issue (see appendix 7.2 and 6.3).

Absolute effects, defined as risk-difference assuming ustekinumab event rate across the UltIMMa-1 and -2
trials were calculated using the estimated risk ratio from the meta-analyses (see appendix 7.2 for further
descriptions on statistical methodology).

Table 7: Results of indirect treatment comparison of included outcomes for risankizumab vs.
guselkumab, 12-16 weeks

i Methodolo . .
Outcome Studies (FE/RE) Y Risankizumab/Guselkumab RR Absolute difference (AD) Even:
RR Cl_low | CI_high AD Cllow | Clhigh | ™
ULTIMMA1
and 2 FE 0.79 0.45 1.38 -18.8% -48.6% 33.4% | 88.2%
PASI75 VOYAGE 1
and 2
D.O. RE 0.79 0.44 1.41 -18.4% -49.0% 35.9% 88.2%
PASIS0 D.O. FE 0.78 0.31 2.00 -15.4% -49.3% 71.0% 71.3%
D.O. RE 0.74 0.27 2.01 -18.6% -51.9% 71.7% 71.3%
bLQl D.O. FE 0.74 0.35 1.57 -13.4% -34.0% 30.0% 52.6%
D.O. RE 0.72 0.32 1.63 -14.5% -35.7% 33.2% 52.6%
SAE D.O. FE 0.80 0.19 3.38 -0.4% -1.6% 4.6% 1.9%
D.O. RE 0.74 0.17 3.22 -0.5% -1.6% 4.3% 1.9%
Discontinuation D.O. FE 0.50 0.16 1.56 -1.5% -2.5% 1.7% 3.0%
D.O. RE 0.52 0.16 1.64 -1.5% -2.5% 1.9% 3.0%

Note: RE (Random Effects estimate), FE (Fixed Effects estimate). * assumed event rate based on event rate for guselkumab patients across the
Voyage-1 and-2 trials. (1, 3, 4, 6)
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For both the efficacy outcomes and the SAE and discontinuation outcomes, the analyses do not show any
significant benefit for risankizumab in comparison with guselkumab.

The numerically negative, but non statistically significant results for the indirect comparison of risankizumab
vs. guselkumab are mainly explained by substantially higher response rates in the placebo arm of the
UltIMMa-1 trial. The response rates in this placebo arm is approximately double of the placebo arms in
UltIMMa-2 and Voyage-1 and -2. Except for PASI75, risankizumab has consistently higher response rates for
efficacy outcomes based on the UltIMMa and Voyage trials. An unadjusted risk ratio of the response rates
across the UltIMMa and Voyage trials would result in RR’s of; 0.99, 1.05 and 1.22 for PASI75, PASIS0 and DLQI
(0/1) respectively for risankizumab vs. guselkumab based on the numbers in Table 4.

Both the fixed- and random effects estimates are reported for the meta-analyses using the Mantel-Haenszel
risk ratio with 95% confidence intervals in both fixed effects and random effects models in ReVman 5.3 (see
Forest plots included in appendix 7.3)(6). As expected for the two repeated UltIMMa trials, and the Voyage-
1 and-2 trials the statistics on heterogeneity confirms that heterogeneity is not an issue (see appendix 7.2
and 6.3).

Based on the meta-analyses across the UltIMMa trials, and the Voyage-1 and-2 trials of the effects of
risankizumab vs. placebo and guselkumab vs. placebo respectively, the methodology developed by Bucher
et al(7) has been applied (see appendix 7.2 for further descriptions on statistical methodology).

Absolute effects, defined as risk-difference assuming ustekinumab event rate across the UltIMMa-1 and -2

trials were calculated using the estimated risk ratio from the meta-analyses (see appendix 7.2 for further
descriptions on statistical methodology).

Table 8: Results of meta-analysis of included outcomes for risankizumab vs. ustekinumab, 52 weeks

Methodol
O:‘t:o Studies e:FEO;:é;) gy Risankizumab/Ustekinumab RR Absolute difference (AD) Event
*
RR | Cl_low | Cl_high] Pvalue | AD | Cl_low |Clhigh| Pvalue | "¢
ULTIMMA
PASI7S | M FE 125 | 1.14 | 136 |<0.00001|183% | 10.3% | 26.4% | <0.00001 | 73.4%
* %k
D.O. RE 124 | 113 | 136 |<0.00001| 17.6% | 9.5% | 26.4% | <0.00001 | 73.4%
oAsion | D:O- FE 172 | 148 | 2.00 |<0.00001| 34.0% | 22.7% | 47.2% | <0.00001 | 47.2%
D.O. RE 171 | 147 | 199 |<0.00001|335% | 22.2% | 46.8% | <0.00001 | 47.2%
bl D.O. FE 160 | 136 | 1.87 |<0.00001| 27.4% | 16.5% | 39.8% | <0.00001 | 45.7%
D.O. RE 160 | 136 | 1.87 |<0.00001| 27.4% | 16.5% | 39.8% | <0.00001 | 45.7%
SAE D.O. FE 119 | 055 | 2.56 065 | 0.8% | -1.8% | 6.3% 065 | 4.0%
k
i‘g’iez) D.O. RE 119 | 055 | 255 066 | 0.8% | -1.8% | 6.2% 066 | 4.0%
Discont|  D.O. FE 072 | 038 | 136 031 | -1.8% | -41% | 2.4% 031 | 65%
'"“:‘“0 D.O. RE 072 | 038 | 136 031 | -1.8% | -41% | 2.4% 031 6.5%

Note: RE (Random Effects estimate), FE (Fixed Effects estimate). * assumed event rate based on event rate for ustekinumab patients in ULtIMMa 1
and 2. ** PASI 75 results based on SmPC(1, 6)
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Across the three efficacy outcomes, the meta-analyses demonstrate significantly better results for
risankizumab compared to ustekinumab. The lower confidence estimates on the absolute difference is
well above the adjusted least clinically relevant difference of 7.5% set out in the protocol. For the SAE
and discontinuation outcomes, risankizumab in comparison with ustekinumab the analyses do not show
any significant benefit.

Both the fixed- and random effects estimates are reported for the meta-analyses using the Mantel-Haenszel
risk ratio with 95% confidence intervals in both fixed effects and random effects models in ReVman 5.3 (see
Forest plots included in appendix 7.3)[5]. As expected for the two repeated UltIMMa trials, and the Voyage-
1 and-2 trials the statistics on heterogeneity confirms that heterogeneity is not an issue (see appendix 7.2
and 6.3).

Absolute effects, defined as risk-difference assuming ustekinumab event rate across the UltIMMa-1 and -2
trials were calculated using the estimated risk ratio from the meta-analyses (see appendix 7.2 for further
descriptions on statistical methodology).

4.1.4 Added value

Following the Medicines Council protocol of March 20™ 2019, the adjusted least clinically relevant difference
for all outcomes in the protocol are 7.5% absolute difference applied for the relevant confidence limits,
except for SAEs where 2.5% was set. The classification of clinical value applying to relative differences is
described in the Handbook of the Medicine councils process and methodologies for new pharmaceuticals and
indication expansions version 2.2(5).

Table 9: Classification of preliminary added value, positive outcomes

Vaesentlighedskriterier pr. effektmalsgruppe baseret pa
den komplementaere handelse
Livskvalitet samt alvorlige Ikkealvorlige symptomer og
symptomer og bivirkninger bivirkninger
Stor merveerdi LL>1,33 lkke muligt
Moderat 1,332LL>111 LL>1,25
mervaerdi
_ | Lille merveerdi 1,112LL>1,00 1,2521L>1,110gUL< 1,50
% ogUL<1,33
< | Merveerdi af ukendt 1,112LL> 1,2521LL>1,110gUL>1,50
-
w | sterrelse 1,00 og UL >
2 1,33
g Ingen dokumenteret 0,90<LL<1,000g 0,80<LL<1,110g
Y| merveerdi uUL=>1,00 UL=>1,00
Negativ veerdi UL< 1,00 UL< 1,00

UL = Pvre granse for konfidensinterval
LL = Nedre graense for konfidensinterval
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Table 10: Classification of preliminary added value, negative outcomes

Veaesentlighedskriterier pr. effektmalsgruppe

Forelgbig kategori

Dgdelighed Livskvalitet samt Ikkealvorlige
alvorlige symptomer | symptomer og
og bivirkninger bivirkninger

Stor merveerdi UL<0,85 UL<0,75 og Ikke muligt
risiko 2 5 %*?
Moderat mervaerdi 0,85<UL<0,95 (0,75<UL<0,90) UL<0,80

eller (UL< 0,75 og
risiko < 5 %")

Lille mervaerdi

0,95<UL<1,000g

0,90 € UL < 1,00

0,80 € UL<0,80

LL>0,85 oglL=0,75 og LL>0,50
Mervaerdi af ukendt 0,95<UL<1,000g|0,90<UL<1,00 0,80<UL<0,900g
st@rrelse LL< 0,85 ogLL<0,75 LL< 0,50

Ingen dokumenteret

mervaerdi

1,00 UL<1,05
ogLL<1,00

1,00<UL<1,110g
LL<1,00

0,90<UL<1,250g
LL<1,00

Negativ veerdi

LL>1,00

LL> 1,00

LL>1,00

UL = @vre graense for konfidensinterval

LL = Nedre graense for konfidensinterval
a: Risikoen skal vaere > 5 % i mindst én af de sammenlignende grupper
b: Risikoen er <5 % i begge sammenlignende grupper
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For the positive outcomes (PASI 75, PASI 90, DLQI (1/0)) and the negative outcomes (SAEs and
Discontinuation) an assesment of preliminary added value of risankizumab vs ustekinumab and guselkumab
respectively has been performed and is presented in Table 11.

Table 11: Clinical value assessment

RZB vs UST, 12-16 weeks PASI 75 PASI 90 DLQI SAE Discontinuation
P fi hreshold f |
rede |ngd threshold for absolute Yes Yes Yes No No
difference reached
- Moderat . Moderat Moderat Ingen
Clinical value . Stor merveerdi . . dokumenteret
mervaerdi merveerdi mervaerdi .
merveerdi
RZB vs UST, 52 weeks
P fi hreshold f |
rede |n¢'ed threshold for absolute Yes Yes Yes Yes No
difference reached
Ingen Ingen
Clinical value Moderat. Stor merveerdi Stor merveerdi dokumenteret dokumenteret
mervaerdi . .
merveerdi merveerdi
RZB vs GUS, 12-16 weeks
Predefm%ﬂd threshold for absolute Yes Yes Yes No No
difference reached
Ingen Ingen Ingen Ingen Ingen
Clinical value dokumenteret dokumenteret dokumenteret dokumenteret dokumenteret
mervaerdi merveerdi merveerdi merveerdi merveerdi

The assessment of preliminary added value shows that risankizumab vs. ustekinumab generally has moderate
to high added value in the short term and long term, whereas risankizumab vs. guselkumab in the short term
shows no documented added value.

4.1.5 Narrative analysis of long-term data for risankizumab and guselkumab
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Risankizumab has not been directly compared to guselkumab, however for short term 12-16 weeks it is
possible to perform indirect therapy comparison using the placebo arms in the UltIMMa-1 and -2 and the
Voyage-1 and-2 trials respectively. In the longer term up to 52 weeks, a common control-arm to base indirect
therapy comparison has not been identified as placebo patients were switched to guselkumab or
risankizumab after 16 weeks in these trials and as the active control arms used adalimumab and ustekinumab
respectively. The IMMvent trial, where patients were randomized to either risankizumab or adalimumab and
reported data for 48 weeks, does not include an adalimumab control arm that is comparable to the
adalimumab arm in the Voyage 1 trial, as adalimumab patients in IMMvent were re-randomized at week 16
based on response(8).

The Voyage-1 trial has reported data for 48, 52 and 100 weeks, however the data published for 52 and 100
weeks by Griffiths et al.(9) reported 52 week data only graphically in percentages and therefore the 48 week
data from Voyage 1 published by Blauvelt et al.(3) represents the longest follow up for guselkumab that can
be compared to risankizumab data after 52 weeks from the UltIMMa-1 and -2(1).

Table 12: Long term outcomes, risankizumab and guselkumab

Study
name Time PASI 75 PASI 90 DLQl (0/1) SAE Discontinuation
(Author Treatment m—— N
year) (ref)
n % n % n % n % n %

Y;;ﬁiil fggen:k;mab 4o | 329|289 | 87.8% |251| 76.3% | 200 | 60.8% | 16 | 4.9% 28 | 85%
2017 i k

) jg?:;n:gvf/b Weeks 1 334 | 209 | 62.6% | 160 | 47.9% | 124 | 37.1% | 15 | 45% 52 | 15.6%
(Uc_!tc:m/'nal T'Ssg;';'wmab o, | 308|279 918w |249| s19% | 229 | 75.3% | 16 | S4%t 13 | 43%
201 i K
018) z;;;lg”;‘gmab Weeks | 100 | 70 | 70.0% | 44 | 44.0% | 47 | 47.0% | 4 | 4.0%* 6 6.0%
UltiMMa 2 | Risankizumab 204 | 291 | 99.0% | 237 | 80.6% | 208 | 70.7% | 13 | 4.5%* 15 | 51%
(Gordon 150mg 52
201 i K
018) z;;:lg”;’gmab WEEKS 1 99 | 94 | 94.9% | 50 | 50.5% | 44 | 44.4% | 4 | 43%* 7 7.1%

Note: *rates are based on the N, part B

Across the three efficacy outcomes risankizumab had higher success rates after 52 weeks compared to 48
weeks for guselkumab. Especially for DLQI (1/0) risankizumab patients in the UltIMMa-1 and -2 had 10-15%
higher rates after 52 weeks compared to guselkumab patients in the Voyage-1 trial after 48 weeks. On SAE
risankizumab patients had a slightly higher rate in UltIMMa-1 and slightly lower rate in UltIMMa-2 compared
to guselkumab patients in the Voyage-1 trial. Rates of discontinuation are considerably higher for
guselkumab patients in the Voyage-1 compared to the risankizumab patients in UltIMMa-1 and -2. It is worth
noting that the rate of discontinuation for adalimumab patients in the Voyage-1 trial is considerably higher
than rates found for ustekinumab patient in the UltIMMa-1 and -2 trials.

4.1.6 Discussion
PASI100

The direct comparison of risankizumab vs. ustekinumab demonstrates substantial added value for
risankizumab on the outcomes chosen in the Medicines Council protocol of March 20" 2019. In addition, on
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hard to reach outcomes like PASI100, the UltIMMa-1 and -2 trials found that 56.3% and 59.5% of
risankizumab patients reached this important target compared to 21.0% and 30.3% of ustekinumab patients
after 52 weeks. In the Voyage-1 trial 47.4% of guselkumab patients had reached PASI100 after 48 weeks in
comparison.

As expected, these high clinical responses with risankizumab correlated well with increased quality of life(1).
At week 52, DLQI 0 or 1 response rates were 71-75% in patients continuing on risankizumab compared with
44-47% in patients on ustekinumab. More than half of patients on risankizumab reported complete
resolution of itching, pain, burning, and redness by week 52 compared with a third of patients on
ustekinumab.

Fast onset of response

As can be seen in the comparative analysis, risankizumab has in the UltIMMa trials demonstrated a fast onset
of response. At week 12 and after only 2 doses, 68% and 62% of risankizumab patients achieved PASI9O0, vs
45% and 47% of ustekinumab patients in the UltIMMa-1 and -2 trials respectively(1). The fast onset of
response was also reflected in the high rate of risankizumab patients who reported no or little influence of
their psoriasis on their quality of life as measured by DLQI (0/1) after 16 weeks and 3 doses; 65.8%, 66.7%
respectively in UltIMMa-1 and -2 trials (Figure 5) (1). The corresponding rates for ustekinumab patients were
43.0%, 46.5%(1) and for guselkumab patients in the Voyage-1 and -2 trials; 54.7%, 51.2%(3, 4).

Figure 5: PASI90 response, week 0 — week 52, UltiIMMa-1 and -2

UltiMMa-1 UltiMMa-2

PartA PartB PartA Part B
100+ -

co
=3
1

o
=)
1

Patients with PASI 90 (%)

—&— Risankizumab
Placebo
+- Ustekinumab
- Placebo-risankizumab

= T ] T T T T T T 1
0 4 8 12 16 22 28 34 40 46 52 0 4 8 12 16 22 28 34 40 46 52

Note: Dotted lines indicate dosing schedule. PASI=Psoriasis Area and Severity Index. p-values for comparison vs. ustekinumab: *p=0.0476; tp=0.0015;
$p=0.0007; §p<0-0001; Yp=0.0012; | |p=0.0009. Non responder imputation. Source: Gordon et al 2018(1)
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Maintenance of response

The fast onset of high response rates for
risankizumab patients with minimal dosing was
maintained in the UltIMMa trials up to 52
weeks. From week 16 (entry into part B of the
UltIMMa trials) to week 52, 88% of
risankizumab patients maintained their PASI 90
response. After only 4 weeks in part B, the
maintenance of response for risankizumab
patients was significantly higher compared to
ustekinumab patients in the UltIMMa trials
(Figure 6, p=0.0476)(1). It is worth noting that
only 3 doses (week 16, 28 and 40) were
administered during the maintenance phase of
the UltIMMa trials (Figure 6).

Robust response across subgroups

The durable responses were seen across and
irrespectively of patients’ baseline
characteristics as shown in a pooled analysis of
the UltIMMa trials based on 52 weeks data(2).
The proportion of patients achieving PASI90 was
significantly  higher among risankizumab
patients compared to ustekinumab patients
across all subgroups (P < .001) (Figure 7). The
proportion of patients who achieved PASI90
across subgroups ranged from 77.6% to 85.9%

for risankizumab vs 30.8% to 56.3% for
ustekinumab. Variation in response for
ustekinumab based on patients’ baseline

characteristics was thus considerably higher for
ustekinumab patients compared to
risankizumab patients where very limited
variation was seen(2).

Prior failure on biologics was associated with
lower PASI90 response rate for ustekinumab
patients, however not for risankizumab
patients(2).

Both high and low Body Mass Index (BMI) was
associated with high variation in PASI90
response rate for ustekinumab patients and
substantially lower variation for risankizumab
patients(2).

obbvie

Figure 6: Maintenance of PASI 90 response (non-
responder imputation) from entry of part B through to
week 52 integrated across UltiIMMa-1 and UltIMMa-2
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Note: Dotted lines indicate dosing schedule. PASI=Psoriasis Area and Severity
Index. p-values for comparison vs. ustekinumab: *p=0.0476; tp=0.0015;
$p=0.0007; §p<0-0001; 9p=0.0012; | | p=0.0009. Source: Gordon et al 2018(1)

Figure 7: Patients Achieving PASI 90 at Week 52 by Baseline
Demographics and Disease Characteristics Subgroups (NRI)
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Note: BL = Baseline; BMI = Body Mass Index; NRI = non-responder imputation;

Patients, %

PASI = Psoriasis Area Severity Index; PsA = psoriatic arthritis; RZB =

risankizumab; sPGA = static Physician’s Global Assessment; UST = ustekinumab.

Efficacy analyses were performed in the intention-to-treat population (all

randomized patients). Source: Foley et al. 2019(2).
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Robust response irrespectively of biologic exposure or failure

In the pooled analysis of the UltIMMa trials presented by Foley et al.(2), robust responses were seen across
all subgroups based on prior biologic exposure or failure. At week 52, PASI 90 was achieved in significantly
more RZB-treated patients compared with UST-treated patients, regardless of prior biologic exposure, prior
biologic failure, and reasons for failure (primary and secondary non-response [P < .001 for all except > 2
biologic failure subgroup (P < .05)] and primary biologic failure subgroup, which was not significant) (Figure
8).

e PASI 90 was achieved in 80.6% of patients who had any prior biologic exposure and were treated
with RZB vs 37% of patients who had any prior biologic exposure and received UST (P < .001)

e Similarly, PASI 90 was achieved in 80.8% of patients who had experienced any prior biologic failure
and were treated with RZB vs 30.8% of patients who had experienced any prior biologic failure and
received UST (P <.001)

e The proportion of patients achieving PASI90 was significantly higher among risankizumab patients
compared to ustekinumab patients across all subgroups (P < .001) (Figure 7)

Figure 8: Proportion of Patients Achieving PASI 90 across prior treatment subgroups, week 52

100 - PASI 90 mRZB mUST
* * * * 84*.5 8:;.3
80.6 81.3 80.8
80 78.4
S
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)
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2
o 40 -
o
20
0 - - - -
Any TNFi IL-17i Any 1 22 Primary Secondary
Biologic Exposure Biologic Failure
n= 222 73 134 43 111 35 78 26 58 18 20 8 26 8 60 19

Note: *P < .001; TP < .01; P < .05 vs UST. IL-17i = interleukin-17 inhibitor; PASI = Psoriasis Area Severity Index; RZB = risankizumab; TNFi = tumor
necrosis factor inhibitor; UST = ustekinumab. Intention-to-treat population (all randomized patients). Missing data were imputed as non-responders.
Source: Foley et al. 2019(2)

Absolute PASI

In its latest guideline for psoriasis, the Danish Society of Dermatology recommends absolute PASI < 3 as a
new therapy target, as a response to the many new and effective therapy options(10). To present the value
of risankizumab in this context, the integrated analysis of the UltIMMa trials, Gooderham et al. presented
data on absolute PASI at the World Congress of Dermatology 2019 is of relevance(11). At baseline,
risankizumab and ustekinumab patients in the UltIMMa trials had an average PASI of 20.6 and 19.2,
respectively. At week 16; 43.1% vs 18.1% patients reached an absolute PASI response threshold of PASI=0,
of PASI < 1 58.9% vs 30.2%, and PASI < 3 82.9% vs 60.8% for risankizumab and ustekinumab patients
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respectively. These high rates of response were durable and at week 52 the proportion were; PASI =0, 57.9%
vs 25.6%; PASI <1, 69.9% vs 38.7%; PASI < 3, 87.1% vs 59.8% for risankizumab and ustekinumab respectively.
All results were significant with P <0.001(11).

4.2 Additional considerations

5.2.1 Treatment pause

As stated in the protocol by the Medicines Council March 20t 2019, psoriasis is a chronic disease requiring
continuous treatment. However, in clinical practice there is a need to know that treatment can be interrupted
for reasons of for example severe infection, pregnancy or surgery(10).

Treatment interruption was investigated in the IMMhance study(12). At week 16, risankizumab was superior
to placebo on the co-primary endpoints of sSPGA of clear or almost clear (83.5% risankizumab vs 7.0% placebo)
and PASI 90 (73.2% risankizumab vs 2.0% placebo).

Among subjects with sPGA of clear or almost clear at week 28 in IMMhance, 81.1% (90/111) of subjects re-
randomized to continued treatment with risankizumab maintained this response at week 104, compared to
7.1% (16/225) who were re-randomized to withdrawal from risankizumab(12). Of these subjects, 63.1%
(70/111) re-randomized to continued treatment with risankizumab achieved a sPGA clear response at week
104 compared to 2.2% (5/225) who were re-randomized to withdrawal from risankizumab. Statistically
significant differences were observed as early as a single missed risankizumab dose (i.e., starting at week
40)(12). No cases of rebound (defined as = 25% increase in PASI relative to baseline within 60 days after re-
randomization) occurred in subjects who had risankizumab treatment withdrawn.

Median time to loss of response (sPGA >3) was significantly different between patients re-randomized to
continuous RZB (not reached) compared with PBO (288 days/41 weeks) (P<.001)(8).

Figure 9: Time until sPGA score of 2 3 (relapse) for patients re-randomised at Week 28
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RZB, risankizumab; PBO, placebo; PASI, Psoriasis Area and Severity Index; sPGA, static Physician’s Global Assessment. Dashes represents patients
that were censored since they have no data beyond the indicated time point.
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Data on efficacy and safety in re-treatment with risankizumab has not yet been published in a peer-reviewed
journal. Data from the EPAR based on the IMMhance study(12), however, show no new safety concerns in
patients withdrawn from treatment following improvement in their disease who then relapsed, and were re-
treated(7). Of the 40 sPGA responders at Week 28 in IMMhance, who were re-randomized to withdrawal
(placebo) in Part B, relapsed (sPGA 2= 3), and had at least 1 dose of risankizumab re-treatment at least 16
weeks prior to the re-treatment data cut-off (22 September 2017), 85% (34/40) regained sPGA of clear or
almost clear. Only 65.0% of patients achieved PASI 90 at week 16 of re-treatment which is a slightly worse
result as comparing to naive patients who received treatment with risankizumab at the beginning of the
study.

Efficacy is best maintained when continuous dosing is applied, as demonstrated in the IMMhance study(12).
Interruption of patients with an initial high response rate (sPGA 0 or 1) gives significantly lower response-
rates compared with continuous administration of risankizumab at the approved dosing. Although some
patients may maintain response there is currently no way of identifying who these patients are.

5.2.2 Dose regimen

The 150 mg dose and dosing regimens (e.g week 0, week 4, and every 12 weeks thereafter) was selected
based on the results of the Population Pharmacokinetic and Exposure-Response Analyses of Risankizumab(8).
This analysis included data from a phase 1 and phase 2 studies(13, 14). The modelling indicated a clear
exposure-response relationship. Exposure-response analyses of the data from the Phase 3 trials confirmed
that the clinical regimen of 150 mg at week 0, 4 and then every 12 weeks achieved the maximum (plateau)
of response as described by Enax models, across endpoints and subgroups(8, 15).

5.2.3 Initial dose relative to maintenance dose

All currently approved biologics are approved with induction dosing(10). The purpose of induction dose is to
ensure that patients feel better faster, i.e. by increasing serum concentrations early. The PK-PD modelling
predicted that inclusion of the additional dose at week 4 would provide higher PASI 90 response rates at
earlier time points. In the UltIMMa trials, PBO patients who switched to risankizumab at week 16 received
every 12 week dosing (i.e., they did not receive the week 0 and 4 induction doses) and similar efficacy was
observed at week 52. There is a ramp up of efficacy in terms of PASI 90/100 responses following the week 0
and 4 induction doses in UltIMMa -1 and -2. At week 16, after induction doses at weeks 0 and 4, 75% of
patients achieved a PASI 90 response. In contrast, at week 32 (16 weeks after receiving a single risankizumab
dose), only ~60% of patients originally randomized to PBO achieved a PASI 90 response(1).

5.2.4 Alternative dosing: Dose reduction and extending treatment interval

Studies investigating dose reduction of prolongation of intervals have not yet been performed with
risankizumab. Based on data from phase 2 trial, doses of 150 mg are predicted to result in near maximal PASI
90 and PASI 100 rates (Figure 10 and 11)(15). Additional increases in dose of risankizumab up to two-fold
(300 mg) are predicted to result in no more than a 5% increase in PASI 90 response rates(8). In addition,
alternative dosing regimens were investigated in this PK/PD analysis. Based on PK-PD considerations alone,
the week 0, week 4 and every 8 week regimen offers only minimal advantages over every 12 week dosing,
while for every 16 week dosing, decreased efficacy was observed(8).
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Figure 10: Relationship between risankizumab exposure (plasma Cavg) and PASI 90, PASI 100 and sPGA 0/1
responses at week 16 and week 52 in the phase 2 and phase 3 trials
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Figure 11: Relationship between risankizumab plasma exposure (Cavg) and observed PASI 90, PASI 100 and
sPGA 0/1 responses at week 16 in the phase 2 Trial
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5 Conclusion

Risankizumab is a selective p19/IL-23 inhibitor that binds with high affinity to its target, presenting
advantages in efficacy and safety compared to currently approved products, at a maintenance dosing four
times per year.

Up to 60% of patients achieve complete skin clearance (PASI 100) with risankizumab after 1 year, while 81-
82 % reached PASI 90, showing a significant difference versus ustekinumab. Rates of adverse events (AEs)
and serious AEs are generally comparable with those observed in patients receiving placebo or ustekinumab

Risankizumab vs. ustekinumab generally has moderate to high added value in the short- and long term,
whereas risankizumab vs. guselkumab in the short term shows no documented added value and in the longer
term has numerically higher rates of PASI75, PASI90 and DLQI (1/0) as well as lower rates of discontinuation.
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6 Appendices

6.1 Literature search

Table A1: Inclusion and

obbvie

exclusion criteria related to Clinical question nr 1 and 2

Inclusion criteria

experienced

Settings (if applicable): NA

Population: Moderate to severe plaque psoriasis in adults (> 18 years) bio naive and bio

Intervention(s): Risankizumab, Skyrizi™
Comparator(s): Ustekinumab, STELARA, guselkumab, TREMFYA — at approved dosing

Outcomes: Minimum one of the following: PASI 75, PASI 90, DLQI 0 or 1, SAE, discontinuations

Study design: Randomized controlled trials (RCT), minimum 12 weeks
Language restrictions: English

Other search limits or restrictions applied: No

Exclusion criteria

Outcomes: NA

Settings (if applicable): NA

Population: Other forms of psoriasis than plaque psoriasis
Intervention(s): Other interventions than declared in the protocol

Comparator(s): Treatments and doseage outside the tested and approved.

Study design: Other study designs than RCT, for example observational, reviews etc.s
Language restrictions: Other languages than English

Other search limits or restrictions applied: NA

Search strategy: MEDLINE (Pubmed) and CENTRAL (Cochrane Library) Date: March 28, 2019

MEDLINE (via PubMed)

Direct comparison to ustekinumab or guselkumab

Search

Psoriasis[Mesh]

psoriasis[tiab]

lor2

"Bl 655066"[nm]

"Bl 655066"[tiab] or risankizumab[tiab]

4o0r5

Ustekinumab[Mesh]

ustekinumab[tiab] or Stelara[tiab] or CNTO-1275]tiab]

OO (N|[O| V| D|W|N| R HF

Guselkumab[nm]

=
o

guselkumabltiab] or Tremfya [tiab]

Ye]

7or8or9orl10
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| 10 | 3and6and9

Indirect comparison to guselkumab

Search

Psoriasis[Mesh]

psoriasis[tiab]

lor2

"Bl 655066"[nm]

"Bl 655066"[tiab] or risankizumab([tiab]

4dor5

Guselkumab[nm]

guselkumab[tiab] or Tremfya [tiab]

7o0r8

RO NV |WIN |- |&

3 and (6 or 9)

CENTRAL (via Cochrane Library)

Direct comparison to ustekinumab or guselkumab

Search

[mh Psoriasis]

psoriasis:ti,ab,kw

#1 or #2

("Bl 655066" or risankizumab):ti,ab,kw

(ustekinumab or Stelara or CNTO-1275):ti,ab,kw

(guselkumab or Tremfya):ti,ab,kw

#5 or #6

(NN BD|W|N| R

#3 and #4 and #7

Indirect comparison to guselkumab

Search

[mh Psoriasis]

psoriasis:ti,ab,kw

#1 or #2

("Bl 655066" or risankizumab):ti,ab,kw

(guselkumab or Tremfya):ti,ab,kw

#4 or #5

N[OV A IWIN (- (&

#3 and #6

Added search string per mail from the Medicines Council, 2019-03-27:

PubMed

("Randomized Controlled Trial"[pt] OR "Controlled Clinical Trial"[pt] OR randomized[tiab] OR
randomised[tiab] OR placebo[tiab] OR "Clinical Trials as Topic"[mh:noexp] OR randomly[tiab] OR trial[ti])

NOT ("Animals"[mh] NOT "Humans"[mh])
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Ovid MEDLINE

1

2

3

9

randomized controlled trial.pt.

controlled clinical trial.pt.
randomi?ed.ab.

placebo.ab.

clinical trials as topic.sh.
randomly.ab.

trial.ti.
lor2or3ord4or5or6or7

exp animals/ not humans.sh.

10 8 not 9

obbvie
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6.1.1 List of excluded articles

Indicrect comparison to guselkumab

obbvie

Title

Publication

Reason for exclusion

A Phase 2 Trial of Guselkumab versus
Adalimumab for Plaque Psoriasis

Gordon KB. et al. N Engl J Med. 2015 Jul
9;373(2):136-44.

Phase Il trial with different than
approved dosing of guselkumab
and small sample size.

(n=293 divided in 7 groups where
the 100 mg every 8 weeks group
was only n=42)

Anxiety and depression in patients with
moderate-to-severe psoriasis and
comparison of change from baseline after
treatment with guselkumab vs.
adalimumab:results from the Phase 3
VOYAGE 2 study

Gordon KB. Et al. J Eur Acad Dermatol
Venereol. 2018 Nov;32(11):1940-1949.

Out of scope. Outcomes not
included in PICO

Efficacy of guselkumab compared with
adalimumab and placebo for psoriasis in
specific body regions a secondary analysis of
2 randomized clinical trials

Foley P et al. JAMA dermatology, 2018,
154(6), 676-683

Out of scope. Outcomes not
included in PICO

Safety and efficacy of guselkumab in
Japanese patients with moderate-to-severe
plaque psoriasis:a randomized, placebo-
controlled, ascending-dose study

Nemoto O et al. Br J Dermatol. 2018
Mar;178(3):689-696.

Phase Il trial with different than
approved dosing of guselkumab
and small sample size.

First-in-human study to assess guselkumab
(anti-IL-23 mAb) pharmacokinetics/safety in
healthy subjects and patients with moderate-
to-severe psoriasis

Zhuang Y. et al. Eur J Clin
Pharmacol. 2016 Nov;72(11):1303-1310.

Phase | trial with different than
approved dosing of guselkumab
and small sample size.

Anti-IL-23A mAb Bl 655066 for treatment of
moderate-to-severe psoriasis:safety, efficacy,
pharmacokinetics, and biomarker results of a
single-rising-dose, randomized, double-blind,
placebo-controlled trial

Krueger JG et al. J Allergy Clin Immunol.
2015 Jul;136(1):116-124.e7

Phase | trial with different than
approved dosing of risankizumab.

Risankizumab versus Ustekinumab for
Moderate-to-Severe Plaque Psoriasis. The
New England Journal of Medicine, 376(16),
1551-1560.
https://doi.org/10.1056/NEJM0a1607017

Papp, K. A., Blauvelt, A., Bukhalo, M.,
Gooderham, M., Krueger, J. G., Lacour, J.-
P., ... Padula, S. J. (2017). The New
England Journal of Medicine, 376(16),
1551-1560.
https://doi.org/10.1056/NEJMo0al607017

No original data

Efficacy and safety of guselkumab in patients
with psoriasis who have an inadequate
response to ustekinumab: results of the
randomized, double-blind, phase IlI
NAVIGATE trial

Langley, R. G., Tsai, T.-F., Flavin, S., Song,
M., Randazzo, B., Wasfi, Y., ... Puig, L.
(2018). The British Journal of
Dermatology, 178(1), 114-123.
https://doi.org/10.1111/bjd.15750

No comparable data for
risankizumab

Efficacy of guselkumab in subpopulations of
patients with moderate-to-severe plaque
psoriasis: a pooled analysis of the phase IlI
VOYAGE 1 and VOYAGE 2 studies.

Gordon, K. B., Blauvelt, A., Foley, P.,
Song, M., Wasfi, Y., Randazzo, B., ...
Griffiths, C. E. M. (2018). The British
Journal of Dermatology, 178(1), 132—-139.
https://doi.org/10.1111/bjd.16008

Time horizon not matching
risankizumab trials and Medicine
Council protocol time horizon

Efficacy and safety of guselkumab,
administered with a novel patient-controlled
injector (One-Press), for moderate-to-severe
psoriasis: results from the phase 3 ORION
study.

Ferris, L. K., Ott, E., Jiang, J., Hong, H. C.-

H., Li, S., Han, C., & Baran, W. (2019). The
Journal of Dermatological Treatment, 1-
8.

Out of scope. Outcomes not
included in PICO, Device
assessment.

Patient-reported symptoms and signs of
moderate-to-severe psoriasis treated with
guselkumab or adalimumab: results from the
randomized VOYAGE 1 trial.

Papp, K. A., Blauvelt, A., Kimball, A. B.,
Han, C., Randazzo, B., Wasfi, Y., ...
Griffiths, C. E. M. (2018). Journal of the
European Academy of Dermatology and

No original data on outcomes
selected
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Title

Publication

Reason for exclusion

Venereology : JEADV, 32(9), 1515-1522.

https://doi.org/10.1111/jdv.14910

Improvement in Patient-Reported Outcomes
(Dermatology Life Quality Index and the
Psoriasis Symptoms and Signs Diary) with
Guselkumab in Moderate-to-Severe Plaque
Psoriasis: Results from the Phase Ill VOYAGE
1 and VOYAGE 2 Studies.

Armstrong, A. W., Reich, K., Foley, P.,

Han, C., Song, M., Shen, Y.-K,, ... Papp, K.

A. (2019). American Journal of Clinical
Dermatology, 20(1), 155-164.
https://doi.org/10.1007/s40257-018-
0396-z

No relevant original data on
selected outcomes

Safety of guselkumab in patients with
moderate-to-severe psoriasis treated
through 100 weeks: a pooled analysis from
the randomised VOYAGE 1 and VOYAGE 2
studies. The British Journal of Dermatology.
https://doi.org/10.1111/bjd.17454

Reich, K., Papp, K. A., Armstrong, A. W.,

Wasfi, Y., Li, S., Shen, Y. K., ... Kimball, A.

B. (2018). The British Journal of
Dermatology.
https://doi.org/10.1111/bjd.17454

Time horizon not matching
risankizumab trials, no original
data for safety reported on 52
weeks.

Guselkumab, an anti-interleukin-23
monoclonal antibody, for the treatment of
moderate to severe plaque-type psoriasis in
Japanese patients: Efficacy and safety results
from a phase 3, randomized, double-blind,
placebo-controlled study.

Ohtsuki, M., Kubo, H., Morishima, H.,
Goto, R., Zheng, R., & Nakagawa, H.
(2018). The Journal of Dermatology,
45(9), 1053-1062.

Japanese pivotal trial, population
not included.
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6.1.2 PRISMA Flow Diagram

Direct comparison to ustekinumab or guselkumab

Records identified through
MEDLINE (n =27)

Records identified through
CENTRAL (n = 15)

'

'

obbvie

Duplicates removed
(n=9)

;

Abstracts assessed for
eligibility (n = 33)

'

Records excluded, with
reasons (N = 30)

No original data/review/out of
scope =28

Conference paper=1
Editorials/letters= 1

Full article reviewed for
inclusion (n = 3)

Studies excluded (N = 0)

(See table of characteristics
of excluded studies)

References included
(n=7)

Hand searched conference
abstracts included to cover
protocol “Additional
considerations” (N = 4)
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Indicrect comparison to guselkumab

Records identified through Records identified through
MEDLINE (n = 50) CENTRAL (n = 85)

Duplicates removed
(n=20)

l Records excluded, with
reasons (N =98)

Abstracts assessed for
eligibility (n =115) No original data/review/out of

_ scope =79

Conference paper=19

Editorials/letters= 0

Full article reviewed for Studies excluded (N = 14)
inclusion 5
(See table of characteristics
(n=17) of excluded studies)

’

References included

(n=3)
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6.1.3 Included references
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Reference

Relevant for clinical question,
compareson and outcome

Gordon, K. B., Strober, B., Lebwohl, M., Augustin, M., Blauvelt, A., Poulin, Y., ...
Bachelez, H. (2018). Efficacy and safety of risankizumab in moderate-to-severe
plaque psoriasis (UltIMMa-1 and UltIMMa-2): results from two double-blind,
randomised, placebo-controlled and ustekinumab-controlled phase 3 trials. Lancet
(London, England), 392(10148), 650-661. https://doi.org/10.1016/S0140-
6736(18)31713-6

Q1 and Q2, direct comparison, PASI75,
PASI90, DLQI, SAEs and discontinuation

Griffiths, C. E. M., Papp, K. A., Kimball, A. B., Randazzo, B., Song, M., Li, S., ... Blauvelt,
A. (2018). Long-Term Efficacy of Guselkumab for the Treatment of Moderate-to-
Severe Psoriasis: Results from the Phase 3 VOYAGE 1 Trial Through Two Years.
Journal of Drugs in Dermatology : JDD, 17(8), 826—832.

Q1 and Q2, indirect comparison,
PASI75, PASI9O, DLQI, SAEs and
discontinuation in the longest posible
term

Reich, K., Armstrong, A. W., Foley, P., Song, M., Wasfi, Y., Randazzo, B., ... Gordon, K.
B. (2017). Efficacy and safety of guselkumab, an anti-interleukin-23 monoclonal
antibody, compared with adalimumab for the treatment of patients with moderate
to severe psoriasis with randomized withdrawal and retreatment: Results from the
phase lll, double-blind, placebo- and active comparator-controlled VOYAGE 2 trial.
Journal of the American Academy of Dermatology, 76(3), 418-431.
https://doi.org/10.1016/j.jaad.2016.11.042

Q1 and Q2, indirect comparison,
PASI75, PASI90, DLQI, SAEs and
discontinuation

Blauvelt, A., Papp, K. A., Griffiths, C. E. M., Randazzo, B., Wasfi, Y., Shen, Y.-K., ...
Kimball, A. B. (2017). Efficacy and safety of guselkumab, an anti-interleukin-23
monoclonal antibody, compared with adalimumab for the continuous treatment of
patients with moderate to severe psoriasis: Results from the phase Ill, double-
blinded, placebo- and active comparator-controlled VOYAGE 1 trial. Journal of the
American Academy of Dermatology, 76(3), 405-417.
https://doi.org/10.1016/j.jaad.2016.11.041

Q1 and Q2, indirect comparison,
PASI75, PASI90, DLQI, SAEs and
discontinuation

Khatri A SA, Polepally AR, Othman AA. Exposure-Response Relationships for Efficacy
and Safety of Risankizumab in Patients with Moderate to Severe Plaque Psoriasis:
Integrated Analyses of Phase 2 and 3 Clinical Trials (Poster 9908). American Academy
of Dermatology Annual Meeting March 2019, Washington DC, USA

Additional considerations selected in
the Medicines Council protocol, dose
regime

Krueger JG, Ferris LK, Menter A, Wagner F, White A, Visvanathan S, et al. Anti-IL-23A
mAb Bl 655066 for treatment of moderate-to-severe psoriasis: Safety, efficacy,
pharmacokinetics, and biomarker results of a single-rising-dose, randomized, double-
blind, placebo-controlled trial. The Journal of allergy and clinical immunology.
2015;136(1):116-24.e7.

Additional considerations selected in
the Medicines Council protocol, dose
regime

Langley RG BA, Gooderham M, Papp K, Philipp S,Wu JJ, Igarashiet A al. Langley RG,
Blauvelt A, Gooderham M, Papp K, Philipp S,Wu JJ, Igarashiet A al. Efficacy and safety
of continuous Q12W risankizumab versus treatment withdrawal: Results from the
phase 3 IMMhance trial. American Academy of Dermatology (AAD) Meeting 2019
Washington DC, USA. 2019.

Additional considerations selected in
the Medicines Council protocol,
treatment pause

Gooderham M PA, Photowala H, Zhan T, Strober B Durable Absolute Psoriasis Area
and Severity Index Improvement Through 52 Weeks of Risankizumab Treatment: An
Integrated Analysis of Patients With Moderate-to-Severe Plaque Psoriasis, World
Congress of Dermatology 2019, Milan, Italy, June 10-15. 2019.

Discussion on outcomes measures

Foley P SB, Valdecantos W, Photowala H, Zhan T, Menter A Durable Efficacy of
Risankizumab Compared with Ustekinumab Across Subgroups of Patients with
Moderate-to-Severe Plaque Psoriasis: Integrated, Analysis of Two Phase 3 Trials.
American Academy of Dermatology (AAD) Meeting 2019 Washington DC, USA, 2019
P9780. 2019.

Additional considerations selected in
the Medicines Council protocol, prior
biological exposure or failure

Papp KA, Blauvelt A, Bukhalo M, Gooderham M, Krueger JG, Lacour JP, et al.
Risankizumab versus Ustekinumab for Moderate-to-Severe Plaque Psoriasis.
The New England journal of medicine. 2017;376(16):1551-60.

Additional considerations selected in
the Medicines Council protocol, dose
regimen

6.1.4 Main charachteristics of included studies
Table 2A UItIMMA 1
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https://doi.org/10.1016/j.jaad.2016.11.041
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Trial name UItIMMA 1

NCT number NCT02684370

Objective This study was performed alongside Ultimma 2 in order to assess the efficacy and safety of Risankizumab
compared to placebo or ustekinumab in patients with moderate-to-severe chronic plaque psoriasis

Publications — | Efficacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results

title, author,
journal, year

from two double-blind, randomized, placebo-controlled and ustekinumab-controlled phase 3 trials; Gordon KB
et al, Lancet, 2018.

Study type and
design

Multi center, Randomized, double-blinded, placebo-controlled and active comparator-controlled. Following
randomization(3:1:1) , patients were screened for eligibility in a period of 1-6 weeks followed by a 16 weeks
double-blinded treatment period. Patients received either 150mg Riza, Ustekinumab based on the patients’
weight or placebo subcutaneously. After this period of treatment, the ones randomized to placebo switched to
150mg Riza and the other treatment arms continued their original randomized treatment. During this time
period, the patients received the study drug subcutaneously at week 16, 28 and 40.

Efficacy outcomes were assessed at weeks 4, 8, 12, 16, 22, 28, 34, 40, 46 and 52.

Safety was monitored continuously.

Follow-up time

Efficacy outcomes were assessed at weeks 4, 8, 12, 16, 22, 28, 34, 40, 46 and 52.
Safety was monitored continuously

Population
(inclusion and
exclusion
criteria)

Inclusion:

- Male or female patients with age >= 18 years at screening.

- Have a diagnosis of chronic plaque psoriasis (with or without psoriatic arthritis) for at least 6 months
before the first administration of study drug.

- Have stable moderate to severe chronic plaque psoriasis with or without psoriatic arthritis at both
Screening and Baseline (Randomisation):

- Have an involved body surface area (BSA) >= 10% and

- Have a Psoriasis Area and Severity Index (PASI) score >=12 and

- Have a static Physician Global Assessment (sPGA) score of >= 3.

- Must be candidates for systemic therapy or phototherapy for psoriasis treatment, as assessed by the
investigator.

- Must be a candidate for treatment with Stelara® (ustekinumab) according to local label

Exclusion:
- Non-plague forms of psoriasis (including guttate, erythrodermic, or pustular)

- Current drug-induced psoriasis (including an exacerbation of psoriasis from beta blockers, calcium
channel blockers, or lithium).

- Active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that might confound
trial evaluations according to investigator's judgment.

- Previous exposure to Bl 655066.

- Previous exposure to ustekinumab (Stelara®).

Intervention

Upon screening, patients were randomized to the following treatment (3:1:1)

Arm A Arm B Arm C

150 mg Risankizumab ustekinumab based on Placebo subcutaneously

subcutaneously weight per label (45 mg for
patients with body weight
<100 kg or 90 mg for
patients with body weight
>100 kg) subcutaneously

After the initial treatment period of 16 weeks, those who were randomized to placebo, were switched to
150mg Risankizumab. Arm A and B continued on their initially randomized treatment.

Baseline
characteristics

Please see table
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Trial name

UItIMMA 1

Primary and
secondary
endpoints

Primary endpoints:
- Proportion of patients achieving 90% improvement in PASI (PASI 90)
- sPGA 0 or 1 (clear or almost clear) at week 16.
Secondary endpoint Ranked:
- sPGAO
- PASI 100
- DLQlofOor1
- PSS score of 0
- PASI 75
- Change from baseline PSS total score at weeks 12, 16 or 52.

Method of
analysis

Efficacy analyses were done in the intention-to-treat population (all
randomized patients).

All comparisons were done with two-sided tests, with a type | error of 0-05.
Categorical variables were analysed with the Cochran-

Mantel-Haenszel risk differ ence estimate stratified by

baseline weight and previous exposure to TNF inhibitor.

Change from baseline in PSS was analysed with a stratified
van Elteren test. For other continuous variables, treatment
groups were compared by use of ANCOVA with treatment
group, baseline value, and stratification factors in the
model

Subgroup
analyses

There were no predefined subgroup analyses.
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Table 2A UItIMMA 2
Trial name UItIMMA 2
NCT number NCT02684357
Objective This study was performed alongside Ultimma 1 in order to assess the efficacy and safety of Risankizumab

compared to placebo or ustekinumab in patients with moderate-to-severe chronic plaque psoriasis

Publications —
title, author,
journal, year

Efficacy and safety of risankizumab in moderate-to-severe plaque psoriasis (UltIMMa-1 and UltIMMa-2): results
from two double-blind, randomised, placebo-controlled and ustekinumab-controlled phase 3 trials; Gordon KB
et al, Lancet, 2018.

Study type Multi center, Randomized, double-blinded, placebo-controlled and active comparator-controlled. Following
and design randomization (3:1:1), patients were screened for eligibility in a period of 1-6 weeks followed by a 16 weeks
double-blinded treatment period. Patients received either 150mg Riza, Ustekinumab based on the patients’
weight or placebo subcutaneously. After this period of treatment, the ones randomized to placebo switched to
150mg Riza and the other treatment arms continued their original randomized treatment. During this time
period, the patients received the study drug subcutaneously at week 16, 28 and 40.
Efficacy outcomes were assessed at weeks 4, 8, 12, 16, 22, 28, 34, 40, 46 and 52.
Safety was monitored continuously.
Follow-up Efficacy outcomes were assessed at weeks 4, 8, 12, 16, 22, 28, 34, 40, 46 and 52.
time Safety was monitored continuously
Population Inclusion:
(inclusion and - Male or female patients. Women of childbearing potential* must be ready and able to use highly
exclusion effective methods of birth control per ICH M3(R2) that result in a low failure rate of less than 1% per
criteria) year when used consistently and correctly. A list of contraception methods meeting these criteria is

provided in the patient information.

- *Women of childbearing potential are defined as:

- having experienced menarche and are not postmenopausal (12 months with no menses without an
alternative medical cause) and are

- not permanently sterilized (e.g., tubal occlusion, hysterectomy, bilateral oophorectomy or bilateral
salpingectomy).

- Age >= 18 years at screening

- Have a diagnosis of chronic plaque psoriasis (with or without psoriatic arthritis) for at least 6 months
before the first administration of study drug.Duration of diagnosis may be reported by the patient,

- Have stable moderate to severe chronic plaque psoriasis with or without psoriatic arthritis at both
Screening and Baseline (Randomization):

- Have an involved body surface area (BSA) >= 10% and

- Have a Psoriasis Area and Severity Index (PASI) score >= 12 and

- Have a static Physician Global Assessment (sPGA) score of >= 3.

- Must be candidates for systemic therapy or phototherapy for psoriasis treatment, as assessed by the
investigator

- Must be a candidate for treatment with Stelara® (ustekinumab) according to local label.

- Signed and dated written informed consent prior to admission to the study in accordance with GCP
and local legislation

Exclusion:

- Patients with:

- non-plaque forms of psoriasis (including guttate, erythrodermic, or pustular),

- current drug-induced psoriasis (including an exacerbation of psoriasis from
channel blockers, or lithium),

- active ongoing inflammatory diseases other than psoriasis and psoriatic arthritis that might confound
trial evaluations according to investigator's judgment,

- Previous exposure to Bl 655066,

- Currently enrolled in another investigational study or less than 30 days (from screening) since
completing another investigational study (participation in observational studies is permitted),

- Previous exposure to ustekinumab (Stelara®),

- Use of any restricted medication, or any drug considered likely to interfere with the safe conduct of
the study,

beta blockers, calcium
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UltIMMA 2

- Major surgery performed within 12 weeks prior to randomization or planned within 12 months after
screening (e.g. hip replacement, aneurysm removal, stomach ligation),

- Known chronic or relevant acute infections including active tuberculosis, HIV or viral hepatitis;
QuantiFERON® TB test or PPD skin test will be performed according to local labelling for comparator
products. If the result is positive, patients may participate in the study if further work up (according to
local practice/guidelines) establishes conclusively that the patient has no evidence of active
tuberculosis. If presence of latent tuberculosis is established, then treatment should have been
initiated and maintained according to local country guidelines,

- Any documented active or suspected malignancy or history of malignancy within 5 years prior to
screening, except appropriately treated basal or squamous cell carcinoma of the skin or in situ
carcinoma of uterine cervix,

- Evidence of a current or previous disease, medical condition (including chronic alcohol or drug abuse)
other than psoriasis, surgical procedure (i.e., organ transplant), medical examination finding (including
vital signs and ECG), or laboratory value at the screening visit outside the reference range that is in the
opinion of the investigator, is clinically significant and would make the study participant unreliable to
adhere to the protocol or to complete the trial, compromise the safety of the patient, or compromise
the quality of the data,

- History of allergy/hypersensitivity to a systemically administered biologic agent or its excipients,

- Women who is pregnant, nursing, or who plans to become pregnant while in the trial,

- Previous enrolment in this trial.

Intervention

Upon screening, patients were randomized to the following treatment (3:1:1)

Arm A Arm B Arm C

150 mg Risankizumab ustekinumab based on Placebo subcutaneously
subcutaneously weight per label (45 mg for
patients with body weight
<100 kg or 90 mg for
patients with body weight
>100 kg) subcutaneously

After the initial treatment period of 16 weeks, those who were randomized to placebo, were switched to 150mg
Risankizumab. Arm A and B continued on their initially randomized treatment.

Baseline
characteristics

Please see table

Primary and
secondary
endpoints

Primary endpoints:
- Proportion of patients achieving 90% improvement in PASI (PASI 90)
- sPGA 0 or 1 (clear or almost clear) at week 16.
Secondary endpoint Ranked:
- sPGAO
- PASI 100
- DLQlof Oor 1
- PSS score of 0
- PASI 75
Change from baseline PSS total score at weeks 12, 16 or 52.

Method of
analysis

Efficacy analyses were done in the intention-to-treat population (all
randomized patients).

All comparisons were done with two-sided tests, with a type | error of 0-05.
Categorical variables were analysed with the Cochran-

Mantel-Haenszel risk differ ence estimate stratified by

baseline weight and previous exposure to TNF inhibitor.

Change from baseline in PSS was analysed with a stratified
van Elteren test. For other continuous variables, treatment
groups were compared by use of ANCOVA with treatment
group, baseline value, and stratification factors in the
model

Page 37 of 60



obbvie

Trial name UItIMMA 2
Subgroup There were no predefined subgroup analyses.
analyses
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Table 2A VOYAGE 1

Trial name VOYAGE 1
NCT number NCT02207231
Objective To compare efficacy and safety of guselkumab with adalimumab and placebo in

patients with psoriasis treated for 1 year.

Publications — title, Blauvelt A, Papp KA, Griffiths CEM et al.

author, journal, year Efficacy and safety of guselkumab, an anti-interleukin-23 monoclonal antibody,

compared with adalimumab for the continuous treatment of patients with moderate to severe
psoriasis: Results from the phase Ill, double-blinded, placebo- and active comparator-controlled
VOYAGE 1 trial

Journal of the American Academy of Dermatology. 2016; 76(3): 405 — 417

Study type and design Trial type: phase Ill, randomized, double-blind, placebo- and active comparator controlled trial
conducted at 101 global sites.

Method of randomization: Patients were randomized using a permuted block method

at baseline in a 2:1:2 ratio to guselkumab 100 mg, placebo or adalimumab.

Crossover: at week 16 patients in the placebo group received guselkumab through week 48
Blinding: Central randomization was implemented using an interactive World Wide Web response
system (Perceptive Informatics, East Windsor, NJ). To maintain the blind, matching placebos were
used.

Follow-up time 48 weeks of double blind treatment

Population (inclusion and | Inclusion criteria

exclusion criteria) * Have a diagnosis of plaque-type psoriasis (with or without psoriatic arthritis)
at least 6 months before the first administration of study agent

¢ Have a Psoriasis Area and Severity Index (PASI) greater than or equal to (>=)
12 at Screening and at Baseline

* Have an Investigator's Global Assessment (IGA) score >=3 at Screening and at
Baseline

¢ Have an involved body surface area (BSA) >=10 percent (%) at Screening and
at Baseline

¢ Must be a candidate for either systemic therapy or phototherapy for psoriasis
Exclusion criteria

e Participants with nonplaque forms of psoriasis (for example, erythrodermic,
guttate, or pustular) or with current drug-induced psoriasis (for example, a
new onset of psoriasis or an exacerbation of psoriasis from beta blockers,
calcium channel blockers, or lithium)

e Participants who have ever received guselkumab or adalimumab

History or current signs or symptoms of severe, progressive, or uncontrolled
renal, hepatic, cardiac, vascular, pulmonary, gastrointestinal, endocrine,
neurologic, hematologic, rheumatologic, psychiatric, or metabolic
disturbances

¢ Has any condition that, in the opinion of the investigator, would make
participation not be in the best interest (for example, compromise the wellbeing)
of the participant or that could prevent, limit, or confound the
protocol-specified assessments

e |s pregnant, nursing, or planning a pregnancy (both men and women) within
5 months following the last administration of study drug

Intervention Intervention: The study comprised an active-comparator period when guselkumab was compared
with adalimumab (week 0-48) and a placebo-controlled period (weeks 0-16), after which patients
taking placebo crossed over to receive guselkumab through

week 48. Patients were randomized to receive guselkumab 100 mg at weeks 0, 4, 12,

and every 8 weeks through week 44; placebo at weeks 0, 4, and 12 followed by

guselkumab 100 mg at weeks 16 and 20, and every 8 weeks through week 44; or

adalimumab 80 mg at week 0, 40 mg at week 1, and 40 mg every 2 weeks through

week 48.
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Trial name VOYAGE 1

Number of participants: 837 patients were randomized to receive guselkumab (329
patients), placebo (174 patients) or adalimumab (334 patients).

Baseline characteristics

Placebo Guselkumab Adalimumab Total

Randomized patients, n 174 329 334 837
Age, y

Mean * SD 449 + 1290 43.9 = 12.74 429 *+ 1258 437 = 12.72
Men 119 (68.4) 240 (72.9) 249 (74.6) 608 (72.6)
Race

White 145 (83.3) 262 (79.6) 277 (82.9) 684 (81.7)

Asian 23 (13.2) 51 (15.5) 47 (14.1) 121 (14.5)

Black 3(1.7) 6 (1.8) 8 (2.4) 17 (2.0)
BMI, kg/m?

Mean * SD 289 * 6.89 29.7 £ 6.22 29.8 * 6.48 296 * 6.47

Median (IQR) 27.3 (24.1-33.1) 28.7 (25.5-329) 28.7 (25.2-33.5) 28.4 (25.2-33.2)
Duration of psoriasis, y

Mean * SD 176 * 1244 17.9 £ 1227 17.0 £ 11.27 175 £ 1191
Body surface area involvement, %

Mean = SD 258 £ 1593 283+ 17.10 286 * 16.66 279 *+ 16.70
IGA score, 0-4

Mild, 2 0 0 3(0.9) 3 (0.4)

Moderate, 3 131 (75.3) 252 (76.6) 241 (72.2) 624 (74.6)

Severe, 4 43 (24.7) 77 (23.4) 90 (26.9) 210 (25.1)
PASI score, 0-72

Mean * SD 204 * 8.74 22.1 £ 949 224 * 897 219 + 9.15

Median (IQR) 17.4 (14.4-23.1) 18.6 (15.6-25.5) 20.0 (16.0-26.1) 19.0 (15.4-25.4)
Psoriatic arthritis 30 (17.2) 64 (19.5) 62 (18.6) 156 (18.6)
Prior treatments

Topical agents 154 (88.5) 299 (90.9) 309 (92.8) 762 (91.1)

Phototherapy 86 (49.4) 188 (57.3) 180 (53.9) 454 (54.3)

Conventional systemic agents 92 (52.9) 210 (63.8) 215 (64.4) 517 (61.8)

Biologic agents 34 (19.5) 71 (21.6) 70 (21.0) 175 (20.9)
DLQI score [0-30], n 170 322 328 820

Mean * SD 133 * 7.2 14.0 = 748 144 * 7.29 140 = 7.33
PSSD score [0-100], n 129 249 274 652

Symptom score

Mean * SD 483 * 2377 544 + 2463 539 * 25.79 530 + 2503
Sign score
Mean * SD 53.6 * 2034 56.9 = 21.30 585 * 21.73 569 *+ 21.34

Values are reported as n (%), unless otherwise indicated.
BMI, Body mass index; DLQI, Dermatology Life Quality Index; IGA, Investigator Global Assessment; /QR, interquartile range; PAS/, Psoriasis Area
and Severity Index; PSSD, Psoriasis Symptoms and Signs Diary.

Primary and secondary Coprimary end points were the proportions of patients achieving an IGA score of
endpoints cleared/minimal disease (IGA 0/1) and 90% or greater improvement in PASI score from
baseline (PASI 90) at week 16 in the guselkumab group compared with placebo.

Method of analysis The coprimary end points and binary major secondary end points were analyzed using
a Cochran-Mantel-Haenszel x2 statistical test stratified by investigator site. With a
sample size of approximately 750 patients, the power to detect a significant difference
was more than 99% for both coprimary end points. Continuous response parameters
were compared using an analysis of variance model with investigator site as a
covariate. All statistical testing was performed 2-sided (a = 0.05).

Subgroup analyses NA

Page 40 of 60



obbvie

Table 2A VOYAGE 2

Trial name VOYAGE 2

NCT number NCT02207244

Objective To assess efficacy and safety of guselkumab in moderate to severe psoriasis versus
placebo and adalimumab, including interrupted treatment and switching adalimumab
nonresponders to guselkumab.

Publications - title, author, Reich K, Armstrong AW, Foley P et al

journal, year Efficacy and safety of guselkumab, an anti-interleukin-23 monoclonal antibody,

compared with adalimumab for the treatment of patients with moderate to severe
psoriasis with randomized withdrawal and retreatment: Results from the phase lll,
double-blind, placebo- and active comparatorecontrolled VOYAGE 2 trial

J Am Acad Dermatol 2017; 76: 418-31

Study type and design VOYAGE 2 was a phase lll, multicenter, randomized, double-blind, placebo- and ADA
comparator-controlled study investigating the efficacy and safety of guselkumab. The

study was conducted from November 2014 to May 2016 and consisted of a placebocontrolled
period (weeks 0-16), an active comparator-controlled period (weeks 0-28),

and a randomized withdrawal and retreatment period (weeks 28-72). Central

randomization occurred using an interactive webbased response system. For

intervention design, see below (Intervention).

Follow-up time 48 weeks of double blind treatment
Population (inclusion and Inclusion and exclusion criteria according to clinicaltrials.gov
exclusion criteria) Inclusion

® Have a diagnosis of plaque-type psoriasis (with or without psoriatic arthritis) at least
6 months before the first administration of study agent

® Have a Psoriasis Area and Severity Index (PASI) greater than or equal to (>=) 12 at
Screening and at Baseline

® Have an Investigator's Global Assessment (IGA) score >=3 at Screening and at
Baseline

* Have an involved body surface area (BSA) >=10 percent (%) at Screening and at
Baseline

* Must be a candidate for either systemic therapy or phototherapy for psoriasis
Exclusion

e Participants with nonplaque forms of psoriasis (for example, erythrodermic, guttate,
or pustular) or with current drug-induced psoriasis (for example, a new onset of
psoriasis or an exacerbation of psoriasis from beta blockers, calcium channel
blockers, or lithium)

e Participants who have ever received guselkumab or adalimumab

e History or current signs or symptoms of severe, progressive, or uncontrolled renal,
hepatic, cardiac, vascular, pulmonary, gastrointestinal, endocrine, neurologic,
hematologic, rheumatologic, psychiatric, or metabolic disturbances

e Has any condition that, in the opinion of the investigator, would make participation
not be in the best interest (for example, compromise the well-being) of the
participant or that could prevent, limit, or confound the protocol-specified
assessments

e Is pregnant, nursing, or planning a pregnancy (both men and women) within 5
months following the last administration of study drug

Intervention Patients were randomized to;
1) guselkumab 100 mg (weeks 0 and 4, then every 8 weeks; n = 496);
2) placebo/guselkumab (weeks 0, 4, and 12 then guselkumab at weeks 16 and 20; n =
248);
3) adalimumab (80 mg week 0, then 40 mg week 1, and every 2 weeks through week 23;
n =248).
At week 28, guselkumab 90% or greater improvement in Psoriasis Area and Severity Index (PASI)
score from baseline (PASI 90) responders were rerandomized to;
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Trial name

VOYAGE 2

1)  guselkumab or placebo with guselkumab after loss of response.

2) Placebo/guselkumab responders and adalimumab responders received placebo, then
guselkumab after loss of response.

3) Nonresponders received guselkumab.

Baseline characteristics

Placebo Adalimumab

Randomized patients, n 248 248
Age, y

Mean = 5D 433 * 124 432+ 19
Men 173 [69.8) 170 (68.5)
Race

White 206 (83.1) 200 (20.6)

Asian 27 (10.9) 37 (149)

Black 8(3.2) 5 (20)
BMI, kg/m*

Mean = SD 296 * 6.6 296 * 6.6

Median (IQR) 284 (25.2-334) 283 (25.1-33.)
Duration of psoriasis, y

Mean = SD 179 £ 119 176 £ 11.7
Body surface area involvement, %

Mean = 5D 280 = 165 29.1 £ 16.7
IGA score, 0-4

Mild, 2 0 (0.0 0 (0.0)

Moderate, 3 191 (77.0) 195 (78.6)

Severe, 4 57 (23.0) 53(214)
PASI score, 0-72

Mean = 5D 21,5+ 80 21.7 + 9.0

Median (IQR) 19.0 (15.65-25.20) 19.0 (15.25-25.70)
Prior treatments

Topical agents 233 (94.0) 237 (96.0)

Phototherapy 137 (55.2) 135 (54.7)

Conventional systemic agents 149 (60.1) 159 (64.1)

Biologic agents 54 (21.8) 49 (19.8)

Primary and secondary
endpoints

Coprimary endpoints were the proportion of patients achieving IGA 0/1 and PASI90 at
week 16. Major secondary endpoints included proportion of patients achieving PASI75
and DLQI measurements

Method of analysis

All randomized patients were included in the primary analysis and some secondary
efficacy analyses according to their assigned treatment group.

The coprimary end points and binary major secondary end points were analyzed using
a 2-sided Cochran-Mantel-Haenszel x2 statistical test (a = 0.05) stratified by
investigator site.

Subgroup analyses

NA
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Trial name: ULtIMMa-1
NCT number: NCT02684370
Estimated absolute difference in .
. Description of methods
effect to ustekinumab or placebo used for estimation
Outcome Study arm N Result (%) Difference | 95% ClI P value
Risankizumab 304 | 264 (86.9%) | NA NA NA
150mg
PASI 75, 12 Ustekinumab
9 0 . -
weeks 45/90 mg 100 | 70 (70%) 17.0% | (7.4;26.6) | p=0.0005
Placebo 102 | 10 (9.9%) 76.9% | (70.1;83.8) | p<0.0001
E'Ssgr';k'zumab 304|229 (75.4%) | NA NA NA
PASI 90, 16 Ustek;gnumab
0, () .
weeks 45/90 me 100 | 42 (42%) 33.5% | (22.7;44.3) | p<0.0001
Placebo 102 | 5 (5%) 70.3% | (64.0;76.7) | p<0.0001
Risankizumab 304|109 (35.9%) | NA NA NA
150mg
PASI 100, 16 Ustekinumab
0, 0, .
weeks 45/90 me 100 | 12 (12.0%) 23.8% | (15.5;32.1) | p<0.0001
Placebo 102 | 0 (0%) 35.5% | (30.0;41.0) | p<0.0001
E'Ssgr';k'zumab 304 | 200 (65.8%) | NA NA NA
DLl (0/1), 16 g
weeks Ustekinumab 100 | 43 (43%) 23.0% | (11.9;34.0) | p<0.0001
45/90 mg () .U% .J,54. p<0.
Placebo 102 | 8 (79%) 57.9% (504,653) p<0.0001 | pgtqg extracted as stated in
Risankizumab 304 | 7 (2.4%) NA NA NA Gordon et. al 2018
150mg Analysed with the
SAE, 16 weeks | Ustekinumab 100 | 8 (8%) NA NA NA Co.chraﬁ-Mantel-qunsze/
45/90 mg risk difference estimate
Placebo 102 | 3 (3%) NA NA NA stratified by baseline
- - oh .
Risankizumab 304 | 5(1.7%) NA NA NA weight and previous
. . . 150mg exposure to tumour
Discontinuation, Ustekinumab necrosis factor inhibitor
0,
16 weeks 45/90 mg 100 | 1 (1%) NA NA NA All comparisons were done
Placebo 102 | 4 (4%) NA NA NA with two-sided tests, with
i i a type | error of 0-05.
Fl{';g;k'zumab 304 [ 279 (91.8%) |NA NA NA P f
PASI 75, 52 Ustek?numab
0,
weeks 45/90 mg 100 | 70 (70%) NA NA NA
Placebo NA NA NA NA NA
T;sg;k'zumab 304249 (82%) | NA NA NA
PASI 90, 52 g
weeks Ustekinumab 100 | 44 (44%) 38.3% | (27.9;48.6) | p<0.0001
45/90 mg (o} D7 .J,40. pP<0.
Placebo NA NA NA NA NA
E;Sg;k'zumab 304|171 (56.3%) | NA NA NA
PASI 100, 52 g
weeks Ustekinumab 100 | 21 (21.0%) 35.1% | (25.7;44.6) | p<0.0001
45/90 mg .U% 17 /484, pP<u.
Placebo NA NA NA NA NA
E;Sg;k'zumab 304|229 (75.4%) | NA NA NA
DLal (0/1), 52 Ustekignumab
0,
weeks 45/90 mg 100 | 47 (47%) NA NA NA
Placebo NA NA NA NA NA
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Trial name: ULtIMMa-1
NCT number: NCT02684370
Estimated absolute difference in .
. Description of methods
effect to ustekinumab or placebo used for estimation
Outcome Study arm N Result (%) Difference | 95% ClI P value
T;Sg;k'zumab 297 | 16 (5.3%) NA NA NA
SAE, week 16- Ustekignumab
0,
52 45/90 mg 99 | 4 (4%) NA NA NA
Placebo NA NA NA NA NA
Risankizumab 297 | 13 (4.3%) NA NA NA
. . . 150mg
Discontinuation, Ustekinumab
- 0,
week 16-52 45/90 mg 99 | 6 (6%) NA NA NA
Placebo NA NA NA NA NA

Table 3A Results of study Ultimma-2

Trial name: ULtIMMa-2
NCT number: NCT02684357
Estimated absolute difference in effect Description of methods
Outcome Study arm N Result (%) Difference 95% ClI P value used for estimation
i'ssg:]k'zumab 294 | 261 (88.8%) | NA NA NA
PASI 75,12 Ustek;gnumab
0, 0, .
weeks 45/90 mg 99 | 69 (69.7%) 19.2% | (9.5;28.8) | p<0.0001
Placebo 98 | 8 (8.2%) 80.2% | (73.7;86.7) | p<0.0001
E;Sg;k'zumab 294|220 (74.9%) | NA NA NA
PASI 90, 16 Ustek;gnumab
0, 0, .
weeks 45/90 mg 99 | 47 (47.5%) 27.6% | (16.7;38.5) | p<0.0001
Placebo 98 | 2 (2.1%) 72.5% | (66.8;78.2) | p<0.0001
E;Sg;k'zumab 294|149 (50.7%) | NA NA NA
PASI 100, 16 Ustek;gnumab
weeks 99 | 24 (24.2%) 27.0% | (17.0;37.0) | p<0.0001 .
45/90 mg Data extracted as stated in
Placebo 98 | 2 (2.0%) 48.2% | (41.9;54.6) | p<0.0001 Gordon et. al 2018
Risankizumab 294 | 196 (66.7%) NA NA NA Analysed with the Cocﬁran-
150mg Mantel-Haenszel risk
bLaI(0/1), 16 Ustekinumab difference estimate
k 46 (46.59 20.29 .1;31.4 =0. 4
weeks 45/90 mg 99 | 46 (46.5%) 0.2% | (9.1;31.4) p=0.000 stratified by baseline
Placebo 98 | 4 (4.1%) 62.2% | (55.5;68.9) | p<0.0001 weight and previous
Risankizumab o exposure to tumour
150me 294 | 6 (2.1%) NA NA NA necrosis factor inhibitor
SAE, 16 weeks | Ustekinumab
’ .19
45/90 mg 99 | 3(3.1%) NA NA NA
Placebo 98 | 1(1.1%) NA NA NA
Risankizumab | 55, | 5 (0.79%) NA NA NA
. . . 150mg
Discontinuation, Ustekinumab
0,
16 weeks 45/90 mg 99 | 3(3.1%) NA NA NA
Placebo 98 | 4 (4.1%) NA NA NA
Risankizumab | 55/ | )65 (91.5%) | NA NA NA
150mg
PASI 75, 52 Ustekinumab
0,
weeks 45/90 mg 99 | 76 (76.8%) NA NA NA
Placebo NA | NA NA NA NA
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Trial name: ULtIMMa-2
NCT number: NCT02684357
Estimated absolute difference in effect Description of methods
Outcome Study arm N | Result (%) Difference 95% ClI P value used for estimation
Fl“ssgr’;k'zumab 294 | 237 (80.7%) | NA NA NA
PASI 90, 52 Ustek;gnumab
0, 0, .
weeks 45/90 mg 99 | 50 (50.6%) 30.2% | (19.6;40.9) | p<0.0001
Placebo NA | NA NA NA NA
;{'Ssg;k'zumab 294 (175 (59.6%) | NA NA NA
PASI 100, 52 Ustek;gnumab
0, 0, .
weeks 45/90 mg 99 | 30 (30.4%) 29.5% | (18.9;40.1) | p<0.0001
Placebo NA | NA NA NA NA
E'Ssg:;k'zumab 294 | 208 (70.8%) | NA NA NA
DLQI(0/1), 52 Ustekignumab
0,
weeks 45/90 mg 99 | 44 (44.5%) NA NA NA
Placebo NA | NA NA NA NA
i'ssgr:k'zumab 291 | 13 (4.5%) NA NA NA
SAE, week 16- Ustek?numab
0,
52 45/90 mg 94 | 4 (4.1%) NA NA NA
Placebo NA | NA NA NA NA
i'ssgr:k'zumab 291 | 15 (5.2%) NA NA NA
Discontinuation, Ustek;gnumab
- 0,
week 16-52 45/90 mg 94 |7 (7.1%) NA NA NA
Placebo NA | NA NA NA NA
Table 3A Results of study VOYAGE 1
Trial name: Voyage 1
NCT number: NCT02207231
Outcome Study arm N Result (%) Descrl;.)tlon' AL BUEL
for estimation
Guselkumab 100 mg 329 [ 300 (91.2%)
PASI 75, 16 week | "\93limumab 40 mg 334 | 244 (73.1%)
EOW
Placebo 174 | 10 (5.8%)
Guselkumab 100 mg 329|241 (73.3%)
PASI 90, 16 week | Ad3limumab 40 mg 334 | 166 (49.8%)
EOW
Placebo 174 | 5 (2.9%)
Guselkumab 100 mg 329 | 123 (37.4%)
PASI 100, 16 week égwm“mab 40me 334 | 67 (20.1%) Data extracted as stated in
Bl It et. al 2017(3
Placebo 174 | 1 (0.6%) auveltet.a (3)
Guselkumab 100 mg 329 | 180 (54.8%)
Adalimumab 40 mg
DLQl (0/1), 16 week EOW 334 | 123 (36.9%)
Placebo 174 | 7 (4.1%)
Guselkumab 100 mg 329 | 8 (2.5%)
Adalimumab 40 mg o
SAE, 16 week EOW 334 |6 (1.8%)
Placebo 174 | 3 (1.8%)
Guselkumab 100 mg 329 (7 (2.2%)
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Trial name: Voyage 1
NCT number: NCT02207231
Outcome Study arm N Result (%) :;s::t?r::;:: methods used
Discontinuation, 16 Adalimumab 40 mg 334 |10 (3%)
week EOW
Placebo 174 | 7 (4.1%)
Guselkumab 100 mg 329 | 289 (89.8%)
PASI 75, 48 weeks | ~dalimumab 40 mg 334 | 209 (64.6%)
EOW
Placebo NA NA
Guselkumab 100 mg 329|251 (78%)
Adalimumab 40 mg
PASI 90, 48 weeks 334 | 160 (49.4%)
EOW
Placebo NA NA
Guselkumab 100 mg 329 | 156 (48.5%)
Adalimumab 40 mg
PASI 100, 48 weeks 334 | 78 (24.1%)
EOW
Placebo NA NA
Guselkumab 100 mg 329 | 200 (62.2%)
Adalimumab 40 mg
DLQI (0/1), 48 weks EOW 334|124 (38.3%)
Placebo NA NA
Table 3A Results of study VOYAGE 2
Trial name: Voyage 2
NCT number: NCT02207244
Outcome Study arm N Result (%) Zﬁt:&::;:: LCEESCEL
Guselkumab 100 mg 496 | 428 (86.3%)
Adalimumab 40 mg
PASI 75, 16 week 248|170 (68.6%)
EOW
Placebo 248 |20 (8.1%)
Guselkumab 100 mg 496 | 347 (70%)
PASI 90, 16 week | 7'9imumab 40 mg 248 | 116 (46.8%)
EOW
Placebo 248 |6 (2.5%)
Guselkumab 100 mg 496 | 169 (34.1%)
Adalimumab 40 mg
PASI 100, 16 week 248 | 51 (20.6%)
EOW
Placebo 248 | 2 (0.9%)
Guselkumab 100 mg 496 | 254 (51.3%)
Adalimumab 40 mg Data extracted as stated in
DLQI (0/1), 16 week EOW 248 | 96 (38.8%) Reich et. al 2017
Placebo 248 | 8 (3.3%)
Guselkumab 100 mg 496 | 8 (1.7%)
Adalimumab 40 mg
SAE, 16 week EOW 248 | 6 (2.5%)
Placebo 248 | 3 (1.3%)
Guselkumab 100 mg 496 | 18 (3.7%)
Discontinuation, 16 Adalimumab 40 mg
week EOW 248 | 11 (4.5%)
Placebo 248 | 15 (6.1%)
Guselkumab 100 mg 496 | 442 (89.2%)
PASI 75, 24 week | Ad3limumab 40 mg 248 | 176 (71%)
EOW
Placebo NA NA
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Trial name: Voyage 2
NCT number: NCT02207244
Descripti f h
Outcome Study arm N Result (%) fois:;?r::;:n methods used
Guselkumab 100 mg 496 | 373 (75.3%)
PASI 90, 24 week | Adlimumab 40 mg 248 | 136 (54.9%)
EOW
Placebo NA NA
Guselkumab 100 mg 496 | 219 (44.2%)
PASI 100, 24 week | d3limumab 40 mg 248 | 66 (26.7%)
EOW
Placebo NA NA
Guselkumab 100 mg 496 | 283 (57.1%)
Adalimumab 40 mg
DLQl (0/1), 24 week EOW 248 | 101 (40.8%)
Placebo NA NA
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6.2 Statistical methodology

As answering the clinical questions involved two comparators, and as head to head data for only one
comparator (ustekinumab) existed, indirect therapy comparison was undertaken for the other (guselkumab).
Risankizumab was studied head to head vs. ustekinumab in the ULtIMMa 1 and 2 trials and meta- analysis
across these studies was undertaken to estimate the added value of risankizumab vs. ustekinumab.

All relative measures estimated were done on risk ratios, that were also used in computations of absolute
effects.

Direct comparison; risankizumab vs. ustekinumab

Relative effect was estimated using meta-analysis across the ULtIMMa 1 and 2 studies of risankizumab vs
ustekinumab was conducted using the Mantel-Haenszel risk ratio with 95% confidence intervals in both fixed
effects and random effects models in ReVman 5.3 (see Forest plots included in appendix 7.3).

Absolute effects, defined as risk-difference assuming comparator event rate were calculated using the
estimated risk ratio from the meta-analysis in the following formula:

e RD=ACR* (RR-1), where RD is risk difference, ACR is the event rate for the relevant outcome across
the ULtIMMa 1 and 2 trials for ustekinumab patients and RR is the risk ratio estimated as described
above

The estimated 95% confidence interval for RD was computed by inserting the low and high confidence limit
estimated using the Mantel-Haenszel risk ratio 95% confidence intervals in the formula for RD.

Indirect comparison; risankizumab vs. guselkumab

The systematic literature review found no head to head studies for risankizumab vs. guselkumab. Therefore
indirect therapy comparison had to be considered. Effects for guselkumab vs. placebo has been studied in
the Voyage 1 and 2 trials, whereas the effects of risankizumab vs. placebo has been studied in the ULtIMMa
1 and 2 studies.

Relative effects was subsequently performed as an indirect therapy comparison with placebo as common
comparator in the following steps:

e Pairwise meta-analysis of risankizumab vs. placebo across ULtIMMa 1 and 2 trials to estimate the risk
ratio to placebo

e Pairwise meta-analysis of guselkumab vs. placebo across Voyage 1 and 2 trials to estimate the risk
ratio to placebo

e Estimating the risankizumab risk ratio to guselkumab using the methodology developed by Bucher
et. al. [6]

To develop 95% confidence limits around the estimated risk ration, the SE was estimated using the SEs from
the pairwise meta-analysis using the following formula:

° RRindirect = |n(RRPairwise(RZB)) - Ln(RRPairwise(RZB))
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o Ln(SEpairwiserx))= (In(CI_high(X))-In(CI_low(X)))/2*1.96, for each of the pairwise meta-analyses
[ ] C|_|OW|ndirect = EKSP(LN(RRindirect) - 1,96*\/(SEPairwise(RZB)2+ SEPairwise(GUS)z)) and;
Cl_highindirect = EKSP(LN(RRindirect) + 1,96 *\/ (SEPairwise(RZB)2+ SEPairwise(GUS)Z))

Absolute effects were estimated using the following formula;

®  RDindirect = ACR * (RRingirect -1), Where RD is risk difference, ACR is the event rate for the relevant
outcome across the Voyage 1 and 2 trials for guselkumab patients and RRingirect is the risk ratio
estimated as described above

Heterogeneity

Forest plots to illustrate the results of all pairwise meta-analyses are presented in appendix 7.3. As can be
seen the |2 statistic and CHI? tests for heterogeneity does not indicate presence of heterogeneity except for
discontinuation in the RZB vs. UST in 16 week data across ULtIMMa 1 and 2 trials. As there is no indication
that effects regarding discontinuation of therapy for risankizumab and ustekinumab should differ between
the ULtIMMa 1 and 2 trials, the final estimates chosen are all based on fixed effects estimates. Both fixed-
effects and random-effects estimates are reported in appendix 7.3 and it can there be seen that estimates
does differ marginally for all outcomes including discontinuation, further indicating that the degree of
heterogeneity is low for all outcomes across both ULtIMMa 1 and 2 trials and Voyager 1 and 2 trials.
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6.3 Forest plots from ReVman 5.3

Risankizumab vs. ustekinumab, 12-16 weeks

Figure 6.3.1: Forest plot PASI 75, RZB vs. UST, 12 weeks

obbvie

RZB UST Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
UILTIhAhd A1 R4 304 70100 5045% 1.24[1.08,1.42] i
LILTIb A2 h1 0 294 fa 99 49 85% 127111, 1.46] i
Total (95% Cl) 508 199 100.0% 1.26 [1.14, 1.38] &
Total events 825 139
Heterageneity; Chi®= 0.07, df=1 (P = 0.79%; F= 0% ID 5 DIS 5 55
Testfor overall effect Z=4.67 (P = 0.00001) ’ Fa'-fnurs UST Favours RZB
Figure 6.3.2: Forest plot PASI 90, RZB vs. UST, 16 weeks
RZB UsT Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
LILTIhAR AT 229 304 42 100 473% 1.79[1.41, 2.28] —i—
UILTIb A2 2200 294 47 99 82 7% 1.58[1.27, 1.96] ——
Total (95% Cl) 508 199 100.0% 1.68 [1.43, 1.97] <
Total events 449 a4
Heterogeneity: Chi*= 0.62, di=1 (P = 0.43); F= 0% IIZI 5 DIS 5 55
Test for overall effect 2= 6.30 (P = 0.00001) ' Fa'v:nurs UST Favours RZE
Figure 6.3.3: Forest plot DLQI (0/1), RZB vs. UST, 16 week
RZB UsT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% ClI
ULTIMRAT 200 0 304 43 100 485% 1.53[1.20,1.94] —i—
ULTIMRAZ 196 294 46 48 491.5% 1.43[1.14,1.80] ——
Total (95% Cl) 508 199 100.0% 1.48 [1.26, 1.75] <4
Total events 396 aq
Heterogeneity: Chi®= 015, df=1 (P =0.70); F= 0% ID 2 EI=5 é 5:
Test for overall effect: Z=4 67 (P = 0.00001) ' Fa'v:nurs UST Favours RZE
Figure 6.3.4: Forest plot SAE, RZB vs. UST, 16 weeks
RZB USsT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
UL Tk A1 T304 8 100 728% 0.29[011,0.77] |
ULTIM A2 g 294 K] 98 272% 067017, 2.64] &
Total (95% Cl) 508 199 100.0% 0.39 [0.18, 0.86] =
Total events 13 11
Heterogeneity, Chi®= 088, df=1 (P = 0.32); F= 0% "1 02 s 3 L 0

Testfor overall effect £= 233 (P =0.02)

Figure 6.3.5: Forest plot Discontinuation, RZB vs. UST, 16 weeks

Favours RZB Favours UST
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RZB UsT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
LILTIMRAAT 5 304 1 100 251% 1.64[0.19 13.91] & »
LILTIMRi A2 20294 3 499 74.9% 0.22[0.04,1.32] ¢ L
Total (95% CI) 508 199 100.0% 0.58 [0.17, 1.97] e —
Total events T 4
Heterogeneity: Chi = 202, di=1{P=016)F=450% IIZI.1 sz IZITS ﬁ é 1D'
Test for overall effect: £= 087 (P =033 Favours RZE  Favours UST
Risankizumab vs. ustekinumab, 52 weeks
Figure 6.3.6: Forest plot PASI 75, RZB vs. UST, 52 weeks
RZB UST Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
LILTIM R4 279 304 0100 481% 1.31 [1.15,1.50] -
LILTIMhd 22 269 294 76 93 51.9% 1.19[1.06, 1.34] .
Total (95% CI) 508 199 100.0% 1.25[1.14, 1.36] L 2
Total events A48 146
Heterogeneity; Chi*= 116, di=1 (P =028 F=14% ID 5 EIIS 5 55
Test for overall effect 2= 5.00 (F = 0.00001) ' Fa'v:nurs UST Favours RZE
Figure 6.3.7: Forest plot PASI 90, RZB vs. UST, 52 weeks
RZB UsT Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% ClI
LILTIMRAAT 249 304 44 100 47.0% 1.86[1.48, 2.34] ——
LILTIMRd A2 237 294 a0 99 53.0% 1.60 [1.30, 1.96] ——
Total (95% CI) 508 199 100.0% 1.72[1.48, 2.00] <
Total events 486 G4
Heterogeneity; Chi®= 0.99, di=1 (P = 0.32); F= 0% =IZI n D=5 é 51
Test for overall effect: £=7.00 (P = 0.00001) ' Fa'v:nurs UST Favours RZE
Figure 6.3.8: Forest plot DLQI (0/1), RZB vs. UST, 52 weeks
RZB USsT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
LIL TR A1 229 304 47 100 51.8% 1.60[1.259,1.99] ——
LILTIhA Rt 22 208 294 a4 495 43.2% 1.689 [1.26, 2.01] ——
Total (95% CI) 508 199 100.0% 1.60 [1.36, 1.87] <
Total events 437 a1
Heterogeneity, Chi®=0.00, df=1 (P = 0.97); F= 0% ID 5 DIS 5 5:
Testfor overall effect. £=5.78 (P = 0.00001) ’ Fa'-a;nurs UST Favours RZE

Figure 6.3.9: Forest plot SAE, RZB vs. UST, 52 weeks
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RZB UST Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
LILTIMRAAT 16 287 4 499 49.8% 1.33[0.46, 3.849] —m
LILTIMRi A2 13 291 4 94 50.2% 1.05[0.35, 3.14]
Total (95% CI) 588 193 100.0% 1.19 [0.55, 2.56]
Total events 29 a8
Heterogeneity; Chi®= 0.09, df=1 (P = 0.76); F= 0% IIZI 2 DIS ] é 55
Test for overall effect: £=0.45 (P = 0.65) Favours RZE  Favours UST
Figure 6.3.10: Forest plot Discontinuation, RZB vs. UST, 52 weeks
RZB UST Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
LILTIMRAAT 13 304 6100 46.3% 0.71[0.28,1.83] =
LILTIMRAZ 15 2494 7 99 537% 0.72[0.30,1.72] L
Total (95% CI) 508 199 100.0% 0.72 [0.38, 1.36] ——o———
Total events 28 13
Heterogeneity: Chi®=0.00, df=1 (P =098} F= 0% IIZI.2 D!5 ﬁ 5.

Testfor overall effect: Z=1.02 (P=0.31)

Risankizumab vs. placebo, 12-16 weeks

Figure 6.3.11: Forest plot PASI 75, RZB vs. PBO, 12 weeks

Favours RZB Favours UST

RZB PBO Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
UILTIbAhd A1 264 304 10 102 555% 8.86[4.91, 1598 —i—
UILTIb A2 261 294 ] 98 445% 10.88[5.59 21.19] —i—
Total (95% Cl) 508 200 100.0% 9.76 [6.27, 15.17] L
Total events A24 18

Heterogeneity; Chi®=0.21, df=1 (P = 0.65); F= 0% 0 b5 ,:,Iz é 20
Test for overall effect Z=10.11 (P = 0.00001) ' Fa:v'nurs PEO Favours RZB

Figure 6.3.12: Forest plot PASI 90, RZB vs. PBO, 16 weeks

RZB PBO Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI N-H, Fixed, 95% ClI
ULTIMMAA 229 304 5 102 T14%  1537[652 36.21) —il—
ULTIMMAZ 220 2494 2 98 286% 36.67 [9.20, 14477 —
Total (95% CI) 508 200 100.0% 21.46 [10.35, 44.50] .
Total events 449 7
Heterogeneity: Chi*=117, df=1({F=028);F=14% 00z o1 " s

Test for overall effect; Z=8.24 (P = 0.00001)

Figure 6.3.13: Forest plot DLQI (0/1), RZB vs. PBO, 16 weeks

Favours PBEQ Favours RZB

Page 52 of 60



obbvie

Testfor overall effect, £=14.28 (P = 0.00001)

Figure 6.3.17: Forest plot PASI 90, GUS vs. PBO, 16 weeks

Favours PBO Favours GUS
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RZB PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
LILTIMbd,1 200 304 § 102 BEE%  5.38[4.29,16.39] ——
LILTIMMAZ 196 294 4 98 334% 16.33[6.23,42.79) —
Total (95% CI) 508 200 100.0% 11.04 [6.36,19.17] -
Total events 3496 12
Heterogeneity: Chi = 1.28 dfi=1{P=0.26), F=21% N0z 0 e .
Test for overall effect: £=8.93 (P = 0.00001} Favours PBO  Favours RZE
Figure 6.3.14: Forest plot SAE, RZB vs. PBO, 16 weeks
RZB PBO Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
LILTIMRAT T304 3102 750% 0.78[0.21, 2.97]
UILTIMRAZ 6 294 1 95 25.0% 2.00([0.24,16.41] =
Total (95% CI) 598 200 100.0% 1.09 [0.36, 3.30] -
Total events 13 4
;—_!ehta]rcugenmhfl:l CQ Tgfﬁu ?fﬁ:; EPEI:SDS.#E); F=0% T o T 100
estfor overall effect: £= 014 (P = 0.88) Favours RZB Favours PBO
Figure 6.3.15: Forest plot Discontinuation, RZB vs. PBO, 16 weeks
RZB PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% ClI
LILTIMRAT 5 304 4 102 a0.0% 0.42[0.11,1.53] ——
UILTIMNAZ 2 294 4 98  50.0% 0.17[0.03,0.90] ——
Total (95% CI) 508 200 100.0% 0.29 [0.11, 0.80] e
Total events T a
Heterogeneity, Chi*= 073, df=1 (P=0.39); F= 0% f t t i
Testfor overall effect: 2= 240 (P =0.02) 0.01 IEI.aLnurs R7B Favours F'él% 100
Guselkumab vs. placebo, 16 weeks
Figure 6.3.16: Forest plot PASI 75, GUS vs. PBO, 16 weeks
GUS PBO Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
WOYAGE-1 300 324 10 174 32.9% 15.87[8.68, 28.99] —
VOYAGE-2 428 498 20 248 67.1% 10.70[7.02,16.31] -
Total (95% CI) 825 422 100.0% 12.40[8.78,17.52] <
Total events 728 30
Heterogeneity: Chi*=1.11,df =1 {F=0.29; F=10% D.'DS sz é 2-0
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GUS PBO Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
WOYAGE-T 241 329 A 174 450% 25491072 B0RZ] ——
WOYAGE-2 347 4496 B 248 550% 28.92([13.09 65389 —i—
Total (95% Cl) 825 422 100.0% 27.38[15.25,49.14] E
Total events h8a 11
est for overall effect: Z=11.08 ( . ) Favours PBO Favours GUS
Figure 6.3.18: Forest plot DLQI (0/1), GUS vs. PBO, 16 weeks
GUS PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
WOYAGE-1 180 329 7174 46.2% 1360[6.54, 28.24] —i—
WOYAGE-2 254 496 g 248 53.8% 15.88[7.99 31.56] ——
Total (95% Cl) 825 422 100.0% 14.82 [8.98, 24.47] L
Total events 434 14
B S e Ay w7 o s
est for overall effect: Z=10.54 ( : ) Favours PBO Favours GUS
Figure 6.3.19: Forest plot SAE, GUS vs. PBO, 16 weeks
GUS PBO Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
WY AGE-1 g 329 3174 495% 1.41[0.38, 5.28] —
WY AGE-2 g 496 3 248 505% 1.33[0.36, 4.98] —i—
Total (95% Cl) 825 422 100.0% 1.37 [0.54, 3.48] i
Total events 16 fi
;—_!ehta]rcugenmhfl:l CQ Tg?ﬂu g;:; EPD=55|.95); F=0% IIZI.IZI1 IZIH 1'D 1DD'
estfor overall effect Z= 0.67 (P = 0.51) Favours GUE Favours PBO
Figure 6.3.20: Forest plot Discontinuation, GUS vs. PBO, 16 weeks
GUS PBO Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl N-H, Fixed, 95% ClI
WOYAGE-1 73249 7174 1A% 0.53[0.19,1.48] —
WOYAGE-2 18 496 15 248 BBE% 0.60[0.31,1.17] ——
Total (95% Cl) 825 422 100.0% 0.58 [0.33, 1.01] .
Total events 25 22
Heterogeneity; Chi®=0.04, df=1 (P = 0.84); F= 0% 'IZI.E|1 IZIH 1.Ij 1IJEI.

Test for overall effect: £=1.92 (P = 0.05)

Favours GUS Favours PBO
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6.4 Results per PICO

Table A4.1. Results referring to clinical question 1: “What is the clinically added value of risankizumab for
adults treatment naive patients with moderate to severe plaque psoriasis who are candidates to 2nd
generation immunomodulating treatment without psoriatic arthropathy?” and clinical question 2: “What is
the clinically added value of risankizumab for adults treatment experienced patients with moderate to
severe plaque psoriasis who are candidates to 2nd generation immunomodulating treatment without
psoriatic arthropathy?” Compared to ustekinumab, 12-16 weeks data

Absolute difference, Fixed Effects, ACR
Studies based on UST event rate across Relative difference in effect Methods used for
Outcome included ULtIMMa 1 and 2 quantitative synthesis
in the Difference Risk
e (%) Cl P value Ratio Cl P value
PASIZ fz week ;J:L'QAZMA 18.2% | [9.8%;26.5%] |<0.00001| 1.26 | [1.14:1.38] | <0.00001
The RRs for the
1”25’9 0, week |50, 30.4% | [19.2%;43.4%] | <0.00001 | 1.68 | [1.43;1.97] |<0.00001 | included studies were
synthesized using the
DLQl, week 16 D.O. 21.5% [11.6%;33.5%] | <0.00001 1.48 [1.26;1.75] | <0.00001 random effects
Mantel-Haenszel risk
SAE, week 16 D.O. -3.4% [-4.5%;-0.8%] 0.02 0.39 [0.18;0.86] 0.02 ratio with 95%
- - - confidence intervals
Discontinuation, | , 08% | [17%19% | 038 | 058 |[0.17,1.97] | 038
week 16

Table A4.2. Results referring to clinical question 1: “What is the clinically added value of risankizumab for
adults treatment naive patients with moderate to severe plaque psoriasis who are candidates to 2nd
generation immunomodulating treatment without psoriatic arthropathy?” and clinical question 2: “What is
the clinically added value of risankizumab for adults treatment experienced patients with moderate to
severe plaque psoriasis who are candidates to 2nd generation immunomodulating treatment without
psoriatic arthropathy?” Compared to ustekinumab, 52 weeks data

Absolute difference, Fixed Effects, ACR Methods used for
Studies based on UST event rate across Relative difference in effect uantitative
Outcome included ULtIMMa 1 and 2 : nthesis
in the Difference [ | pvae |RSK [ P value v
analysis (%) Ratio
0, 0/ . )
PASI75 ;JI;':;\/IZMA 18.3% [10.3%;26.4%] <0.00001 1.25 [1.14;1.36] |<0.00001
The RRs for the
0, 0/ . 0,
PASI90 D.O. 34.0% [22.7%;47.2%] <0.00001 1.72 [1.48;2.0] |<0.00001 | included studies were
. o . synthesized using the
DLQl D.O. 27.4% [16.5%;39.8%] <0.00001 1.60 [1.36;1.87] | <0.00001 random effects
SAE (week 16- 0.8% [1.8%6.3%] Mantel-Haenszel risk
52) D.O. e D 0.65 119 | [0.55;2.56] | 0.65 ratio with 95%
T [4.1%.2.4%] confidence intervals
Discontinuation | D.O. S e 0.31 0.72 | [0.38;1.36] | 0.31

Table A4.3. Results referring to clinical question 1: “What is the clinically added value of risankizumab for
adults treatment naive patients with moderate to severe plaque psoriasis who are candidates to 2nd
generation immunomodulating treatment without psoriasis arthropathy?” and clinical question 2: “What is
the clinically added value of risankizumab for adults treatment experienced patients with moderate to
severe plaque psoriasis who are candidates to 2nd generation immunomodulating treatment without
psoriatic arthropathy?” Compared to guselkumab, 12-16 week data
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Absolute difference, Fixed Effects,

Studies ACR based on GUS event rate Relative difference in effect Methods used for
Outcome . . across VOYAGE 1 and 2 quantitative
included in Difference synthesis
the analysis (%) Cl Risk Ratio cl
ULTIMMA 1 The RRs for the
PASI75 v ;\:’:GZE . -18.8% [-48.6%;33.4%] 0.79 [0.45;1.38] J\:’ecr’;":;g;té’s‘?’;z
and 2 using the random
PASIS0 D.O. -15.4% [-49.3%;71%)] 0.78 [0.31;2.0] effects Mantel-
DLQl D.O. -13.4% [-34.0%;30.0%] 0.74 [0.35;1.57] Haenszel risk ratio
SAE D.O. 0.4% [-1.6%;4.6%] 0.80 [0.19;3.38] with 95% confidence
Discontinuation D.O. -1.5% [-2.5%;1.7%]) 0.50 [0.16;1.56] intervals
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Based on the predefined classification of added value as defined in the Handbook of the Medicines Council’s
process and methodologies for new pharmaceuticals and indication expansions version 2.2(5) the results of
the analyses are mapped below against added value.

Risankizumab vs. ustekinumab 12-16 weeks

Klinisk mervaerdivurdering - PASI75, week 12

Absolute difference

Adjusted least clinically relevant difference
for Cl_low

Estimated CI_low

PASI75, week 12

7.50%

9.8%

Relative difference - PASI75, week 12

Specified confidence limit - PASI75. week 12

RR (CI) - PASI75. week 12

Stor merveerdi

LL>1.33

Moderat merveerdi

1.332>LL>1.11

1.26[1.14;1.38]

Lille merveerdi

1.11>1L>1.00
ogUL<1.33

Merveerdi af ukendt stgrrelse

1.112LL>1.000g UL>1.33

Ingen dokumenteret mervaerdi

0.90<LL=<1.00 og UL>=1.00

Negativ veerdi

UL<1.00

Klinisk mervaerdivurdering - PASI90, week 16

Absolute difference

Adjusted least clinically relevant difference
for Cl_low

Estimated CI_low

PASI90, week 16 7.50% 19.2%
Relative difference - PASI90, week 16 Specified confidence limit - PASI90. week 16 | RR (Cl) - PASI90. week 16
Stor merveerdi LL>1.33 1.68[1.43;1.97]
Moderat mervaerdi 1.332LL>1.11
1.11>LL>1.00
Lille mervaerdi ogUL<1.33
Merveerdi af ukendt stgrrelse 1.11>LL>1.000g UL>1.33
Ingen dokumenteret mervaerdi 0.90<LL=<1.00 og UL>=1.00
Negativ veaerdi UL<1.00
Klinisk merveaerdivurdering - DLQI, week 16
Adjusted least clinically relevant difference
Absolute difference for CI_low Estimated CI_low
DLQl, week 16 7.50% 11.6%

Relative difference - DLQI, week 16

Specified confidence limit - DLQI. week 16

RR (CI) - DLQI. week 16

Stor merveerdi

LL>1.33

Moderat mervaerdi

1.33>LL>1.11

1.48[1.26;1.75]

Lille mervaerdi

1.11>LL>1.00
ogUL<1.33

Merveerdi af ukendt stgrrelse

1.11>1L>1.000g UL>1.33

Ingen dokumenteret mervaerdi

0.90<LL=<1.00 og UL>=1.00

Negativ veerdi

UL<1.00

Klinisk merveerdivurdering - SAE, week 16

Absolute difference

Adjusted least clinically relevant difference
for CI_high

Estimated CI_high

SAE, week 16

2.50%

-0.8%

Relative difference - SAE, week 16

Specified confidence limit - SAE. week 16

RR (Cl) - SAE. week 16

Stor merveerdi

UL<0.75 og risiko >05%
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Moderat merveerdi

0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)

0.39[0.18;0.86]

Lille mervaerdi

0.90=<UL<1.000g LL=<0.75

Merveerdi af ukendt stgrrelse

0.90 =< UL < 1.00 og LL<0.75

Ingen dokumenteret mervaerdi

1.00=<UL<1.11 og LL=<1.00

Negativ mervaerdi

LL>1.00

Klinisk mervaerdivurdering - Discontinuation,
week 16

Absolute difference

Adjusted least clinically relevant difference
for CI_high

Estimated CI_high

Discontinuation, week 16 7.50% 1.9%
Specified confidence limit - Discontinuation. | RR (Cl) - Discontinuation.
Relative difference - Discontinuation, week 16 | week 16 week 16
Stor mervaerdi UL<0.75 og risiko >05%
Moderat mervaerdi 0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)
Lille mervaerdi 0.90=<UL<1.00 0g LL=<0.75
Merveerdi af ukendt stgrrelse 0.90 =< UL < 1.00 og LL<0.75
Ingen dokumenteret mervaerdi 1.00=<UL<1.11 og LL=<1.00 0.58[0.17;1.97]
Negativ mervaerdi LL>1.00
RZB vs UST 52 week
Klinisk mervaerdivurdering - PASI75
Adjusted least clinically relevant difference
Absolute difference for CI_low Estimated CI_low
PASI75 7.50% 10.3%
Relative difference - PASI75 Specified confidence limit - PASI75 RR (CI) - PASI75
Stor mervaerdi LL>1.33
Moderat mervaerdi 1.33>2LL>1.11 1.25[1.14;1.36]
1.11>LL>1.00
Lille mervaerdi ogUL<1.33
Merveerdi af ukendt stgrrelse 1.11>LL>1.000g UL>1.33
Ingen dokumenteret mervaerdi 0.90<LL=<1.00 og UL>=1.00
Negativ merveerdi UL<1.00
Klinisk merveaerdivurdering - PASI90
Adjusted least clinically relevant difference
Absolute difference for ClI_low Estimated CI_low
PASI90 7.50% 22.7%
Relative difference - PASI90 Specified confidence limit - PASI90 RR (Cl) - PASI90
Stor merveerdi LL>1.33 1.72[1.48;2.0]
Moderat merveerdi 1.332LL>1.11
1.11>LL>1.00
Lille merveerdi ogUL<1.33
Merveerdi af ukendt stgrrelse 1.112LL>1.000g UL>1.33
Ingen dokumenteret mervaerdi 0.90<LL=<1.00 og UL>=1.00
Negativ merveerdi UL<1.00
Klinisk merveerdivurdering - DLQI
Adjusted least clinically relevant difference
Absolute difference for Cl_low Estimated CI_low
DLQI 7.50% 16.5%
Relative difference - DLQI Specified confidence limit - DLQI RR (CI) - DLQI
Stor merveerdi LL>1.33 1.6[1.36;1.87]
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Moderat merveerdi

1.33>LL>1.11

Lille mervaerdi

1.11>LL>1.00
ogUL<1.33

Merveerdi af ukendt stgrrelse

1.11>LL>1.00 og UL>1.33

Ingen dokumenteret mervaerdi

0.90<LL=<1.00 og UL>=1.00

Negativ merveerdi

UL<1.00

Klinisk mervaerdivurdering - SAE (week 16-52)

Absolute difference

Adjusted least clinically relevant difference
for CI_high

Estimated CI_high

SAE (week 16-52)

2.50%

6.3%

Relative difference - SAE (week 16-52)

Specified confidence limit - SAE (week 16-52)

RR (Cl) - SAE (week 16-52)

Stor merveerdi

UL<0.75 og risiko >05%

Moderat merveerdi

0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)

Lille merveerdi

0.90=<UL<1.00 0g LL=<0.75

Merveerdi af ukendt stgrrelse

0.90 =< UL <1.00 og LL<0.75

Ingen dokumenteret mervaerdi

1.00=<UL<1.11 og LL=<1.00

1.19[0.55;2.56]

Negativ merveerdi

LL>1.00

Klinisk mervaerdivurdering — Discontinuation

Absolute difference

Adjusted least clinically relevant difference
for CI_high

Estimated CI_high

Discontinuation 7.50% 2.4%
Relative difference - Discontinuation Specified confidence limit - Discontinuation RR (Cl) - Discontinuation
Stor merveerdi UL<0.75 og risiko >05%
Moderat mervaerdi 0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)
Lille mervaerdi 0.90=<UL<1.000gLL=<0.75
Merveerdi af ukendt stgrrelse 0.90 =< UL <1.00 og LL<0.75
Ingen dokumenteret mervaerdi 1.00=<UL<1.11 og LL=<1.00 0.72[0.38;1.36]
Negativ merveerdi LL>1.00
RZB vs. GUS 12-16 week
Klinisk mervaerdivurdering - PASI75
Adjusted least clinically relevant difference
Absolute difference for CI_low Estimated CI_low
PASI75 7.50% -48.6%
Relative difference - PASI75 Specified confidence limit - PASI75 RR (CI) - PASI75
Stor mervaerdi LL>1.33
Moderat mervaerdi 1.332LL>1.11
1.11>LL>1.00
Lille mervaerdi ogUL<1.33
Merveerdi af ukendt stgrrelse 1.11>LL>1.000g UL>1.33
Ingen dokumenteret merveerdi 0.90<LL=<1.00 og UL>=1.00 0.79[0.45;1.38]
Negativ merveerdi UL<1.00
Klinisk merveaerdivurdering - PASI90
Adjusted least clinically relevant difference
Absolute difference for Cl_low Estimated Cl_low
PASI90 7.50% -49.3%
Relative difference - PASI90 Specified confidence limit - PASI90 RR (Cl) - PASI90
Stor mervaerdi LL>1.33
Moderat mervaerdi 1.332LL>1.11
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1.11>LL>1.00
Lille mervaerdi ogUL<1.33
Merveerdi af ukendt stgrrelse 1.112LL>1.000g UL>1.33
Ingen dokumenteret mervaerdi 0.90<LL=<1.00 og UL>=1.00 0.78[0.31;2.0]
Negativ merveerdi UL<1.00
Klinisk mervaerdivurdering - DLQ
Adjusted least clinically relevant difference
Absolute difference for CI_low Estimated CI_low
DLQl 7.50% -34.0%
Relative difference - DLQI Specified confidence limit - DLQI RR (CI) - DLQI
Stor merveerdi LL>1.33
Moderat mervaerdi 1.33>LL>1.11
1.11>LL>1.00
Lille mervaerdi og UL<1.33
Merveerdi af ukendt stgrrelse 1.112LL>1.000g UL>1.33
Ingen dokumenteret mervaerdi 0.90<LL=<1.00 og UL>=1.00 0.74[0.35;1.57]
Negativ mervaerdi UL<1.00
Klinisk mervaerdivurdering - SAE
Adjusted least clinically relevant difference
Absolute difference for CI_high Estimated CI_high
SAE 2.50% 4.6%
Relative difference - SAE Specified confidence limit - SAE RR (CI) - SAE
Stor merveerdi UL<0.75 og risiko >05%
Moderat mervaerdi 0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)
Lille mervaerdi 0.90=<UL<1.000gLL=<0.75
Merveerdi af ukendt stgrrelse 0.90 =< UL < 1.00 og LL<0.75
Ingen dokumenteret mervaerdi 1.00=<UL<1.11 og LL=<1.00 0.8[0.19;3.38]
Negativ merveerdi LL>1.00
Klinisk merveaerdivurdering - Discontinuation
Adjusted least clinically relevant difference
Absolute difference for CI_high Estimated CI_high
Discontinuation 7.50% 1.7%
Relative difference - Discontinuation Specified confidence limit - Discontinuation | RR (Cl) - Discontinuation
Stor merveerdi UL<0.75 og risiko >05%
Moderat mervaerdi 0.75=<UL<0.90 eller (UL<0.75 og risiko < 5%)
Lille mervaerdi 0.90=<UL<1.000gLL=<0.75
Merveerdi af ukendt stgrrelse 0.90 =< UL < 1.00 og LL<0.75
Ingen dokumenteret mervaerdi 1.00=<UL<1.11 og LL=<1.00 0.5[0.16;1.56]
Negativ merveerdi LL>1.00
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Om Medicinradet

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

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

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

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

Om protokollen

Protokollen er grundlaget for Medicinradets vurdering af et nyt laegemiddel. Den indeholder et eller flere kliniske
spergsmal, som anseger skal besvare i den endelige ansegning, og som Medicinrédet skal basere sin vurdering pa.

Se Medicinradets metodehandbog for yderligere information.

Dokumentoplysninger
Godkendelsesdato 20. marts 2019
Ikrafttreedelsesdato 20. marts 2019
Dokumentnummer 40126
Versionsnummer 1.0

Fremkommer der nye og veesentlige oplysninger i sagen af betydning for protokollens indhold, kan
Medicinrddet tage protokollen op til fornyet behandling. Det samme geelder, hvis der er begdet veesentlige
fejl i forbindelse med sagsbehandlingen vedrorende protokollen. Hvis Medicinrddet foretager cendringer i
protokollen, vil ansogende virksomhed fd besked.

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

Sprog: dansk

Format: pdf

Udgivet af Medicinradet, 20. marts 2019
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1 Lzegemiddelinformationer

Lzegemidlets oplysninger
Handelsnavn Skyrizi
Generisk navn Risankizumab
Firma AbbVie
ATC-kode LO4AC
Virkningsmekanisme Humant monoklonalt antistof rettet mod IL-23
Administration/dosis Subkutan injektion 150 mg i uge 0, 4 og herefter hver 12. uge
Forventet EM A-indikation Behandling af moderat til svaer plaque psoriasis hos voksne, som er
kandidater til systemisk behandling.
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2 Forkortelser

BSA:
CIL:

Dermbio:

DLQI:
EMA:
EPAR:
GRADE:

HR:
IL:
mAb:
OR:
PASI:
PICO:

PsA:

EPAR:
PICO:

SAE:
SMD:
TNF:

Body Surface Area Surface
Konfidensinterval

National database for patienter i biologisk behandling oprettet under Dansk Dermatologisk
Selskab (DDS)

Dermatology Life Quality Index
European Medicines Agency
European Public Assessment Report

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

Hazard ratio

Interleukin

Monoklonalt antistof

Odds ratio

Psoriasis Area Severity Index

Fokuserede forskningsspergsmal baseret pa Population, Intervention, Komparator og
Outcome (effektmal)

Psoriasisartropati, inflammation af led og bindevev, der kan optraede i relation til psoriasis.
Inflammationen kan manifestere sig som artritis

Relativ risiko
European Public Assessment Report

Fokuserede forskningsspergsmaél baseret pd Population, Intervention, Komparator og
Outcome (effektmal)

Serious Adverse Event dvs. alvorlig uensket haendelse
Standardized Mean Difference

Tumor necrosis _factor, tumornekrosefaktorer
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3 Formal

Protokollen har til formal at definere de kliniske spergsmal, der enskes belyst i vurderingen af risankizumab
som mulig standardbehandling af voksne patienter fra 18 &r med moderat til sveer psoriasis uden ledgener,
som er kandidater til 2. generations immunmodulerende behandling. I protokollen angives en definition af
populationer, komparator og effektmal, der skal praesenteres i den endelige ansggning samt de metoder, der
onskes anvendt til den komparative analyse. Arbejdet med protokollen er igangsat pa baggrund af den
forelebige ansggning vedrerende risankizumab modtaget den 8. januar 2019.

Protokollen danner grundlag for den endelige ansggning for vurdering af den kliniske merveerdi af
risankizumab sammenlignet med dansk standardbehandling. Alle effektmal, der er opgivet i denne protokol,
skal besvares med béde en sammenlignende analyse mellem risankizumab og ustekinumab og en indirekte
sammenligning mellem risankizumab og guselkumab. Bade den direkte og den indirekte sammenligning skal
indeholde absolutte og relative vaerdier for de specificerede populationer i de angivne méaleenheder (se tabel
1). Desuden skal litteratursegning og databehandling udferes som beskrevet i protokollen.

4 Baggrund

I Danmark, som i evrige dele af verden, far ca. 2-3 % af befolkningen psoriasis i lebet af livet. Psoriasis er en
autoimmun, kronisk, inflammatorisk sygdom, hvor plaque psoriasis, ogsa kaldet psoriasis vulgaris, er den
mest almindelige (ca. 80 %) [1,2].

Sygdommen anses som moderat til sver, hvis psoriasis area and severity index (PASI) er over 10, det
pavirkede overfladeareal (body surface area, BSA) er over 10, eller patientens vurdering af livskvalitet,
sedvanligvis vurderet ved dermatology life quality index (DLQI), er over 10. Samlet betegnes dette ’10-
reglen” [3,4].

Bedemt pa Dermbios seneste arsrapport (2017) er antallet af patienter, der er i biologisk behandling i
Danmark, fortsat stigende. Ved udgangen af 2017 var der registreret 2710 patienter, der havde modtaget
behandling med 2. generations immunmodulerende laegemidler [5]. Det forventede antal patienter pa
landsplan er pr. &r ca. 100 nye patienter, som er kandidater til 2. generations immunmodulerende behandling.
Det drejer sig om psoriasispatienter, der opfylder kriterierne for biologisk behandling, og som ikke har
ledgener. Derudover forventes det, at ca. 100 patienter pr. ar fejler pa et 2. generations immunmodulerende
leegemiddel og skal skifte til et andet leegemiddel [6].

Mzand og kvinder er ligeligt pavirket af psoriasis [7].

4.1 Nuveerende behandling

2. generations immunmodulerende behandling igangseettes efter kriterier defineret i RADS-
behandlingsvejledningen [6] og retningslinjer fra Dansk Dermatologisk Selskab [8]. Disse omfatter bl.a., at
patienten skal have psoriasis med svare hudmanifestationer, defineret som PASI > 10, BASI > 10 % eller
DLQI > 10.

Adalimumab (tumornekrosefaktor (TNF)-haammer), certolizumab pegol (TNF-hammer), secukinumab
(interleukin (IL)-17-ha&mmer), ixekizumab (IL-17-ha&mmer), ustekinumab (IL-12/23-haammer), brodalumab
(IL-17-receptorheemmer) og guselkumab (IL-23-ha&mmer) anbefales aktuelt alle som 1. linjebehandlinger til
psoriasis, da de er vurderet at have sammenlignelige effekter pd hudsymptomer og sammenlignelige
bivirkningsprofiler [9].
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Patienterne vurderes for opstart, efter 12 ugers behandling og derefter 1 gang érligt. I DDS guidelines er der
opstillet kriterier for den forventede effekt pd PASI: Behandlingseffekt svarende til PASI75 eller DLQI
under 5 er mélet, men PASI90 forventes inden for de naste ar at blive behandlingsmalet grundet en bedre
effekt af nye legemidler.

4.2 Risankizumab

Risankizumab er en systemisk, biologisk antistofbehandling, der gives som injektion (subkutan a4 150 mg i
uge 0, 4 og herefter hver 12. uge). Risankizumab er et humaniseret monoklonalt antistof (mAb), der binder
sig til det ekstracellulare interleukin 23 (IL-23). Herved forhindres, at IL-23 bidrager til immunaktivering,
og den inflammatoriske reaktion i huden, der spiller en central rolle i udviklingen af psoriasis, begranses.
Risankizumab har dermed samme virkningsmekanisme som guselkumab. Risankizumab er ikke indiceret til
psoriasispatienter med artropati.

5 Kliniske spgrgsmal

De kliniske spergsmal skal indeholde specifikation af patientgruppen, interventionen, alternativet/-erne til
interventionen og effektmal.

5.1 Klinisk spgrgsmal 1

Hvad er veerdien af risankizumab til voksne behandlingsnaive patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

Population
Voksne (> 18 ar) med moderat til svaer plaque psoriasis, som er kandidater til 2. generations
immunmodulerende behandling! og ikke har psoriasisartropati.

Intervention
Risankizumab, subkutan injektion 4 150 mg i uge 0, 4 og herefter hver 12. uge.

Komparatorer
Ustekinumab, subkutan injektion a 45 mg ved legemsvagt < 100 kg; 90 mg ved legemsvegt > 100 kg i uge
0, 4 og herefter hver 12. uge.

Guselkumab, subkutan injektion &4 100 mg i uge 0, 4 og herefter hver 8. uge.

Ved kandidater til 2. generations immunmodulerende behandling forstas psoriasispatienter, der opfylder de gaeldende kriterier, jf.
RADS’ behandlingsvejledning og Dansk Dermatologisk Selskabs retningslinjer. Kriterierne er: (1) at der er tale om patienter med
moderat til svaer kronisk psoriasis defineret ved 10-reglen, hvor patienten ikke responderer pa, har kontraindikationer overfor eller er
intolerant (uacceptable bivirkninger) overfor methotrexat og lysbehandling i form af smalspektret UVB eller PUVA, og (2) hvis der
er kontraindikationer for methotrexat, ber det, for biologisk behandling pdbegyndes, overvejes, om patienten kan vere kandidat til
acitretin behandling (DDS, 2017).
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De valgte komparatorer beror pa det foreliggende dokumentationsgrundlag og den seneste
behandlingsvejledning [6], hvor ustekinumab er fundet ligestillet med adalimumab, secukinumab og
ixekizumab, der alle anbefales som 1. linjebehandlinger. Laegemidlet guselkumab er af Medicinradet (15.
marts 2018) vurderet til at udgere et klinisk ligestillet alternativ til 1. linjebehandlingerne [10].

Ustekinumab og guselkumab er begge humane monoklonale antistoffer, der binder til specifikke cytokiner
og neutraliserer deres funktion. Ustekinumab binder sig cytokinerne IL-12 og IL-23, mens guselkumab
udelukkende binder sig til IL-23. Fagudvalget er opmarksomme p4, at der findes studier med direkte
sammenligninger mellem risankizumab og ustekinumab.

Effektmal
Tabel 1 summerer de valgte effektmal, deres vigtighed, mindste klinisk relevante forskel og kategori.
Begrundelsen er uddybet i det efterfelgende afsnit.

5.2 Klinisk spgrgsmal 2

Hvad er veerdien af risankizumab til voksne behandlingserfarne patienter med moderat til sveer plaque
psoriasis, som er kandidater til 2. generations immunmodulerende behandling og ikke har
psoriasisartropati?

Population
Voksne (> 18 ar) med moderat til svaer plaque psoriasis, som er kandidater til 2. generations
immunmodulerende behandling og ikke har psoriasisartropati.

Populationen omfatter patienter, som har haft behandlingssvigt pa legemidler med IL-12/23 eller IL-23
target, og patienter, der har behandlingssvigt uanset target:

e Ved behandlingssvigt er klinisk praksis at skifte til et legemiddel med et andet target, hvorfor
fagudvalget er interesseret i at se behandlingseffekterne specifikt for subgruppen af patienter med
behandlingssvigt pa tidligere l&egemidler med samme target som risankizumab (IL-23 eller IL-12/23
haemmende legemiddel). Hvis risankizumab kan anvendes efter svigt pd samme target, vil det 1
klinisk praksis betyde flere behandlingsmuligheder.

e Derudover er fagudvalget interesseret i at se behandlingseffekterne for patienter med tidligere
behandlingssvigt pa biologiske l&egemidler uanset target.

Intervention
Risankizumab, subkutan injektion 4 150 mg i uge 0, 4 og herefter hver 12. uge.

Komparatorer
Ustekinumab, subkutan injektion a 45 mg ved legemsvagt < 100 kg; 90 mg ved legemsvaegt > 100 kg i uge
0, 4 og herefter hver 12. uge.

Guselkumab, subkutan injektion 4 100 mg i uge 0, 4 og herefter hver 8. uge.

De valgte komparatorer beror pa det foreliggende dokumentationsgrundlag og den seneste
behandlingsvejledning [6], hvor ustekinumab er fundet ligestillet med adalimumab, secukinumab og
ixekizumab, der alle anbefales som 1. linjebehandlinger. Laegemidlet guselkumab er af Medicinradet (15.
marts 2018) vurderet til at udgere et klinisk ligestillet alternativ til 1. linjebehandlingerne [10].
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Ustekinumab og guselkumab er begge humane monoklonale antistoffer, der binder til specifikke cytokiner
og neutraliserer deres funktion. Ustekinumab binder sig cytokinerne IL-12 og IL-23, mens guselkumab
udelukkende binder sig til [L-23. Fagudvalget er opmerksomme pa, at der findes studier med direkte
sammenligninger mellem risankizumab og ustekinumab.

Effektmal
Tabel 1 summerer de valgte effektmal, deres vigtighed, mindste klinisk relevante forskel og kategori.
Begrundelsen er uddybet i det efterfelgende afsnit.

5.3 Valg af effektmal

Tabel 1 summerer de valgte effektmal, deres vigtighed, den retningsgivende mindste klinisk relevante
forskel, en evt. justeret mindste klinisk relevant forskel og kategori. I forbindelse med justeringen af
Medicinradets metodehandbog, som tradte i kraft pr. 1. januar 2019, vil absolutte effektforskelle fremover
blive kategoriseret ud fra konfidensintervaller (tabel 3, side 29 i metodehandbogen). Det er derfor
nedvendigt at foretage en justering af den mindste klinisk relevante forskel. Den retningsgivende mindste
klinisk relevante forskel er fremkommet pa samme made som under den gamle metode og afspejler den
mindste forskel, som, fagudvalget vurderer, er klinisk relevant. Nar laegemidlets veerdi for det enkelte
effektmal skal kategoriseres, vil grensen for konfidensintervallet blive sammenholdt med den justerede
mindste klinisk relevante forskel. Den justerede vaerdi vil vaere det halve af den retningsgivende vardi i de
tilfeelde, hvor et konfidensinterval forventes at veere tilgeengeligt. Rationalet for denne tilgang er at sikre, at
alle veerdier i konfidensintervallet ligger teettere pa den retningsgivende MKRF end péa ’ingen forskel’
(absolut effektforskel pa 0). Eller sagt pa en anden méde — alle de sandsynlige vardier for effekten er tettere
pa en klinisk relevant effekt end pé ’ingen effekt’.

For alle effektmal enskes bade absolutte og relative verdier, jf. ansegningsskemaet. Der gnskes bade
punktestimater og konfidensintervaller (for de absolutte vaerdier enskes dog ikke konfidensintervaller, hvor
metoderne til beregning af disse ikke er veldefinerede). For de absolutte verdier, hvor der kan beregnes
konfidensintervaller efter veldefinerede metoder, vurderes den kliniske relevans (veerdi), jf. tabel 3 i
Medicinradets handbog for vurdering af nye laegemidler. For de relative veerdier vurderes den kliniske
relevans (vaerdi), jf. veesentlighedskriterierne beskrevet i Medicinradets handbog. De relative effektestimater
skal angives i relativ risiko (RR) eller hazard ratio (HR). Hvis studierne resulterer i en odds ratio (OR), skal
denne transformeres til relativ risiko, jf. appendiks 2 i Medicinradets hdndbog. Det skal begrundes i
ansggningen, hvis der afviges fra de enskede 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 (retningsgivende og evt. justeret) samt indplacering i
de tre kategorier ("dedelighed” "livskvalitet, alvorlige symptomer og bivirkninger” og “ikkealvorlige symptomer og
bivirkninger”).

Effektmal* Vigtighed | Kategori Maleenhed Retningsgivende | Justeret mindste
mindste klinisk | klinisk relevante
relevante forskel
forskel

PASI75 Kritisk Livskvalitet, Andel patienter, der 15 procentpoint 7,5 procentpoint

alvorlige opnar PASI75
symptomer og
bivirkninger
PASI90 Vigtigt Livskvalitet, Andel patienter, der 15 procentpoint 7,5 procentpoint
alvorlige opnér PASI90
symptomer og
bivirkninger
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Livskvalitet malt | Vigtig Livskvalitet, Andel patienter, der 15 procentpoint 7,5 procentpoint
ved DLQI alvorlige opnar DLQI score 0-1
symptomer og
bivirkninger
Alvorlige Kritisk Livskvalitet, Andel patienter, der 5 procentpoint 2,5 procentpoint
ugnskede alvorlige oplever SAE’s
handelser (SAEs) symptomer og
bivirkninger
Behandlingsopher | Vigtig Livskvalitet, Andel patienter, der 15 procentpoint 7,5 procentpoint
alvorlige ophgrer med
symptomer og behandling
bivirkninger

Fagudvalget ensker at vurdere merveardien ved 12-16 uger, da legemidlers effekt typisk vurderes efter 12-16
uger i klinisk praksis. Hvis patienten ikke har oplevet effekt efter 12-16 ugers behandling, vil et
behandlingsskift blive overvejet, og det er derfor vigtigt at legemidlets effekt vurderes pa denne tidshorisont.
Derudover gnsker fagudvalget at vurdere merverdien af risankizumab med sa lang opfelgningstid som
muligt, da psoriasis er en kronisk sygdom. Derfor gnskes data for alle effektmal for 12-16 uger samt sé lang
opfelgningstid som muligt.

Kritiske effektmal

PASI7S5 reflekterer reduktion i PASI-veerdi med 75 %. PASI75 er anvendt i RADS-behandlingsvejledningen
og ligger til grund for de ligestillede leegemidler. PASI er et valideret mal for svaerhedsgraden af kronisk
plaque psoriasis, der kombinerer areal og laesionernes svaerhedsgrad pa en skala fra 0-72, hvor jo hgjere
score desto svaerere grad af psoriasis. Idet PASI-skalaen ikke er lineer, er en eendring i PASI
uhensigtsmassig som maleenhed. Fagudvalget vurderer, at den mindste klinisk relevante forskel er en
absolut forskel 1 opnéet respons (opnaet PASI75) mellem interventions- og komparatorgruppe pa 15 %.

Alvorlige uenskede haendelser (serious adverse events, SAE) indbefatter enhver alvorlig hendelse eller
bivirkning opstéet i de kliniske studier ved behandling med leegemidlet. Med tanke pa den selekterede
studiepopulation i de kliniske studier, vurderer fagudvalget, at en absolut forskel pa 5 % anses for at vere
klinisk relevant for den samlede forekomst af SAEs.

Vigtige effektmal

PASI90 reflekterer reduktion i PASI-veerdi med 90 %. Det ideelle langsigtede behandlingsmal for patienter
med hudpsoriasis er en fuldsteendig eller naesten fuldstendig afglatning af huden, hvorfor fagudvalget ogsa
onsker at se data pad PASI9O til grund for vurdering af klinisk effekt. Fagudvalget vurderer, at en absolut
forskel 1 opnéet respons (opnaet PASI90) mellem interventions- og komparatorgruppe pa 15 % er klinisk
relevant.

DLQI reflekterer livskvalitet malt ved dermatologisk life quality index. Spergeskemaet bestér af 10
spergsmaél, der bererer seks domener (symptomer og folelsesmaessig pavirkning, pavirkning af
dagligdagsaktiviteter, fritid, arbejde og skole, personlige relationer samt gener i forbindelse med
behandling), hvor hvert svar graderes pa en skala fra 0-3, saledes at der opnés en scoring pa 0-30, hvor 30
repraesenterer sterst negativ pavirkning af livskvaliteten. Almindeligvis betragtes en negativ e&ndring pa > 4
point som klinisk relevant [11]. En DLQI score pa 0 eller 1 anses imidlertid af fagudvalget som det enskede
behandlingsmal, hvilket er et udtryk for, at patienten ikke oplever pavirkning af livskvaliteten [12]. Eftersom
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DLQI dog ikke er et psoriasisspecifikt maleinstrument og ikke afspejler den fulde sygdomsbyrde, vagtes
effektmalet af fagudvalget som vigtigt. Fagudvalget vurderer, at en absolut forskel i respons (opnaet score 0-
1) pa 15 % udger en klinisk relevant forskel.

Behandlingsopher reflekterer, hvor mange patienter som afbryder behandlingen i de kliniske studier uanset
arsag, herunder bivirkninger og manglende effekt. Effektmélet er medtaget som indikator for
behandlingskvalitet og tolerancen ved langtidsbehandling. Fagudvalget finder p& denne baggrund, at en
absolut forskel pa 15 % er klinisk relevant.

6 Litteratursggning

Vurderingen af klinisk merverdi baseres som udgangspunkt pa data fra peer-reviewed publicerede
fuldtekstartikler og data fra EMAs EPARs — public assessment reports. Data skal derudover stemme overens
med protokollens beskrivelser.

Sekretariatet har pa baggrund af den forelgbige ansggning undersegt, om der findes en eller flere peer-
reviewed publicerede fuldtekstartikler, hvor risankizumab er sammenlignet direkte med de to komparatorer.
Dette er tilfaeldet for ustekinumab men ikke for guselkumab. Ansgger bedes derfor sege litteratur ved
ansggningstidspunktet. Til det formal har sekretariatet udarbejdet sggestrenge, som skal anvendes i
MEDLINE (via PubMed) og CENTRAL (via Cochrane Library). Sagestrengene for de indirekte
sammenligninger skal kun anvendes, hvis der ikke kan findes relevante fuldtekstartikler ved segning pa
direkte sammenligninger. Segestrengene kan findes i bilag 1. Derudover skal EMAs EPARs konsulteres for
bade det aktuelle leegemiddel og dets komparatorer.

Kriterier for udveelgelse af litteratur

Anseger skal forst ekskludere artikler pa titel- og abstractniveau, dernaest ved gennemleasning af
fuldtekstartikler. Artikler, der ekskluderes ved fuldtekstlaesning, skal fremga med forfatter, arstal og titel i en
eksklusionsliste, hvor eksklusionen begrundes kort. Den samlede udvalgelsesproces skal afrapporteres ved
brug af et PRISMA -flowdiagram (http://prisma-statement.org/PRISMA Statement/FlowDiagram.aspx).

Ved usikkerheder om, hvorvidt en artikel pé titel- og abstractniveau lever op til inklusions- og
cksklusionskriterierne, anvendes et forsigtighedsprincip til fordel for artiklen, hvorved fuldtekstartiklen
vurderes.

Inklusions- og eksklusionskriterier: De inkluderede studier skal vaere randomiserede kontrollerede forsegg, og
opfolgningstiden skal vaere minimum 12 uger. Derudover skal studierne stemme overens med de kliniske
spergsmél og vedrere de beskrevne populationer, de valgte komparatorer og indeholde minimum ét relevant
effektmal

7 Databehandling og analyse

De inkluderede studier og baselinekarakteristikken af studiepopulationerne beskrives i Medicinradets
ansegningsskema. Det skal angives, hvilke studier der benyttes til at besvare hvilke kliniske spergsmal.

Al relevant data skal som udgangspunkt ekstraheres ved brug af Medicinrddets ansggningsskema. Der skal
udferes en komparativ analyse for hvert enkelt effektmal pa baggrund af relevant data fra inkluderede
studier. For hvert 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
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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 forseg pa at
erstatte manglende data med en meningsfuld vardi. Det vil sige, at alle analyser udelukkende baseres pa
tilgeengelige data pa individniveau.

For effektmél (ORR, SAE, behandlingsstop pga. bivirkninger og ikkealvorlige bivirkninger), hvor det er
naturligt at beregne bade absolut og relativ forskel, vil den relative forskel veere basis for statistiske analyser.
Den absolutte forskel vil derefter blive beregnet, baseret pa den estimerede relative forskel for et antaget
niveau pé hendelsesraten i komparatorgruppen. Det antagne niveau vil afspejle det forventede niveau i
Danmark ved behandling med komparator (hvis relativ risiko (RR) = 0,5 og antaget andel med handelse i
komparatorgruppen er 30 %, da er den absolutte risikoreduktion (ARR) =30 — 30 x 0,5 = 15 %-point).

Hvis der er mere end ét sammenlignende studie, foretages en metaanalyse for de effektmal, hvor det er
metodemeessigt forsvarligt. Hvis der ikke foreligger sammenlignende studier, kan data eventuelt syntetiseres
indirekte (evt. i form af formelle 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 tvers af de inkluderede studier, vil eventuelle
metaanalyser blive baseret pa standardized mean difference (SMD). Den estimerede SMD vil blive omregnet
til den foretrukne skala for effektmalet. Til dette formal anvendes medianen af de observerede
standardafvigelser i de inkluderede studier.

Hvis det ikke er en mulighed at udarbejde metaanalyser (herunder netvaerksmetaanalyser), 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 éarstal) mellem studier skal beskrives og vurderes
for at afgere, hvorvidt resultaterne er sammenlignelige.

Valget af syntesemetode (metaanalyse eller narrativ beskrivelse) begrundes, og specifikke analysevalg truffet
i forhold til metoden skal fremgé tydeligt.

8 Andre overvejelser

Som udgangspunkt pauseres behandling ikke i den daglige klinik, da psoriasis er en kronisk sygdom, og der
ofte ses effekttab ved opstart efter en behandlingspause. Men da behandlingen af psoriasis er langvarig, kan
der alligevel opsta behov for midlertidig pausering af behandlingen eksempelvis 1 tilfelde af rejser,
kirurgiske indgreb og anden sygdom. Derfor ensker fagudvalget i deres vurdering at laegge veegt pa mulighed
for behandlingspauser.

Ligeledes ensker fagudvalget at se data for vedligeholdelsesdosis, eventuelt serumkoncentrationer og hos
velbehandlede patienter mulighed for dosisreduktion eller forlaengelse af behandlingsintervaller.

Fagudvalget finder forholdet mellem initialdosis og vedligeholdelsesdosis relevant, idet et inferiert stof kan
fremstd som effektivt ved at give meget hgj initialdosis. Fagudvalget ensker derfor behovet for den hgjere
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startdosis belyst med henblik pa vurdering af, om der kunne anvendes samme dosis i hele
behandlingsforlgbet.

Fagudvalget vil derfor gerne have oplyst falgende forhold for risankizumab:

10.

11.

12.

Mulighed for behandlingspause
Mulighed for dosisreduktion/behandlingsintervalforleengelse
Forhold mellem initialdosis og vedligeholdelsesdosis.
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Medicinradets fagudvalg vedrerende psoriasis og psoriasis med ledgener

Forvaltningslovens § 4, stk. 2, har veeret anvendt i forbindelse med udpegning af medlemmer til dette fagudvalg

Medicinradets habilitetskrav

Formand Indstillet af

Diljit Kaur Knudsen Lagevidenskabelige Selskaber
Speciallege

Medlemmer Udpeget af

Kan ikke udpege en kandidat, der opfylder Region Nordjylland
Medicinradets habilitetskrav

Trine Hogsberg Region Midtjylland
Afdelingslaege

Sumangali Chandra Prasad Region Syddanmark
Speciallege

Kan ikke udpege en kandidat, der opfylder Region Sjelland

Lone Skov
Klinisk Professor, overlege

Region Hovedstaden

Maija Bruun Haastrup
Afdelingslaege

Dansk Selskab for Klinisk Farmakologi

Thomas Loof Hedegard
Farmaceut

Dansk Selskab for Sygehusapoteksledelse

Eli Gliickstadt
Patient

Danske Patienter

Andreas H.M. Jensen
Patient

Danske Patienter

Medicinradets sekretariat

Medicinradet

Dampfaergevej 27-29, 3. th.

2100 Kegbenhavn @
+45701036 00
medicinraadet@medicinraadet.dk

Sekretariatets arbejdsgruppe:

Mette Hollensted (projektdeltager)
Ilse Linde (fagudvalgskoordinator)

Kirsten Holdt Henningsen (teamleder)

Jesper Skov Neergaard (informationsspecialist)

Jeppe Schultz Christensen (projekt- og metodeansvarlig)
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# | Segning

1 | Psoriasis[Mesh]

2 | psoriasis[tiab]

3 |lor2

4 | "BI 655066"[nm]

5 | "BI 655066"[tiab] or risankizumab][tiab]
6 |4or5

7 | Ustekinumab[Mesh]

8 | ustekinumabltiab] or Stelara[tiab] or CNTO-1275[tiab]
9 | Guselkumab[nm]

10 | guselkumabltiab] or Tremfya [tiab]

9 |7or8o0r9orll

10 | 3and 6 and 9

Indirekte sammenligning med ustekinumab

H*

Segning

Psoriasis|[Mesh]

psoriasis[tiab]

lor2

"BI 655066"[nm]

"BI 655066"[tiab] or risankizumab[tiab]

4or5

Ustekinumab[Mesh]

ustekinumab(tiab] or Stelara[tiab] or CNTO-1275[tiab]

7or8

=\ (R0 Q| [N || [N [—

3 and (6 or 9)

Indirekte sammenligning med guselkumab

H*

Segning

Psoriasis|[Mesh]

psoriasis[tiab]

lor2

"BI 655066"[nm]

"BI 655066"[tiab] or risankizumab[tiab]

4or5

Guselkumab[nm]

guselkumab][tiab] or Tremfya [tiab]

7or8

=\ (0 [QA|N N[ | [—

3 and (6 or 9)
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H*

Segning

[mh Psoriasis]

psoriasis:ti,ab,kw

#1 or #2

("BI 655066" or risankizumab):ti,ab,kw

(ustekinumab or Stelara or CNTO-1275):ti,ab,kw

(guselkumab or Tremfya):ti,ab,kw

#5 or #6

(AN N | |W|IN|—

#3 and #4 and #7

Indirekte sammenligning med ustekinumab

# | Segning

1 | [mh Psoriasis]

2 | psoriasis:ti,ab,kw

3 | #lor#2

4 | ("BIL655066" or risankizumab):ti,ab,kw

5 | (ustekinumab or Stelara or CNTO-1275):ti,ab,kw
6 | #4or#5

7 | #3 and #6

Indirekte sammenligning med guselkumab

# | Segning

1 | [mh Psoriasis]

2 | psoriasis:ti,ab,kw

3 | #lor#2

4 | ("BIL655066" or risankizumab):ti,ab,kw
5 | (guselkumab or Tremfya):ti,ab,kw

6 | #4or#5

7 | #3 and #6
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