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Om Medicinradet

Medicinradet er et uafthaengigt rad, som udarbejder anbefalinger og vejledninger om
lzegemidler til de fem regioner. Medicinradet vurderer, om nye laegemidler og nye
indikationer kan anbefales som standardbehandling og udarbejder fzlles regionale
behandlingsvejledninger. Nye laegemidler vurderes i forhold til effekt, eksisterende
behandling og pris. Det skal give lavere priser og laegemidler, der er til stgrst mulig gavn
for patienterne.

Dokumentets formal

Den sundhedsgkonomiske analyse indeholder Medicinradets vurdering af de
inkrementelle omkostninger pr. patient og budgetkonsekvenserne ved anbefaling.
Vardien for patienten og omkostningerne for samfundet danner grundlaget for Medicin-
radets beslutning om, hvorvidt leegemidlet anbefales som mulig standardbehandling.
Dette bliver ss mmenfattet i Medicinradets anbefaling vedr. l=egemidlet.

Den sundhedsgkonomiske analyse er udarbejdet efter Metodevejledning for
omkostningsanalyse af nye laegemidler og indikationsudvidelser i hospitalssektoren.

Dokumentoplysninger

Godkendelsesdato 23.juni 2021
Dokumentnummer 117584
Versionsnummer 1.0

©Medicinradet, 2021
Publikationen kan frit refereres
med tydelig kildeangivelse.

Sprog: dansk
Format: pdf
Udgivet af Medicinradet, 23. juni 2021
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2. Konklusion

Inkrementelle omkostninger og budgetkonsekvenser

| det scenarie, Medicinradet mener er mest sandsynligt, er de inkrementelle
omkostninger for dupilumab ca. - DKK pr. patient sammenlignet med ingen
systemisk behandling og ca. - DKK pr. patient sammenlignet med methotrexat.
Nar analysen er udfgrt med apotekets indkgbspriser (AIP), er de inkrementelle
omkostninger til sammenligning hhv. ca. 179.000 DKK og 154.000 DKK pr. patient.

De inkrementelle omkostninger ved behandling med dupilumab er naesten udelukket
drevet af laegemidlets pris. Som fglge deraf har behandlingslaengden stor betydning for
analysens resultat. Behandlingslaenden kan potentielt vaere op til seks ar, da
patientpopulationen bestar af patienter mellem 6-11 ar. | Medicinradets hovedanalyse
antages en gennemsnitlig behandlingslaengde pa 30 maneder, svarende til 2,5 ar.

Medicinradet vurderer, at budgetkonsekvenserne for regionerne ved anbefaling af
dupilumab som mulig standardbehandling vil veaere ca. - DKK i ar 5 sammenlignet
med ingen systemisk behandling og ca. - DKK i ar 5 sammenlignet med
methotrexat. Nar analysen er udfgrt med AIP, er budgetkonsekvenserne ca. 2,6 mio. DKK
i ar 5 sammenlignet med ingen systemisk behandling og ca. 2,4 mio. DKKiar 5
sammenlignet med methotrexat.

3. Introduktion

Formalet med analysen er at estimere de gennemsnitlige inkrementelle omkostninger pr.
patient og de samlede budgetkonsekvenser for regionerne ved anbefaling af dupilumab
som mulig standardbehandling pa danske hospitaler til patienter med moderat til sveer
atopisk eksem i alderen 6-11 ar.

Analysen er udarbejdet, fordi Medicinrddet har modtaget en endelig ansggning fra
Sanofi-Aventis. Vi modtog ansggningen den 10. marts 2021.

3.1  Patientpopulation

Atopisk eksem er en kronisk eller recidiverende eksemsygdom karakteriseret ved udslaet
og klge samt perioder med akut opblussen [1]. Moderat til svaer atopisk eksem er
karakteriseret ved udtalt tgrhed, redme, afskalning, evt. papler/vesikler, ekskoriationer
(forkradsninger) og lichenisering (fortykkelse af huden). Den defekte hudbarriere fgrer til
en gget risiko for infektioner [2].

Andelen af bgrn (6-11 ar) med svaer atopisk eksem, som er kandidater til dupilumab,
anslas at vaere 30-50. Fagudvalget anslar, at der samlet vil veere 10-20 nye patienter pr.
ar, der vil veere kandidater til dupilumab jf. Medicinradets protokol [3].



Yderligere information om sygdomsomradet kan findes i Medicinradets protokol.

3.1.1 Komparator

Medicinradet har vurderet den kliniske veerdi af dupilumab pa baggrund af fglgende
kliniske spgrgsmal:

Klinisk spgrgsmal 1

Hvad er vaerdien af dupilumab og optimeret lokalbehandling sammenlignet med placebo
og optimeret lokalbehandling til patienter i alderen 6-11 Gr med sveer atopisk eksem, som
har haft utilstreekkelig effekt af optimeret lokalbehandling og mindst én systemisk
behandling, eller vurderes ikke at veere kandidater til nuvaerende systemisk behandling?

Klinisk spgrgsmal 2

Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med
systemisk behandling (methotrexat, azathioprin, ciclosporin, mycophenolat mofetil) og
optimeret lokalbehandling til patienter i alderen 6-11 Gr med svaer atopisk eksem, som
har haft utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk
behandling, eller vurderes ikke at vaere kandidater til nuvaerende systemisk behandling?

4. Vurdering af den
sundhedsekonomiske analyse

I sin ans@gning har ansgger indsendt en sundhedsgkonomisk analyse, der bestar af en
omkostningsanalyse og en budgetkonsekvensanalyse. | omkostningsanalysen estimeres
de inkrementelle omkostninger pr. patient for dupilumab sammenlignet med 1) ingen
systemisk behandling og 2) systemisk behandling (methotrexat, azathioprin, ciclosporin,
mycophenolat mofetil). | beregningen og praesentationen af resultater i relation til
systemisk behandling er der taget udgangspunkt i methotrexat, da fagudvalget har
tilkendegivet at det er dette laegemiddel, der overvejende bruges til patienterne i
systemisk behandling. Medicinradet vurderer nedenfor den sundhedsgkonomiske
analyse, som ansgger har indsendt.

4.1  Antagelser og forudsatninger for model

Sammenligningen med ingen systemisk behandling er lavet pa baggrund af data fra det
randomiserede kliniske fase IlI-studie, LIBERTY AD CHRONOS [4] der direkte
sammenligner effekten af dupilumab mod placebo hos voksne med sveer atopisk eksem.
Ansgger har inkluderet effektmalet frekvens af opblussen af eksem, da dette effektmal
medfgrer direkte forskelle i omkostninger pa tveers af behandlinger som fglge af
ambulante besgg. Det har dog ikke vaeret muligt for ansgger at identificere studier der
opger frekvens af opblussen af eksem for dupilumab i forhold til systemisk behandling.
Ansgger antager derfor, at patienter i systemisk behandling oplever opblussen svarende
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til gennemsnitsfrekvensen mellem placebo og dupilumab. Ligeledes antager ansgger
ogsa, at effekten hos voksne observeret i LIBERTY AD CHRONOS vil veere tilsvarende hos
born.

4.1.1 Modelbeskrivelse

Ansgger har indsendt en simpel omkostningsanalyse til at estimere omkostningerne
forbundet med behandling af dupilumab, ingen systemisk behandling og methotrexat.
Modellen estimerer omkostningerne forbundet med de enkelte behandlinger. Givet den
antagne frekvens af opblussen for hver behandling, estimerer modellen ligeledes
forskelle i omkostninger forbundet med at behandle disse. Ansgger har inkluderet det
gennemsnitlige antal episoder med opblussen pr. ar som effektmal i analysen, se Tabel 1.

Tabel 1. Antal episoder med opblussen pr. ar associeret med de forskellige behandlinger

Behandling Gennemsnitlig antal episoder  Kilde

med opblussen pr. ar

Dupilumab 0,15 Liberty ad CHRONOS
Ingen systemisk behandling 0,49 Liberty ad CHRONOS
Methotrexat 0,32 Antagelse

Ansgger antager, at en andel af patienterne vil frafalde behandling efter 16. uge som
folge af bivirkninger eller manglende respons. Andelen af patienter, der frafalder,
antages at variere mellem de forskellige behandlinger og er baseret pa registerdata for
frafald efter 2 ars opfelgning [5,6]. Denne andel er omregnet til frafald efter 16 uger med
en antagelse om, at frafaldsrisikoen er konstant. For behandling med dupilumab
medferer dette en frafaldsprocent pa 1,5 %, mens behandling med methotrexat er
associeret med et frafald pa 10,3 % i ans@gers analyse.

Medicinradets vurdering af ansggers modelantagelser

PEDS-studiet[7] som anvendes i vurderingsrapporten rapporterer en frafaldsfrekvens for
bgrn i behandling med dupilumab. Medicinradet vurderer dog ikke at PEDS-studiet er
relevant at anvende i forbindelse med frafald, da studiet kun opgor frafald som fglge af
bivirkninger. Fagudvalget estimerer for behandling med dupilumab, at 3 % af
patientpopulationen ikke vil vaere komfortabel med administrationsformen og derfor vil
falde ud af behandlingen, se Tabel 2.

Tabel 2. Patientfrafald efter 16 uger som fglge af manglende klinisk respons pa behandling

Laegemiddel Frafald efter 16 uger Kilde

Dupilumab 3% Fagudvalgets vurdering
Methotrexat 10,3 % Registerstudie [6]
Ingen systemisk behandling 0% N/A
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Medicinrddet accepterer ansagers valg af model. Dog vaelger Medicinrddet at aendre
frafaldsprocenten for dupilumab til 3 % og #ger behandlingslaengden til 30 mdneder i
Medicinrddets hovedanalyse.

4.1.2  Analyseperspektiv

| overensstemmelse med metoderne har ansgger valgt et begraenset
samfundsperspektiv til sin analyse. Det har ikke veeret muligt for ansgger at finde data pa
den gennemsnitlige behandlingslaengde med dupilumab for patienter i alderen 6-11 ar.
Ansgger antager derfor, at den gennemsnitlige behandlingsleengde er 10 maneder pa
baggrund af protokollen, som naevner, at effekten af dupilumab bgr evalueres efter 16.
ugers behandling og at behandling bgr seponeres, safremt patienten ikke har oplevet
kliniske symptomer i 6 maneder. Tidshorisonten i ansggers analyse er tilsvarende ogsa
10 maneder.

Omkostninger, der ligger efter det fgrste ar, er diskonteret med en rate pa 3,5 % pr. ar.

Medicinradets vurdering af ansggers analyseperspektiv

Fagudvalget vurderer at den gennemsnitlige behandlingslaengde er omkring 30 maneder
for bade dupilumab og methotrexat. Denne antagelse a&endres derfor i Medicinradets
hovedanalyse. Z£ndringen af behandlingsleengden har stor betydning for analysens
resultat. Tidshorisonten a&ndres derfor tilsvarende fra 10 maneder til 30 maneder.

Medicinradet gger tidshorisonten til 30 maneder i Medicinrddets hovedanalyse.

4.2 Omkostninger

| det fglgende er ansggers antagelser for omkostningerne i den sundhedsgkonomiske
analyse af dupilumab sammenlignet med henholdsvis ingen systemisk behandling og
methotrexat praesenteret. Ansgger har inkluderet lzegemiddelomkostninger,
hospitalsomkostninger og patientomkostninger.

4.2.1 Legemiddelomkostninger

Ansgger har jf. Metodevejledning for omkostningsanalyser af nye leegemidler og
indikationer i hospitalssektoren estimeret laegemiddelomkostninger pa baggrund af
apotekets indkgbspris (AIP). Ansgger baserer legemiddeldoser pa Medicinradets
protokol.

Dupilumab og methotrexat doseres efter vaegt:

¢ Dupilumab ved kropsvaegt < 60 kg: initial dosis 300 mg pa dag 1 og 15, efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 4. uge.

e Dupilumab ved kropsvaegt > 60 kg: Initial dosis 600 mg (2 x 300 mg), efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 2. uge.

e Methotrexat: 0,45 mg/kg pr. uge. Dette er baseret p3, at den anbefalede dosis er 0,3
— 0,6 mg/kg pr. uge jf. Medicinradets protokol.
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Jf. ovenstdende doseringsregimer er opstart- og vedligeholdelsesdosis forskellig for
dupilumab, afhaengig af patientens vaegt. Ansgger har antaget en gennemsnitsvaegt pa
31,5 kg baseret pa medianvaegten for en 9-arig ifolge danske vaegtkurver. Dermed
antager ansoger, at ingen af patienterne, der behandles med dupilumab, skal have
vedligeholdelsesdosis pa 300 mg hver 2. uge.

Ansoger har ydermere antaget, at 30 % af patienterne i behandling med methotrexat far
behandlingen administreret via injektionspenne som folge af intolerans for behandling
med tabletter. Denne antagelse er baseret pa vurderinger fra kliniske eksperter.

Ombkostninger forbundet med fugtighedscreme og topikale glukokortoider er ikke
inkluderet i analysen, da de antages at vaere identiske pa tveers af behandlinger.
Medicinradets vurdering af ansggers antagelser vedr. leegemiddelomkostninger
Medicinradet har udskiftet AIP med sygehusapotekets indkgbspris (SAIP), se Tabel 3.

Tabel 3. Anvendte la=gemiddelpriser, SAIP, (april 2021)

Laegemiddel Styrke Pakningsstgrrelse Pris [DKK] Kilde

Dupilumab 200 mg 2 stk. - Amgros

Dupilumab 300 mg 2 stk. - Amgros

Methotrexat 2,5mg 100 stk. - Amgros

Fagudvalget er ikke bekendt med at nogle patienter skulle fa injektionsbehandling med
methotrexat fremfor behandling med tabletter. Andelen af patienter, der behandles med
injektionsbehandling, saettes derfor til 0 % i Medicinradets hovedanalyse.

Fagudvalget vurderer, at der ikke vil vaere nogen patienter > 60 kg i aldersgruppen 6-11
ar, derfor udelades doseringen af dupilumab 300 mg hver anden uge i Medicinradets
hovedanalyse. Ifplge produktresuméet for dupilumab kan dosis for vaegtklassen < 60 kg
oges til 200 mg hver anden uge. Fagudvalget vurderer, at 10 % af patienterne, der
behandles med dupilumab, vil fa opjusteret deres vedligeholdelsesdosis til denne dosis,
hvorfor dette sendres i Medicinradets hovedanalyse. Denne zndring vurderes at have
lille betydning for analysens resultat.

Medicinradet accepterer ansggers valg vedr. lzzgemiddelomkostninger. Dog aendres
andelen der modtager methotrexat injektionsbehandling til 0 %. Andelen der far
behandling med tabletter haeves tilsvarende til 100 %. Ligeledes haeves andelen af
patienter der far 200 mg dupilumab hver anden uge fra 0 % til 10 %, mens andelen af
dupilumab patienter der modtager 300 mg dupilumab hver fjerde uge sankes fra 100 %
til 90 %.

4.2.2 Hospitalsomkostninger

Ansgger har opdelt hospitalsomkostninger i opstart af behandling, behandling af
opblussen, monitoreringsomkostninger og bivirkningsomkostninger.
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Administrationsomkostninger og behandling af opblussen

Ansgger antager, at de fgrste to administrationer af dupilumab foregar pa hospitalet i
forbindelse med et ambulant besgg, hvorefter en forzlder efterfglgende selv kan
foretage administrationen af leegemidlet hjemmefra. Enhedsomkostningen for et
ambulant besgg er fastsat via 2021 DRG 09MA98, svarende til 1.735 DKK (1-dagsgruppe,
pat. mindst 7 ar). Ansgger vurderer, at et ambulant besgg ved opstart varer to timer.

Ansgger antager, at behandling med methotrexat i gennemsnit medfgrer 1,3 ambulante
besgg i forbindelse med opstart af behandling, da 30 % af patienterne antages at have
behov for et ekstra ambulant besgg for at skifte til injektionsbehandling med
methotrexat.

Ansgger antager derudover, at patienterne kommer ind til et ambulant besgg hver gang
en patient oplever en episode med opblussen.

Medicinradets vurdering af ansggers antagelser vedr. administrationsomkostninger og
behandling af opblussen

Fagudvalget vurderer, at nogle patienter, der behandles med dupilumab, vil fa hver dosis
administreret pa hospitalet, da nogle foraeldre ikke er trygge ved selv at give
behandlingen hjemme. Fagudvalget vurderer, at dette vil gelde for omkring 7,5 % af
patienterne. Det gennemsnitlige antal ambulante besgg i forbindelse med administration
af dupilumab gges derfor tilsvarende i Medicinradet hovedanalyse.

Samtidig vurderer fagudvalget at det i gennemsnit tager fire administrationer pa
hospitalet, fgr foreldrene er trygge ved at administrere dupilumab hjemmefra. Det
ferste besgg vurderes at tage to timer, mens de efterfglgende besgg estimeres at tage
en time. Dette a&endres derfor i Medicinradets hovedanalyse. Pa baggrund af fagudvalgets
vurdering om at ingen patienter gar over til injektionsbehandling med methotrexat,
@&ndres antal ambulante besgg i forbindelse med methotrexat behandling fra 1,3 til 1,0
pr. patient i Medicinradets hovedanalyse.

Medicinrddet accepterer ans@gers tilgang vedr. administrationsomkostninger, men
andrer andelen af patienter der permanent far administreret dupilumab pd hospitalet,
fra 0 % til 7,5 %. For den resterende andel af patienter i dupilumab behandling aendres
antallet af besgg pd hospitalet i forbindelse med opstartsbehandling fra 2 til 4 besgg.
Ligeledes aendres antal bes@g i forbindelse med opstart af methotrexat fra 1,3 til 1.

Monitoreringsomkostning
Ansgger inkluderer monitoreringsomkostninger i forbindelse med kontrolbesgg og
blodprgvekontroller som ligger ud over de regelmaessige kontrolbesgg.

Ansgger antager, at monitorering af patienternes behandling og sygdom foregar pa
hospitalet i form af et ambulant besgg. Antallet af kontrolbesgg er baseret pa udsagn fra
en klinisk ekspert. Ansgger antager derudover, at grundet bivirkningsprofilen for
methotrexat bliver patienter, der er startet pa denne behandling, indkaldt til
blodprgvekontroller, som ligger ud over de regelmaessige kontroller. Antallet af
blodprgvekontroller er ligeledes baseret pa udsagn fra en klinisk ekspert. De antagne
frekvenser kan ses i
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Tabel 4.

Tabel 4. Ansggers antagelser vedr. frekvens af kontrolbesgg og blodprgvekontroller for hhv.
dupilumab, ingen systemisk behandling og methotrexat

Antal kontrolbesgg Antal blodprgvekontroller

Forste ar

Dupilumab 3,5 0
Ingen systemisk behandling 7 0
Methotrexat 45 7

Efterfglgende ar

Dupilumab 2,5 0
Ingen systemisk behandling 6 0
Methotrexat 4,5 4

Ansgger antager, at 85 % af blodpregvekontrollerne bliver foretaget pa hospitalet i
forbindelse med et ambulant besgg. Dette er baseret en antagelse om, at
blodprevekontroller i Region Nordjylland bliver foretaget i primaersektoren.
Enhedsomkostning for ambulante kontrolbesag og blodprgvekontroller er fastsat ved
brug af DRG-taksten beskrevet i afsnit 4.2.2. For de 15 %, der antages at fa taget
blodprevekontroller i primarsektor, beregnes enhedsomkostninger for konsultation og
blodpreve ud fra de praktiserende laegers honorartabel 2019.

Medicinradets vurdering af ansggers antagelser vedr. monitoreringsomkostninger
Antallet af kontrolbesag vurderes af fagudvalget at vaere ens mellem dupilumab og
methotrexat, svarende til 3,5 kontrolbesag det forste ar samt efterfglgende ar, mens
patienter, der ikke modtager systemisk behandling, vurderes at have 5 kontrolbesgg

arligt.

I relation til blodprevekontrol vurderer fagudvalget at patienter kommer til
blodprevekontrol hver 2. uge i to maneder. Derefter foretages blodprgvekontrol enten
hver 6. uge eller 12. uge afhangig af bopalsregion. Samtidig vil ca. 30 % af patienterne,
der far methotrexat, fa taget blodprevekontrollen hos egen lzege. Disse andringer
inkluderes i Medicinradets hovedanalyse. £ndringerne vurderes at have minimal
betydning for analysens resultat. Medicinradets antagelser vedr. antal kontrolbesag og
blodprevekontroller ses i Tabel 5.

Medicinradet justerer ogsa omkostninger for konsultation og blodprgvetagning hos
praktiserende laeger til taksten geeldende for 2021, saledes at omkostningen for en
konsultation og blodprevetagning bliver hhv. 146,79 og 50,29 DKK. Denne a&ndring
forventes at have minimal betydning for analysens resultat.
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Tabel 5. Medicinradets frekvens af kontrolbesgg og blodprgvekontroller uden for kontrolbesgg
for hhv. dupilumab og methotrexat

Antal kontrolbesgg Antal blodprgvekontroller

Forste ar

Dupilumab 3,5 0
Ingen systemisk behandling 5 0
Methotrexat 3,5 4,5

Efterfglgende ar

Dupilumab 3,5 0
Ingen systemisk behandling 5 0
Methotrexat 3,5 4

Medicinradet accepterer ansggers tilgang vedr. monitoreringsomkostninger. Dog zendres
antal kontrolbesgg til 3,5 arligt for bade dupilumab og methotrexat patienter. Samtidig
andres andelen af patienter i methotrexatbehandling, der far foretaget blodpravekontrol
i primaersektoren fra 15 % til 30 %.

Bivirkningsomkostninger

Ansgger har inkluderet omkostninger forbundet med bivirkninger ved behandling med
dupilumab og methotrexat. P4 baggrund af det kliniske studie Liberty ad CAFE [8]
estimerer ansgger at behandling med dupilumab medferer at 28 % af patienterne arligt
vil fa gjenbetaendelse. Heraf vurderes det af kliniske eksperter at 10 % af disse patienter i
forste ar og 5 % de efterfolgende ar ogsa vil have behov for en gjenlagekonsultation.

For patienter, der behandles med methotrexat, antager ansgger, at bivirkninger som
mavesmerter, hovedpine, hoste og nedsat appetit er meget almindelige baseret pa
bivirkningsprofilen [9]. Pa baggrund af udsagn fra kliniske eksperter antager ansoger, at
hver af disse bivirkninger optraeder med samme frekvens (28 % pr. ar) ved behandling
med methotrexat. Det antages yderligere at 15 % af patienterne, som oplever
bivirkninger som folge af methotrexat, har behov for laegebesgg det forste ar og 10 % de
efterfelgende ar.

Enhedsomkostningen for en gjenlaegekonsultation er 255,92 DKK pa baggrund af
takstkort for gjenlaegehjaelp mens enhedsomkostning til en konsultation ved en
praktiserende laege pa 146,25 DKK er baseret pa de praktiserende laegers honorar tabel
for 2019.

Medicinradets vurdering af ansggers antagelser vedr. bivirkningsomkostninger
Bivirkningsfrekvenser for dupilumab og methotrexat kan ses i Tabel 6.
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Tabel 6. Rapporterede bivirkningsfrekvenser ved behandling med dupilumab og methotrexat

Dupilumab [%] Methotrexat [%)]
@jenbetandelse 28,0 0,0
Mavesmerter 0,0 28,0
Hovedpine 0,0 28,0
Hoste 0,0 28,0

Fagudvalget vurderer, at frekvensen af mavesmerter som folge af behandling med
methotrexat er en anelse overestimeret. | Medicinradet hovedanalyse anvendes dog
ansggers estimat, da det vurderes at ville have en minimal betydning for analysens
resultat. Medicinradet justerer igen omkostninger for konsultation og blodprevetagning
hos praktiserende laeger til taksten gaeldende for 2021, sdledes at omkostningen for en
konsultation og blodprevetagning bliver hhv. 146,79 og 50,29 DKK. Denne &ndring
forventes at have minimal betydning for analysens resultat.

Medicinradet accepterer ansggers tilgang til estimering af bivirkningsomkostninger.

4.2.3 Patientomkostninger

Patientomkostninger er estimeret pa baggrund af administrations- og
monitoreringsbesgg pa hospitalet og inkluderer patientens og parerendes effektive tid
pa hospitalet, ventetid og transporttid.

Patienttid for patienten og paregrende i forbindelse med opstart af behandling med
dupilumab er sat til 2 timer, mens opstart med methotrexat er sat til 1,5 time. For
dupilumab, methotrexat og ingen systemisk behandling er ambulante besgg i forbindelse
med enten opblussen, kontrolbesgg eller blodprgvekontroller sat til 1,5 time.
Konsultationer i primaersektoren som folge af bivirkninger er sat til at tage 1 time.

Ansgger anvender en enhedsomkostning for patient- og pargrende tid pa 179 DKK pr.
time og transportomkostninger pa 100 DKK pr. besog, jf. Medicinradets vaerdisaetning af
enhedsomkostninger.

Medicinradets vurdering af ansggers antagelser vedr. patientomkostninger
/Zndringerne, som Medicinradet har foretaget i relation til antal monitorerings- og
opstartsbesgg beskrevet i afsnit 4.2.2 vil have en tilsvarende effekt pa
patientomkostninger. Tidsforbrug i forbindelse med opstart af behandling zndres fra 2
timer til 1,25 time, da fagudvalget vurderer at det forste opstartsbesgg tager 2 timer,
mens de tre efterfolgende besgg tager 1 time. Patienttiden inkluderer ogsa tid til
behandling af episoder med opblussen pa hospitalet. Den anvendte patienttid kan ses i
Tabel 7.
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Tabel 7. Estimat af effektiv patienttid i timer

Dupilumab Methotrexat Ingen behandling

Forste ar

Besgg i forbindelse med administration af

laegemidlet >84 125 0
Monitorering 5,48 13,08 8,24
Konsultationer i primarsektor 0,03 2,1 6
Efterfglgende ar

Besgg i forbindelse med administration af

leegemidlet 1,22 0 0
Monitorering 5,48 9,93 8,24
Konsultationer i primaersektor 0,01 1,23 6,0

*Tallet afspejler de patienter der fortsaetter med at f3 administreret leegemidlet pa hospitalet

Medicinrddet accepterer ansggers tilgang vedr. patientomkostninger. Dog andres
patienttid pr. ambulant besgg i forbindelse med opstart fra 2 timer til 1,25 time.

4.3 Folsomhedsanalyser

Formalet med folsomhedsanalyserne er at undersoge usikkerhederne i analysen og de
okonomiske konsekvenser af at justere de parametre, der er usikre.

Ansgger har udarbejdet en raekke folsomhedsanalyser, hvor effekten af variation i
forskellige parametre undersgges. Fglsomhedsanalyser inkluderet af ansgger kan findes i
Tabel 8.

Tabel 8. Fglsomhedsanalyser og beskrivelse

Fglsomhedsanalyse Beskrivelse

Gennemsnitlig behandlingsleengde oges fra 10

Behandlingsleengde
6 8 maneder til 18 maneder

Inklusion af blodprevekontroller for patienter i
Blodpregvekontrol i i
behandling med dupilumab

Andel af patienter i methotrexat Andel i injektionsbehandling saettes til 0 %, saledes
injektionsbehandling at alle methotrexat patienter far tabletbehandling

Benyttelse af DRG-takst for ambulante besgg til 6-

Benyttelse af DRG-takst til 6-arige . ..
arige i stedet for 7-arige (1.477 DKK vs. 1.735 DKK)
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Fglsomhedsanalyse Beskrivelse

Zndring af vedligeholdelsesdosis for Dosis aendres fra 300 mg hver 4. uge til 200 mg
dupilumab hver 2. uge for 30 % af patienterne

Medicinradets vurdering af ansggers valg af folsomhedsanalyser

Medicinradet veelger ikke at praesentere ansggers folsomhedsanalyse, hvor
omkostninger til blodprever ved behandling med dupilumab medregnes, da fagudvalget
vurderer, at man ikke vil foretage disse blodprgver. Ligeledes praesenterer Medicinradet
ikke folsomhedsanalysen, hvor andelen, der modtager methotrexat som
injektionsbehandling, sattes til 0 %, da denne antagelse allerede indgar i Medicinradets
hovedanalyse. Folsomhedsanalysen hvor DRG-taksten for et ambulant besgg =ndres,
praesenteres ikke, da det ikke har vaesentlig betydning for analysens resultat.

Medicinradet veelger at praesentere en fglsomhedsanalyse, hvor behandlingslaengden
@ndres til 72 maneder, svarende til 6 ar, da der er usikkerhed om den gennemsnitlige
behandlingslaengde.

Medicinradet veelger at praesentere folsomhedsanalysen, der viser hvad det betyder for
de inkrementelle omkostninger hvis en stgrre andel af patienterne skifter til 200 mg hver
2. uge. Andelen andres dog til 20 % i stedet for 30 %, hvilket fagudvalget vurderer at
vaere en mere plausibel andel.

Medicinrddet praesenterer folsomhedsanalyse der viser betydningen for analysens
resultat, hvis den gennemsnitlige behandlingslaengde szettes til 72 maneder, og en
folsomhedsanalyse, hvor andelen af patienter i behandling med dupilumab der skifter til
200 mg hver 2. uge aendres fra 10 % til 20 %.

4.4 Opsummering af basisantagelser

| Tabel 9 opsummeres basisantagelserne i henholdsvis ansggers og Medicinradets
hovedanalyse.

Tabel 9. Basisantagelser for ansggers og Medicinradets hovedanalyse

Basisantagelser Ansgger Medicinradet

Gennemsnitlig 10 maneder 30 maneder
behandlingslaengde

Diskonteringsrate 0% 0%iar1

3,5 % de efterfplgende ar

Inkluderede omkostninger Leegemiddelomkostninger Leegemiddelomkostninger
Hospitalsomkostninger Hospitalsomkostninger
Patientomkostninger Patientomkostninger
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Basisantagelser Ansgger Medicinradet

Dosering af dupilumab 100 %: 300 mg hver 4. uge 90 %: 300 mg hver 4. uge

10 %: 200 mg hver 2. uge

Inkludering af spild Nej Nej

5. Resultater

5.1 Resultatet af Medicinradets hovedanalyse

Medicinradets hovedanalyse bygger pa samme antagelser som ansggers hovedanalyse
med undtagelse af de aendringer der er beskrevet tidligere.

Den gennemsnitlige inkrementelle omkostning pr. patient bliver ca.- DKK og ca.
- DKK for sammenligningen med hhv. ingen systemisk behandling og methotrexat
i Medicinradets hovedanalyse.

Er analysen udfert med AIP, bliver den inkrementelle omkostning pr. patient ca. 179.000
DKK og 154.000 DKK for sammenligningen med hhv. ingen systemisk behandling og
methotrexat.

Resultaterne fra Medicinradets hovedanalyse er praesenteret i Tabel 10 og Tabel 11.

Tabel 10. Resultatet af Medicinradets hovedanalyse ved sammenligning med ingen systemisk
behandling, DKK, diskonterede tal

Dupilumab Ingen systemisk Inkrementelle

behandling omkostninger

Laegemiddelomkostninger - I
Hospitalsomkostninger 35.752 28.793 6.959
Patientomkostninger 14.733 12.333 2.440

Totale omkostninger -

Tabel 11. Resultatet af Medicinradets hovedanalyse ved sammenligning med methotrexat, DKK,
diskonterede tal

Dupilumab Methotrexat Inkrementelle

omkostninger

Laegemiddelomkostninger - .
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Dupilumab Methotrexat Inkrementelle

omkostninger

Hospitalsomkostninger 35.752 44.640 -8.888

Patientomkostninger 14.773 20.800 -6.027

Totale omkostninger - - -

5.1.1 Resultatet af Medicinradets felsomhedsanalyser

Medicinradet har udfert felsomhedsanalyser baseret pa parametrene listet i Tabel 12, ud

fra samme antagelser som i Medicinradets hovedanalyse.

Tabel 12. Resultatet af Medicinradets felsomhedsanalyse sammenlignet med hovedanalysen,
DKK

Scenarie Inkrementelle omkostninger

Sammenligningen med ingen systemisk behandling

Resultatet af hovedanalysen

Dosis af dupilumab zndres fra 300 mg hver fjerde
uge til 200 mg hver anden uge for 20 % af
patienterne

Gennemsnitlig behandlingslaengde andres fra 30

maneder til 72 maneder

Sammenligningen med methotrexat

Resultatet af hovedanalysen

Dosis af dupilumab zndres fra 300 mg hver fjerde
uge til 200 mg hver anden uge for 20 % af
patienterne

Gennemsnitlig behandlingslaengde andres fra 30
maneder til 72 maneder

6. Budgetkonsekvenser

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

*  Dupilumab bliver anbefalet som mulig standardbehandling af Medicinradet til
indikationen, som denne analyse omhandler.
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*  Dupilumab bliver ikke anbefalet som mulig standardbehandling.

Budgetkonsekvenserne udger forskellen mellem de samlede omkostninger i de to

scenarier.

6.1 Ansogers estimat af patientantal og markedsandel

Ansgger antager, at der pa nuvaerende tidspunkt er 40 patienter i alderen 6-11 ar, der
kandiderer til behandling med dupilumab, og at der arligt vil komme 15 nye patienter.
Safremt dupilumab anbefales som standardbehandling, antager ansager et fast
markedsoptag pa 30 % fra ar 1, der medferer at 12 patienter vil starte behandling med
dupilumab arligt i ar 1-5

Medicinradets vurdering af ansggers budgetkonsekvensanalyse

Medicinradets accepterer ansggers valg af patientantal. Fagudvalget vurderer dog, at
100 % af patientpopulationen vil starte behandling med dupilumab i tilfselde af en
anbefaling, se Tabel 13. Dermed andres det antagne markedsoptag fra 30 % til 100 % fra

ar 1.

Tabel 13. Medicinradets estimat af antal nye patienter pr. ar.

Ar1 Ar2 Ar3 Ara Ars
Anbefales
Dupilumab 40 15 15 15 15
Komparator* 0 0 0 0 0

Anbefales ikke

Dupilumab 0 0 0 0 0

Komparator* 40 15 15 15 15

* Komparator daekker bédde over methotrexat og ingen systemisk behandling

Medicinradet accepterer ansggers antagelser vedr. patientantal, men andrer antagelsen
omkring markedsoptaget hvis dupilumab anbefales som standardbehandling jf.
fagudvalgets vurdering.

7. Medicinradets
budgetkonsekvensanalyse

Medicinradet estimerer, at anvendelse af dupilumab vil resultere i budgetkonsekvenser

pa ca.- DKK og ca. - DKK i ar 5 for sammenligningen med hhv. ingen
systemisk behandling og methotrexat. Resultatet er praesenteret i Tabel 14 og Tabel 15.
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Er analysen udfert med AIP, bliver budgetkonsekvenserne ca. 2,6 mio. DKK og ca. 2,4
mio. DKK i ar 5 for sammenligningen med hhv. ingen systemisk behandling og

methotrexat.

Tabel 14. Medicinradets analyse af totale budgetkonsekvenser sammenlignet med ingen
systemisk behandling, DKK, ikke diskonterede tal

Anbefales

Anbefales ikke

Totale

budgetkonsekvenser

Tabel 15. Medicinradets analyse af totale budgetkonsekvenser sammenlignet med
methotrexat, DKK, ikke diskonterede tal

Ar1 Ar2 Ar3 Ara Ar5
Anbefales . . . . .
Anbefales ikke . . . . .
Totale
budgetkonsekvenser . . . . .

8. Diskussion

Behandling med dupilumab er forbundet med inkrementelle omkostninger pa ca.

-DKK og ca. - DKK sammenlignet med hhv. ingen systemisk behandling og
methotrexat. Grunden til at de inkrementelle omkostninger sammenlignet med ingen

systemisk behandiing o S

De inkrementelle omkostninger er nasten udelukkende drevet af
l=gemiddelomkostningerne for dupilumab. Behandlingsleengden med dupilumab har
derfor stor betydning for analysens resultat. Dette bekraeftes af Medicinradets
folsomhedsanalyse hvor den gennemsnitlige behandlingslaengde ages fra 30 maneder til

72 maneder. For ingen systemisk behandling @ger dette de inkrementelle omkostninger

fra ca. -DKK til ca. - DKK, mens det for methotrexat behandling medferer
en stigning fra ca. -DKK til ca. - DKK. Det bgr bemzerkes, at selvom
behandling med dupilumab potentielt kan vaere livslang, er det kun relevant at kigge pa
en maksimal behandlingstid pa 72 maneder, som folge af den aldersgruppe der bliver
evalueret i den pagaeldende analyse (6-11 arige).
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Som allerede naevnt er det ikke lykkedes ansgger at finde studier der kan anvendes til at
beskrive forskelle i frekvens af opblussen af eksem mellem dupilumab og methotrexat
eller nogen anden systemisk behandling. Effekten af dupilumab relativt til methotrexat
er derfor forbundet med usikkerhed, hvorfor omkostningerne forbundet med behandling
af opblussen er usikre. Det vurderes dog at denne usikkerhed har minimal betydning for
analysens resultat.
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10. Bilag

10.1 Resultatet af ansogers hovedanalyse

| anspgers hovedanalyse bliver den inkrementelle omkostning pr. patient ca. -og
ca. - DKK over en tidshorisont pa 10 maneder for sammenligningen med hhv. ingen
systemisk behandling og methotrexat. Resultaterne fra ansggers hovedanalyse er

prasenteret i Tabel 16.

Tabel 16. Resultatet af ansggers hovedanalyse sammenlignet med ingen systemisk behandling,
DKK

Dupilumab Ingen systemisk  Inkrementelle omkostninger

behandling

Laegemiddelomkostninger - I
Hospitalsomkostninger 13.760 14.072 -312
Patientomkostninger 6.447 5.665 782

Totale omkostninger - - -

Tabel 17. Resultatet af ansggers hovedanalyse sammenlignet med methotrexat , DKK

Dupilumab  Methotrexat Inkrementelle omkostninger

Leegemiddelomkostninger - - -
Hospitalsomkostninger 13.760 33.546 -19.786
Patientomkostninger 6.447 13.533 -7.086

Totale omkostninger - - -

10.2 Resultatet af ansogers budgetkonsekvensanalyse

Ansgger har inkluderet de samme omkostninger i budgetkonsekvensanalysen, som der
er inkluderet i omkostningsanalysen, dog uden patientomkostninger.

Med de ovenstaende antagelser om patientantal og markedsandel estimerer ansgger, at

anvendelse af dupilumab vil resultere i budgetkonsekvenser pa ca.-og-

DKK i ar 5 for hhv. ingen systemisk behandling og methotrexat. Ansggers estimat af
budgetkonsekvenserne fremgar af Tabel 18 og Tabel 19.



.
°p*

Tabel 18. Ansggers hovedanalyse for totale budgetkonsekvenser sammenlignet med ingen
systemisk behandling, mio. DKK, ikke-diskonterede tal

Anbefales

Anbefales ikke

Totale

budgetkonsekvenser

Tabel 19. Ansggers hovedanalyse for totale budgetkonsekvenser sammenlignet med
methotrexat, mio. DKK, ikke-diskonterede tal

Ar1 Ar2

Anbefales

Anbefales ikke

Totale

budgetkonsekvenser
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Forhandlingsnotat

Dato for behandling i 23.06.2021
Medicinradet

Leverandgr Sanofi
Leegemiddel Dupilumab (Dupixent)
EMA-indikation Patienter i alderen 6-11 ar med moderat til sveer atopisk eksem,

som er kandidater til systemisk behandling.

Forhandlingsresultat

Amgros har fglgende pris pa dupilumab:

Laegemiddel Styrke/dosis Pakningsstgrrelse Forhandlet Rabatprocent

SAIP ift. AIP
Dupilumab 200 mg 2 stk. sprajte (SC) 862034 |EGEGEB |

Dupilumab 300 mg 2 stk. sprojte (SC) 9.128,10 ]

Aftalen for dupilumab Igber indtil 31.03.2022 med mulighed for 1 ars forleengelse. Dupilumab bruges bade til
behandling af sveer astma og atopisk eksem.

Vurdering af forhandlingsresultatet

Det er Amgros’ vurdering, at vi pa denne mindre patientpopulation ikke kan fa en bedre pris end den vi har i
dag. Denne vurdering baserer vi pa fglgende punkter:

1/2
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® Medicinradet har i marts 2020 godkendt dupilumab til standardbehandling af atopisk eksem hos
bgrn fra 12-17 ar, pa dette tidspunkt var prisen den samme som nu.

Konklusion
Det er Amgros’ vurdering, at vi ikke kan fa en bedre pris til denne mindre patientpopulation, da dupilumab
allerede er godkendst til sveer astma og voksne med atopisk eksem.

Relation til markedet

Status i andre lande

Norge: Under behandling®.

Der foreligger endnu ingen ansggning for dupilumab til denne indikation i Sverige og UK.

! Dupilumab (dupixent) - Indikasjon V (nyemetoder.no)
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https://nyemetoder.no/metoder/dupilumab-dupixent-indikasjon-v

Fra: Eyhn, Birgitte /DK

Til: Louise Klokker Madsen

Cc: Dorthea Elise Christiansen; Christian Schouenborg; Katrine Jiirs

Emne: RE: Hgring over udkast til vurdering af lasegemidlets vaerdi og sundhedsgkonomisk afrapportering for
dupilumab til bgrn (6-11 &r) med atopisk eksem

Dato: 2. juni 2021 17:32:14

Vedhaeftede filer: image001.png

Dear Louise

Sanofi hereby approve the assessment of Dupixent but would like to mention that regarding
guestion 2 the DMC have discounted use of adult data for dupilumab and yet only adult data are
available for the comparators, which seems inconsistent. This means that the single study that
compares dupilumab with cyclosporine (Ariens et al, 2019) is discounted and fewer data are
generally available.

Br Birgitte

From: Louise Klokker Madsen <LKM@medicinraadet.dk>

Sent: 12. maj 2021 13:20

To: Fyhn, Birgitte /DK <Birgitte.Fyhn@sanofi.com>

Cc: Dorthea Elise Christiansen <DEC@medicinraadet.dk>; Christian Schouenborg
<CSC@medicinraadet.dk>; Katrine Jirs <KJU@medicinraadet.dk>

Subject: Hgring over udkast til vurdering af laegemidlets veerdi og sundhedsgkonomisk
afrapportering for dupilumab til bgrn (6-11 ar) med atopisk eksem

Kzere Birgitte

Sekretariatet fremsender hermed udkast til Medicinradets vurdering af laagemidlets veerdi og
sundhedsgkonomisk afrapportering for dupilumab til bgrn (6-11 ar) med atopisk eksem.

Medicinradet drgfter vurderingen af leegemidlets vaerdi og modelantagelserne for den
sundhedsgkonomiske afrapportering den 26. maj 2021. | far besked fra sekretariat, hvis Radet
har andringer til vurderingen udarbejdet af fagudvalget.

| har mulighed for at sende eventuelle bemaerkninger til kategoriseringen af laegemidlets veerdi
og den sundhedspkonomiske afrapportering. Jeres frist for at indgive hgringssvar er den 2. juni
2021. | er selvfglgelig velkomne til at sende eventuelle bemaerkninger inden denne dato. | ma
ogsa gerne meddele, hvis | ikke har kommentarer til kategoriseringen.

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

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

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

Om vurderingsrapporten
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1. Medicinradets konklusion

Medicinradet vurderer, at dupilumab til bgrn (6-11 ar) med sveer atopisk eksem samlet
set har en merveerdi af ukendt stgrrelse sammenlignet med ingen systemisk behandling.
Vurderingen er baseret pa evidens af lav kvalitet.

Medicinradet finder, at den samlede vardi af dupilumab sammenlignet med de gvrige
systemiske behandlinger ikke kan kategoriseres, da studierne er for forskellige til at
kunne sammenlignes. Medicinradet vurderer dog, at dupilumab samlet set ikke har
darligere effekt eller sikkerhedsprofil end de gvrige systemiske behandlinger. Evidensen
er af meget lav kvalitet.

©Medicinradet, 2021
Publikationen kan frit refereres
med tydelig kildeangivelse.

Sprog: dansk
Format: pdf
Udgivet af Medicinradet, 26. maj 2021
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MEDICINRADET KATEGORISERER LEGEMIDLERS VARDI | EN AF FOLGENDE
KATEGORIER:

. Stor mervaerdi: 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.

. Mervaerdi af ukendt stgrrelse: Der er pavist en forbedring i forhold til geeldende standardbehandling,
men stgrrelsen af forbedring kan ikke bestemmes. Laegemidlets mervaerdi er som minimum lille, men

kunne ogsa veaere moderat eller stor.

. Ingen dokumenteret mervaerdi: Der er ikke pavist en mervzerdi i forhold til gaeldende

standardbehandling. Omvendt tyder den tilgaengelige evidens heller ikke pa, at der er en negativ veerdi.

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

I nogle situationer er det ikke muligt at kategorisere laeegemidlets samlede veaerdi. De situationer opstar, nar
evidensgrundlaget for vurderingen er for usikkert til at kategorisere vaerdien jf. Medicinradets metoder (fx pa
grund af usikkerheder omkring effektforhold og spinkelt datagrundlag). Medicinradet konkluderer da, at samlet
veerdi ikke kan kategoriseres. Medicinradet vil i disse tilfeelde argumentere for, om der er grund til at formode,
at det nye leegemiddel er darligere eller evt. bedre end galdende standardbehandling, eller der ikke er grund til
at skelne mellem behandlingerne. Det sker pa baggrund af det foreliggende datagrundlag og fagudvalgets
kliniske erfaring. Vurderingen er forbundet med stgrre usikkerhed end vurderinger, hvor leegemidlets veerdi kan
kategoriseres.

MEDICINRADET VURDERER KVALITETEN AF DE DATA, DER LIGGER TIL GRUND FOR
VURDERINGEN AF LEGEMIDLET (EVIDENSENS KVALITET) | EN AF FOLGENDE GRADE-
KATEGORIER:

. Hgj: Nye studier vil med meget lav sandsynlighed andre konklusionen.
. Moderat: Nye studier vil med lav sandsynlighed a&ndre konklusionen.
. Lav: Nye studier vil med moderat sandsynlighed andre konklusionen.

. Meget lav: Nye studier vil med hgj sandsynlighed andre konklusionen.



2. Begreber og forkortelser

AZA: Azathioprin

cbLQl: Children’s Dermatology Life Quality Index

Cl: Konfidensinterval

CsA: Ciclosporin

pLQl: Dermatology Life Quality Index

EASI: Eczema Area and Severity Index

EMA: European Medicines Agency

EPAR: European Public Assessment report

GRADE: Grading of Recommendations Assessment, Development and Education System

(system til vurdering af evidens)

HR: Hazard ratio

IA: Ikke angivet

IL: Interleukin

MKRF: Mindste klinisk relevante forskel
MMF: Mycophenolat mofetil

MTX: Methotrexat

NRS: Numerical Rating Scale

OR: Odds ratio

POEM: Patient-Oriented Eczema Measure
RR: Relativ risiko

SCORAD: SCORing Atopic Dermatitis

TCl: Topikale calcineurininhibitorer
TCS: Topical corticosteroids (opikale glukokortikoider)
TEAE: Treatment emergent adverse event

Side 5/38
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3. Introduktion

Formalet med Medicinraddets vurdering af dupilumab til svaer atopisk eksem hos bgrn (6-
11 ar) er at vurdere den veerdi, leegemidlet har sammenlignet med dansk
standardbehandling.

Vurderingen er udarbejdet, fordi Medicinradet har modtaget en endelig ansggning fra
Sanofi. Medicinrddet modtog ansggningen den 10. marts 2021.

Da de systemiske behandlinger til atopisk eksem ikke er godkendt til bgrn, vil dupilumab
blive sammenlignet med placebo, og Medicinradets anbefaling vil tage udgangspunkt i
denne sammenligning. Medicinradets fagudvalg vil derudover foretage en vurdering af
dupilumab sammenlignet med dansk standardbehandling, uanfaegtet om denne er off-
label. Dog vil denne vurdering ikke danne grundlag for Medicinradets anbefaling.

De kliniske spgrgsmal er:

1. Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med
placebo og optimeret lokalbehandling til patienter i alderen 6-11 dr med sveer
atopisk eksem, som har haft utilstreekkelig effekt af optimeret lokalbehandling
0g mindst én systemisk behandling eller vurderes ikke at vaere kandidater til
nuverende systemisk behandling?

2. Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med
systemisk behandling (methotrexat, azathioprin, ciclosporin, mycophenolat
mofetil) og optimeret lokalbehandling til patienter i alderen 6-11 dr med sveer
atopisk eksem, som har haft utilstreekkelig effekt af optimeret lokalbehandling
0g mindst én systemisk behandling eller vurderes ikke at vaere kandidater til
nuveerende systemisk behandling?

3.1 Atopisk eksem

Atopisk eksem er en kronisk eller kronisk recidiverende eksemsygdom karakteriseret ved
udslaet og klge samt perioder med akut opblussen, hvor der vil vaere behov for hurtig
indseettende behandling [1]. Moderat til sveer atopisk eksem er karakteriseret ved udtalt
tgrhed, redme, afskalning, evt. papler/vesikler, ekskoriationer (forkradsninger) og
lichenisering (fortykkelse af huden). Den defekte hudbarriere fgrer til en gget risiko for
infektioner [2].

Et centralt symptom for atopisk eksem er klge, der ved moderat til sveer sygdom kan lede
til udtalt sevnmangel [3], reducere bgrnenes daglige aktivitet og have en negativ
indflydelse pa deres skolegang [4]. Natlig klge kan have stor betydning for hele familiens
trivsel pa grund af manglende sgvn. Ligeledes lider en del bgrn med atopisk eksem af
angst eller depression og har generelt nedsat livskvalitet [4].

Lokaliseringen af atopisk eksem varierer med alderen, hos sma bgrn ses det ofte i ansigt,
pa kroppen og pa ekstremiteternes straekkesider. Hos lidt stgrre bgrn ses det ofte i
bgjefurer.
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Fagudvalget anerkender to mader at definere svaerhedsgraden af atopisk eksem:

1. Vurdering foretaget af laege i samarbejde med patienten ved hjzlp af et eller
begge af fglgende to malevaerktgjer: Eczema Area and Severity Index (EASI) eller
SCORing Atopic Dermatitis (SCORAD), hvor udbredelse, graden af hudaffektion
og hyppigheden af opblussen vurderes. SCORAD indeholder en mere subjektiv
vurdering vedr. klge og deraf fglgende sgvnmangel, mens EASI kan vurderes
objektivt. Graden af hudaffektion vurderes i EASI opdelt pr. kropsdel.
Svaerhedsgraden ifglge SCORAD kan vaere mild (< 25), moderat (25-50) eller
sveer (> 50) og ifglge EASI moderat (7,1-21), sveer (21,1-50) eller rigtig sveer
(50,1-72).

2. Vurdering foretaget af patienten (eller foraeldre) ved hjzlp af et eller begge af
fplgende to malevarktgjer: Patient-Oriented Eczema Measure (POEM) eller
Children’s Dermatology Life Quality Index (CDLQI). CDLQI er rettet mod
betydningen af dermatologiske sygdomme for patientens livskvalitet, mens
POEM omhandler patientens oplevede svaerhedsgrad af eksem (Patient-
Oriented Eczema Measure, POEM). Begge er udtryk for sveerhedsgraden af
eksem, som det opleves af patienten. Dette er isaer vigtigt hos patienter, hvor
eksemet har en mindre udbredelse, men med sveaer grad af hudaffektion
lokaliseret til mindre omrader af huden. Dette kaldes svaer lokaliseret eksem,
selvom der ikke ngdvendigvis er tale om svaer eksem defineret ved EASI eller
SCORAD. Fagudvalget mener derfor, at der ogsa bgr tages hgjde for
patientperspektivet i vurderingen af eksemets svaerhedsgrad.

Patofysiologien af atopisk eksem er kompleks, da den involverer bade genetiske og
miljgmaessige faktorer savel som immundysregulering, hvor det inflammatoriske respons
er induceret af aktivering af type 2 T-hjaelperceller [5]. De to cytokiner interleukin (IL) 4
og IL 13 er centrale i initieringen og vedligeholdelsen af det inflammatoriske respons [6].
Hos bgrn forekommer atopisk eksem ofte sammen med andre atopiske sygdomme som
astma og hefeber [2].

Hos langt de fleste bgrn debuterer atopisk eksem fgr 5-arsalderen, men en del af
bgrnene vil vokse fra deres eksem i Igbet af skolealderen [1]. Ca. 15 % af alle bgrn i
Danmark, som fylder 6 ar, har gennem det seneste ar haft atopisk eksem (alle
sveerhedsgrader) [7]. Maks. 3 % af disse har sveer eksem, heraf vil nogle have gavn af
lokalbehandling og/eller nuvaerende systemiske behandlinger. Andelen af bgrn (6-11 ar)
med svaer atopisk eksem, som er kandidater til dupilumab, anslas at vaere 30-50.
Fagudvalget anslar, at der samlet vil veere 10-20 nye patienter pr. ar, der vil veere
kandidater til dupilumab.

3.2 Dupilumab

Dupilumab er et biologisk leegemiddel, som er EMA-godkendt til patienter > 6 ar med
sveer til moderat atopisk eksem, som er kandidater til systemisk behandling. Derudover
har dupilumab ogsa indikation til patienter > 12 ar med svaer astma samt til kronisk
bihulebetaendelse med nasale polypper.

Dupilumab er anbefalet som standardbehandling af Medicinradet til indikationerne for
svaer astma og moderat til sveer atopisk eksem, begge til patienter > 12 ar.
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Denne protokol omhandler indikationsudvidelsen til svaer atopisk eksem hos 6-11-arige,
som er kandidater til systemisk behandling. Ved kandidater til systemisk behandling
forstas patienter, som har utilstraekkelig effekt af optimeret lokalbehandling.

Patientpopulationen blev i protokollen afgraenset til patienter, der har haft utilstraekkelig
effekt af én systemisk behandling, hvilket er en indsnaevring i forhold til EMA-
indikationen. Det skyldes, at fagudvalget vaegter patientsikkerheden hgijt, idet
sygdommen ikke er livstruende. Fagudvalget gnsker derfor mere erfaring med brug af
dupilumab og fglgende langtidsbivirkninger, fgr de gnsker at anvende dupilumab til hele
den population, der er defineret i indikationen. Derfor vurderer fagudvalget, at der bgr
afprgves én af de nuvaerende systemiske behandlinger fgr opstart af dupilumab, idet der
er artiers erfaring med brug af de andre systemiske behandlinger, og bivirkningerne er
velkendte.

Dupilumab inhiberer interleukin (IL)-4 og IL-13-signalering ved at binde specifikt til en del
af IL-4R proteinet. Dette inhiberer cytokininducerede responser fra IL-4 og IL-13,
inklusive frigivelsen af proinflammatoriske cytokiner, kemokiner og IgE. Dupilumab
nedsztter herved hudaffektionen og symptomerne ved atopisk eksem. Dupilumab kan
anvendes med eller uden topikal behandling.

Dupilumab gives som subkutane injektioner i laret eller abdomen.

Dosis af dupilumab ved bgrn er baseret pa kropsvaegt:

- Ved kropsvaegt pa 15 til < 60 kg: initial dosis 300 mg pa dag 1 og 15, efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 4. uge. Kan efter laegens vurdering gges til
200 mg hver 2. uge.

- Ved kropsvaegt > 60 kg: Initial dosis 600 mg (2 x 300 mg), efterfulgt af
vedligeholdelsesdosis pa 300 mg hver anden uge.

Dupilumab er beregnet til lengerevarende systemisk terapi med det formal at opna
sygdomskontrol og undga opblussen.

Hvorvidt effekten af Dupilumab er tilstraekkelig vurderes efter mindst 16 ugers
behandling ud fra EASI, CDLQI og POEM samt en kvalitativ leegelig helhedsvurdering og
efter samtale med barnet og dets forzaeldre. Godkendelsen af dupilumab til voksne og
unge har medfgrt, at de naevnte maleredskaber nu anvendes som standard
monitoreringsvaerktgjer i dansk klinisk praksis. Fagudvalget vurderer, at dette ogsa bgr
geelde, hvis dupilumab godkendes til bgrn.

Effekten males i klinikken hver 3. maned ved kontrol. Foraeldrene opfordres til at
kontakte behandlende lzege, hvis der opstar bivirkninger.

Dupilumab bgr seponeres ved manglende effekt, vurderet efter 16 uger. Desuden bgr
behandlingen seponeres efter langvarigt fravaer af kliniske symptomer pa atopisk eksem.
Hos voksne vurderes, om behandlingen bgr fortsaette efter 12 maneders fraveer af
symptomer [2]. Fagudvalget vurderer, at det kunne vaere tidligere hos bgrn, da nogle
bgrn vil vokse fra sygdommen. Ved seponering og efterfglgende opblussen af
symptomer, kan systemisk behandling genoptages med samme eller andet praeparat.
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3.3 Nuvarende behandling

Den nonfarmakologiske behandling af atopisk eksem bestar i at minimere eller undga en
raekke forveerrende faktorer, herunder udtgrring af huden, irritanter, infektioner og
eventuelt komplicerende allergier. Desuden anvendes fugtighedscremer ved alle
sveerhedsgrader i tillaeg til den gvrige behandling af atopisk eksem, da den hydrerer
huden, forhindrer mikrofissurer, hudklge og nedsaetter behovet for topikalt
glukokortikoid (TCS) [2].

Den farmakologiske behandling af atopisk eksem sigter mod at forebygge episoder med
opblussen (flares) samt, nar sddanne episoder opstar at afkorte perioden, indtil
sygdommen igen er stabiliseret [1]. Behandlingen afhanger af svaerhedsgraden og kan
veere lokal, systemisk eller begge dele.

3.3.1 Lokalbehandling

Som lokalbehandling er topikale glukokortikoider (TCS, steroidcreme) fgrstevalg til
moderat til svaer atopisk eksem. Ved opblussen benyttes TCS som udgangspunkt dagligt i
1-2 uger, men i sveere tilfeelde kan den daglige smgring med TCS forlaenges i op til 4 uger
eller om ngdvendigt leengere. Derefter gives typisk vedligeholdelsesbehandling med TCS
to gange om ugen. Som andetvalg, efter at behandling med TCS har vist utilstraekkelig
effekt, eller hvor behandlingen med TCS vurderes uhensigtsmaessig grundet
bivirkningsprofilen, kan lokalbehandling med topikale calcineurininhibitorer (TClI)
benyttes [2]. Sidstnaevnte benyttes ogsa som vedligeholdelsesbehandling mellem
episoder med opblussen i eksemet. TCl er velegnet til proaktiv langtidsbehandling, det vil
sige som forebyggende behandling i leengere tid. Adheaerens er fortsat et stort problem
ved lokalbehandling, specielt under vedligeholdelsesbehandlingen hvor eksemet er i ro,
og det kan medfgre, at barnet/forzldrene glemmer de daglige smgringer, og at
lokalbehandlingen dermed mister effekt. Derfor anvendes begrebet 'optimeret
lokalbehandling’, hvilket forstas som konsekvent og daglig anvendelse af
fugtighedscreme sammen med konsekvent anvendelse af TCS eller TCI.

3.3.2 Systemisk behandling

Det er en forudsatning for systemisk behandling, at lokalbehandlingen er optimeret, og
at der anvendes daglig fugtighedscreme og suppleres med TSC/TCI ved behov.

De systemiske behandlinger, der anvendes til behandling af sveer atopisk eksem hos
bgrn, er methotrexat (MTX), azathioprin (AZA), mycophenolat mofetil (MMF) og
ciclosporin (CsA). CsA er den eneste systemiske behandling, der er EMA-godkendt til
behandling af sveer atopisk eksem. EMA anbefaler dog ikke CsA til patienter under 16 ar
[8]. Ingen af de gvrige lzegemidler har atopisk eksem som indikation, men har veaeret
anvendt uden for indikation (off-label) i Danmark som standardbehandling over en
lengere arraekke til patienter (bade bgrn og voksne) som har utilstraekkelig effekt af
optimeret lokalbehandling. MTX vil som regel vaere fgrstevalg, men ved akut, svaer
opblussen kan CsA veere det bedste behandlingsalternativ. Det kan veaere sveert for bgrn
at samarbejde ved de hyppige kontrolblodprgver, der skal foretages ved opstart af en
systemisk behandling, hvilket kan have betydning for behandlingsvalget.
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4. Metode

Medicinradets protokol for vurdering af dupilumab til behandling af svaer atopisk eksem
hos bgrn (6-11 ar) beskriver sammen med Hdndbog for Medicinrddets proces og metode

vedr. nye leegemidler og indikationsudvidelser, hvordan Medicinradet vil vurdere

legemidlets veerdi for patienterne.

5. Resultater

5.1  Klinisk spergsmél 1

Hvad er vaerdien af dupilumab og optimeret lokalbehandling sammenlignet med placebo

og optimeret lokalbehandling til patienter i alderen 6-11 Gr med sveer atopisk eksem, som

har haft utilstreekkelig effekt af optimeret lokalbehandling og mindst én systemisk

behandling eller vurderes ikke at veere kandidater til nuvaerende systemisk behandling?

5.1.1 Litteratur

Nedenfor beskriver og vurderer Medicinradet den litteratur, som ansgger har anvendt i

sin endelige ans@gning. Besvarelsen af klinisk spgrgsmal 1 er baseret pa det studie, der er
angivet i protokollen (LIBERTY AD PEDS) samt et ekstensionsstudie heraf (LIBERTY AD

PEDS-OLE).

Studiekarakteristika

Tabel 1 viser en oversigt over studier anvendt i ansggningen og hvordan de er anvendt i

vurderingen.

Tabel 1. Oversigt over studier, karakteristika og anvendelse i besvarelsen af kliniske spgrgsmal

Publikationer

Paller et al. 2020. Efficacy

Klinisk studie
ID-nummer

Population +
relevante
studiearme

Bgrn (6-11 &r) med
svaer atopisk eksem,

Anvendt til
besvarelse af klinisk
spgrgsmal samt
effektmal

Klinisk spgrgsmal 1 og

and safety of dupilumab LIBERTY AD som er ukontrolleret 2
with concomitant topical  pgps med TCS Eksem udbredelses- og
corticosteroids in children  NcT03345914 Placebo + TCS (n = svaerhedsgrad,
6 to 11 years old with Behandling: 16 123) laegevurderet og
severe atopic dermatitis:  ygar Dupilumab 300 mg  patientrapporteret;
A randomized, double- Opfeglgningstid*:  hver fjerde uge (600  bivirkninger;
blinded, placebo- 12 uger mg startdosis livskvalitet; episoder
controlled phase 3 trial. J uanset kropsvaegt) +  med opblussen
Am Acad Dermatol. [9] TCS (N=122)
Cork et al. 2020. LIBERTY AD l?(z)rn og unge (6-17 Klinisk spgrgsmal 1 og
Dupilumab provides PEDS-OLE ar) melfl sll/aer

~ NCT02612454 atopisk eksem, som L
favourabie lang term NCT02407756 er ukontrolleret Bivirkninger

safety and efficacy in
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Anvendt til

Klinisk studie Population + besvarelse af klinisk

Publikationer relevante spergsmal samt

ID-nummer .
studiearme effektmal

children aged 26 to <12 Opfelgningstid*:  med TCS (eller

years with uncontrolled 52 uger kontraindikation)
severe atopic dermatitis: Dupilumab 2 mg/kg
results from an open- or 4 mg/kg SC hver
label phase Ila study and uge (n =33). Ingen
subsequent phase Ill TCS.

open-label extension
study. Br J Dermatol. [10]

* Opfglgningstid efter endt behandling

Baselinekarakteristika
Baselinekarakteristika fremgar af bilag 3. Nedenfor beskrives de vaesentligste forhold i
studierne, som fagudvalget tager hgjde for i vurderingen.

PEDS-studiet omhandler bgrn (6-11 ar) med svaer atopisk eksem.

e  Patienterne er ikke tilstraekkeligt kontrolleret med TCS.
e  Patienterne anvendte medium-potent TCS samtidig med dupilumab eller
placebo.
e (Ca.30 % havde tidligere modtaget én systemisk behandling.
e Det var tilladt at anvende akut behandling (hgjpotent TCS eller systemisk
behandling) ved opblussen.
e dupilumab blev administreret i en af fglgende doser:
o 300 mg hver 4. uge, uanset vaegt (initialdosis 600 mg) (N=122)
o 100 mg hver 2. uge, for patienter < 30 kg (initialdosis 200 mg) (n = 63)
o 200 mg hver 2. uge, for patienter > 30 kg (initialdosis 400 mg) (N=59)
o matchende placebo + TCS (n =123)

Fagudvalget vurderer, at populationen i PEDS er sammenlignelig med den danske
patientpopulation defineret i protokollen, og at studiet kan anvendes i vurderingen. Dog
er kun omkring en tredjedel tidligere behandlet med en systemisk behandling, hvilket er
faerre end der vil vaere i dansk klinisk praksis, hvor patienter skal have afprgvet mindst én
tidligere systemisk behandling. Fagudvalget vil tage hgjde for denne forskel i
vurderingen.

PEDS-OLE er et igangvaerende ublindet, fase-lll ekstensionsstudie af langtidsbivirkninger
og effekt af dupilumab hos bgrn i aldersgruppen 6-11 ar med ukontrolleret sveer atopisk
eksem. Studiet inkluderer bgrn, som indgik i to tidligere dupilumabstudier vedr. atopisk
eksem; et fase lla studie (NCT02407756) og PEDS.

Fagudvalget vurderer, at populationen i PEDS-OLE er sammenlignelig med den danske
patientpopulation (bgrn), dog med de forbehold beskrevet i ovenstdende angaende
PEDS. Fagudvalget vurderer at studiet kan anvendes i vurderingen vedr.
langtidsbivirkninger hos bgrn.
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5.1.2 Databehandling og analyse

| dette afsnit er ansggers datagrundlag, databehandling og analyse for hvert effektmal
beskrevet. Til besvarelse af klinisk spgrgsmal 1 har ansgger anvendt studierne PEDS og
PEDS-OLE. PEDS indeholder en direkte sammenligning mellem intervention (dupilumab +
TCS) og komparator (placebo + TCS). Resultaterne baserer sig pa alle randomiserede
patienter i PEDS (full analysis set). PEDS-OLE anvendes til at belyse langtidsbivirkninger
(op til 52 uger).

Ansgger har indsendt data som efterspurgt i protokollen for effektmalene Eksem
udbredelses- og sveerhedsgrad, laegevurderet (malt ved EASI) og Livskvalitet (malt ved
coLql).

For effektmalet Eksem udbredelses- og sveerhedsgrad, patientrapporteret (malt ved
POEM) blev der i protokollen efterspurgt andelen, som opndede en a&ndring pa mindst 3
point pa POEM. Denne opggrelse har ikke vaeret muligt for ansgger at indsende, i stedet
har ansgger angivet gennemsnitlig eendring fra baseline i de to behandlingsarme samt
forskellen mellem dem. Fagudvalget vurderer, at disse data kan indga i vurderingen i
stedet for andelen, der opnar andring pa mindst 3 point.

For effektmalet Bivirkninger blev der i protokollen efterspurgt andelen, som oplever
mindst en alvorlig bivirkning samt en opggrelse af langtidsbivirkninger (alle grader).
Ansgger har angivet alvorlige ugnskede haendelser samt en beskrivelse af bivirkninger i
studierne, herunder langtidsbivirkninger. Bivirkninger er ugnskede handelser, som er
vurderet at veere relateret til behandlingen og udggr saledes en delmangde af de
ugnskede handelser. Da ansgger ogsa har indsendt en beskrivelse af bivirkninger,
vurderer fagudvalget, at de indsendte data kan indga i vurderingen.

For effektmalet Episoder med opblussen blev der i protokollen efterspurgt andelen af
patienter, der oplever en eller flere episoder med opblussen i en periode pa 16 uger.
Ansgger har angivet klinisk betydende forvaerring i frekvens eller intensitet af eksemet,
hvilket i PEDS blev registreret som en ugnsket handelse. Fagudvalget vurderer, at data
indsendt af ansgger kan anvendes i vurderingen.

Dosering

I ansggningen er der kun anvendt data for dupilumab i doseringen 300 mg hver fjerde
uge uanset vaegt. Doseringen for bgrn med kropsvaegt over 60 kg (300 mg hver anden
uge med startdosis pa 600 mg) blev ikke undersggt i PEDS. Det er ikke rapporteret,
hvorvidt der indgik bgrn som vejede mere end 60 kg i studiet, men den gennemsnitlige
vaegt ved baseline var henholdsvis 31 kg (SD 9,4) og 32 kg (SD 10,8) i den anvendte
dupilumab-arm og placebo-armen. Doseringer i dansk praksis er som fglger:

e 300 mg hver 4. uge for patienter pa 15-59 kg (initialdosis 300 mg pa dag 1 og
15). Kan efter laegens vurdering gges til 200 mg hver 2. uge.
e 300 mg hver 2. uge for patienter > 60 kg (initialdosis 2 x 300 mg)

Fagudvalget vurderer, at de indsendte data kan anvendes i vurderingen, da langt
stgrstedelen af danske bgrn i aldersgruppen 6-11 ar vejer under 60 kg.
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5.1.3 Evidensens kvalitet

Klinisk spgrgsmal 1

Medicinradet har anvendt GRADE til at foretage en systematisk og transparent vurdering
af kvaliteten af evidensen. Vurdering af risikoen for bias ved de enkelte studier fremgar
af bilag 1. Den fuldstaendige GRADE-vurdering og begrundelserne er samlet i en GRADE-
profil, som fremgar af bilag 2.

Evidensgrundlaget bestar kun af et studie, derfor er der nedgraderet et niveau, da der er
risiko for inkonsistens af resultaterne i forhold til yderligere potentielle studier. Det ene
studie er relativt lille, derfor er estimaterne usikre, hvilket ses ved de brede
konfidensintervaller. Derfor er der ogsa nedgraderet et niveau for ungjagtighed.

Da der i studiepopulationen i PEDS er ca. 30 %, som tidligere har faet en systemisk
behandling, adskiller den sig fra den danske population, der ville vaere kandidater til
dupilumab. Dette kan potentielt betyde, at effekten af dupillumab kan vaere
overestimeret i studiet, da disse patienter muligvis vil have lettere ved at opna respons.
Der er dermed en vis indirekthed af datagrundlaget. Der er dog ikke nedgraderet
yderligere pa baggrund af indirekthed, da det i sig selv ikke forventes at kunne a&ndre
konklusionen. Vurderingen er saledes ud fra en samlet vurdering af de usikkerheder der
er ved datagrundlaget.

Evidensens kvalitet er samlet set lav, hvilket betyder, at nye studier med moderat
sandsynlighed kan sndre konklusionen.

5.1.4  Effektestimater og kategorier

| tabellen herunder fremgar de absolutte og relative effektforskelle, de forelgbige og
aggregerede kategorier, den samlede kategori og den samlede kvalitet af evidensen for
klinisk spgrgsmal 1.



Tabel 2. Resultater for klinisk sp@rgsmal 1. Direkte analyser baseret pa data fra PEDS (dupilumab vs. placebo).

Forskel i absolutte tal Forskel i relative tal Aggregeret
2 Malenhed (MKRF Vigtighed i 3

Effektmal LB ) igtighe Forskel [95 % CI]  Forelgbig vaerdi Forskel [95 % Cl] Forelgbig vaerdi vaerdi for effektmalet
Eksem udbredelses-

EASI: andel, der opnar mindst " 42,84 Mervaerdi af ukendt 2,6 . .
og sveerhedsgrad, ) . Kritisk Stor merveerdi Moderat merveerdi

75 % reduktion (10 %-point) [31,54; 54,15] stgrrelse [1,9; 3,56]
legevurderet
Eksem udbredelses- POEM: andel, der opnar en
og sverhedsgrad, 2&ndring pa mindst 3 point Kritisk 1A - Kan ikke kategoriseres
patientrapporteret (10 %-point)

Andel, som oplever mindst en

alvorlig ugnsket haendelse 0,00 Kan ikke 1,00 Kan ikke

[-3,24; 3,24] kategoriseres [0,14; 6,98] kategoriseres

Bivirkninger (2 %-point) Kritisk Kan ikke kategoriseres

Opggrelse af langtids-

.p.g(z) . gHas Se tekst
bivirkninger, alle grader
. . CDLQl, gennemsnitlig 2endring n -4,2 Ingen dokumenteret Ingen dokumenteret

Livskvalitet ) . Kritisk . .

fra baseline (6 point) [-5,6; -2,8] merveerdi merveerdi

. Andel, der oplever mindst en
Episoder med ) ) - -7,5 Ingen dokumenteret 0,47 Ingen dokumenteret  Ingen dokumenteret
opblussen episode med opblussen ilgbet  Vigtig 15,17; 0,17 di [0,21; 1,05] mervaerdi merveerdi
P af 16 uger (10 %-point) [-15,17;0,17] merveerd e

Konklusion

Samlet kategori for legemidlets vaerdi

Merveerdi af ukendt stgrrelse

Kvalitet af den samlede evidens Lav

MKRF: Mindste klinisk relevante forskel. Cl: konfidensinterval. RR: relativ risiko. IA: ikke angivet. Gra felter betyder, at vaerdien ikke kan beregnes.
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Eksem udbredelses- og sverhedsgrad, legevurderet

Som beskrevet i protokollen er effektmalet Eksem udbredelses- og svaerhedsgrad kritisk
for vurderingen af leegemidlets vaerdi for patienterne, fordi symptomerne er steerkt
generende for bgrn med sveer atopisk eksem. Det kan vaere sveert for bgrn ikke at klg sig
de angrebne steder, hvilket kan give smertefulde forkradsninger. Natlig klge kan
desuden forstyrre nattesgvnen for bade barn og foraeldre. Det er imidlertid sveert at
male klge hos bgrn som et effektmal i sig selv, da det er et subjektivt mal. Derfor
vurderes effektmalet ved andelen af patienter, der har en 75 % reduktion fra baseline pa
Eczema Area and Severity Index (EASI75). EASI er et maleredskab baseret pa systematisk
scoring for hver enkelt kropsregion af sveerhedsgraden og kropsarealet pavirket af
henholdsvis régdme, fortykkelse, forkradsninger og lichenisering. Den samlede score
ligger i intervallet 0-72, hvor hgjere score indikerer en hgjere svaerhedsgrad [11]. En
forskel pa 10 procentpoint mellem dupilumab og placebo vurderes at vaere mindste
klinisk relevante forskel for EASI75.

Der var 69,7 % af patienterne i behandling med dupilumab i PEDS, der mindst opndede
EASI75 ved uge 16, og 26,8 % i placebogruppen. Den absolutte forskel er dermed 42,84
procentpoint [31,54; 54,15]. Det vil sige, at ca. 40 %-point flere opnar EASI75 ved
dupilumab sammenlignet med placebo, hvilket afspejler en klinisk relevant effektforskel.
Baseret pa den absolutte effektforskel har dupilumab derfor en mervaerdi af ukendt
stgrrelse, sammenlignet med placebo.

Baseret pa den relative effektforskel (RR 2,6 [1,9; 3,56]), som fremgar af tabel 2, har
dupilumab forelgbigt en stor mervaerdi, sammenlignet med placebo.

Fagudvalget vurderer, at dupilumab aggregeret har en moderat mervaerdi vedr. Eksem
udbredelses- og sveerhedsgrad. Fagudvalget har lagt veegt pa den store mervaerdi for den
relative forskel, men tager i den samlede vurdering hgjde for, at kun omkring en
tredjedel af patientpopulationen i PEDS tidligere havde faet en systemisk behandling.
Dette er en forskel fra patienter, som potentielt bliver kandidater til dupilumab i dansk
klinisk praksis, idet de skal have afprgvet en anden systemisk behandling fgrst. Dermed
er der risiko for, at effekten kan vaere overestimeret baseret pad PEDS. Den samlede
vurdering er derfor, at dupilumab har en moderat merveerdi.

Eksem udbredelses- og sveerhedsgrad, patientrapporteret
Ansgger har ikke leveret data som beskrevet i protokollen, derfor kan veerdien ikke
kategoriseres.

Ansgger har angivet den gennemsnitlige &endring fra baseline i POEM fra PEDS-studiet.
Den gennemsnitlige eendring fra baseline var -13,6 point [-14,97; -12,23] i gruppen som
blev behandlet med dupilumab + TCS, til sammenligning var sendring -5,3 point [-6,67; -
3,93] i gruppen som blev behandlet med placebo + TCS. Den absolutte forskel er dermed
-8,3 point [-10,2; -6,4], hvilket afspejler en klinisk relevant effektforskel.

Fagudvalget vurderer, at dette understgtter at dupilumab er effektivt til at reducere
udbredelse og svaerhedsgrad af eksem, sammenlignet med placebo. Den effekt, der ses i
placeboarmen kan skyldes, at der er gget opmaerksomhed pa lokalbehandling af eksemet
under deltagelse i et klinisk studie.



Side 16/38

Bivirkninger

Som beskrevet i protokollen er effektmalet Bivirkninger kritisk for vurderingen af
leegemidlets veerdi for patienterne, fordi det har betydning for den enkelte patients
livskvalitet og for komplians. Der bgr vaere lav tolerance for alvorlige bivirkninger, idet
sygdommen ikke er livstruende, og der er et forventet behov for langtidsbehandling.

Bivirkninger opggres som bade Andel, som oplever mindst en alvorlig bivirkning og
Opggrelse af langtidsbivirkninger, alle grader.

Andel, som oplever mindst en alvorlig bivirkning
Den mindste klinisk relevante forskel blev i protokollen fastsat til 2 procentpoint.

| PEDS var der 1,7 % i bade dupilumab- og placebogruppen, der oplevede mindst en
alvorlig ugnsket haendelse, svarende til to patienter i hver gruppe. | dupilumabgruppen
var det fgdevareallergi og bakteriel gjenbetaendelse, og i placebogruppen var det astma
og opblussen af eksemet. Ingen af haendelserne blev vurderet at veere relateret til
behandlingen. Den absolutte forskel er 0,00 [-3,24; 3,24]. Konfidensintervallet
indeholder den mindste kliniske relevante forskel, bade i positiv og negativ retning.
Baseret pa den absolutte forskel er der ingen klinisk relevant forskel i alvorlige ugnskede
haendelser mellem dupilumab og placebo, og vaerdien kan ikke kategoriseres.

Baseret pa den relative effektforskel (RR 1,00 [0,14; 6,98]), som fremgar af tabel 3, kan
veerdien af dupilumab ikke kategoriseres sammenlignet med placebo, fordi usikkerheden
ved estimatet er for stor, da det er baseret pa fa haendelser.

Fagudvalget vurderer, at bivirkningsprofilen ved dupilumab, malt ved andel, der oplever
alvorlige ugnskede haendelser, ser ud til at veere acceptabel hos bgrn. Vurderingen hviler
pa et usikkert grundlag, da der kun er data fra ét randomiseret studie med relativt kort
opfglgningstid.

Opggrelse af langtidsbivirkninger, alle grader
Herunder fglger en gennemgang af data for bivirkninger, indsamlet i op til et ar, med
henblik pa at vurdere alvorlighed, handterbarhed og tyngde.

PEDS
Tabel 3 viser en oversigt over ugnskede haendelser rapporteret i PEDS, hvor
behandlingsperioden var 16 uger.

Forekomsten af injektionsreaktioner var 10 % i dupilumabgruppen 0g 5,8 % i
placebogruppen. Ingen af reaktionerne var alvorlige eller fgrte til behandlingsophgr.
Forekomsten af gjenbetandelse var 6,7 % i dupilumabgruppen og 4,2 % i
placebogruppen. Alle tilfeelde, undtaget et, var milde-moderate og forsvandt ved
behandling heraf. Forekomsten af forkglelse (nasopharyngitis) var 12,5 % i
dupilumabgruppen og 6,5 % i placebogruppen.

Generelt er disse data i overensstemmelse med bivirkningsprofilen for dupilumab fra
studier med unge og voksne, hvor der ogsa ses en gget forekomst af injektionsreaktioner
og gjenbetaendelse. Dog bemaerker fagudvalget, at den ggede forekomst af forkglelse
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(nasopharyngitis) ikke er kendt hos unge og voksne. Det er imidlertid ikke en alvorlig
bivirkning, selv om den kan vaere generende.

Nogle ugnskede haendelser forekom hyppigere i placebogruppen, herunder opblussen af
eksemet, astma og hoste. To patienter i placebogruppen ophgrte behandlingen grundet
ugnskede handelser (astma og opblussen af eksemet). Ingen patienter i
dupilumabgruppen ophgrte behandlingen grundet ugnskede haendelser.

Fagudvalget vurderer, at den generelt lavere forekomst af ugnskede haendelser med
dupilumab (65 %) sammenlignet med placebo (73,3 %) primaert skyldes, at dupilumab
ogsa har en effekt pa type 2 inflammatoriske lidelser (herunder astma) og hudlidelser.
Derfor anser fagudvalget astma og opblussen af eksemet som et udtryk for manglende
effekt i placebogruppen sammenlignet med dupilumabgruppen.

Tabel 3. ugnskede handelser rapporteret gennem 16 ugers behandling med henholdsvis
dupilumab og placebo (PEDS).

Ugnskede handelser (MedDRA) Placebo + TCS Dupilumab 300 mg hver fierde
n=120 uge + TCS
n=120
Patienter med > 1 TEAE, n (%) 88 (73,3) 78 (65,0)
Patienter med > 1 alvorlig TEAE, n (%)* 2(1,7) 2(1,7)
Patienter med > 1 TEAE, som medfgrer 2(1,7) 0
permanent behandlingsstop*t
Dgdsfald 0 0
TEAEs rapporteret hos > 5% af patienterne, n (%)
Opblussen af atopisk eksem 17 (14,2) 8(6,7)
Astma 12 (10,0) 2(1,7)
Hofeber 5(4,2) 3(2,5)
Forkglelse (nasopharyngitis) 8(6,7) 15(12,5)
Infektion i gvre luftveje 12 (10,0) 13 (10,8)
Virusinfektion i gvre luftveje 6 (5,0) 2(1,7)
Opkast 8(6,7) 6 (5,0)
Hoste 9(7,5) 3(2,5)
Hovedpine 10 (8,3) 6 (5,0)
Andre ugnskede haendelser, n (%)
Infektioner og parasitinfektioner 61 (50,8) 52 (43,3)
@Pjenbetaendelse* 5(4,2) 8(6,7)
Hornhindebetandelse’ 0 0
Hudinfektionl 16 (13,3) 7(5,8)
Reaktioner pa injektionsstedet 7 (5,8) 12 (10,0)
Viral infektion med herpes 6 (5,0) 2(1,7)

*astma og opblussen af eksem (placebo); fedevareallergi og bakteriel gjenbetaendelse (dupilumab).

tastma og opblussen.

*@jenbetaendelse (conjunctivitis) inkluderer allergisk, viral og bakteriel gjenbetaendelse, samt atopisk
hornhindebetaendelse.

SHornhindebetaendelse (keratitis) inkluderer ulcerativ, allergisk og atopisk hornhindebetaendelse, samt herpes
simplex i gjet.

IHudinfektioner blev vurderet individuelt og inkluderer bakteriel, viral og svampeinfektioner.

MedDRA, Medical Dictionary for Regulatory Activities; TCS, topikale kortikosteroider; TEAE, treatment-
emergent adverse event.

PEDS-OLE

PEDS-OLE rapporterer data for bivirkninger i en bgrnepopulation i op til 52 uger med
dosering pa henholdsvis 2 og 4 mg/kg. Dermed er PEDS-OLE det studie, som har den
lengste opfelgning i forhold til bivirkninger i den specifikke population. Alle 33 patienter
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i PEDS-OLE rapporterer mindst en ugnsket haendelse. Alvorlige ugnskede handelser var
sjeeldne og forekom hos 2-3 af patienterne. Ingen af dem blev vurderet relateret til
legemidlet, og ingen fgrte til behandlingsophgr. De mest almindelige
behandlingsrelaterede ugnskede handelser var; forkglelse (47-56 %), opblussen i
eksemet (13-29 %) og infektion med herpes (12-25 %). PEDS-OLE konkluderer, at
behandling af bgrn i op til 52 uger med dupilumab er veltolereret og sammenlignelig
med den gvrige bivirkningsprofil for dupilumab til unge og voksne.

Fagudvalget vurderer, at der ikke er tilstraekkeligt datagrundlag til at vurdere
langtidsbivirkningerne hos bgrn ved behandling med dupilumab. Den laengste
opfglgningstid i studierne er et ar, hvilket fagudvalget vurderer er for kort tid til at
vurdere langtidsbivirkninger. PEDS-OLE er desuden et relativt lille studie, hvor bgrnene
ikke far TCS i tillaeg til dupilumab. Det er dermed ikke i overensstemmelse med dansk
klinisk praksis.

Fagudvalget vurderer, at veerdien af dupilumab aggregeret for effektmalet Bivirkninger
ikke kan kategoriseres fordi datagrundlaget ikke giver fyldestggrende oplysninger vedr.
bivirkninger hos bgrn, idet det er baseret pa en relativt lille population fulgt over kortere
tid.

Fagudvalget vurderer dog, at bivirkningsprofilen for dupilumab ser ud til at veere
acceptabel for bgrn og kan behandles eller afhjaelpes ved at stoppe behandlingen og
forsgge en anden systemisk behandling.

Livskvalitet

Som beskrevet i protokollen er effektmalet Livskvalitet kritisk for vurderingen af
legemidlets veerdi for patienterne, fordi det drejer sig om en kronisk, og for de sveere
tilfelde, invaliderende sygdom. Livskvalitet gnskes opgjort med spgrgeskemaet
Children’s Dermatology Life Quality Index (CDLQI) [12]), som er baseret pa Dermatology
Life Quality Index (DLQI), men tilpasset bgrn. DLQI er er udviklet til at vurdere den
helbredsrelaterede livskvalitet i forbindelse med dermatologiske sygdomme og deres
behandling. DLQI indeholder 10 spgrgsmal relateret til symptomer, fglelser, daglige
aktiviteter, tgj, arbejde eller skole, fritidsaktiviteter, relationer og gener af behandlingen
[13]. Den maksimale score er 30, hvor hgjere score indikerer darligere helbredsrelateret
livskvalitet. Et fald i scoren indikerer saledes en forbedring af livskvaliteten. Den mindste
klinisk relevante forskel er i litteraturen rapporteret at vaere 4 point for DLQI [14,15] i
gennemsnitlig @ndring fra baseline. Der er i litteraturen ikke fastsat en mindste klinisk
relevant forskel for CDLQI til dermatologiske sygdomme, men for bgrn med atopisk
eksem er det foreslaet at anvende 6-8 point [16]. Fagudvalget vurderer, at den mindste
klinisk relevante forskel for aldersgruppen 6-11 ar bgr vaere 6 point.

Den gennemesnitlige @ndring fra baseline i CDLQI score i PEDS, var i dupilumabgruppen
-10,6 (SD 0,5), mens andringen i placebogruppen var -6,4 (SD 0,5). Det resulterer i en
forskel pa -4,2 point [-5,6; -2,8], det vil sige, at den gennemsnitlige forbedring i
livskvalitet var 4,2 point stgrre ved behandling med dupilumab sammenlignet med
placebo (figur 1). Punktestimatet for den absolutte effektforskel afspejler ikke en klinisk
relevant effektforskel. Baseret pa den absolutte forskel har dupilumab derfor ingen
dokumenteret mervaerdi vedr. livskvalitet.
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Livskvalitet- COLQI

Ingen dokumenteret mervaerdi

-17 -12 -7 -2 3 8

Figur 1. Punktestimat og 95% konfidensinterval for den absolutte forskel for livskvalitet. De
optrukne linjer indikerer den mindste klinisk relevante forskel. De stiplede linjer indikerer
graenserne for Medicinradets kategorier svarende til halvdelen af MKRF.

Fagudvalget vurderer, at dupilumab ser ud til at have en effekt pa livskvalitet, selv om
den ikke er klinisk relevant. Arsagen kan veere, at effekten pa livskvalitet er leengere tid
om at sla igennem i forhold til objektive maleredskaber som EASI-score. Dette skyldes, at
kigen kan vare ved laengere, selv om eksemet har fortaget sig pa huden. Hvis der er
opstaet fortykninger af huden, kan disse fortsat klg. Livskvaliteten males delvist via
daglige aktiviteter, som kraever en adfaerdsaendring, fgr der ses effekt. Denne vil ikke for
alle veere indsat i Igbet af 16 ugers behandling, men ved fortsat behandling kunne det
forventes, at en del af patienterne ogsa vil opna en effekt pa livskvalitet.

Andel der oplever episoder med opblussen

Som beskrevet i protokollen er effektmalet Andel der oplever episoder med opblussen et
vigtigt effektmal, fordi opblussen defineres som sygdomsforvaerring, der kraever
optrapning eller intensivering af behandling. Den mindste klinisk relevante forskel
vurderes at vaere 10 procentpoints forskel i andel patienter, der oplever en eller flere
episoder med opblussen.

| PEDS var der 6,7 % i dupilumabgruppen, der oplevede opblussen mod 14,2 % i
placebogruppen. Den absolutte forskel var -7,5 procentpoint [-15,17; 0,17] (Figur 2).
Punktestimatet for den absolutte effektforskel afspejler ikke en klinisk relevant
effektforskel (Figur 2). Baseret pa den absolutte forskel har dupilumab derfor ingen
dokumenteret mervaerdi.
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Figur 2. Punktestimat og 95% konfidensinterval for den absolutte forskel for episoder med
opblussen. De optrukne linjer indikerer den mindste klinisk relevante forskel. De stiplede linjer
indikerer graenserne for Medicinradets kategorier svarende til halvdelen af MKRF.

Baseret pa den relative effektforskel (RR 0,47 [0,21; 1,05), som fremgar af tabel 2, har
dupilumab ingen dokumenteret merveaerdi, sammenlignet med placebo.

Fagudvalget vurderer, at dupilumab aggregeret har ingen dokumenteret mervaerdi for
effektmalet Andel, som oplever episoder med opblussen.

Fagudvalget bemaerker, at der er usikkerheder forbundet med vurderingen. Der er ikke
angivet baselinevaerdier for opblussen i populationen, men niveauet forventes at veere
sammenligneligt i dupilumab- og placebogruppen. De 16 ugers opfglgningstid er
forholdsvis kort, nar man tager i betragtning, at sygdommen er fluktuerende med
periodevis opblussen.

Fagudvalget vurderer, at resultaterne er udtryk for, at eksemets udbredelses- og
sveerhedsgrad bliver bedre, fordi sygdommen er bedre kontrolleret, men at der fortsat
forekommer opblussen, fx grundet stress eller eksterne pavirkninger. Det er fagudvalgets
erfaring fra behandling af patienter > 12 ar, at ved fortsat behandling med dupilumab
kan en del af patienterne potentielt ogsa opna en effekt pa opblussen, fordi den fulde
effekt ikke kan forventes i starten af behandlingen. Dette forventes ogsa at vaere
tilfeeldet hos bgrn.

5.2 Klinisk spergsmél 2

Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med
systemisk behandling (methotrexat, azathioprin, ciclosporin, mycophenolat mofetil) og
optimeret lokalbehandling til patienter i alderen 6-11 dr med sveer atopisk eksem, som
har haft utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk
behandling eller vurderes ikke at veere kandidater til nuveerende systemisk behandling?

5.2.1 Litteratur

Til besvarelse af klinisk spgrgsmal 2 findes der ingen direkte sammenlignende studier
mellem dupilumab og komparatorer, derfor har ansgger udfgrt en systematisk
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litteratursggning ved hjeelp af sggestrengen fra protokollen. Det er ikke lykkedes ansgger
at finde studier vedr. nogen af komparatorerne for aldersgruppen 6-11 ar, derfor har
ansgger i deres litteratursggning inkluderet studier med voksne vedr. komparator efter
aftale med sekretariatet.

Sggningen resulterede i, at ansgger har udvalgt 12 publikationer med data fra 11 kliniske
studier vedr. dupilumab, AZA, MTX og CsA. Ansgger har ikke fundet nogen studier for
komparatoren MMF. Tre af publikationerne vedr. komparatorerne [17-19] rapporterede
ikke de i protokollen definerede effektmal, og to af publikationerne [20,21] var ikke
sammenlignelige med dansk praksis (se begrundelser i bilag 4). Derfor er disse fem
publikationer ikke inddraget i vurderingen. Udover studierne er EMAs EPAR vedr.
dupilumab anvendt i ansggningen.

5.2.2 Databehandling og analyse

| dette afsnit er ansggers datagrundlag, databehandling og analyse for hvert effektmal
beskrevet.

Der findes ikke direkte sammenlignende studier mellem intervention (dupilumab) og
komparatorer (AZA, MTX, CsA). Til besvarelse af klinisk spgrgsmal 2 har ansgger derfor
udfgrt indirekte analyse, hvor der var muligt. Derudover er der lavet narrative
sammenligninger.

Da alle studier for komparatorer er udfgrt i en voksen population, har ansgger valgt, at
sammenligningen med dupilumab ogsa skal veere udfgrt i en voksen population. Ansgger
argumenterer for, at det kliniske studie CAFE [22] bedst stemmer overens med
populationen i det kliniske spgrgsmal, fordi det inkluderer patienter med utilstraekkelig
effekt, intolerance eller kontraindikation for systemisk behandling (CsA).

For at kunne anvende CAFE i en sammenligning mellem komparatorer undersggt i en
voksenpopulation har ansgger lavet en sammenligning mellem PEDS og CAFE og
konkluderer, at resultaterne for dupilumab til bgrn er sammenlignelig med resultaterne i
voksenpopulationen. Begge studier inkluderer patienter med sveer atopisk eksem, og
dupilumab blev i begge studier kombineret med TCS. | CAFE var der dog en del flere som
tidligere havde afprgvet en systemisk behandling (op mod 80 %) sammenlignet med
PEDS (ca. 30 %). | ansggers analyse er det kun data for livskvalitet, der kan anvendes i en
indirekte sammenligning mellem dupilumab (CAFE) og AZA.

Fagudvalget bemzerker, at overfgrbarheden af data for livskvalitet fra voksne til bgrn er
problematisk, da spgrgeskemaet DLQI for voksne og CDLQI ikke helt kan sammenlignes
[23]. Blandt andet adskiller den mindste klinisk relevante forskel sig mellem DLQI (4
point) [14,15] og CDLQI (6-8 point) [16]. Derfor vurderer fagudvalget, at
sammenligningen af dupilumab mellem voksne og bgrn ikke skal anvendes i vurderingen.
Fagudvalget mener dermed ikke, det er relevant at foretage en sammenligning af
dupilumab og komparatorer baseret pa en voksen population, og den indirekte analyse
af livskvalitet er dermed ikke relevant.

Datagrundlaget for klinisk spgrgsmal 2 er dermed PEDS, PEDS-OLE og studier vedr.
komparatorer, som indgar i en narrativ sammenligning.



Studiekarakteristika
PEDS og PEDS-OLE er beskrevet i afsnit 5.1.1. Tabel 3 viser en oversigt over studier vedr.
komparatorer, der indgér i datagrundlaget for besvarelsen af klinisk spgrgsmal 2.

Tabel 4. Oversigt over studier, karakteristika og anvendelse i besvarelsen af klinisk spgrgsmal.
Klinisk studie
ID-nummer
Behandlings- og
opfglgningsperiode

Anvendt til besvarelse
af klinisk
spgrgsmal/effektmal

Population +
relevante
studiearme

Publikationer

Voksne med sveaer
atopisk eksem.
Uden respons,
kontraindicerede
eller intolerante for

Schram et al. 2011.
A randomized trial

CsA. Ikke tidligere

Klinisk spgrgsmal 2

Eksem udbredelses- og

NL1806 (NTR1916) behandlet med AZA
of methotrexate Behandling: 16 uger eller MTX. 7V33fh3dcslgmd,
versus azathioprine  Qpfglgningstid*: 12 @gevuraeret og
for severe atopic b riening MTX 10 me/uge patientrapporteret;

eczema. J Allergy

uger

(evt. dosisggning til
22,5 mg/uge) (n =

bivirkninger; livskvalitet;

Clin Immunol. [24] episoder med opblussen.

20)

AZA 1,5 mg/kg/d
(evt. dosisggning til
2,5 mg/kg/d) (n =

22)
Goujon et al. 2018.
Methotrexate Voksne med
Verlsus moderat til svaer
Cyclosporine in atopisk eksem o Klinisk sp(brgsmél 2
\ NCT00809172 P &
Adults with

Eksem udbredelses- og
sveerhedsgrad,
leegevurderet;
bivirkninger; livskvalitet

utilstraekkeligt

Behandling: 24 uger )
respons pa TCS.

Opfglgningstid*: 0
uger MTX 15-25 mg/uge

Moderate-to-
Severe Atopic
Dermatitis: A Phase

Il Randomized CsA 2,5-5 mg/kg/d
Noninferiority Trial. +TCS i de forste 4
J Allergy Clin uger

Immunol Pract. [25]
* Opfplgningstid efter endt behandling
AZA = azathioprin; CsA = ciclosporin; d = dag; MTX = methotrexat; RCT = randomiseret klinisk forsgg; TCS =
topikal kortikosteroid
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Baselinekarakteristika

Baselinekarakteristika fremgar af bilag 3. Baselinekarakteristika for dupilumabstudierne
beskrives i afsnit 5.1.1. Nedenfor beskrives de vaesentligste forhold i
komparatorstudierne, som fagudvalget tager hgjde for i vurderingen.

Schram: Studiet omhandler voksne over 18 ar med svaer atopisk eksem, som behandles
med enten MTX eller AZA.

e Patienterne havde tidligere utilstraekkelig effekt af CsA eller intolerance eller
kontraindikation herfor.

e Andelen af patienter, der tidligere havde modtaget CsA, var ikke opgivet, hvilket
gor det vanskeligt at afggre, hvorvidt populationen er sammenlignelig med
patientpopulationen defineret i det kliniske spgrgsmal. Tidligere behandling
med MTX og/eller AZA var ikke tilladt.

e Det var tilladt at anvende topikal behandling og antihistaminer under studiet.

e Patienterne kunne ved akut behov anvende orale kortikosteroider (OCS) maks.
to gange i de fgrste otte uger af studiet. Der var 10 % (2 ud af 20) og 18 % (4 ud
af 22) for henholdsvis MTX- og AZA-armene, som anvendte OCS.

e Patienterne havde ved baseline en lavere sveerhedsgrad af eksem sammenlignet
med PEDS-studiet, hvilket kan medvirke til en overestimering af effekten af MTX
og AZA i forhold til effekten af dupilumab.

Fagudvalget vurderer, at studiet er det af komparatorstudierne, som stemmer bedst
overens med population til klinisk spgrgsmal 2, defineret i protokollen. Det skyldes, at
patienterne samtidig med MTX eller AZA matte anvende TCS, og fordi populationen
tidligere havde haft utilstraekkelig respons af en systemisk behandling eller oplevet
intolerance eller kontraindikation herfor.

| PEDS-studiet havde kun 30 % tidligere afprgvet en systemisk behandling. Dette kan
betyde, at der er forskel pa, hvor vanskeligt det er at opna effekt for patienterne i de to
studier og dermed, at effekten af dupilumab vil vaere overestimeret i sammenligningen.

Fagudvalget vurderer, at resultaterne overordnet set ikke kan sammenlignes pa tveers af
studierne pa grund af store usikkerheder herunder aldersforskellen, samt at patienterne
i Schramstudiet tidligere havde afprgvet CsA, hvilket i dansk praksis ikke er fgrstevalg
medmindre patienten har opblussen der kraever hurtigt indszettende effekt.

Fagudvalget vurderer, at resultaterne fra Schram-studiet, med ovennavnte forbehold,
kan anvendes til at belyse effekten af henholdsvis MTX og AZA i forhold til dupilumab.

Goujon: Studiet omhandler voksne patienter med moderat til sveer atopisk eksem, som
behandles med enten CsA eller MTX.

e Patienterne havde tidligere utilstraekkeligt respons pa TCS.

e Det var ikke et inklusionskriterium, at patienterne havde haft utilstraekkelig
effekt af en systemisk behandling, hvilket kan medvirke til en overestimering af
effekten for bade MTX og CsA i forhold til effekten af dupilumab.

e Det erikke angivet, hvor mange der har modtaget systemisk behandling.
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e Samtidig behandling med TCS og antihistaminer var tilladt de fgrste fire uger af
studiet. Dosisggning af MTX og CsA blev foretaget i uge 8 hos de patienter, der
ikke havde opnaet en reduktion i SCORAD pa 50 % (hos hhv. 56 % og 49 % af
patienterne), hvilket kan have overestimeret effekten for MTX og CsA for nogle
patienter sammenlignet med dupilumab.

e Fagudvalget bemaerker, at patienterne havde en lavere svaerhedsgrad af eksem
sammenlignet med PEDS-studiet, hvilket kan medvirke til en overestimering af
effekten af MTX og CsA i forhold til effekten af dupilumab.

Fagudvalget vurderer, at resultaterne overordnet set ikke kan sammenlignes pa tveers af
studierne pa grund af store usikkerheder herunder aldersforskellen, forskel i
svaerhedsgrad af eksemet, samt at det er uvist hvor mange af patienterne i
Goujonstudiet, der tidligere havde faet en systemisk behandling.

Fagudvalget vurderer, at resultaterne fra Goujon-studiet, med ovennzevnte forbehold,
kan anvendes til at belyse effekten af henholdsvis MTX og CsA i forhold til dupilumab.

5.2.3 Evidensens kvalitet

Studierne er vurderet ved Cochranes risk of bias tool 2.0. Overordnet er det vurderet, at
der er lav risiko for bias i dupilumabstudiet (PEDS), som er randomiseret og blindet.
Goujon- og Schram-studierne er randomiserede, men patienterne er ikke blindede. Dette
giver en risiko for bias. Det er dog vanskeligt at vurdere, pa hvilken made resultaterne
risikerer at blive pavirket, da der er tale om to aktive arme, der begge har en effekt.
Vurdering af risikoen for bias ved de enkelte studier fremgar af bilag 1. Der er ikke
foretaget en GRADE-vurdering af evidensens kvalitet, da der er tale om narrative
sammenligninger. Dette svarer derfor i praksis til at evidensens kvalitet er meget lav.

5.2.4  Effektestimater og kategorier

Resultaterne for klinisk spgrgsmal 2 beskrives nedenfor, hvor komparatorerne
sammenlignes narrativt med dupilumab.

Eksem udbredelses- og sveerhedsgrad
Andelen med EASI75 er ikke rapporteret for nogen af komparatorerne AZA, MTX og CsA.

EASI scoren blev reduceret med -17,4 point [95 % CI -22,8; -12] ved MTX og -17,2 [95 %
Cl-23,1; -11,3] med AZA (Schram).

Til sammenligning blev EASI scoren reduceret med -82,1 point [95 % Cl -86,8; -77,4] med
dupilumab og -48,6 point [95 % CI -53,5; -43,7] med placebo.

Fagudvalget vurderer, at EASI-scoren ikke kan sammenlignes pa tveers af studierne pa
grund af de store usikkerheder beskrevet i afsnit 5.2.2. Fagudvalget vurderer dog, at
resultaterne fra EASI kan indikere, at effekten af dupilumab er bedre end AZA og MTX.

Eksem udbredelses- og sveerhedsgrad, patientrapporteret
For AZA var den gennemsnitlige aendring fra baseline malt ved POEM efter 12 uger -7,9
point [95 % Cl -11,1; -4,7], og for MTX var det -6,9 [95 % CI -12,5; -1,3] (Schram). Dermed
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afspejler punktestimaterne for begge komparatorer en klinisk relevant effekt (3 point for
voksne), dog bedst for AZA.

Zndringen i POEM er ikke rapporteret for CsA.

Til sammenligning var den gennemsnitlige andring fra baseline -13,6 point [95 % CI -
14,97; -12,23] med dupilumab og -5,3 point [95 % CI -6,67; -3,93] med placebo.

Fagudvalget vurderer, at POEM-scoren ikke kan sammenlignes pa tvaers af studierne pa
grund af de store usikkerheder beskrevet i afsnit 5.2.2. Fagudvalget vurderer dog, at
resultaterne fra POEM kan indikere, at effekten af dupilumab er bedre end AZA og MTX.

Bivirkninger — andel, der oplever alvorlige ugnskede handelser
For AZA var der 0 % [0; 15], der efter 12 uger havde oplevet en alvorlig ugnsket
haendelse (Schram).

For MTX var der 0 % [0; 13,6], der efter 12 uger havde oplevet en alvorlig ugnsket
haendelse (Schram). Ligeledes var andelen 0 % [0; 6] efter 24 uger (Goujon).

For CsA var der 2,1 % [0; 6,3], der efter 24 uger havde oplevet en alvorlig ugnsket
hzaendelse (Goujon).

Til sammenligning var der 1,7 % [95 % Cl 0,0; 4,0] i bade dupilumab- og
placebogrupperne, som oplevede en alvorlig ugnsket haendelse.

Fagudvalget vurderer, at resultaterne ikke indikerer, at der er vaesentlig forskel pa
risikoen for alvorlige ugnskede handelser med dupilumab sammenlignet med de gvrige
systemiske behandlinger, og at risikoen er lav for alle behandlingerne.

Langtidsbivirkninger
Der foreligger ingen data pa bivirkninger for komparatorerne i populationen i alderen 6-
11 ar.

Langtidsbivirkninger for AZA, MTX og CsA er dog kendte, eftersom de har vaeret anvendt
i mange ar off-label. Da samtlige komparatorer potentielt er toksiske, bliver patienterne
hyppigt monitoreret.

Fagudvalget bemzerker, at bivirkninger og toksicitet for CsA bgr monitoreres teaet, for
eksempel ved blodprgver og blodtryksmalinger én gang om maneden. Fagudvalget er
specielt opmaerksom pa nyrefunktionen, som kan blive pavirket hos patienter i
behandling med CsA. Risiko for nyrepavirkning og potentielt nyresvigt ggr, at CsA er et
mindre attraktivt behandlingsvalg. Isaer til bgrn hvor komplians til eksempelvis
kontrolblodprgver kan vaere svingende.

Bivirkninger for MTX, AZA og CsA er acceptable og velkendte, men kraever teet
monitorering, og at patienten taler behandlingen. Eksempelvis kan kvalme dagen efter
indtagelse af MTX vaere sa udtalt, at patienten ikke kan trives med det.

Fagudvalget vurderer, at det er sveert at kende langtidsbivirkningerne ved dupilumab i
aldersgruppen, da de kliniske studier har en kort varighed. Dupilumab har dog vaeret
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anvendt i en arraekke hos den voksne population til atopisk eksem, hvor fagudvalgets
erfaring generelt er, at det er veltolereret. De systemiske behandlinger har man brugt i
mange ar, og derfor er erfaringen stor. Fagudvalget vurderer, at dupilumab kan have en
bedre bivirkningsprofil end de gvrige systemiske behandlinger, men at
langtidsbivirkninger (dvs. bivirkninger efter fx 5 og 10 ars anvendelse) er svaere at
vurdere ud fra nuveaerende datagrundlag.

Livskvalitet

For MTX var den gennemsnitlige andring fra baseline malt ved DLQI efter 16 uger -7,2
point (Goujon). For CsA var den gennemsnitlige andring fra baseline malt ved DLQI efter
16 uger -8,9 point (Goujon). Dermed afspejler punktestimaterne for begge komparatorer
en klinisk relevant effekt (4 point for voksne).

Til sammenligning var den gennemsnitlige aendring fra baseline malt ved CDLQI efter 16
uger -10,6 [95 % CI -11,6; -9,6] med dupilumab og -6,4 [95 % CI -7,4; -5,4] med placebo.

Fagudvalget vurderer, at det er sveert at sammenligne en DLQI score med en CDLQ]
score, derfor giver det ikke mening at sammenligne studierne af Schram og Goujon med
PEDS. Fagudvalgets kliniske erfaring er dog, at eksisterende systemiske behandlinger
ogsa forbedrer bgrns livskvalitet, men stgrrelsesordenen er sveer at vurdere i forhold til
dupilumab.

Episoder med opblussen

For AZA var der 9,1 % [0; 21,1], der oplevede episoder med opblussen indenfor 12 uger
(Schram). For MTX var der 15 % [0; 30,6], der oplevede episoder med opblussen indenfor
12 uger (Schram).

Til sammenligning var der med dupilumab 6,7 % [95 % CI 2,2; 11,1], der oplevede
episoder med opblussen indenfor 12 uger, og for placebo 14,2 % [95 % Cl 7,9; 20,4].

Fagudvalget vurderer, at episoder med opblussen ikke kan sammenlignes pa tvaers af
studierne pa grund af de store usikkerheder beskrevet i afsnit 5.2.2. Fagudvalget
vurderer dog, at resultaterne for episoder med opblussen kan indikere, at effekten af
dupilumab er bedre end AZA og MTX.

5.3  Fagudvalgets konklusion

Fagudvalget vurderer, at dupilumab til bgrn (6-11 ar) med sveer atopisk eksem samlet
giver en merveerdi af ukendt stgrrelse sammenlignet med placebo.

Sammenlignet med placebo har dupilumab en moderat mervaerdi for effektmal Eksem
udbredelses- og svaerhedsgrad, vurderet ved EASI75. For de gvrige effektmal er der ingen
dokumenteret mervaerdi (Livskvalitet, Opblussen) eller vaerdien kan ikke kategoriseres pa
grund af usikkert datagrundlag (Bivirkninger) eller at data ikke er opgjort som angivet i
protokollen (Eksem udbredelses- og svaerhedsgrad, vurderet ved POEM). Pa den
baggrund vurderer fagudvalget, at dupilumab har en mervaerdi i forhold til placebo, men
at stgrrelsen af denne ikke kan fastslas pa baggrund af det tilgaengelige data.
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Sammenlignet med de gvrige systemiske behandlinger kan vardien af dupilumab ikke
kategoriseres, da studierne ikke kan sammenlignes.

Af samme grund kan fagudvalget ikke vurdere hvorvidt dupilumab er et bedre alternativ
end de gvrige systemiske behandlinger. Nogle af resultaterne kan indikere, at dupilumab
har en bedre effekt, men usikkerhederne er sa store, at effektforskellen ikke kan
vurderes.

Fagudvalget bemaerker, at man hos bgrn kan vzere tilbageholdende med at bruge
systemiske behandlinger, fordi en del bgrn vokser fra deres eksem med tiden. Desuden
er de eksisterende systemiske behandlinger off-label og har kendte bivirkninger,
herunder potentielt alvorlige. Ofte tolererer bgrn dog praeparaterne godt, og der ses
typisk ikke samme grad af bivirkninger som hos voksne. Derfor vil man, safremt
behandlingen virker, fortsaette under blodprgvekontrol.

6. Andre overvejelser

Ansgger var i protokollen blevet bedt om at belyse, hvilken betydning det kan have, at
bgrn pa henholdsvis 15 kg og 59 kg skal have samme dosis af l&egemidlet.

Ansggers svar

| PEDS-studiet viste subgruppeanalyser for bgrn pa over og under 30 kg, hvor dosis er
forskellig, at der for begge vaegtklasser var signifikant hgjere sandsynlighed for at opna
EASI75 ved behandling med dupilumab sammenlignet med placebogruppen.

For bgrn under 30 kg var der 75 % der opnaede EASI75 med dupilumab 300 mg hver 4.
uge og 60 % med 100 mg hver 2. uge.

For bgrn over 30 kg var der 75 % der opnaede EASI75 med dupilumab 200 mg hver 2. uge
og 64 % med 300 mg hver 4. uge.

7. Relation til
behandlingsvejledning

Der findes ikke en relevant behandlingsvejledning fra Medicinradet.
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11. Bilag

Bilag 1: Cochrane — risiko for bias

Vurdering af risiko for bias ved Cochrane risk of bias tool 2.0, som er udviklet til

vurdering af randomiserede studier.

Tabel 5. Vurdering af risiko for bias: Paller et al. 2020 LIBERTY AD PEDS NCT03345914

Risiko for bias

Bias

Risiko for bias i Lav
randomiserings-
processen

Uddybning

Randomization was performed using a
centralized scheme, provided by an interactive
response system assigned to the designated
study pharmacist or qualified designee.

Effekt af tildeling til
intervention

Lav

Patients and all other personnel were blinded to
all randomization procedures.

Because of an operational error, 68 patients
were potentially unblinded, and the sample size
was increased to maintain study balance and
power. A modified full analysis set (FAS), defined
as all randomized patients but excluding the 68
potentially unblinded patients, was added as a
sensitivity analysis.

Manglende data for |5y
effektmal

97 og 93 % gennemfgrte de 16 ugers
behandling i hhv. dupilumab og
placebogruppen.

The placebo + TCS regimen had a higher
proportion of patients requiring rescue
medication (19.2%) than either dupilumab
regimen (q2w + TCS, 4.9%; q4w + TCS, 2.5%).
Sensitivity analyses (all observed values
regardless of rescue treatment use) were
consistent with the primary analyses.

Risiko for bias ved Lav
indsamlingen af data

Patients and all other personnel were blinded to
all randomization procedures.

Risiko for bias ved

Sammenligning af artikel med information pa
clinicaltrials.gov viser ingen selektiv

udvaelgelse af .

resultagter, der L rapportering

rapporteres
Der er en mindre andel af patienterne, der far
rescue treatment og dermed har manglende
data. Der er anvendt imputation, hvilket i sig

Overordnet risiko ey selv giver en risiko for bias. Men da

for bias sensitivitetsanalysen er i overensstemmelse

med ITT-analysen vurderes det, at der
overordnet set er lav risiko for bias.
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Tabel 6. Vurdering af risiko for bias: Schram et al. 2011

Bias R!sk of Uddybning
bias
Lav Randomization was performed in a 1:1 ratio by using a
Risiko for bias i computerized program (TENALEA Clinical Trial Data Management
randomiserings- System) with the (nondeterministic) minimization method
processen described by Pocock and Simon. Concealment of allocation was
achieved by using a computerized program.
Forbehold
. Clinical outcome measurements were assessed by trained efficacy
Effekt af for risiko . ; o ,
for bias assessors, who were blinded for allocation. Statistical analysis
tildeling til was performed by the third author, who was also blinded for
intervention allocation. Patients and safety assessors were not blinded.
En lille andel ophgrer behandlingen, men det er ikke angivet,
Lav h der ikke madte op til b dermed fik d
Manglende vor mange der ikke mgdte op til besgg og dermed fik deres
data for resultat fra forrige besgg noteret. Det er dog en ret konservativ
effektmal imputationsmetode (last observation carried forward), som
derfor ikke forventes at gge risikoen for bias vaesentligt.
. . Forbehold For SCORAD og EASI vurderes ikke at veere risiko for bias, da
Risiko for bias . -
ved for risiko  assessors er blindede.
. ) for bias For POEM og VAS (itch) kan der veere bias, da det er
indsamlingen af . . .
data patientrapporteret, og patienterne er ublindede.
Forbehold Sveert at vide om der er udvalgt specifikke opggrelser af
» ] for risiko  effektmal efter studiets afslutning, eller om det er praedefineret.
Risiko for bias for bias Det er dog umiddelbart ikke et studie, hvor der er store
ved udvalgelse kommercielle interesser i spil, og det er to aktive interventioner,
af resultater, der sammenlignes. Desuden er konklusionen, at der ikke er
der rapporteres forskel pd MTX og AZA — det tyder p3, at der ikke har vaeret
forspg pa at skaevvride data til den ene behandlings fordel.
Forbehold Patienterne er ikke blindede, og det er uvist, om en praedefineret
Overordnet forrisiko  analyseplan er fulgt.
risiko for bias for bias
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Tabel 7. Vurdering af risiko for bias: Goujon et al. 2018

Bias Risk of Uddybning
bias
Risiko for bias i Lav The randomization was performed centrally using
randomiserings- computer-generated random numbers.
processen
Forb.ehold Only the assessors were blind to the treatment allocation.
for risiko
. The real allocated treatment was the random allocated
for bias ] -
treatment for all patients (no deviation from the
Effekt af tildeling til intention-to-treat principle). One missing
intervention SCORAD index value at week 8 was replaced by
interpolation between
week 4 and week 12 values.
Manglende data for Lav One missing SCORAD index value at week 8.
effektmal
Forbehold For SCORAD og EASI vurderes ikke at veere risiko for bias,
Risiko for bias ved for risiko  da assessors er blindede.
indsamlingen af data for bias For DLQI kan der vaere bias, da det er patientrapporteret,
og patienterne er ublindede.
Forbehold Analyseplan fremgar ikke — men pa clinicaltrials.gov
Risiko for bias ved for risiko  fremgar, at outcomes ikke er aendret undervejs.
udvzelgelse af for bias Dog: EASI naevnes ikke pa clinicaltrials.gov, men fremgar
resultater, der af artiklen.
rapporteres SCORAD fremgar af clinicaltrials.gov, men naevnes ikke i
artiklen.
Forbehold Patienterne er ikke blindede. Uvist hvilken pavirkning det
Overordnetrisiko for {5 risiko  har haft pa risikoen for bias. Muligvis selektion af
bias for bias outcomes.




Bilag 2: GRADE

Tabel 8. GRADE evidensprofil for klinisk spgrgsmal 1: dupilumab vs. placebo til bgrn (6-11 ar) med svaer atopisk eksem (direkte sammenligning fra studiet LIBERTY AD PEDS).

sikkerhedsvurdering Antal patienter Effekt

Antal - Studie- Risiko for Inkonsistens Indirekthed Ungjagtighed Andre dupilumab Relativ Absolut silderhed Hlkgas
studier design bias Jagtie overvejelser P [95 % CI] [95 % Cl]

Eksem udbredelses- og sveerhedsgrad, laegevurderet: EASI75

42,84
Ikke ) . . 2,6 ' SISG]@)
a .
1 RCT alvorlig Alvorlig Ikke alvorlig Ikke alvorlig Ingen [1.9;3,56] [31,54; MODERAT KRITISK
54,15]
Eksem udbredelses- og sveerhedsgrad, patientrapporteret: POEM
ke - : - 0060
a - -
1 RCT alvorlig Alvorlig Ikke alvorlig Ikke alvorlig Ingen MODERAT KRITISK
Andel af patienter som oplever en eller flere alvorlige bivirkninger
1,00 0,00
1 RCT Iakll\jzrli Alvorlig 2 Ikke alvorlig AlvorligP Ingen [0,14; [-3,24; GMBSBSID;SAT KRITISK
¢ 6,98] 3,24]
Livskvalitet
Ikke ) ) ) -4,2 SISG]@)
@ -
1 RCT alvorlig Alvorlig Ikke alvorlig Ikke alvorlig Ingen [56:-28] MODERAT KRITISK
Episoder med opblussen
0,47 -7,5
1 RCT !th)rli Alvorlig 2 Ikke alvorlig AlvorligP Ingen [0,21; [-15,17; 3?00 VIGTIG
¢ 1,05] 0,17]

Kvalitet af den samlede evidens  Lav ¢
2Der er nedgraderet ét niveau, da der kun var ét studie.
bDer er nedgraderet ét niveau, da konfidensintervallet er bredt hvilket indikerer usikkerhed om estimatet. Dette skyldes det lave antal haendelser p& grund af den forholdsvis lille population og korte opfglgningstid.
¢Den samlede evidenskvalitet er vurderet ud fra den laveste kvalitet af de kritiske effektmal.
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Bilag 3: Baselinekarakteristika

Tabel 9. Baselinekarakteristika for inkluderede studer (fra ansggningen).
Baseline disease severity

Reference and
NCT number

Weight Duration
(kg) of AD (y)

Treatment Age
group, N (v)

Concurrent atopic

" F——
conditions (%) ruritus

(NRS/VAS)

Prior systemic therapy for AD (%)

male EASI SCORAD POEM (c)DLQl

Systemic medication:35 CS: 21

Any other concurrent atopic
condition: 89

Food allergy: 63

Other allergies: 56

DUP 300 mg 8.5 Nonsteroidal immunosuppressants: Any: Allergic rhinitis: 61 37.4 75.6 21.3 7.8 (1.6)
q4w N=122 (1.7) 47 31.0(9.4) 7.4(2.4) 19 AZA: 1.7 Asthma: 46 (12.5) (11.7) (5.5) 16.2(7.9) (NRS)
Allergic conjunctivitis: 12
CsA: 14 MTX: 5.8 MMF: 1.7 Hives: 12
Paller, 2020 (EZhrf)nlc :':'mosmu:tls:;{.é .
PEDS osinophilic esophagitis:0.
03345914 Any other concurrent atopic
condition: 92.5
Food allergy: 69
Systemic medication:30 CS: 14 Other.allerg!e.s: 67.5
L Allergic rhinitis: 60
PBO 8.3 50 31.5 72(22) Nonsteroidal immunosuppressants: Any: Asthma: 45 39.0 72.9 20.7 14.6 (7.4) 7.7 (1.5)
Ne123 (1.8) (10.8) 18 AZA: 0 Allergic conjunctivitis: 13 (12.0) (12.0) (5.5) (NRS)
CsA: 10 MTX: 9.2 MMF: 1.7 Hives: 6.7
Chronic rhinosinusitis: 3.3
Eosinophilic esophagitis: 0
Nasal polyps: 0
DUP qw 2
Cork, 2020 meg/kg 9(2) 47 30.9(9.0) 7(3) Any other concurrent atopic 51 (18) 52(17) 17 (8) 12 (8) 6 (3)
PEDS-OLE Nonsteroidal immunosuppressants: Not condition:
02612454 (and DUP qw 4 applicable Not applicable
02407756) mg/kg 8(2) 56 29.3(8.6) 8(2) 32 (20) 67 (18) 20 (5) 12 (4) 6(2)
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Baseline disease severity

Reference and Treatment Duration . . Concurrent atopic .
Prior systemic therapy for AD (%) .. D Pruritus
NCT number group, N of AD (y) conditions (%) EASI SCORAD POEM (C)DLQI (NRS/VAS)
Skindex-
MTX 43.0 39.8 Asthma or allergic rhinitis: 27.9 57.2 19.8 17t
N =20 (1a7) 0 MW (16.2) NR 95 (12.3) (11.8)  (53) 502 NR
Schram, 2011 (11.7)
AZA 370 R 33.1 R Asthma or allergic rhinitis: 304  58.4 195 i';'lndex' R
N=22 (14.1) (16.8) 82 (14.2)  (10.4) (4.0) 517 (8.6)
Median
Effu 33(10) 66 74(14) chil')” NR NR 19(12) 58(15)  NR 12(6) MR
Goujon, 2018 23 (19-29)
00809172 T :\g;d;gn
N - 50 32(9) 57 69 (11) octl) NR NR 18(0) 53(14.2) NR 13 (8) NR
24 (14-29)

DUP: dupilumab. PBO: placebo. MTX: methotrexat. AZA: azathioprin. CsA: ciclosporin. TCS: topikale korticosteroider. SD: standardafvigelse. IQR: interkvartil range. EASI: Eczema Area and Severity Index (0-72; 0 = ingen
sygdom). SCORAD: SCORing Atopic Dermatitis (0-103; O = ingen sygdom). NRS: numerisk rangskala (0-10; O = ingen klge). POEM: Patient Oriented Eczema Measures (0-28; 0 = ingen sygdom). DLQI: Dermatology Life Quality
Index (0-30; 0 = ingen sygdom) HADS, Hospital Anxiety Depression Scale.
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Bilag 4: Studier ekskluderet af fagudvalget

Azathioprin
Meggitt: omhandler patienter > 16 ar med moderat til sveer atopisk eksem.

e Patienterne var utilstraekkeligt kontrolleret med daglig anvendelse af TCS.

e Detvar tilladt at anvende fugtighedscreme og TCS. Hgj potent TCS var dog ikke tilladt.

e 73-80 % havde tidligere modtaget enten systemisk behandling eller fototerapi. Det er
dog ikke muligt at adskille disse andele fra hinanden, hvilket ggr det vanskeligt at afggre,
hvorvidt populationen er sammenlignelig med danske patienter, som ville vaere

kandidater til dupilumab.

e Data erindsamlet efter 12 ugers behandling, hvilket er kortere tid end effekten normalt
vurderes pa.

e  SASSAD anvendes til at vurdere sveerhedsgrad af eksemet. Det er ikke et redskab, som
anvendes i dansk praksis.

Fagudvalget vurderer, at studiepopulationen ikke er sammenlignelig med patienter i dansk
praksis. SASSAD anvendes ikke i dansk praksis til vurdering af svaerhedsgrad af eksemet. Studiet
vil derfor ikke blive anvendt i vurderingen.

Ciclosporin
Sowden: Studiet omhandler voksne patienter med svaer atopisk eksem.

e Patienterne havde utilstraekkeligt respons pa tidligere behandlinger.

e Behandling med steroid, cytotoksiske laegemidler eller fotokemoterapi blev stoppet to
uger op til studiestart.

e Det vartilladt at anvende TCS i studieperioden.

e Det er et crossoverstudie, hvor patienterne, blev randomiseret til enten CsA eller
placebo i 8 uger, og herefter fik den anden behandling i yderligere 8 uger. Dermed er
data indsamlet efter 8 ugers behandling, hvilket er halvt sa lang tid som effekten i klinisk

praksis vurderes pa.
e Afdeiprotokollen definerede effektmal er der kun data for livskvalitet i studiet, malt
ved eczema disability index (EDI; score fra 15-105).

Fagudvalget vurderer, at der er flere forbehold ved studiet. Studiet er ikke tidssvarende,
herunder metoden til at vurdere svaerhedsgrad af eksemet og livskvalitet. Det er desuden ikke
sammenligneligt med klinisk praksis, at data indsamles efter kun 8 ugers behandling. Dog er dette
ikke ngdvendigvis problematisk ved ciclosporin, da effekten ved netop den behandling indsaetter
hurtigere end de gvrige systemiske behandlinger. Effekten er kun angivet for livskvalitet, hvor der
er anvendt et maleredskab, som ikke anvendes i dansk praksis.

Fagudvalget vurderer, at studiet ikke er anvendeligt til en sammenligning med dupilumab og
derfor ikke vil blive anvendt i vurderingen.
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1. Basic information

Contact information

> Medicinradet

Name

Title
Responsibility
Phone number

Email

Name

Title
Responsibility
Phone number

Email

Julie Sparre Wright-Mill

Market Access Manager
Project leader
+45 3074 8900

Julie.Mill@sanofi.com

Kristina Lings

MD, Dermatologist, Medical Advisor Immunology
Medical and scientific content of this application
+45 2925 8187

Kristina.Lings@sanofi.com

Statistical and medical writing assistance for this application was provided by Larix A/S, Lyskaer 8b, DK-2730 Herlev

Overview of the pharmaceutical

Proprietary name

Dupixent®

Generic name

dupilumab

Marketing authorization holder in
Denmark

sanofi-aventis groupe, 54 rue La Boétie, 75008 Paris, France

ATC code

D11AHO5

Pharmacotherapeutic group

Other dermatological preparations, agents for dermatitis, excluding corticosteroids

Active substance

dupilumab

Pharmaceutical form

200 mg or 300 mg solution for injection

Mechanism of action

Dupilumab inhibits interleukin (IL)-4 and IL-13 signalling by specifically binding to the
IL-4Ra subunit shared by the IL-4 and IL-13 receptor complexes. Dupilumab inhibits
IL-4 signalling via the type | receptor and both IL-4 and IL-13 signalling through the
type Il receptor. Blocking IL-4Ra with dupilumab inhibits IL-4 and IL-13 cytokine-
induced responses, including the release of proinflammatory cytokines, chemokines
and IgE.
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Overview of the pharmaceutical

Dosage regimen

The recommended dose of dupilumab for children 6-11 years old is based on
bodyweight:

e In children with weight 15 kg to <60 kg 2 initial bolus injections of 300 mg, one 300
mg injection on Day 1, and one 300 mg on Day 15 and subsequently 300 mg every 4
weeks (g4w). The dose may be increased to 200 mg 2w in patients with body weight
of 15 kg to less than 60 kg based on physician’s assessment.

e In children with weight 260 kg an initial bolus injection of 600 mg (two 300 mg
injections) followed by a 300 mg maintenance dose injected SC q2w.

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

Dupilumab is indicated for the treatment of severe atopic dermatitis in children aged
6 to 11 years old who are candidates for systemic therapy.

Other approved therapeutic indications

Atopic dermatitis

¢ Dupixent is indicated for the treatment of moderate-to-severe atopic dermatitis in
adults and adolescents 12 years and older who are candidates for systemic therapy.

Asthma

e Dupixent is indicated in adults and adolescents 12 years and older as add-on
maintenance treatment for severe asthma with type 2 inflammation characterised by
raised blood eosinophils and/or raised FeNO, who are inadequately controlled with
high dose ICS plus another medicinal product for maintenance treatment.

Chronic rhinosinusitis with nasal polyposis (CRSWNP)

¢ Dupixent is indicated as an add-on therapy with intranasal corticosteroids for the
treatment of adults with severe CRSWNP for whom therapy with systemic
corticosteroids and/or surgery do not provide adequate disease control.

¢ Only 300 mg pre-filled syringe and pre-filled pen.

Will dispensing be restricted to
hospitals?

Yes, only Hospitals dispensing rule BEGR.

Combination therapy and/or co-
medication

Atopic dermatitis

e Dupixent can be used with or without topical corticosteroids. Topical calcineurin
inhibitors may be used, but should be reserved for problem areas only, such as the
face, neck, intertriginous and genital areas. Patients receiving concomitant oral
corticosteroids may reduce their steroid dose once clinical improvement with
dupilumab has occurred.

Asthma

e In asthma, Dupixent is indicated as add-on treatment to high dose inhaled
corticosteroids plus another medicinal product for maintenance treatment.

CRSWNP

e In CRSWNP, Dupixent is indicated as an add-on therapy with intranasal
corticosteroids.
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Overview of the pharmaceutical

Packaging — types, sizes/number of Dupixent 200 mg or 300 mg solution for injection in pre-filled syringe:

units, and concentrations .
Pack size:

- 1 pre-filled syringe

- 2 pre-filled syringes

- Multipack containing 3 (3 packs of 1) pre-filled syringes

- Multipack containing 6 (3 packs of 2) pre-filled syringes

Orphan drug designation No
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2. Abbreviations and definition of terms

AAD
AD

AE
ANCOVA
AZA
BSA
BW
coLal
Cl
CRSWNP
CS
CsA

d
pLal
DUP
EASI
EDI
FAS
FDA
IGA
ISRCTN
ITT
IWRS
LS

m
MCID
Ml
MMF
MTX
NA
NR
NRS
NRT
0ocCs
OLE
PBO
po
POEM
QoL
qw
q2w
q4w

American Academy of Dermatology
Atopic dermatitis

adverse events

Analysis of covariance

Azathioprine

Body surface area

Body weight

Children’s Dermatology Life Quality Index
Confidence interval

Chronic rhinosinusitis with nasal polyps
Corticosteroids

Cyclosporine A

Day

Dermatology Life Quality Index
Dupilumab

Eczema Area and Severity Index
Eczema Disability Index

Full analysis set

Food and Drug Administration (USA)

Investigator Global Assessment

International Standard Randomised Controlled Trial number

Intention-to-treat

Interactive voice/web response system
Least square

Month

Minimal clinically important difference
Multiple imputation

Mycophenolate mofetil

Methotrexate

Not applicable

Not reported

Numeric rating scale

Dutch Trial Register

Oral corticosteroids

Open-label extension

Placebo

Per os (orally)

Patient-Oriented Eczema Measure
Quality of life

Weekly

Every 2 weeks

Every 4 weeks

Medicinrddet Dampfaergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +45 70 10 36 00
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SAE
SASSAD
SC
SCORAD
SmPC
TBSA
TCI

TCS
TPMT
VAS

Vs

wk

Serious adverse event

Six Area, Six Sign AD
Subcutaneous(ly)

SCOring Atopic dermatitis
Summary of Product Characteristics
Total Body Severity Assessment
Topical calcineurin inhibitors
Topical corticosteroid
Thiopurine methyltransferase
Visual analogue scale

Versus

Week

:_» Medicinridet
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3. Summary

Product and indication

Dupilumab is the active pharmaceutical ingredient of Dupixent and is a recombinant human monoclonal antibody of
the immunoglobulin G4 (1gG4) type directed against the interleukin-4 receptor alpha (IL-4Ra) subunit and thereby
inhibits both IL-4 and IL-13-mediated signalling. Dupixent is indicated for the treatment of severe atopic dermatitis
(AD) in children 6-11 years old who are candidates for systemic therapy.

The recommended dose for children (6-11 years) is based on bodyweight:

e In children with weight 15 kg to <60 kg an initial bolus injection of 600 mg (two 300 mg injections, one on day
1 and one on day 15) followed by a 300 mg maintenance dose injected subcutaneously (SC) every 4 weeks
(g4w).

e In children with weight 260 kg an initial bolus injection of 600 mg (two 300 mg injections on the same day)
followed by a 300 mg maintenance dose injected SC g2w.

Clinical questions

The following patient population and comparators were defined by the Danish Medicines Council (DMC), requesting
data after at least 16 weeks of treatment:

Clinical question 1:

What is the clinical value of dupilumab and optimised local treatment compared to placebo and optimised local
treatment for children 6-11 years old with severe atopic dermatitis who have had inadequate effect of optimised local
treatment and one systemic treatment, or who are not candidates for currently available systemic treatment?

Clinical question 2:

What is the clinical value of dupilumab and optimised local treatment compared to systemic treatment (methotrexate
(MTX), azathioprine (AZA), cyclosporine (CsA), mycophenolate mofetil (MMF)) and optimised local treatment for
patients 6-11 years old with severe atopic dermatitis who have had inadequate effect of optimised local treatment and
one systemic treatment, or who are not candidates for currently available systemic treatment?

Methods and data

The methods followed the general requirements defined in the current version of the Process and Methods Guide of
the Danish Medicines Council for new medicines and new indications and the specific requirements in the protocol for
dupilumab. A deviation from the protocol was made in the answer to question 2: Studies in adults were included,
since the dupilumab phase 3 study in children is currently the only published study on a systemic treatment for AD in
children.

Systematic literature searches for this application were performed in MEDLINE via PubMed and CENTRAL via Cochrane
Library on 06-Jan-2021 and identified 12 relevant publications reporting a total of 11 studies. Four dupilumab studies
were included; 1 16-week study in children with severe AD receiving concomitant treatment with topical
corticosteroids (TCS), 1 long-term safety study in children with severe AD not receiving concomitant TCS, 1 16-week
study in adults with severe AD receiving concomitant TCS, and 1 long-term study in adults with moderate-to-severe
AD receiving concomitant TCS. Seven studies with the requested comparators (8 publications) were identified; 2 AZA
studies and 2 MTX studies were included; of these only the AZA studies were placebo-controlled, while the
comparators in the MTX studies were AZA and CsA. One indirect comparison between dupilumab and AZA was
performed. A total of 4 CsA studies were included; however, the studies were old and generally do not meet current
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quality standards for reporting of clinical trials. Due to differences in quality, outcomes and duration of the CsA
studies, any comparisons between dupilumab and CsA were not considered valid and therefore not performed. No
relevant studies were identified for MMF.

Answer to clinical question 1: Results in children with severe AD

The 16-week study included children with severe AD who have had inadequate effect of optimised local treatment. It
was not an inclusion criterion to have had inadequate effect of at least one systemic treatment or that the children
were not candidates for currently available systemic treatment. Approximately one third of the included children had
a history of systemic treatment. Treatment with dupilumab and concomitant TCS resulted in statistically significant
and clinically important benefits compared to placebo and concomitant TCS in the proportion of patients with 75%
improvement in Eczema Area and Severity Index (EASI-75). A statistically significant benefit that was not clinically
important according to the minimally clinically important difference (MCID) criteria defined by DMC in the protocol,
was reported for the Children Dermatology Life Quality Index (CDLQI). There was a statistically significant difference in
the mean change from baseline in Patient-Oriented Eczema Measure (POEM) score of more than the 3 points in
dupilumab’s favour, but the clinical relevance could not be determined since the outcome was not reported as
defined in the protocol. There were no differences between the dupilumab and placebo groups in the proportion of
patients who experienced serious adverse events (AEs) and the numerical difference in dupilumab’s favour in AD
exacerbations also was not statistically different or clinically important.

Answer to clinical question 2: Efficacy of dupilumab vs AZA, MTX, CsA and MMF

To compare dupilumab with the mentioned comparators, the efficacy in adults was assessed since no relevant studies
in children exist. Efficacy of dupilumab and concomitant TCS was similar in children and adults. In treatment-resistant
adult patients with severe AD who have had inadequate effect of optimised local treatment and one systemic
treatment, or who were not candidates for currently available systemic treatment, dupilumab + TCS resulted in
statistically significant and clinically important benefits compared to placebo + TCS in EASI-75, proportion of patients
with improvement of >4 in POEM score, as well as a statistically significant improvement in Dermatology Life Quality
Index (DLQI) score that was not clinically important. On other outcomes, dupilumab + TCS resulted in statistically
significant benefits in SCOring Atopic dermatitis (SCORAD)-50 and proportion of patients with improvement of 24 in
pruritus (NRS).

Only one indirect comparison between dupilumab + TCS and the comparators could be performed; there was no
statistically significant or clinically important difference between dupilumab + TCS and AZA on mean change from
baseline in DLQI score. Only limited narrative comparisons could be performed between dupilumab, AZA and MTX at
weeks 12-16. Compared to AZA, dupilumab + TCS provided larger differences vs placebo in DLQI and pruritus. In
addition, dupilumab + TCS provided a clinically important improvement in disease extent and severity as assessed by
the EASI-75, which could not be compared to the Six Area, Six Sign AD (SASSAD) score reported for AZA. In the MTX
studies, the proportion of patients achieving SCORAD-50 was comparable in the dupilumab + TCS and CsA treatment
groups and considerably lower in the MTX and AZA treatment groups, which had similar responder rates. Compared
to MTX and AZA, dupilumab + TCS provided numerically larger effects on POEM, DLQI, pruritus and the risk of AD
exacerbations.

No comparative analyses could be performed for dupilumab vs CsA in this patient population. However, a published
indirect comparison of dupilumab data from the CHRONOS study vs data on CsA use in clinical practice, showed a
higher proportion of EASI-75 responders after dupilumab treatment than after CsA treatment.

Safety results

Treatment with dupilumab was generally well tolerated in both adults and children. In adults, injection site reactions
were very common adverse reactions in the AD development program. Common adverse reactions were headache,
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conjunctivitis, blepharitis, eye pruritus, oral herpes, and eosinophilia. Very rare cases of serum sickness/serum
sickness-like reactions have been reported. In the children population, no new safety concerns were identified, and
the data were consistent with the currently known safety profile of the adult AD population. In both studies with
adults and children, conjunctivitis was a reported AE. Most conjunctivitis events were mild to moderate in severity and
resolved with treatment. It is currently assumed that the conjunctivitis is related to the underlying AD itself, since an
increased frequency of conjunctivitis was not observed in the asthma population or in patients with chronic
rhinosinusitis with nasal polyposis or eosinophilic oesophagitis.

Long-term use of the comparator systemic treatments was associated with numerous potential toxic effects. In
children, the frequency, type and severity of adverse reactions with AZA were expected to be the same as in adults:
bone marrow depression, viral, fungal and bacterial infections, life-threatening liver injury, hypersensitivity, Stevens-
Johnson syndrome and toxic epidermal necrolysis. The most serious adverse reactions of MTX included bone marrow
suppression, pulmonary toxicity, hepatotoxicity, renal toxicity, neurotoxicity, thromboembolic events, anaphylactic
shock and Stevens-Johnson syndrome. The principal adverse reactions associated with CsA included renal dysfunction,
tremor, hirsutism, hypertension, diarrhoea, anorexia, nausea and vomiting, and increased risk of developing
lymphomas and other malignancies, particularly those of the skin. The use of CsA in children under 16 years of age for
non-transplantation indications other than nephrotic syndrome is not recommended, due to its potential toxic effects.

Conclusion

In conclusion, dupilumab provides an effective and safe treatment option for children with severe AD who have had
inadequate effect of optimised local treatment. Only limited evidence exists to support the efficacy of AZA, MTX and
CsA in treatment of AD in adults and no data exist in children. Long-term use of these comparators was associated
with numerous potential toxic and life-threatening effects.
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4. Literature search

4.1 Databases and search strategy

Systematic literature searches were performed in MEDLINE via PubMed and CENTRAL via Cochrane Library on
06-Jan-2021 according to the search strategies provided by the Medicines Council [1]. No language or date limits were
applied. The complete search strategies are provided in Figure 2 and Figure 3, respectively.

A total of 268 records were retrieved, 118 in MEDLINE and 150 in CENTRAL. After removal of duplicates and
abstracts/posters, 142 records were left for screening. The records were screened and assessed by 2 researchers
independently based on the PICOs (patients, intervention, comparator, outcomes) and inclusion and exclusion criteria
as described in the protocol [1]. The inclusion and exclusion criteria are summarised in section 9.1.

Based on screening at the title and abstract level, 114 references were excluded. Full-text screening was performed
for 27 publications, and 15 references were excluded based on full-text read. These are included in the list of excluded
references in section 9.1. Any disagreements during the selection process were resolved by discussion between the 2
reviewers. A PRISMA flow diagram of the selection process is provided in Figure 1.

The 12 records selected covered 11 studies, as one study of CsA was published in 2 articles (Table 1) [2, 3]. No relevant
studies with MMF were identified.

After selection of relevant articles, data were extracted into a project-specific Microsoft Excel table by one researcher
and a second researcher independently checked the data extraction for accuracy and completeness. Any
disagreements were resolved by discussion between the 2 reviewers.
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Figure1 PRISMA flow chart for literature search
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Records identified in MEDLINE Records identified in CENTRAL
n=118 n=150
TOTAL
n=268
Duplicates
N=79
Abstracts
n=20

.

Animals, reviews, non-English
n=27

Records screened after duplicates,
abstracts and reviews removed
n=142

Excluded based on title/abstract
n=115

h 4

Full-text articles assessed
n=27

Excluded based on full-text
n=15

Records included
n=12
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4.2 Relevant studies
Table 1

Reference

(title, author, journal, year)

Dupilumab trials

Relevant studies included in the assessment.

Trial name

NCT number

:"» Medicinradet

Dates of study
(start and expected completion
date)

Relevant
for clinical
question?

. . . A Randomized, Double-blind, Placebo-controlled Study to NCT03345914 Start of trial 17-November-2017 1,2
Efficacy and safety of dupilumab with . . . - . .
. . ) L Investigate the Efficacy and Safety of Dupilumab Primary completion date?
concomitant topical corticosteroids in o . ) . . .
. . Administered Concomitantly With Topical Corticosteroids in 10-September-2019
children 6 to 11 years old with severe . . .
atoic dermatitis: A randomized. double-blinded Patients, 26 Years to <12 Years of Age, With Severe Atopic
P o ’ Dermatitis. LIBERTY AD PEDS
placebo-controlled phase 3 trial.
Paller AS, et al. ) Am Acad Dermatol. 2020 [4]
. . . . . . A phase 3 study investigating the efficacy, safety, and NCT02755649 Start of trial 31-January-2016 2
Dupilumab with concomitant topical corticosteroid I . . . . . .
. ] . L tolerability of dupilumab administered to adult patients with Primary completion date?
treatment in adults with atopic dermatitis with an . N
. . . ) severe atopic dermatitis who are not adequately controlled 31-March-2017
inadequate response or intolerance to ciclosporin A or ) . . .
. . ] . . with or are intolerant to oral Cyclosporine A, or when this
when this treatment is medically inadvisable: a placebo- ) . .
. . . treatment is not medically advisable.
controlled, randomized phase Ill clinical trial. .
. LIBERTY AD CAFE
de Bruin-Weller M, et al. Br J Dermatol. 2018 [5]
. A randomized, double-blind, placebo-controlled study to NCT02260986 Start of trial September-2014 2
Long-term management of moderate-to-severe atopic . . ) .
. . ] . demonstrate the efficacy and long-term safety of dupilumab Primary completion date?
dermatitis with dupilumab and concomitant topical ) _ . . n
. . in adult patients with moderate-to-severe atopic dermatitis. October-2016
corticosteroids (LIBERTY AD CHRONOS): a 1-year,
. . LIBERTY AD CHRONOS
randomised, double-blinded, placebo-controlled, phase 3
trial.
Blauvelt A, et al. Lancet. 2017 [6]
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Relevant

Dates of study
(start and expected completion

for clinical

date) question?

. . An Open-Label Extension Study to Assess the Long-Term NCT02612454 Start of trial 15-October-2015
Dupilumab provides favourable long-term safety and ) . A . . ) 1,2
. . . . Safety and Efficacy of Dupilumab in Patients 26 Months to (NCT02407756) Estimated completion date?
efficacy in children aged 2 6 to < 12 years with . . "
] . <18 Years of Age With Atopic Dermatitis. 17-December-2026
uncontrolled severe atopic dermatitis: results from an
LIBERTY AD PEDS-OLE
open-label phase lla study and subsequent phase Ill
open-label extension study.
Cork MJ, et al. Br J Dermatol. 2020 [7]
Azathioprine trials
Not available Not available 2
Azathioprine in severe adult atopic dermatitis: a double-
blind, placebo-controlled, crossover trial.
Berth-Jones J, et al. Br J Dermatol. 2002 [8]
L . . Randomised, double-blind, placebo-controlled trial of ISRCTN58943280  Start of trial February-2001 2
Azathioprine dosed by thiopurine methyltransferase L . . .
. . azathioprine in moderate to severe atopic eczema. Primary completion date?
activity for moderate-to-severe atopic eczema: a double-
. . . September-2002
blind, randomised controlled trial.
Meggitt SJ, et al. Lancet. 2006 [9]
Methotrexate trials
. . . A 12-week single blind randomized controlled trial to Dutch trial register  Start of trial July-2009 2
A randomized trial of methotrexate versus azathioprine for . . .
severe atopic eczema evaluate the efficacy and safety of methotrexate (MTX) NL1806 (NTR1916) Primary completion date?
P ’ . versus azathioprine (AZA) treatment in adult patients with May-2015
Schram ME, et al. J Allergy Clin Immunol. 2011 [10] . . N
chronic severe atopic dermatitis (AD) followed by a 5 year
follow up study.
. . Multicenter randomised study of methotrexate efficacy NCT00809172 Start of trial December-2008 2
Methotrexate Versus Cyclosporine in Adults with . . . - . .
. N versus cyclosporine in moderate to severe atopic dermatitis Primary completion date?
Moderate-to-Severe Atopic Dermatitis: A Phase Ill . .
. . . . patients. April-2012
Randomized Noninferiority Trial.
Goujon C, et al. J Allergy Clin Immunol Pract. 2018 [11]
Cyclosporine trials
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Trial name NCT number Dates of study Relevant
Reference ) e
i . (start and expected completion for clinical
(title, author, journal, year) .
date) question?
Not available Not available 2
Double-blind, controlled, crossover study of cyclosporin in
adults with severe refractory atopic dermatitis.
Sowden JM, et al. Lancet. 1991 [2]
Cyclosporin greatly improves the quality of life of adults
with severe atopic dermatitis. A randomized, double-blind,
placebo-controlled trial.
Salek MS, et al. Br J Dermatol. 1993 [3]
- . . . Not available Not available 2
Cyclosporin in atopic dermatitis: a multicentre placebo-
controlled study.
van Joost T, et al. BrJ Dermatol. 1994 [12]
. . L . Not available Not available 2
Maintenance treatment with cyclosporin in atopic eczema.
Munro CS, et al. Br J Dermatol. 1994 [13]
t Multiple clinical questions are defined in the protocol.
2 Final collection of data for primary outcome measure.
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4.3 Main characteristics of included studies

The main characteristics of the included studies are summarised in the tables in Section 9.2 and described briefly
below.

4.3.1 Dupilumab studies

43.1.1 Palleretal. 2020 (LIBERTY AD PEDS)

The LIBERTY AD PEDS study (hereafter referred to as PEDS) was a randomized, double-blind, placebo-controlled,
parallel-group, multicentre phase Il study to investigate the efficacy and safety of dupilumab therapy with
concomitant TCS in children 6-11 years old with severe AD inadequately controlled with topical therapies [4].

After a screening period of up to 9 weeks, 367 patients were randomized 1:1:1 to receive treatment for 16 weeks with
subcutaneous (SC) dupilumab 300 mg every 4 weeks (g4w) + TCS irrespective of weight (loading dose 600 mg); every 2
weeks (q2w) in a weight-based regimen + TCS: 100 mg g2w for patients 15 to < 30 kg (200 mg loading dose) or 200 mg
g2w for patients >30 kg (400 mg loading dose); or matching placebo + TCS. All patients received concomitant once-
daily medium-potency TCS starting 2 weeks before baseline.

Rescue treatment with high-potency TCS or systemic therapy was permitted for patients with an Investigator’s Global
Assessment (IGA) score of 4 or intolerable symptoms during the treatment period. Very-high-potency TCS were
prohibited, even as rescue.

The study included children age 6-11 years with AD diagnosed >1 year before screening; IGA score of 4, Eczema Area
and Severity Index (EASI) score 221, affected body surface area (BSA) 215%, weekly averaged baseline worst itch score
(Peak Pruritus Numerical Rating Scale [NRS]) 24; weight 215 kg; and documented history of inadequate response to
topical AD medication within 6 months of baseline.

The primary endpoint was the proportion of patients with an IGA score of 0 or 1 (clear or almost clear) at week 16; the
co-primary endpoint in the European Union and EU reference countries was the proportion of patients with a 275%
improvement in EASI (EASI-75) from baseline to week 16. Key secondary endpoints included percent change in EASI
and weekly average of Peak Pruritus NRS from baseline to week 16.

The primary analysis was performed on the full analysis set (FAS), which included all randomized patients. A modified
FAS, defined as all randomized patients but excluding the 68 potentially unblinded patients, was added as a sensitivity
analysis for the co-primary and selected secondary endpoints. Efficacy was assessed in the FAS. The primary analysis
for all efficacy variables compared the 2 dupilumab treatment groups (100/200 mg g2w + TCS and 300 mg g4w + TCS)
with the placebo + TCS group. The co-primary endpoints and categorical secondary endpoints were assessed using a
Cochrane-Mantel-Haenszel test adjusted by randomization strata (baseline weight group and region), with patients
who received rescue medication or with missing values considered as non-responders. Continuous secondary
endpoints were analysed using multiple imputation with analysis of covariance. Efficacy data after rescue medication
use were treated as missing and imputed using multiple imputation.

4.3.1.2  De Bruin-Weller et al. 2018 (LIBERTY AD CAFE)

The LIBERTY AD CAFE study (hereafter CAFE) was a phase 3, randomised, double-blind, placebo-controlled, parallel-
group multicentre study to confirm the efficacy, safety, and tolerability of dupilumab administered in adults with
severe AD for whom CsA had either not demonstrated adequate efficacy, had unacceptable side effects or for whom
initiating CsA was not medically advisable [5].

After a 28-day screening period, 325 patients were enrolled and randomised (1:1:1) to SC dupilumab 300 mg once a
week (qw) + TCS or 300 mg every second week (q2w) + TCS (loading dose 600 mg), or placebo + TCS for 16 weeks.
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Patients who did not participate in the open-label extension (OLE) study were followed for 12 weeks after completion
of treatment.

Medium-potency TSC was initiated 14 days prior to randomisation and used throughout the study. Low-potency TCS
was used in areas of thin skin or where continued treatment with medium-potency TCS was considered unsafe. TCS
could be tapered to a minimum of twice per week if lesions were under control. Rescue treatment consisted of potent
or very potent TCS, topical calcineurin inhibitors (TCI) or systemic medication at investigator’s discretion. Study drug
was discontinued or temporarily halted in patients who received systemic rescue treatment. As in the other
dupilumab studies, all patients were required to apply moisturisers twice daily for 27 consecutive days before
randomisation and throughout the study.

The study included patients with severe chronic AD according to American Academy of Dermatology (AAD) Consensus
Criteria [14], for whom treatment with potent TCS was indicated, and with an EASI score >20 at the screening and
baseline visits. Patients should have a documented history of previous CsA exposure with inadequate response or
unacceptable side effects, or no prior CsA exposure but for whom initiating CsA was not medically advisable. There
was no specific requirement for baseline pruritus.

The primary endpoint was proportion of patients with EASI-75 at week 16, and secondary endpoints included
proportion of patients with a 50% improvement from baseline in SCORAD (SCORAD-50) at week 16, percent change
from baseline to week 16 in EASI, SCORAD, and peak daily pruritus NRS, change from baseline to week 16 in POEM
and DLQI, proportion of patients with >4-point improvement of weekly average of peak daily pruritus NRS at week 16,
and proportion of patients with EASI-75 at week 16 among patients with prior CsA exposure.

Randomisation was stratified by disease severity (IGA=3 vs IGA=4), region and prior CsA exposure (yes/no) according
to a central randomisation scheme provided by an interactive voice/web response system (IWRS).

The primary efficacy analyses were performed on the FAS of all patients randomised, and as a supporting analysis on
the per-protocol set excluding patients with major protocol violations. Safety analyses were based on the safety
population that included all patients who received 21 dose of study drug. Binary primary and secondary endpoints
were analysed by means of a Cochran-Mantel-Haenszel test adjusted by randomisation strata. For each comparison,
both co-primary endpoints (IGA response and EASI-75 response at week 16) had to be statistically significant (at the 2-
sided 2.5%-level) in order to declare the corresponding dupilumab group superior to placebo. To account for missing
values and/or intake of rescue medication, patients were counted as non-responders for the time points after
withdrawal/first use of rescue medication. If a patient had a missing value at a given week, they were counted as a
non-responder for that week. The continuous endpoints were analysed using Ml with an ANCOVA model. Patients’
efficacy data after rescue treatment usage were set to missing first and were then imputed by the MI method.

43.1.3 Blauveltetal 2017 (LIBERTY AD CHRONOS)

The LIBERTY AD CHRONOS study (hereafter CHRONOS) was a phase 3, randomised, double-blind, placebo-controlled,
parallel-group, multicentre study to confirm the efficacy and safety of dupilumab administered concomitantly with
TCS in adults with moderate-to-severe AD and inadequate response to TCS [6].

After a 35-day screening period, 740 patients were enrolled and randomised (3:1:3) to SC dupilumab 300 mg (qw) +
TCS or 300 mg g2w + TCS (loading dose 600 mg), or placebo + TCS for 52 weeks. Patients were followed for 12 weeks
after completion of treatment unless they were enrolled in the OLE study.

All patients initiated treatment with TCS at baseline. TCl could be used in areas of thin skin. Topical treatment could be
tapered and stopped after lesions were under control. Rescue treatment consisted of any locally approved treatment
including topical and systemic medication as well as phototherapy. Study drug was discontinued or temporarily halted
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in patients who received systemic rescue treatment. In addition, as in the other dupilumab studies, all patients were
required to apply moisturisers twice daily for 27 consecutive days before randomisation and throughout the study.

The eligibility criteria were similar to those of the CAFE study, except that participants EASI score had to be > 20 at
screening and baseline (CHRONOS > 16) and that there was no requirement to have demonstrated inadequate effect
or undesirable side effects of CsA or that CsA treatment was medically inadvisable. Patients were excluded if they had
had important adverse effects of using topical medication or if 230% of the total lesion surface was in areas of thin
skin that could not be safety treated with medium or high-potency TCS.

The co-primary endpoints were identical to those in the CAFE study, and the secondary efficacy endpoints included
the same endpoints as listed above for the CAFE study. In addition, the proportion of patients with flares, defined as
worsening of AD requiring re-institution, escalation or intensification of AD treatment, through week 52 was included
as a secondary efficacy outcome in CHRONOS.

Randomisation, stratification and the statistical analyses were performed as in CAFE.

4314 Corketal 2020 (LIBERTY AD PEDS-OLE)

The LIBERTY AD PEDS-OLE study (hereafter PEDS-OLE) is an ongoing, open-label extension (OLE), long-term, phase IlI
study to investigate the long-term safety and efficacy of dupilumab in children > 6 to < 12 years with uncontrolled
severe AD [7]. The study enrolled paediatric patients who participated in previous dupilumab AD trials, including a
phase lla study (NCT02407756) and the phase Il study in children aged > 6 to < 12 years (PEDS).

In the phase lla study patients received single-dose subcutaneous dupilumab (2 or 4 mg kg™) with 8 weeks of follow-
up followed by four weekly (qw) doses of subcutaneous dupilumab (2 or 4 mg kg?) with 8 weeks of follow up. The 2-
mg kg* dose was chosen as the initial starting dose to evaluate the safety of dupilumab before progressing to the 4-
mg kg dose. Patients who continued in the extension study followed the same weekly regimen.

The phase lla study included children > 6 to < 12 years, with a documented recent history (< 6 months before the
screening visit) of inadequate response to topical AD medication(s), body surface area involvement > 10% with AD
lesions, and an Investigator’s Global Assessment (IGA) score of 4 at baseline.

Low- and mid-potency TCS, TCl or both were allowed at the discretion of the investigator in either study. The use of
systemic treatments for AD (systemic immunosuppressants and corticosteroids) was prohibited. If required, rescue
treatment could be considered, initially with higher-potency TCS and then escalated to systemic treatment
(corticosteroids or non-corticosteroid immunosuppressants; study treatment discontinuation was required during
rescue treatment use).

The phase Il OLE primary endpoints were incidence and rate [events per patient year (PY)] of treatment emergent
adverse events (TEAEs). The main secondary endpoints included incidence and rate (events per PY) of serious TEAEs
and TEAEs of special interest, the proportion of patients with an IGA score of 0 or 1, the proportion of patients with
EASI-75 from baseline of the parent study, the percentage change from baseline of the parent study in EASI score and
SCORAD score, and the change from OLE baseline in POEM and CDLQI.

No formal sample size or power calculations were performed. PK, safety and efficacy variables were summarized
descriptively; no inferential statistical tests were prespecified in the statistical analysis plan to allow comparison
between treatment arms. Any differences observed in the descriptive summary of the PK, safety and efficacy variables
were based on numerical comparisons. For the phase Il OLE study, an all-observed method was employed, regardless
of rescue treatment use or whether data were collected after withdrawal from treatment (no missing values
imputed).
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Results from the phase Ila and OLE studies were recently published for children who participated in both studies,
providing data after 52 weeks of treatment [7]. Results from adolescents included in the same studies were published
in a separate article [15].

4.3.2 Azathioprine studies

4.3.2.1 Berth-Jones et al. 2020

This was a randomised, placebo-controlled, double-blind, crossover study to investigate the efficacy, safety and
tolerability of AZA in patients 216 years of age with severe AD which was uncontrolled despite daily use of potent TCS

[8].

A total of 37 patients were randomised to AZA 2.5 mg/kg/d or placebo for 12 weeks followed by the alternate
treatment for 12 weeks with no washout between treatment periods.

Topical therapy including moisturisers and potent TCS, and systemic antihistamines used at baseline could be
continued during the study. Super-potent TCS and other systemic treatment for AD were not allowed.

The endpoints included disease activity and pruritus. Disease activity was assessed by use of SASSAD score which
involves assessment of 6 signs (erythema, exudation, excoriation, dryness, cracking and lichenification) at 6 sites
(hands, feet, arms, legs, head and neck, trunk) graded using a scale of 0-3 (none, mild, moderate, and severe). The
severity of pruritus was assessed by a 0-100 mm visual analogue scale (VAS).

Mean changes from baseline to end of treatment on AZA and placebo were compared using a paired t-test. The
primary analysis was performed on the intention-to-treat (ITT) population including all subjects who returned for at
least one assessment during the treatment period.

4.3.2.2 Meggit et al. 2006

This was a randomised, placebo-controlled, double-blind, parallel-group study to investigate the efficacy and safety of
AZA in patients 216 years of age with moderate-to-severe AD which was uncontrolled despite optimal topical therapy

[9].

A total of 63 patients were randomised in a 2:1 ratio to an oral suspension of AZA or placebo for 12 weeks. For the
first 4 weeks, patients with heterozygous range thiopurine methyltransferase (TPMT) received AZA 0.5 mg/kg/d and
patients with normal TPMT activity received AZA 1 mg/kg/d. For the remaining 8 weeks, doses increased to 1.0
mg/kg/d and 2.5 mg/kg/d, respectively.

Topical therapy including moisturisers and TCS could be used during the study. Highly potent TCS was not allowed.
The endpoints included disease activity (SASSAD), quality of life (QolL, assessed by the DLQI), and pruritus (10 cm VAS).

Data were included for ITT analysis if participants had taken at least one dose of the study drug. For every participant,
linear regression slopes were fitted to disease activity measured during 12 weeks’ treatment, and the weighted
average regression slopes for AZA and placebo groups were analysed with the Matthews method. The overall change
from baseline in pruritus over 12 weeks was analysed, and missing results were imputed with LOCF. The baseline
variables TPMT range, referring centre, BSA >50% vs <50%, and severe skin infection needing oral antibiotics in the
month prior to the study were used as covariates in the analysis models, where possible.
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4.3.3 Methotrexate studies

4.3.3.1 Schrametal. 2011

This was a randomised, single-blind, parallel-group study to investigate the efficacy, safety and QoL of MTX vs AZA in
adult patients with severe AD being unresponsive, contraindicated, or intolerant to CsA who had not previously been
treated with MTX or AZA [10].

A total of 42 patients were randomised in a 1:1 ratio and treated with MTX 10-22.5 mg/week (wk) or AZA 1.5-2.5
mg/kg/d for 12 weeks. Both treatments were initiated on the low dose and escalated if a patient did not achieve >25%
reduction in disease activity at a study visit.

Topical triamcinolone acetonide ointment (body), hydrocortisone ointment (face), and oral antihistamines were
allowed to continue or start during the study. Oral corticosteroids (OCS) could be used as recue medication twice
during the first 8 weeks of the study.

The endpoints included EASI, SCORAD, POEM, Qol, and pruritus (VAS). QoL was assessed by use of the Skindex-17 tool
with scores ranging from 0 to 85 points, and higher scores indicating more significantly impaired QoL.

Data were included in the ITT analysis if patients had taken at least one dose of the study drug. If a patient missed a
visit, the score from the previous visit was used for the analysis. Categorical data were analysed using Fisher’s exact
test and continuous data using a t-test for independent groups.

4.3.3.2 Goujon et al. 2018

This was a phase 3, randomised, evaluator-blind, parallel-group, multicentre, noninferiority study of MTX vs CsA in
adult patients with moderate-to-severe AD and inadequate response to TCS/TCI [11]. Eligible patients had a score of
>15 on the SCORAD index.

Patients were randomised in a 1:1 ratio to MTX or CsA for 24 weeks. Treatment was initiated with MTX 15 mg/wk and
CsA 2.5 mg/kg/d. After 8 weeks of treatment, doses were increased to MTX 25 mg/wk and CsA 5 mg/kg/d in patients
who did not achieve 50% reduction in the SCORAD index.

The primary endpoint was SCORAD-50 at week 8. Secondary endpoints included EASI, SCORAD, and DLQI scores. In
addition, AD exacerbations were assessed, defined by worsening of SCORAD compared to the previous visit.

According to the ITT principle, the primary analysis was performed on all randomised and evaluated subjects using the
95% unilateral lower confidence interval (Cl) (equal to a 90% bilateral lower Cl) to reject the noninferiority. The
noninferiority margin was set to 20%. In a secondary analysis, a logistic regression model was used to estimate the
difference in proportions between the 2 treatment arms taking into account the centre and considering the
stratification variables as adjustment variables. The centre was introduced either as a random effect or as a fixed
effect after merging the small centres and the other variables (severity strata or baseline SCORAD index) as fixed
effects. The secondary efficacy outcomes were analysed with the same statistical methods and data on all patients
evaluated at 4, 8, 12, 16, 20, and 24 weeks of treatment. Patients who stopped the study at week 8 for nonresponse,
AEs, or other reasons were not evaluated at later timepoints.

4.3.4 Cyclosporine studies

43.41 Sowdenetal. 1991

This was a randomised, placebo-controlled, double-blind, crossover study to investigate the efficacy and safety of CsA
in adult patients with severe refractory AD resistant to conventional therapy [2, 3].
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A total of 33 patients were randomised to receive either CsA 5 mg/kg/d or placebo capsules for 8 weeks, then crossed
over to the alternate treatment for an additional 8 weeks. After end of treatment, patients were followed for 4 weeks.

Treatment with systemic steroids, cytotoxic drugs, or photochemotherapy was stopped 2 weeks prior to the study,
while TCS was continued and the frequency of application monitored.

The endpoints included disease activity, pruritus intensity, use of TCS and QoL. Disease activity was scored as 6 clinical
features (erythema, purulence, excoriation or crusting, dryness or scaling, cracking or fissuring, and lichenification)
graded at 6 defined body sites on a scale of 0 (none) to 3 (severe). Pruritus was scored as the severity of symptoms
during the preceding 2 weeks on a 0-100 mm VAS. QoL was assessed by use of the Eczema Disability Index (EDI), a
health related QoL measure, assessing daily activity, work or school, personal relationships, leisure and treatment
over the previous month.

Comparisons between groups were made by analysis of variance. Disease activity score and pruritus at the end of
each treatment period were analysed as a 2-period, 2-treatment crossover so that the total variation of response was
separated into between-patient and within-patient variation. For between-patient variation, effects of treatment
sequence, treatment, and centre were separated; centre was excluded from the model if not significant. For patients
who withdrew before the end of treatment, the last response on treatment was carried forward to the end of
treatment period for the purpose of the analysis. The QoL scores were calculated at 0, 8 and 16 weeks for each
treatment sequence. All major analyses focused on the degree of change from baseline and crossover time. Non-
parametric Wilcoxon matched pairs and Friedman techniques were used for analyses. The reported significance of
paired differences took into account the multiple-comparison nature of the data. Comparisons between groups were
made by analysis of variance.

4.3.4.2 Van Joost et al. 1994

This was a randomised, placebo-controlled, double-blind, parallel-group study to investigate the efficacy, safety and
tolerability of CsA in adult patients with severe refractory AD which was resistant to previous therapies [12].

A total of 46 patients were randomised 1:1 to CsA 5 mg/kg/d or placebo for 6 weeks. In the event of increases in
kidney or liver parameters, or blood pressure, the dose of CsA could be reduced by 25-50%. Patients were to
discontinue treatment prematurely in the event of side-effects and/or poor or no response. Patients who had either
completed the study or had to discontinue treatment prematurely and had side-effects, were followed up until all
side-effects had resolved.

Concomitant medication such as systemic antihistamines and topical emollient therapy was prescribed throughout the
study. The use was reduced or stopped if the study medication was effective, depending on the clinical condition of
the patient.

The endpoints included a modified 6-area Total Body Severity Assessment (TBSA) and pruritus. TBSA included 6 body
regions and scored the most severely affected area in the specific region for erythema, infiltration, vesicles/papules,
dryness/scaling, cracking/fissuring and excoriation/crusting on a 0-3 scale. Pruritus during the previous treatment
period was scored on a 0-3 Likert scale, where 0=none, 1=mild, 2=moderate, and 3=severe.

The 2 treatment groups were compared using the Wilcoxon rank-sum test. Fisher’s exact test or the Chi-square test
were used for categorical results. All patients were analysed according to the ITT principle. For patients where
treatment was stopped after week 3, the results were carried forward to week 6.

4.3.4.3 Munro et al. 1994

This was a randomised, placebo-controlled, double-blind crossover study of maintenance treatment with CsA in
patients with severe AD [13].
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A total of 24 patients were randomised to receive either CsA 5 mg/kg/d or identical placebo capsules for 8 weeks,
then crossed over to the alternate treatment for an additional 8 weeks. The crossover could be made earlier if the
eczema remained severe after treatment for at least 4 weeks. Phase Il of the study (10-week maintenance phase),
which was uncontrolled and not included in this application, investigated a stepwise reduction in CsA either by
reducing the daily dose of CsA or increasing the interval between the doses.

The endpoints included disease severity, pruritus and use of TCS. Disease severity was assessed by scoring (range 0-3)
the worst area in each of head and neck, upper limbs, lower limbs, and anterior and posterior trunk, for erythema,
excoriation and lichenification. Pruritus was assessed by a 10 cm VAS.

For phase I, treatments were compared by a non-parametric within-patient method for a 2-period crossover study,
including patients who completed part or all of both treatment periods. In addition, an analysis including baseline
values was used to investigate carryover effects. In patients who did not complete the full 8 weeks of either treatment
period, the last completed assessment was used for analysis.
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5. Clinical questions

In this section, data are provided for the clinical questions raised by the DMC in the protocol [1]. The questions differ
by the comparator.

The critical efficacy and quality of life outcomes requested in the protocol are the proportion of children who achieves
a 75% reduction on the EASI scale, the proportion of children who achieves a change of at least 3 %-points on the
POEM scale and the mean change from baseline on the CDLQI scale.

The requested critical and important safety outcomes, the proportion of children who have at least one serious
adverse event and the proportion of children who have one or more episodes of AD within a period of at least 16
weeks, are reported in this section, whereas lists of long-term adverse events are reported in section 6.

The outcomes are included in this application to the extent that they have been reported in full publications, the
European public assessment report (EPAR)/Summary of product characteristics (SPC). If the outcome is not reported
in the desired unit, relevant alternative data have been included to the extent possible.

Table 2 shows the efficacy outcomes as defined in the protocol and reported for dupilumab in this application and in
addition, due to the limited number of studies on the comparators which have reported on these outcomes, it was
decided to include studies that used different tools to assess AD extent and severity, QolL, and symptoms. Although
this limits the possibility of comparative analyses (see the statistical considerations in section 9.6) the studies were
included to encompass the totality of the available evidence and to be able to describe, at least, by-study results for
some of the comparators.

For all outcomes reported, higher scores indicate greater severity/worsened state of disease.

Table 2 Summary and description of efficacy outcomes reported in this application.

Outcome Description Range
Outcomes defined in the protocol

EASI A validated tool to assesses the extent and severity of AD. EASI is the 0-72

preferred instrument to assess objective signs of AD. The tool assesses the
severity and body surface area affected by erythema,
induration/papulation/oedema, excoriations, and lichenification. The
signs are graded systematically for each anatomical region and assembled
in a composite score.

EASI-75 is a > 75% improvement from baseline in EASI score for a patient.

POEM An instrument giving a thorough assessment of the patient-reported 0-28
extent and severity of AD symptoms. POEM is a 7-item, validated
questionnaire to assess the frequency of AD symptoms (itch, bleeding,
oozing, cracking, flaking off and feeling dry or rough) and their impact on

sleep.
Serious adverse events (SAEs) Serious adverse events. NA
Long-term adverse events Listing of long-term adverse events of all grades. NA
(cypLal A 10-item, validated questionnaire used in clinical practice and clinical 0-30

trials to assess the impact of dermatological diseases on health-related
QoL. DLQI includes assessment of the impact on symptoms,
embarrassment, daily activities, clothing, social or leisure activities, sports,
working or studying, relations, sexual difficulties, and discomfort of
treatment used. The questionnaire covers dermatological conditions in
general, and therefore does not fully cover or capture the symptoms and
impact on QoL experienced in AD.

AD exacerbations Was in one study defined as worsening of AD requiring reinstitution, NA
escalation, or intensification of AD treatment and reported as an efficacy
outcome. Most often, AD exacerbations were reported as AEs, with the
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preferred term “dermatitis atopic”. AEs were reported in case of any
worsening (i.e., any clinically significant change in frequency and/or
intensity) of pre-existing AD that was temporally associated with the use

of the study drug.
Additional outcomes reported in this application
SCORAD A recommended and validated instrument to assess the extent and 0-103

severity of AD, which complements the EASI score, since patient-reported
itch and sleeplessness are included in the score. SCORAD provides a
combined score of the extent and severity of AD over the body area and
the severity of 6 specific symptoms (erythema, oedema/papulation,
excoriations, lichenification, oozing/crusts, and dryness), scored by the
investigator, and subjective assessment of itch and sleeplessness scored
by the patient.

Peak pruritus NRS A validated 11-point numeric scale (from 0-10) that assess the maximum 0-10
intensity of itch within the previous 24 hours.
TBSA This assessment was used in older studies and included 6 body regions 0-108

and scored the most severely affected area in the specific region for
erythema, infiltration, vesicles/papules, dryness/scaling, cracking/fissuring
and excoriation/crusting on a scale from 0 (none) to 3 (severe).

SASSAD This score involves assessment of 6 signs (erythema, exudation, 0-108
excoriation, dryness, cracking and lichenification) at 6 sites (hands, feet,
arms, legs, head and neck, trunk). Each sign is graded at each site using a
four-point scale of 0-3, representing grades of none, mild, moderate and
severe. A correlation between EASI and SASSAD has been established in
young children [16].

EDI A short questionnaire with 15 questions grouped under 5 headings: daily 15-105
activity, work or school, personal relationships, leisure, and treatment
over the previous month. The questions are answered on a 1-7 linear
analogue scale, representing grades from ‘not at all’ to ‘very much’, and
scores are summed to obtain the EDI score.

Skindex-17 A dermatological health-related QoL instrument derived from the Skindex- | 0-85
29, consisting of 17 items scored on a 3-point scale.
Pruritus VAS scale A scale from 0 to 100 mm (or 0 to 10 cm) where O=no itch and 100 (or 0-100 or 0-10

10)=maximal itch. The scales were assessed as comparable to the 11-point
NRS used in the dupilumab studies

Pruritus Likert scale Pruritus scored on a 0-3 Likert scale, where O=none, 1=mild, 2=moderate, 0-3
and 3=severe. This scale was not considered comparable to the NRS or
VAS scales.

AD, atopic dermatitis; (C)DLQI, (Children’s) Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; EDI, Eczema Disability
Index; NA, not applicable; NRS, numeric rating scale; POEM, Patient-Oriented Eczema Measure; Qol, quality of life; SASSAD, Six Area, Six
Sign AD score; TBSA, Total Body Severity Assessment, VAS, visual analogue scale

5.1 Clinical question 1

What is the clinical value of dupilumab and optimised local treatment compared to placebo and optimised local
treatment for children 6-11 years old with severe atopic dermatitis (AD) who have had inadequate effect of optimised
local treatment and one systemic treatment, or who are not candidates for currently available systemic treatment?

Intervention: Dupilumab, subcutaneous (SC) injection:

e Children with bodyweight (BW) 15 to < 60 kg: an initial dose of 300 mg on day 1 and 15 followed
by a maintenance dose of 300 mg every 4 weeks (q4w).

e Children with BW > 60 kg: an initial dose of 600 mg (2 x 300 mg) followed by a maintenance dose
of 300 mg gq2w.
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Optimised local treatment:
e Moisturizing creme: Daily

e Topical steroids: Relevant strength daily for 2-4 weeks, followed by maintenance treatment twice
a week, followed by or supplemented with:

e Topical calcineurin inhibitors: Initially 1-2 times a day, followed by maintenance treatment twice a
week.

Comparator: Placebo
Optimised local treatment:
e Moisturizing creme: Daily

» Topical steroids: Relevant strength daily for 2-4 weeks, followed by maintenance treatment twice
a week, followed by or supplemented with:

e Topical calcineurin inhibitors: Initially 1-2 times a day, followed by maintenance treatment twice a
week.

5.1.1 Presentation of relevant studies

Two studies with dupilumab have included children 6-11 years with severe AD, the PEDS (NCT03345914) and the
PEDS-OLE (NCT02612454 and NCT02407756) studies. The studies are further described in section 4.3.1, section 9.2
and section 9.3.

The study used in the assessment of this clinical question is the PEDS study (NCT03345914) in which dupilumab 300
mg g4w + TCS or dupilumab 100/200 mg q2w + TCS was compared to placebo + TCS after 16 weeks of treatment. The
study also has subgroup information for children with a bodyweight between 15 and 30 kg and for children with a
bodyweight of 230 kg, but since data from these weight-groups were not requested in the protocol, they will not be
included. Instead, numbers for the full population will be used in this application, which is a larger population for
which all baseline characteristics were reported. Relevant weight-subgroup data will be included in section 7.

Safety data from the long-term extension study, the PEDS-OLE are included as supplementary information in section 6.
The dose and treatment regimens (2 or 4 mg dupilumab kg weekly, no concomitant TCS) are not as requested in the
protocol and no placebo group was included, but the study provides descriptive 52-week data including long-term
safety data and is therefore considered relevant.

5.1.1.1 The PEDS study

The study included children 6 to 11 years old with severe AD diagnosed at least one year before screening, which was
inadequately controlled with topical therapies, documented within 6 months of baseline, and an EASI score >21.

A g4w and a q2w dose regimen was tested in the study, see details in section 9.2. In this application data from the
g4w and matched placebo regimens will be used, as requested in the protocol [1]. Participants in the g4w treatment
group (n=122) had a loading dose of 600 mg (one single dose) and were thereafter treated with 300 mg dupilumab
g4w and TCS. In the protocol, the initial loading dose was requested to have been given as two doses of 300 mg, one
on day 1 and one on day 15, instead of one single dose of 600 mg. The difference is not expected to have an impact on
the study results, but potentially the time to onset of effect could have been shorter with the initial single 600 mg
dosing.
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The treatment regimen described in the protocol for children with BW 260 kg (300 mg q2w after an initial dose of 600
mg) was not tested in the PEDS study, but in a study in adolescents (12-17 years)[17]. It was not reported if any of the
participants in the PEDS study had a weight of 260 kg, however, the baseline mean (SD) bodyweight in the treatment
groups was in the range from 31.0 (9.4) kg to 32.1 kg (10.8) kg and the mean BMI (SD) was in the in the range from
17.6 (2.9) to 18.0 (3.7) (section 9.3).

All patients received concomitant once-daily medium-potency TCS starting 2 weeks before baseline.

Previous systemic treatment for AD was not an inclusion criterion, and neither was inadequate effect of at least one
systemic treatment or that the children were not candidates for currently available systemic treatment. However, 30%
of the children in the placebo + TCS group and 35% of the children in the dupilumab 300 mg + TCS group had a history
of systemic treatment. Further details can be found in section 9.3.

Rescue treatment with high-potency TCS or systemic therapy was permitted for patients with an IGA score of 4 or
intolerable symptoms during the treatment period. Very-high-potency TCS were prohibited, even as rescue.

5.1.2 Results per study

5.12.1 The PEDS study

In the following section the results from the PEDS study are presented by outcome. The results are summarised in
Table 3. Additional details are provided in Table 14.

Table 3 Summary of results of the PEDS study at week 16.

Outcome Absolute difference (95% CI) Relative difference (95% Cl)
Proportion of patients with EASI-75 42.84 (31.54;54.15)* 2.60 (1.90;3.56)

POEM, LS mean change from -8.3(-10.2;-6.4)* -

baseline!

SAE, proportion of patients? 0.00 (-3.24;3.24)** 1.00 (0.14;6.98)

CDLQI, LS mean change from -4.2 (-5.6;-2.8)* -

baseline

AD exacerbations, proportion of -7.5(-15.17;0.17)*** 0.47 (0.21;1.05)

patients3

*p<0.0001, **p=1.0, ***p=0.0652

IProportion of patients with >3 point improvement was not reported, thus the mean change from baseline is included instead.

2Serious adverse drug reactions (i.e. related SAEs) were not reported, thus SAEs are included instead.

3Reported as AE with preferred term “dermatitis atopic”. According to the protocol, AEs included any worsening (i.e., any clinically
significant change in frequency and/or intensity) of a pre-existing condition that was temporally associated with the use of the study
drug.

Source: Table 14 where additional details are provided.

-, not applicable; CDLQI, Children’s Dermatology Life Quality index; Cl, confidence interval; EASI, Eczema Area and Severity Index; LS, least
square, POEM, Patient-Oriented Eczema Measure; g4w, every 4 weeks

EASI-75

Significantly more patients receiving dupilumab + TCS achieved EASI-75 at week 16 than those receiving placebo + TCS
(dupilumab 69.7%, placebo 26.8%, p<0.0001, Table 14). There was a statically significant (p<0.0001) absolute
difference (95% CI) between the dupilumab + TCS and placebo +TCS group of 42.84 (31.54;54.15), corresponding to a
2.6 higher chance of achieving EASI-75 on dupilumab + TCS treatment than with placebo + TCS (Table 3). This
difference is clinically important as it exceeds the criteria for MCID of 10%-points, defined in the protocol [1].
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POEM

The results for POEM were not reported as the proportion of patients with >3 points improvement as specified in the
protocol. Instead, the LS mean change from baseline in POEM score was included.

The LS mean change from baseline in POEM score was reduced by -13.6 (-14.97;-12.23) with dupilumab + TCS and by -
5.3 (-6.67;-3.93) with placebo + TCS (Table 14). The difference (95% Cl) between the dupilumab and placebo groups of
-8.3 (-10.2;-6.4) was statistically significant (p <0.0001, Table 3). Since the POEM score results are not reported as
requested in the protocol, the clinical importance could not be determined.

SAEs

The number of SAEs related to the study drug was not published, instead the proportion of patients with SAEs was
included regardless of relatedness. The proportion of patients with serious adverse events was 1.7% in both the
dupilumab and the placebo groups with no statistically significant or clinically important difference between the
groups (p=1.0, Table 3).

coLal

For QoL as assessed by the LS mean change (SD) from baseline in CDLQI scores, dupilumab + TCS resulted in a change
of -10.6 (0.5) and placebo + TCS in a change of -6.4 (0.5) (Table 14). The difference (95% Cl) between the dupilumab
and the placebo groups of -4.2 (-5.6;-2.8) was statistically significant (p<0.0001, Table 3) but not clinically important
according to the MCID of criteria of 6 points as defined in the protocol [1].

AD exacerbations

AD exacerbations were reported in the study as AEs whenever there was any clinically significant worsening in AD
frequency or intensity. The proportion of patients with AD exacerbations was numerically lower in the dupilumab +
TCS group than in the placebo + TCS group (6.7% vs 14.2%, Table 14), corresponding to difference (95% Cl) of -7.5
(-15.17;0.17) that was not statistically significant (p=0.0652) and a risk of AD exacerbations of 0.47 with dupilumab +
TCS compared to placebo + TCS (Table 3). The higher end of the Cl for the absolute difference (0.17) did not exceed
the MCID of 2%-points defined in the protocol and was not clinically important [1].

Summary

In summary, compared to placebo + TCS, dupilumab + TCS treatment resulted in a statistically significantly greater
proportion of patients achieving EASI-75 that was also clinically important. Compared to placebo + TCS, dupilumab +
TCS treatment resulted in a statistically significant improvement in CDLQI that was not clinically important.

There were no differences between the dupilumab + TCS and placebo + TCS groups in the proportion of patients who
experienced SAEs, and the numerical difference in AD exacerbations also was not statistically significant or clinically
important.

There was a statistically significant difference in the change from baseline in POEM scores in dupilumab’s favour, but
the clinical relevance could not be determined since the outcome was not reported as defined in the protocol.
However, the mean change in POEM score was greater than the 3 points mentioned in the protocol.

5.1.3 Comparative analyses

The PEDS study was the only placebo-controlled dupilumab study so far in children with severe AD. All results and
analyses are described in section 5.1.2.
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5.2 Clinical question 2

What is the clinical value of dupilumab and optimised local treatment compared to systemic treatment (methotrexate,
azathioprine, cyclosporine, mycophenolate mofetil) and optimised local treatment for patients 6-11 years old with
severe atopic dermatitis who have had inadequate effect of optimised local treatment and one systemic treatment, or
who are not candidates for currently available systemic treatment?

Intervention: Dupilumab, SC injection:

e Children with BW 15 to < 60 kg: an initial dose of 300 mg on day 1 and 15 followed by a
maintenance dose of 300 mg g4w.

e Children with BW > 60 kg: an initial dose of 600 mg (2 x 300 mg) followed by a maintenance dose
of 300 mg q2w.

Optimised local treatment:
e Moisturizing creme: Daily

» Topical steroids: Relevant strength daily for 2-4 weeks, followed by maintenance treatment twice
a week, followed by or supplemented with:

e Topical calcineurin inhibitors: Initially 1-2 times a day, followed by maintenance treatment twice a
week.

Comparator: ¢ Azathioprine: 1-3 mg/kg/day
¢ Methotrexate: 0,3-0,6 mg/kg (not more than 25 mg) weekly
¢ Mycophenolat mofetil: 30-50 mg/kg/day

e Cyclosporine: 2-5 mg/kg, initially 5 mg/kg with a gradual decrease in dose depending on the
effect and adverse events.

5.2.1 Presentation of relevant studies

Since no studies exists in children 6-12 years with the systemic treatment comparators (AZA, MTX, MMF and CsA),
dupilumab data from studies in adults are included to compare with data on the comparators in adults. The
dupilumab studies are described in section 4.3.1 and comparator studies (AZA, MTX and CsA) in section 4.3.2 to 4.3.4.
No relevant studies with MMF were identified.

Of the dupilumab studies, only the CAFE study included patients with insufficient effect of or intolerance to systemic
treatment (CsA) or for whom this treatment was medically inadvisable, as requested in the protocol. The PEDS and
CHRONOS studies included patients with an insufficient effect of topical treatment. Treatment in all these studies
included concomitant TCS in addition to dupilumab as requested in the protocol [1].

Since treatment-resistant patients are generally less likely to experience an effect after failure on previous systemic
treatment, the efficacy of dupilumab in the PEDS and CHRONOS studies might be overestimated compared to what
would be expected in a treatment-resistant population, such as that described in the protocol.

Of the different dosage regimens (dose and frequency) of dupilumab tested in the clinical development program, only
data for the 300 mg g4w regimen in children and 300 mg gq2w in adults are included in this application, as these are
the approved dosage regimens for AD. The treatment regimen described in the protocol for children with BW >60 kg
(300 mg g2w after an initial dose of 600 mg) was not tested in the PEDS study. It was not reported if any of the
participants had a weight of 260 kg, however, the mean (SD) bodyweight at baseline was in the range from 31.0 (9.4)
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kg to 32.1 kg (10.8) kg and the mean BMI (SD) was in the in the range from 17.6 (2.9) to 18.0 (3.7) in the treatment
groups.

In addition, to provide supplementary long-term safety data in the children population, data for the weight-based
dose regimen (2 or 4 mg kg!) in the PEDS-OLE study are included in section 6.1.1. The dupilumab treatment regimen
in this study was different from the approved dupilumab regimen of 300 mg g4w for AD in children <60 kg. However,
a single 4 mg kg™ dose in paediatric patients was expected to provide similar exposure as a single 300 mg dose in
adults [7].

For the purpose of comparing dupilumab and comparator studies, additional outcomes are included for clinical
question 2 compared to what is requested in the protocol; details can be found elsewhere in section 5.

5.2.1.1  Dupilumab studies
The PEDS study

The children participants in the PEDS study were 6-11 years, had severe AD diagnosed at least one year before
screening, which was inadequately controlled with topical therapies, documented within 6 months of baseline, and an
EASI score >21 [4]. Dupilumab was administered concomitantly with TCS (once-daily medium-potency) starting 2
weeks before baseline.

Previous systemic treatment for AD was not an inclusion criterion, but 30% of the children in the placebo + TCS group
and 42% in the children in the dupilumab + TCS group had a history of systemic treatment. Further details are
described in section 9.3.

The baseline characteristics reflected on average a high disease severity and burden with median EASI, SCORAD,
POEM and DLQI scores of 37-39, 72-76, 20-21 and 14-16, respectively. More details on baseline characteristics are
provided in section 9.3.

The CAFE study

The CAFE study included adult patients with severe AD and a history of inadequate response or intolerance to CsA, or
patients for whom CsA treatment was medically inadvisable [5]. Dupilumab was administered concomitantly with TCS
and moisturisers. Approximately 78% of the patients had prior exposure to systemic immunosuppressants, and a
subgroup who had previously been treated with CsA included 65.6% of the patients (section 9.3).

CAFE was assessed as the most relevant study and provides the main data used to answer this clinical question, since
it most closely matches the treatment-resistant population and the intervention defined in the protocol.

The baseline disease severity, as assessed by EASI and SCORAD, was comparable to that both in the PEDS population
and in the CHRONOS patient populations (with moderate-to-severe AD). In the CAFE study, the patients had a median
EASI score of 32 and median SCORAD of 67-68. Median POEM and DLQI scores were 19-20 and 13-14, respectively,
and baseline median peak pruritus was 6.9-7.0 on an 11-point NRS. More details on baseline characteristics are
provided in section 9.3.

The CHRONOS study

The CHRONOS study included adult patients with moderate-to-severe AD and inadequate response to topical
treatment [6]. Dupilumab was administered concomitantly with TCS. Prior systemic treatment for AD was not an
inclusion criterion and only 19% of the patients had previously been treated with systemic immunosuppressants.

The study was, however, included in this application to provide additional support for the data from the CAFE study.
Additionally, CHRONOS contributes with 52-week safety data and, specifically, with important data on exacerbations
of AD, since this was defined as an efficacy outcome in the study. Finally, data in the subgroup of patients with prior
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exposure to systemic treatment were included to provide support for the long-term efficacy (week 52) in the
treatment-resistant population, although data are only available for few outcomes in a relatively small subgroup.

The baseline characteristics of the CHRONOS patients were comparable to those of the CAFE study population;
baseline mean EASI score was 30-31, mean SCORAD was 64-70, POEM 20-21, and the mean DLQI score was
approximately 14. Baseline peak pruritus was 7.6-7.7 on an 11-point NRS. More details on baseline characteristics are
provided in section 9.3.

5.2.1.2  Azathioprine studies

Two randomised, placebo-controlled studies in patients 216 years were included. The studies included either patients
with severe [8] or moderate-to-severe AD [9] which was uncontrolled with topical therapy. Concomitant TCS was
allowed in both studies and systemic antihistamines in one study [8]. Previous systemic therapy was not an inclusion
criterion and was not reported in the Berth-Jones study [8]. In the study by Meggitt et al, 73-80% of the patients had
received prior systemic- or phototherapy, but it was not possible to separate how many patients received either of the
2 therapies [9].

The study by Meggitt et al, most closely resembles the treatment-resistant population defined in the protocol.
However, it is unclear how many patients had previously received systemic treatment, and thus the effect of AZA
might be overestimated compared to what could be expected in the defined treatment-resistant population.

The baseline SASSAD score was 41 (out of 108) in patients with severe AD [8] and 32-33 (out of 108) in patients with
moderate-to-severe AD [9]. The baseline DLQI score, which was only reported in the study by Meggitt et al, was
approximately 9-10 [9]. Baseline pruritus was 45 (on a 0-100 mm VAS) in the Berth-Jones study and approximately 5.5
(on a 10 cm VAS) in the Meggitt study. The baseline characteristics of the patients in the 2 studies are presented in
section 9.3. Thus, the disease burden, as assessed by DLQI and pruritus, was lower in the Meggitt study than in the
CAFE study, indicating that the patients in the Meggitt study were easier to treat. The Berth-Jones study included
patients with severe AD, which may thus be more comparable to the CAFE population; however, previous use of
systemic treatment was not reported, and also in this study the mean baseline pruritus score was lower than in the
CAFE study.

5.2.1.3  Methotrexate studies

Two randomised, controlled studies in adult patients were included; one study compared MTX with AZA [10] while the
other study used CsA as comparator [11]. The study by Schram et al [10] included patients with severe AD, who were
unresponsive, contraindicated or intolerant to CsA, and the study by Goujon et al [11] included patients with
moderate-to-severe AD which was uncontrolled with topical therapy. Concomitant TCS and systemic antihistamines
were allowed in both studies; however, in the Goujon study, TCS was only allowed for the first 4 weeks. Previous
systemic therapy was not reported in any of the studies.

The study by Schram et al [10] most closely matches the defined treatment-resistant population of this clinical
question. However, the baseline disease severity of the patients with mean EASI score of 28-30 and mean SCORAD of
57-58, was on average lower than in the CAFE study population, therefore the patients may have been easier to treat.
Baseline mean POEM score was 20, and baseline mean QoL score 50-52 (out of 85) as assessed by the Skindex-17
health-related QoL tool.

The study by Goujon et al [11] does not fully match the treatment-resistant population defined in the protocol, since
previous use of systemic treatment was not required or reported. Furthermore, the study included patients with a
considerably lower disease severity (baseline mean EASI score 18-19, mean SCORAD 53-58) than the CAFE study
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population, therefore the patients in the Goujon study may have been easier to treat. However, the study was
included in this application to encompass the totality of the limited evidence of systemic treatment in AD.

5.2.1.4  Cyclosporine studies

There were 3 randomised, placebo-controlled studies in adult patients with severe AD included [2, 12, 13]. Prior
exposure to systemic therapies was not defined or reported in any of the studies. Concomitant TCS was allowed in 2
studies [2, 13], while systemic antihistamines were allowed in one study [12].

In general, the publications of the CsA studies are old and do not meet current quality standards for reporting of
clinical trials. The studies included only few (16-46) patients. The tools used for assessment of disease extent and
severity are not well described and/or are no longer in use. Two tools, the TBSA and SASSAD, have similarity with EASI,
but a correlation with EASI has been established in young children only for the SASSAD [16]. One study used the EDI
Qol tool, which has similarities with DLQI, but the correlation between these 2 tools is unknown. Furthermore, all
results were reported as changes from baseline in scores and not as responder rates. Importantly, the duration of the
CsA studies was only 6-8 weeks, compared to the 16 weeks’ duration of the CAFE study.

To encompass the totality of the evidence, the individual results of the CsA studies are summarised in section 5.2.2.
However, based on the differences in quality, outcomes and duration of the studies, any comparisons between
dupilumab and CsA after 16 weeks of treatment were not considered valid and therefore not performed.

The baseline characteristics of the patients are summarised in section 9.3. None of the studies used EASI and SCORAD
to describe the baseline disease severity which makes a comparison with the CAFE study difficult. In 2 studies, the
baseline disease severity was reported as 40-46 [2] and 54-57 [12] out of a maximum total score of 108. POEM and
DLQI were also not used, and only 1 of the studies reported a baseline health related QoL score of 33-37 (out of 105)
using the EDI tool [2]. In 1 study, baseline pruritus was 51-57, as assessed by a 100 mm VAS [2], and 2 other studies
reported baseline pruritus of approximately 2.6 [12] and 5.8 [13] as assessed by a 10 cm VAS, i.e. pruritus scores were
in all studies lower than in the CAFE study. Thus, based on the reported baseline disease characteristics, the disease
severity, symptoms and impact on QoL seem to be lower than in the CAFE study, therefore patients in the CsA studies
may have been easier to treat.

5.2.2 Results per study

5.2.2.1  Results of dupilumab studies

By-study results extracted from the publications, European Public Assessment Report (EPARs) and/or Summary of
Product Characteristics (SmPCs) are summarised in the by-study result tables in section 9.4. No discrepancies between
published data, the EPARs and/or SmPCs were noted.

For dupilumab, only data for the approved treatment regimen of 300 mg q4w in children and 300 mg g2w in adults
are included.

Results of the PEDS study

The results of the PEDS study are summarised in Table 4. Additional details are provided in table Table 14. The PEDS
study is to date the only clinical study showing efficacy of a systemic treatment for AD in a children (6-12 years)
population [4].

EASI-75

The chance of having a 75% improvement in EASI score at week 16 was approximately 2.6 times greater in the
dupilumab + TCS compared to the placebo + TCS group, and on average 43 (31.54;54.15) %-points more patients in the
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dupilumab + TCS group obtained EASI-75 (Table 4). This difference is clinically important as it exceeds the MCID
criteria of 10%-points defined in the protocol [1].

SCORAD

For SCORAD scores, the difference (95% Cl) between the dupilumab + TCS and the placebo + TCS groups of -32.6 (-
38.7;26.5) was statistically significant (p<0.0001, Table 4). MCID was not defined in the protocol for this outcome.

POEM

The results for POEM were not reported as the proportion of patients with >3 points improvement, which was
specified in the protocol. Instead, the LS mean change from baseline was included. The difference (95% Cl) between
the dupilumab +TCS and placebo + TCS groups of -8.3 (-10.2;-6.4) was statistically significant (p <0.0001, Table 4).
Since the POEM score results are not reported as requested in the protocol, the clinical importance is not determined.

SAEs

The number of SAEs related to the study drug was not published, instead were included the proportion of patients
with SAEs regardless of relatedness. No statistically significant or clinically important difference between the
dupilumab + TCS and the placebo + TCS group was found (p=1.0, Table 4).

coLal

For QoL as assessed by the LS mean change from baseline in CDLQI scores, dupilumab + TCS resulted in a change

of -10.6 (0.5) and placebo + TCS in a change of -6.4 (0.5) (Table 14). The difference (95% Cl) between the dupilumab +
TCS and the placebo + TCS groups of -4.2 (-5.6;-2.8) was statistically significant (p<0.0001, Table 4) but not clinically
important according to the MCID of criteria of 6 points as defined in the protocol [1].

Pruritus (NRS)

For pruritus reported as the LS mean change from baseline in NRS, the dupilumab + TCS group achieved a statistically
significantly greater improvement from baseline than the placebo + TCS group with a difference (95% Cl) of -28.7
(-36.7; -20.7) (p <0.001, Table 4). MCID was not defined in the protocol for this outcome.

AD exacerbations

AD exacerbations were reported in the study as AEs whenever there was any clinically significant worsening in AD
frequency or intensity. The proportion of patients with AD exacerbations was numerically lower in the dupilumab +
TCS group (6.7%) than in the placebo + TCS group (14.2%) (Table 14). This corresponded to a difference (95% Cl)

of -7.5 (-15.17;0.17) that was not statistically significant (p=0.0652, Table 4) and a risk of AD exacerbations of 0.47
with dupilumab + TCS compared to placebo + TCS. The higher end of the Cl for the absolute difference (0.17) did not
exceed the MCID of 2%-points defined in the protocol and the difference was not clinically important.

Summary of results

In summary, compared to placebo + TCS, dupilumab + TCS treatment resulted in a statistically significantly greater
proportion of patients achieving EASI-75 which was also clinically important according to the MCID defined in the
protocol.

Compared to placebo + TCS, dupilumab + TCS treatment resulted in a statistically significant improvement in CDLQI
that was not clinically important.

There were no differences between the dupilumab + TCS and the placebo + TCS groups in the proportion of patients
who experienced SAEs and the numerical difference in dupilumab’s favour in AD exacerbations also was not
statistically different or clinically important.
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There was a statistically significant difference in the change from baseline in POEM scores in dupilumab’s favour, but
the clinical importance could not be determined since the outcome was not reported as defined in the protocol.
However, the mean change in POEM score was greater than the 3 points mentioned in the protocol.

Compared to placebo + TCS, dupilumab + TCS treatment also resulted in statistically significant improvements in
SCORAD and NRS scores, however, no MCID were defined in the protocol for these outcomes.

Table 4 Summary of results of the PEDS study at week 16

\ Dupilumab 300 mg gq4w + TCS vs placebo + TCS

Outcome Absolute difference (95% Cl) Relative difference (95% Cl)
EASI-75, proportion of patients 42.84 (31.54;54.15)* 2.60 (1.90;3.56)
SCORAD, LS mean % change from baseline -32.6 (-38.7;-26.5)* -

POEM, LS mean change from baseline! -8.3(-10.2;-6.4)* -

SAE, proportion of patients? 0.00 (-3.24;3.24)** 1.00 (0.14;6.98)

DLQl, LS mean change from baseline -4.2 (-5.6;-2.8)* -

Pruritus (NRS), LS mean % change from -28.7 (-36.7;-20.7)* -

baseline?

AD exacerbations, proportion of patients* -7.50(-15.17;0.17)*** 0.47 (0.21;1.05)

*p<0.0001, **p=1.0000, ***p=0.0652

Proportion with >3 point improvement in POEM was not reported, thus the LS mean change from baseline is included instead.

2Serious adverse drug reactions (i.e. related SAEs) were not reported, thus SAEs are included instead.

3Proportion with 23-point or 24-point improvement in pruritus NRS was not reported, thus the LS mean % change from baseline is included instead.

“Reported as AE with preferred term “dermatitis atopic”. According to the protocol, AEs included any worsening (i.e., any clinically significant change in frequency
and/or intensity) of a pre-existing condition that was temporally associated with the use of the study drug.

Source: Table 14 where additional details are provided

-, not applicable; AD, atopic dermatitis; DLQI, Dermatology Life Quality Index; Cl, confidence interval; EASI, Eczema Area and Severity Index; LS, least square; NRS,
numeric rating scale; POEM, Patient-Oriented Eczema Measure; SAE, serious adverse event; SCORAD, SCORing Atopic Dermatitis

Comparison of the efficacy of dupilumab in children and adults

Since no data exist for the defined comparators (AZA, MTX, MMF and CsA) in children 6-12 years, it was decided to
include data on adults for all treatments to be able to describe the comparative efficacy with respect to dupilumab.
This approach is considered valid, since the results for dupilumab in children are comparable to those obtained in
similar adult populations, as described below.

As described in section 4.3.1, the design of the PEDS study was comparable to that of the CAFE and CHRONOS studies.
Since the treatment regimen in the CAFE and CHRONOS studies included concomitant TCS as in the PEDS study, these
studies were suitable to clarify if the effect of dupilumab + TCS in children is comparable to the effect in adults.
Patients included in the PEDS and CAFE studies had severe AD with an EASI score 221 and >20 at screening and
baseline, respectively, whereas CHRONOS also allowed patients with moderate AD with an EASI score >16 at screening
and baseline. Patients included in the CAFE study were required to have inadequate response or intolerance to CsA or
CsA treatment should be medically inadvisable, this was not a requirement in the PEDS or CHRONOS studies. Other
inclusion criteria were similar. Baseline EASI scores in the studies reflected the inclusion criteria showing severe AD in
the PEDS (mean (SD) 37.4 (12.5)-39.0 (12.0)) and CAFE (median (IQR) 31.6 (25.2-39.2)-31.7 (24.2-40.7)) studies, while
baseline EASI scores in the CHRONOS study also revealed a population with severe AD (median (IQR)) 29.6 (22.2-
40.8)-30.9 (22.3-41.6) even though patients with moderate AD also were allowed according to the inclusion criteria
(section 9.3) [4-6].

Results of the PEDS, CAFE, and CHRONOS studies, which are relevant for this application, are summarised in Table 5.
The placebo-adjusted treatment responses in children were comparable to those in adults. In addition, the marked
improvements in mean % change in EASI, which is a powerful continuous measure reflecting disease improvement,
were consistent between the children and adult AD populations.
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Evaluation of dupilumab efficacy in children with AD separately from adult patients was necessary given the possible
mechanistic differences in disease mediators between these patient populations. However, the efficacy and safety
results being consistent between the children and adult AD populations suggests that IL-4 and IL-13 cytokines are
fundamental mediators of AD in both patient populations and supports that data in adults can be used to support the

efficacy in children.
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Table 5

Children

Dupilumab efficacy at week 16 in children and adults.
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Adults with insufficient response or intolerance to CsA

Adults

(PEDS study)

(CAFE study)

(CHRONOS study)

Severe AD Severe AD Moderate to severe AD
Week 16 outcome Placebo + TCS Dupilumab 300 mg Difference vs placebo |Placebo + TCS Dupilumab 300 mg [Difference vs placebo |Placebo + TCS Dupilumab 300 mg Difference vs placebo
(N=123) qdw +TCS (N=122)  ((95% Cl) (N=108) q2w + TCS (95% Cl) (N=315) q2w + TCS (N=106) (95% Cl)
(N=107)
EASI-75, mean % (Cl) 26.8 69.7 42.84 (31.54;54.15)* 29.6 62.6 23.2 68.9
32.99 (20.41;45.57)* 46.0 (35.7;55.7)
(19.0;34.7) (61.5;77.8) (21.0;38.2) (53.4;71.8) (18.5;27.8) (60.1;77.7)
EASI, LS mean % change -48.6 -82.1 -33.5 -46.6 -79.8 -33.2 -48.4 -80.5 -32.1
(C1) (-53.50;-43.70) (-86.80;-77.40) (-40.3;-26.7)* (-52.01;-41.19) (-84.88;-74.72) (-40.6;-25.8)? (-55.89;-40.91) (-92.93;-68.07) (-46.6;-17.6)*
SCORAD, LS mean % -29.8 -62.4 -32.6 -29.5 -62.4 -32.9 -36.2 -63.9 -27.7
change (Cl) (-34.3;-25.3) (-66.5;-58.3) (-38.7;-26.5)* (-34.50;-24.50) (-67.26;-57.54) (-39.9;-25.9)? (-39.5;-32.9) (-68.8;-59.0)? (-33.6;-21.8)*
POEM, -5.3 -13.6 -8.3 -4.3 -11.9 -7.6 -5.3 -12.7 -7.4
LS mean change (Cl) (-6.7;-3.9) (-15.0;-12.2) (-10.2;-6.4)* (-5.52;-3.08) (-13.08;-10.72) (-9.3;-5.9)2 (-6.10;-4.50) (-13.95;-11.45) (-8.9;-5.9)*
coLal/oLal, -6.4 -10.6 -4.2 -4.5 -9.5 -5.0 -5.8 -10.0 -4.2
LS mean change (Cl) (-7.4;-5.4) (-11.6;-9.6) (-5.6;-2.8)* (-5.5;-3.5) (-10.4;-8.6) (-6.3;-3.7)2 (-6.5;-5.1) (-11.0;-9.0)2 (-5.4;-3.0)*
Pruritus NRS, 3-point 21.1 60.3 39.19 (27.88;50.51)* \R \R \R 27.8 65.7 37.9
improvement, mean % (Cl) (13.9;28.4) (51.6;69.0) (22.8;32.8) (56.6;74.8) (27.6-48.3)*
Pruritus NRS, 24-point 12.3 50.8 38.54 (27.86;49.21)* 14.3 45.7 19.7 58.8
31.46 (19.08;43.83)* 39.09 (28.53;49.65)*
improvement, mean % (Cl) (6.5;18.1) (41.9;59.8) (7.1;21.5) (35.7;55.8) (15.2;24.2) (49.3;68.4)
Pruritus NRS, -25.9 -54.6 -28.7 -25.4 -53.9 -28.5 -30.3 -56.6 -26.3
LS mean % change (Cl) (-31.6;-20.2) (-60.3;-48.9) (36.7;-20.7)* (-32.04;-18.76) (-60.05;-47.75) (-37.6;-19.4)? (-34.93;-25.67) (64.34;-48.86) (-35.3;17.3)*

1p<0.0001, 2p<0.001
Source: Table 14, Table 15,

(C)DLQY, (Children’s) Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; LS, least square; NR, not reported; NRS, numeric rating scale; POEM, Patient-Oriented Eczema Measure; 2w, every 2 weeks
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Results of the CAFE study
The results of the CAFE study are summarised in Table 6, additional details are provided in Table 15.
EASI

The chance of having a 75% improvement in EASI score at week 16 was approximately 2 times greater in the
dupilumab + TCS group compared to the placebo + TCS group, and on average 33 (20.41; 45.57) %-points more
patients in the dupilumab + TCS group obtained EASI-75 (Table 6). The lower end of the Cl for the absolute difference
of 20.4% greatly exceeds the MCID of 10%-points defined in the protocol [1], thus the difference is considered
clinically important.

The results for EASI-75 in a subgroup of patients with prior exposure to CsA were largely identical (Table 6), indicating
a similar effect of dupilumab + TCS in these patients as compared to the entire CAFE study population.

SCORAD

The chance of having a 50% improvement in SCORAD score at week 16 was approximately 2.6 times greater in the
dupilumab + TCS group compared to the placebo + TCS group, and on average 40 (28.24; 52.61) %-points more
patients in the dupilumab + TCS group obtained SCORAD-50 (Table 6).

POEM

The results for POEM were not reported as the proportion of patients with >3 points improvement, as specified in the
protocol. Instead, results for the proportion of patients with >4 points improvement were reported. The chance of
having an >4-point improvement in POEM score at week 16 was 2 times greater in the dupilumab + TCS group
compared to the placebo + TCS group, and on average 42 (30.23; 53.58) %-points more patients in the dupilumab +
TCS group obtained an improvement of 24 points (Table 6). The lower end of the Cl for the absolute difference of 30.2
greatly exceeds the MCID of 10%-points defined in the protocol for a 23 points improvement [1], thus the difference is
considered clinically important.

SAEs

The number of SAEs related to the study drug was not reported, instead were included the proportion of patients with
SAEs regardless of relatedness. No statistically significant or clinically relevant difference between the dupilumab +
TCS and placebo + TCS group was found (p=0.9948, Table 6).

bLal

For QoL as assessed by DLQI, dupilumab + TCS resulted in statistically significantly greater improvement from baseline
than placebo + TCS with an LS mean (95% Cl) difference between treatments of -5.0 (-6.3; -3.7) (p <0.001, Table 6),
however, the difference did not meet the MCID of 6 points as defined in the protocol [1].

Pruritus (NRS)

Pruritus was described as the proportion of patients with >4 points improvement. The chance of having a 24-point
improvement in pruritus NRS at week 16 was more than 3 times greater in the dupilumab + TCS group compared to
the placebo + TCS group, and on average 31.5 (19.08; 43.83) %-points more patients in the dupilumab + TCS group
obtained an improvement of 24 points (Table 6). A MCID was not defined in the protocol for this outcome.

AD exacerbations

AD exacerbations were reported in the study as AEs whenever there was any clinically significant worsening in AD
frequency or intensity. Although the proportion of patients with AD exacerbations was lower in the dupilumab + TCS
group than in the placebo + TCS group (7.5% vs 14.8% of the patients, Table 15), and the risk of having an AD
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exacerbation was 50% lower in the dupilumab + TCS group (Table 6), there was no statistically significant or clinically
important difference between the treatment groups.

Summary of results

In summary, the results of the CAFE study showed statistically significant and clinically important benefits of
dupilumab + TCS treatment compared to placebo + TCS for the efficacy outcomes EASI-75 and proportion of patients
with improvement of >4 in POEM score. There was also a statistically significant benefit on SCORAD-50, on DLQI and
on the proportion of patients with improvement of 24 in pruritus NRS. The observed numerical benefit in the
proportion of patients with AD exacerbations was not statistically significant. No difference was found in SAEs.

Table 6 Summary of results of the CAFE study at week 16.

Dupilumab 300 mg q2w + TCS vs placebo + TCS

Outcome Absolute difference (95% Cl) Relative difference (95% Cl)
EASI-75, proportion of patients 32.99 (20.41; 45.57)> 2.11 (1.53; 2.93)
EASI-75, proportion in subgroup with prior CsA exposure at 31.58 (16.11; 47.05)b 2.20(1.42; 3.39)
week 16

SCORAD-50, proportion of patients 40.43 (28.24; 52.61)? 2.56(1.81; 3.62)
POEM, proportion of patients with >4-point improvement?! 41.91 (30.23; 53.58)2 2.00 (1.57; 2.53)

SAE, proportion of patients? 0.02 (-3.60; 3.63)¢ 1.01(0.14; 7.04)
DLQI, LS mean change from baseline -5.0(-6.3; -3.7)¢ -

Pruritus (NRS), proportion with >4-point improvement3 31.46 (19.08; 43.83)2 3.20(1.85; 5.55)

AD exacerbations, proportion of patients* -7.34 (-15.69; 1.01)¢ 0.50(0.23; 1.13)

2p<0.0001, ®p=0.0004, ©p=0.9948, 9p<0.001, €p=0.0961

Proportion with >3 point improvement in POEM was not reported, thus the proportion of patients with >4-point improvement is included instead.

2Serious adverse drug reactions (i.e. related SAEs) were not reported, thus SAEs are included instead.

3Proportion with 23-point improvement in pruritus NRS was not reported, thus the proportion with >4-point improvement is included instead.

“Reported as AE with preferred term “dermatitis atopic”. According to the protocol, AEs included any worsening (i.e., any clinically significant change in frequency
and/or intensity) of a pre-existing condition that was temporally associated with the use of the study drug.

Source: Table 15 where additional details are provided.

-, not applicable; AD, atopic dermatitis; DLQI, Dermatology Life Quality Index; Cl, confidence interval; EASI, Eczema Area and Severity Index; LS, least square; NRS,
numeric rating scale; POEM, Patient-Oriented Eczema Measure; SAE, serious adverse event; SCORAD, SCORing Atopic Dermatitis

The CHRONOS study
The results of the CHRONOS study are summarised in Table 7, additional details are provided in Table 16.
EASI-75

The chance of having a 75% improvement in EASI score at week 16 was approximately 3 times greater in the
dupilumab + TCS group compared to the placebo + TCS group, and on average 46 (35.7; 55.7) %-points more patients
in the dupilumab + TCS group obtained EASI-75 (Table 7). The lower end of the Cl for the absolute difference of 35.7%
greatly exceeds the MCID of 10%-points defined in the protocol [1], thus the difference is considered clinically

important.

In the subgroup of patients with prior exposure to CsA, the change of having EASI-75 at week 16 was 2.8 times greater
in the dupilumab + TCS group compared to the placebo + TCS group, and an average of 33.7 (10.18; 57.30) %-points
more patients in the dupilumab + TCS group obtained EASI-75. The difference is considered clinically important since
the lower end of the 95% Cl of 10.18% was above the MCID (Table 7).

SCORAD

SCORAD was reported as the LS mean % change from baseline and therefore these results are included instead of
SCORAD-50. The LS mean (95% ClI) % change from baseline at week 16 was -63.9 (-68.8; -59.0) in the dupilumab + TCS
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group, indicating that a large proportion of the patients had an improvement of 250% in SCORAD, while this was not
the case in the placebo + TCS group where the average LS mean (95% Cl) change from baseline was considerably
lower; -36.2 (-39.5; -32.9) (Table 16). The difference between dupilumab + TCS and placebo + TCS in LS mean %
change from baseline of -27.7 (-33.6; -21.8) % was statistically significant (p <0.0001, Table 7). MCID is not defined in
the protocol for this outcome [1].

POEM

The results for POEM were not reported as the proportion of patients with 23 points improvement, instead, we
included the results for the proportion of patients with 24 points improvement. The chance of having a 24-point
improvement in POEM score at week 16 was approximately 2 times greater in the dupilumab + TCS group compared
to the placebo + TCS group, and on average 41 (30.9; 50.1) %-points more patients in the dupilumab + TCS group
obtained an improvement of 24 points (Table 7). The lower end of the Cl for the absolute difference of 30.9 greatly
exceeds the MCID of 10%-points defined in the protocol [1], thus the difference is considered clinically important.

SAEs

The number of SAEs was not extracted for the CHRONOS study, since it was not comparable with the other studies
due to the 52-week duration of CHRONOS. However, the long-term safety of dupilumab is described in more detail in
section 6.1.1.

bLal

For QoL as assessed by DLQI, dupilumab + TCS resulted in statistically significantly greater improvement from baseline
than placebo + TCS with an LS mean (95% Cl) difference between treatments of -4.2 (-5.4; -3.0) (p <0.0001, Table 7).
This is not considered clinically important according to the MCID criteria of 6 points defined in the protocol [1].

Pruritus (NRS)

The chance of having a 23-point improvement in pruritus NRS at week 16 was approximately 2.4 times greater in the
dupilumab + TCS group compared to the placebo + TCS group, and on average 37.9 (27.6; 48.3) %-points more
patients in the dupilumab + TCS group obtained an improvement of >3 points (Table 7).

In the subgroup with prior CsA exposure, the chance of having a 23-point improvement in pruritus NRS at week 52
was approximately 3 times greater in the dupilumab + TCS group compared to the placebo + TCS group, and on
average 29.1 (6.11; 52.01) %-points more patients in the dupilumab + TCS group obtained an improvement of >3
points (Table 7).

AD exacerbations

AD exacerbations were reported in the study as a secondary efficacy endpoint at week 52. The risk of having an AD
exacerbation was 66% lower in the dupilumab + TCS group, and on average, 32.4 (-42.2;-22.6) %-points fewer patients
in the dupilumab + TCS group had an AD exacerbation, compared to patients in the placebo + TCS group (Table 7). The
upper end of the Cl for the absolute difference of -22.6% exceeds the MCID of 10%-points defined in the protocol [1],
thus the difference is considered clinically important.

Summary of results

In summary, the results of the CHRONOS study showed statistically significant and clinically important benefits of
dupilumab + TCS treatment compared to placebo + TCS at week 16 in EASI-75, proportion of patients with
improvement of 24 in POEM score, and, at week 52, in the proportion of patients with AD exacerbations, while a
statistically significant benefit of dupilumab + TCS compared to placebo + TCS in DLQI was not clinically important. The
change in SCORAD and the proportion of patients with improvement of 23 in pruritus NRS were statistically
significantly greater in the dupilumab + TCS group compared to the placebo + TCS group at week 16, but the clinical
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importance could not be assessed since no MCID were defined in the protocol for these outcomes. The results in the
subgroup with prior CsA exposure at week 52 support the assumption that the efficacy of dupilumab + TCS in the
entire CHRONOS population is overestimated compared to the defined target population of treatment-resistant
patients with prior exposure to systemic treatment. However, also in the subgroup with prior CsA exposure,
dupilumab + TCS showed statistically significant and clinically important benefits compared to placebo + TCS in EASI-
75 and statistically significant benefit in the proportion of patients with improvement of 23 in pruritus NRS.

Table 7 Summary of results of the CHRONOS study at week 16 and/or 52.

Dupilumab 300 mg q2w + TCS vs placebo + TCS

Outcome Absolute difference (95% Cl) Relative difference (95% Cl)
EASI-75, proportion of patients 46.0 (35.7; 55.7)* 2.97 (2.34; 3.77)
EASI-75, proportion of patients in subgroup with prior CsA 33.74 (10.18; 57.30)** 2.81 (1.44; 5.50)
exposure (week 52)

SCORAD, LS mean % change from baseline! -27.7 (-33.6; -21.8)* -

POEM, proportion of patients with >4 points improvement? 41 (30.9; 50.1)* 2.10(1.76; 2.51)
DLQI, LS mean change from baseline -4.2 (-5.4; -3.0)* -
Pruritus (NRS), proportion with >3-point improvement 37.9(27.6; 48.3)* 2.37(1.88; 2.97)
Pruritus (NRS), proportion with >3 point improvement in 29.06 (6.11; 52.01)*** 3.11(1.38; 6.99)
subgroup with prior CsA exposure (week 52)

AD exacerbations, proportion of patients (week 52)3 -32.4 (-42.2;-22.6)* 0.34 (0.21; 0.55)

*p<0.0001, **p<0.001, ***p<0.05

1SCORAD-50 was not reported but only presented as % change from baseline, thus these results are included.

2Proportion with >3 point improvement in POEM score was not reported, thus the proportion of patients with >4-point improvement is included instead.
3AD exacerbations was included as a secondary endpoint in the study and defined as worsening of AD that required re-institution, escalation, or
intensification of AD treatment.

Source: Table 16 where additional details are provided.

-, not applicable; AD, atopic dermatitis; DLQI, Dermatology Life Quality Index; Cl, confidence interval; EASI, Eczema Area and Severity Index; LS, least square;
NRS, numeric rating scale; POEM, Patient-Oriented Eczema Measure; SCORAD, SCORing Atopic Dermatitis

5.2.2.2  Results of Azathioprine studies
Results of Berth-Jones et al 2001

Only data for disease severity as assessed by the SASSAD score could be extracted from the Berth-Jones study [8].
During the first 12 weeks of the crossover study, the SASSAD score improved from 44.94 to 34.96 points in the AZA
group, and from 36.97 to 35.1 points in the placebo group (Table 17). The authors reported that the difference
between groups in a paired t-test of 26 accessible pairs using both periods of the crossover was statistically significant
at p<0.01 (Table 17). Data for pruritus could not be extracted, but the authors reported that there was no statistically
significant difference between AZA and placebo after 12 weeks of treatment in a crossover design.

Results of Meggitt et al 2006

Data for disease severity assessed by the SASSAD score, QoL assessed by DLQI and pruritus (VAS) were reported in the
Meggitt study [9]. The results are provided in (Table 18).

The mean (95% Cl) difference between AZA and placebo in change from baseline at week 12 in the SASSAD score was -
5.4 (-9.3; -1.4). For DLQI, the mean (95% Cl) difference between AZA and placebo in change from baseline at week 12
was -3.5 (-6.7; -0.3). For pruritus, the mean difference (95% Cl) in change from baseline at week 12 was -1.4
(-2.7;-0.1).

For DLQI, the MCID criteria of 6 points is not met, and thus the difference is not assessed as clinically important. No
MCID was defined for the SASSAD score and pruritus in the protocol, and therefore the clinical importance could not
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be assessed. Furthermore, no responder rates were reported. For both SASSAD and pruritus, the differences were
small.

5.2.2.3  Results of Methotrexate studies
Results of Schram et al 2011

At week 12, the EASI score was reduced by approximately 17 points in both the MTX and AZA group [10]. The
proportion of patients with SCORAD-50 at week 12 was 40.0% in the MTX group and 45.5% in the AZA group. The
POEM score was improved by 6.9 points from baseline at week 12 in the MTX group and 7.9 points in the AZA group.
No SAEs occurred during the 12-week treatment period. QoL as assessed by the Skindex-17 was improved by 12.9
points in the MTX group and 10.3 points in the AZA group at week 12. Pruritus VAS improved by 2.5 points from
baseline at week 12 in the MTX group and by 2.6 points in the AZA group. Fewer exacerbations occurred with AZA
treatment (9.1% of patients) compared with MTX treatment (15.0% of patients) (Table 19).

The changes from baseline at week 12 in the SCORAD score within each group were reported as statistically significant
(p<0.001) [10]. For the other endpoints, the changes from baseline at week 12 were also statistically significant within
each treatment group based on the calculated 95% Cls (Table 19).

No statistically significant differences were found between MTX and AZA in changes from baseline at week 12 in any
of the reported outcomes (Table 19).

Results of Goujon et al 2018

This study included a dose increase after 8 weeks of treatment in patients who did not achieve 50% reduction in the
SCORAD score [11]. In the MTX group, the dose was increased in 56% of the patients and in the CsA group, the dose
was increased in 49% of the patients. Only 46% of the patients in the MTX group and 77% of those in the CsA group
received treatment for 24 weeks and completed the study. Nonresponse was the main reason for treatment
discontinuation in both groups [11].

EASI-75 was not reported, instead we included the EASI score at weeks 8, 16, and 24. At week 8, the EASI score had
improved from approximately 19 at baseline to 12.9 in the MTX group and 8.1 in the CsA group. The mean difference
(95% Cl) in EASI score between the 2 groups at week 8 was 4.8 (1.1; 8.5) and statistically significant (p=0.0101)

(Table 20). At weeks 16 and 24, the EASI score had improved further, to approximately 6 in both treatment groups at
week 16 and 5.0 vs 5.4 in the MTX vs CsA group at week 24. No statistically significant difference between the groups
was found at weeks 16 and 24 (Table 20).

At week 8, the proportion of patients with SCORAD-50 was 8.0% in the MTX group and 41.9% in the CsA group; the
mean difference (90% Cl) between treatments was -34 (-48; -20). The proportion of responders increased after the
dose increase at week 8, to 42.9% in the MTX group and 61.8% in the CsA group at week 16; however, the difference
was not significantly different. At week 24, the proportion of patients with SCORAD-50 was 39.1% in the MTX group
and 71.0% in the CsA group, and the mean difference (90% Cl) between groups was -32% (-53; -10) and statistically
significant (p=0.0271, Table 20).

At week 24, no SAEs had occurred in the MTX group, and 1 SAE had occurred in the CsA group; the difference between
groups of 2.2%-points patients with SAEs was not statistically significant (Table 20).

At week 8, the DLQI score had improved from 12-13 at baseline to 10.8 in the MTX group and 6.5 in the CsA group.
The mean difference (95% Cl) in DLQI score between the 2 groups at week 8 was 4.3 (1.4; 7.2) and statistically
significant (p=0.0033) (Table 20). At weeks 16 and 24, the DLQI score had improved further, to 5.1 in the MTX group
and 4.3 in the CsA group at week 16, and to 5.0 in the MTX group and 3.3 in the CsA group at week 24. No statistically
significant difference in DLQI score between the treatment groups was found at weeks 16 and 24 (Table 20).
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5.2.2.4  Results of Cyclosporine studies
Results of Sowden et al 1991

After 8 weeks of treatment, the disease activity score had improved from 40.0 to 16.5 in the CsA group and from 46.7
to 40.4 in the placebo group [2]. The difference between treatment groups (analysed taking into account the
crossover design) was -23.9 (-29.5; -18.3) and statistically significant (p<0.001) (Table 21).

Qol, as assessed by the EDI score, improved from 33.2 to 16.1 at week 8 in the CsA group and from 36.7 to 29.1 in the
placebo group. The mean difference (95% Cl) between treatment groups at week 8 in the first treatment period was -
13.0 (-27.0; 1.0) and not statistically significant (Table 21).

After 8 weeks of treatment, the pruritus (VAS) score had improved from 51.1 to 16.6 in the CsA group and from 56.6
to 51.2 in the placebo group. The difference between treatment groups (analysed using the crossover design) was -
34.6 (-46.0; -23.2) and statistically significant (p<0.001) (Table 21).

Results of Van Joost et al 1994

After 6 weeks of treatment, the disease severity score (TBSA) had improved from 57 to 25 in the CsA group and from
54 to 48 in the placebo group [12]. The difference between treatment groups in disease severity score at week 6 was -
23 (-34.1; -11.9) and statistically significant (p<0.0002) (Table 22).

Pruritus, as assessed by a Likert score, improved from 2.7 to 1.1 in the CsA group and from 2.6 to 2.1 in the placebo
group. The difference of -1.0 between groups at week 6 was statistically significant (p=0.01) (Table 22).

Results of Munro et al 1994

Only data on pruritus (VAS) were reported in the Munro study [13]. After 8 weeks of treatment, the pruritus score had
improved from 5.5 to 1.8 in the CsA group and from 5.8 to 4.4 in the placebo group. The mean difference (95% Cl)
between groups (individual placebo-CsA differences analysed using the crossover design) after 8 weeks was -2.8 (-3.8;
-1.8) and statistically significant (p<0.0001; Table 23).

5.2.3 Comparative analyses

Due to the limited amount of data for the comparators and lack of reliable links to placebo-controlled studies, mainly
narrative comparative analyses could be performed. Furthermore, as stated previously, due to the differences in
quality, outcomes and duration of the CsA studies, any comparisons between dupilumab and CsA were not considered
valid and therefore not performed. Since the dupilumab CAFE study provided the main data for this clinical question,
the results of this study were used for the relevant comparisons below.

5.2.3.1 Comparative narrative analysis of dupilumab vs azathioprine

Both the dupilumab and the AZA studies were placebo-controlled, and the results could thus, in theory, be compared.
However, due to the limited number of outcomes reported in the AZA studies and differences in outcomes definitions,
only few comparisons were possible. The study by Meggitt et al. [9], most closely resembled the treatment-resistant
population defined in the protocol; however, the disease burden, as assessed by DLQI and pruritus was lower than in
the CAFE study (see Table 18), indicating that the patients in the Meggitt study were easier to treat.

Both the Meggitt study and the Berth-Jones study [8, 9] reported disease severity assessed by use of the SASSAD
score, which is correlated with the EASI score [16]. In the Berth-Jones study, the difference in change from baseline to
week 12 in the SASSAD score between AZA and placebo of approximately 10 (Table 17) was reported as statistically
significant (p<0.01) [8]. In the Meggitt study, the mean (95% Cl) difference between AZA and placebo in change from
baseline at week 12 in SASSAD score was -5.4 (-9.3; -1.4) (Table 18). The clinical importance of these statistically
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significant changes cannot be assessed, since no MCID for the SASSAD score was available. In contrast to this, for
dupilumab + TCS, a clinically important difference to placebo + TCS was reported in the EASI-75, with 32.99%-points
more patients (95% Cl: 20.41; 45.57) in the dupilumab + TCS group than in the placebo + TCS group being EASI-75
responders (Table 15).

In the Meggitt study, the mean (95% Cl) difference between AZA and placebo in change from baseline in DLQI at week
12 was -3.5 (-6.7; -0.3) (Table 18), and in the dupilumab CAFE study, the corresponding difference from baseline to
week 16 was -5.0 (-6.3; -3.7) (Table 15), i.e. numerically slightly greater. For dupilumab + TCS, the difference to
placebo + TCS did not meet the MCID criterion for being clinically important, and the difference between AZA and
placebo could also not be assessed as clinically important (see section 5.2.2). The indirect comparison did not show
any statistically significant or clinically important difference between dupilumab and AZA (mean difference [95%

Cl]: -1.5 [-5.0; 2.0], p=0.396) (Table 24).

Pruritus was not reported as a responder rate in the Meggitt study. The difference between AZA and placebo in
change from baseline in pruritus (VAS) at week 12 was -1.4 (-2.7; -0.1) (Table 18). In the study by Berth-Jones et al [8],
it was reported that no statistically significant difference was found for pruritus (VAS) between AZA and placebo after
12 weeks of treatment (see section 5.2.2). For dupilumab + TCS, the absolute difference to placebo + TCS in the
proportion of patients achieving an improvement in pruritus NRS of 24 was 31.46%-points (95% Cl: 19.08; 43.83)
(Table 15).

Thus, compared to AZA, dupilumab + TCS provided larger differences vs placebo in DLQI and pruritus, for DLQI this
was not clinically important and for pruritus, clinically importance was not assessed since no MCID criteria were
provided in the protocol. In addition, dupilumab + TCS provided a clinically important improvement in disease extent
and severity as assessed by the EASI-75, which could not be compared to the SASSAD score reported for AZA.

5.2.3.2 Comparative narrative analysis of dupilumab vs methotrexate, azathioprine, and cyclosporine

The 2 studies with MTX used either AZA or CsA as comparator, therefore comparisons to dupilumab are difficult. The
study by Schram et al [10] most closely matches the defined treatment-resistant population of this clinical question.
However, the baseline disease severity of the patients was lower than in the CAFE study population, and therefore the
patients may have been easier to treat.

Schram et al 2011

The Schram study reported results on EASI score, SCORAD-50, POEM, SAEs, QoL (assessed by Skindex-17), pruritus
(VAS) and AD exacerbations [10]. No statistically significant differences were found between MTX and AZA in changes
from baseline at week 12 in any of the reported outcomes.

At week 12, the proportion of patients with SCORAD-50 was 40.0% in the MTX group and 45.5% in the AZA group
(Table 19); considerably lower than the 64.4% in the dupilumab + TCS group in the CAFE study achieving SCORAD-50
(Table 15).

The POEM score improved from baseline to week 12 by 6.9 and 7.9 points, in the MTX and AZA groups, respectively
(Table 19). However, the upper limit of the 95% Cl for the change from baseline was lower than the MCID of 3 points
for POEM and could be considered clinically important only in the AZA group. In the CAFE study, the absolute
difference between dupilumab + TCS and placebo + TCS in the proportion of patients achieving a clinically important
improvement in POEM score of 24 was 41.91%-points (95% Cl: 30.23; 53.58) (Table 15). The difference is clinically
important since the lower limit of the 95% Cl greatly exceeds the MCID in the protocol.

At week 12, QoL was statistically significantly improved from baseline in both the MTX and AZA treatment groups
(Table 19). However, since QoL was assessed by use of Skindex-17, the results cannot be compared with the results for
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dupilumab and a MCID for Skindex-17 is not defined. In the CAFE study, the difference between dupilumab + TCS and
placebo + TCS in mean (95% Cl) change from baseline in DLQI score was -5.0 (-6.3; -3.7) but did not meet the MCID
criterion for being clinically important (Table 15).

Pruritus VAS improved by approximately 2.5 points from baseline in the MTX group and by 2.6 points in the AZA group
(Table 19). In the CAFE study, dupilumab + TCS provided a statistically significant benefit over placebo + TCS in the
proportion of patients with an improvement of 24 in pruritus, as described above. Clinically importance could not be
assessed since no MCID was provided for this outcome.

At week 12, 15% of patients in the MTX group and 9.1% of patients in the AZA group had an AD exacerbation (Table
19). The corresponding proportion in the dupilumab + TCS group in the CAFE study at week 16 was 7.5% (Table 15);
i.e. lower than in both the MTX and AZA group at week 12. In both studies AD exacerbations were reported as AEs. In
the CHRONOS study, however, AD exacerbations were reported as a secondary endpoint at week 52. Despite the
considerably longer duration of the study, the proportion of patients with AD exacerbations was 16.9% in the
dupilumab + TCS group; 32.4%-points lower than in the placebo + TCS group (Table 16).

No patients in the Schram study (Table 19) and only few patients in the dupilumab CAFE study (2 patients in each of
the dupilumab g2w + TCS and placebo + TCS groups, (Table 15) experienced an SAE, and no difference was observed in
proportion of patients with SAEs during the 12- or 16-week studies.

Goujon et al 2018

The study by Goujon et al. [11] does not fully match the treatment-resistant population defined in the protocol, since
previous use of systemic treatment was not required or reported. Furthermore, the study included patients with a
considerably lower disease severity than the CAFE study population, therefore the patients may have been easier to
treat.

At week 16, which is the timepoint that can be compared with the CAFE study, the proportion of patients achieving
SCORAD-50 was 42.9% in the MTX group and 61.8% in the CsA group (Table 19, Table 20). Thus, the MTX responder
rate was considerably lower than the 66.4% of patients achieving SCORAD-50 in the dupilumab + TCS group in the
CAFE study (Table 15), while the responder rate in the CsA group was comparable to that of dupilumab + TCS in CAFE.

At week 16, the changes from baseline in DLQI in the MTX and CsA groups were -7.2 and -8.9 points, respectively; no
95% Cl could be derived (Table 20). In the dupilumab CAFE study, the LS mean (95% Cl) change from baseline was -9.5
(-10.4; -8.6) in the dupilumab + TCS group (Table 15), i.e. slightly greater, but did not meet the MCID criterion for
being clinically important.

EASI was only reported as a score in the Goujon study, and cannot be compared with dupilumab, where statistically
significant and clinically important effect in the proportion of patients with EASI-75 was achieved as described above.

During the 24-week study period in the Goujon study, no patients in the MTX group and 2.1% of the patients in the
CsA group experienced an SAE (Table 20). The difference between the treatments was, however, not significant, and
no difference to dupilumab was observed.

Overall, the proportion of patients achieving SCORAD-50 was comparable in the dupilumab + TCS and CsA treatment
groups and considerably lower in the MTX and AZA treatment groups, which had similar responder rates. Compared
to MTX and AZA, dupilumab + TCS seemed to provide larger effects on POEM, DLQI, pruritus and the risk of AD
exacerbations. No differences in SAEs between MTX, AZA, CsA and dupilumab + TCS was found based on the 12- and
16-week studies. However, long-term use of AZA, MTX and CsA has been associated with numerous potential toxic
and life-threatening effects, while the most common adverse reactions with dupilumab were injection-site reactions,
headache, conjunctivitis, blepharitis, eye pruritus, oral herpes, and eosinophilia of mild or moderate severity (see
section 6.1.1).
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5.2.3.3  Indirect comparison between dupilumab and cyclosporine, Ariens et al 2019

The clinical efficacy of CsA in moderate-to-severe AD has been supported by a systematic review of 14 RCTs, although
no conclusion could be made about long-term safety [18]. Due to the lack of newer clinical trials on CsA, and especially
head-to-head data comparing dupilumab and CsA, a study was performed to assess the relative effectiveness of
dupilumab vs CsA in adult patients with moderate-to-severe AD [19]. Although the study was not an RCT, the study is
described and the results are summarised below, since it adds to the sparse amount of available evidence.

The comparison was achieved by estimating the proportions of patients with EASI-75 and EASI-50 (primary and
secondary endpoint of CHRONOS). Patient-level data on dupilumab and CsA treatment of AD were obtained from 2
different data sources. Dupilumab data were obtained from the CHRONOS trial, described in section 4.3.1. Patient-
level data on CsA were obtained from patients treated with CsA in daily practice at the Department of Dermatology
and Allergology, University Medical Center (UMC) Utrecht, the Netherlands. Most of these patients were treated with
CsA as the first choice of systemic treatment, according to the local treatment protocol. Treatment was initiated at a
dose of 5 mg/kg/d for a 3-6-week induction phase, followed by gradual tapering of the dose based on clinical response
to a dose of 2-3 mg/kg/d in the maintenance phase. Tapering of the CsA dose was done in all patients to balance the
long-term safety/effectiveness profile and to establish the lowest dose at which CsA remained therapeutically
effective. This approach reflected how CsA is used in clinical practice because of its known toxicity profile.
Concomitant use of TCS was permitted as needed for all patients treated with CsA. Because the CsA population was
treated in daily practice without fixed visits to the clinic, the CsA data spanned 2 different time periods, weeks 12-16,
and weeks 24-30. In contrast, the CHRONOS patients were treated in a clinical trial setting, with outcomes assessed at
specific time points, and data at weeks 16 and 28 were used to facilitate the comparison of CsA and dupilumab.

Logistic regression analysis was performed to assess the efficacy outcomes for each endpoint. The dependent variable
was EASI-75/EASI-50, and the focal regressor was a treatment indicator for CsA vs dupilumab use. Missing EASI values
were imputed by LOCF for both treatment populations. Coefficients from the adjusted regression models were used
to estimate the mean predicted rate of responders under each treatment scenario (treatment with dupilumab vs with
CsA) for the CHRONOS and UMC Utrecht populations separately, which enabled the prediction of responder rates for
dupilumab and CsA within each of the study populations. The relative improvement in efficacy/effectiveness of
dupilumab vs CsA was then tested statistically. Additional details on the statistical methods are described in the
publication [19].

A total of 163 patients were included. Of the 106 dupilumab-treated patients included in the analysis, 41% had
previously received nonsteroidal immunosuppressants (of these, 19% had received MTX, 77% CsA, 19% AZA, and 19%
mycophenolic acid). Of the 57 CsA-treated patients, 30% had previously received one or more immunosuppressive
drugs (of these, 35% MTX, 71% CsA, 18% AZA, and 6% mycophenolic acid). Age and sex were comparable between the
2 groups, while dupilumab-treated patients had higher mean (SD) baseline EASI score (33.6 [13.3]) than the CsA
treated patients (19.3 [8.4]) [19].

For the CHRONOS and UMC Utrecht populations, both had a higher estimated proportion of EASI responders with
dupilumab than with CsA treatment [19]. For both outcomes at all timepoints in both the UMC Utrecht and CHRONOS
patient populations, the actual (observed) proportion of responders was the same as the proportion estimated from
the model [19]. In both populations, the proportion of EASI-50 and EASI-75 responders to dupilumab increased slightly
or remained stable from weeks 12-16 to weeks 24-30, while the proportion of EASI-50 and EASI-75 responders to CsA
decreased from weeks 12-16 to weeks 24-30.

A study of this type has some limitations, such as differences between the 2 population types, that the data represent
a convenience sample from already collected data, and that the logistic regression model may not have included all
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relevant predictors of treatment response. Moreover, causality cannot be inferred, since the patients were not
randomised. Nonetheless, the results strongly support that in patients with moderate-to-severe AD, dupilumab has
greater relative efficacy than CsA on disease extent and severity as assessed by a well-validated outcome measure,
improvement in EASI score.

5.2.4 Conclusion on clinical question 5.2

In treatment-resistant patients who have had inadequate effect of optimised local treatment (the PEDS and CHRONOS
studies) and of one systemic treatment, or who were not candidates for currently available systemic treatment (the
CAFE study), dupilumab + TCS resulted in statistically significant and clinically important benefits compared to placebo
+ TCS in EASI-75, proportion of patients with improvement of >4 in POEM score, as well as statistically significant
benefits in SCORAD-50, improvement in DLQI score and proportion of patients with improvement of 24 in pruritus
NRS.

AZA treatment resulted in statistically significant improvements compared to placebo in SASSAD and DLQI scores. For
pruritus, a statistically significant difference between AZA and placebo was shown in one study but not in another
study. AZA and MTX treatments resulted in statistically significant improvements in EASI score, SCORAD-50, POEM
score, QoL and pruritus; no statistically significant differences were found between the 2 treatments. A study on MTX
and CsA resulted in improvements in EASI score, SCORAD-50, and DLQI score after both treatments. For all outcomes,
CsA was statistically significantly better than MTX after 8 weeks of treatment, while no statistically significant
differences between the 2 treatments were shown after 16 weeks. Studies of CsA treatment for 6-8 weeks resulted in
statistically significant improvements compared to placebo in disease severity and pruritus but not in QoL.

Only limited narrative comparisons could be performed between dupilumab, AZA and MTX at weeks 12-16. Compared
to AZA, dupilumab + TCS provided larger differences vs placebo in DLQI and pruritus. In addition, dupilumab + TCS
provided a clinically important improvement in disease extent and severity as assessed by the EASI-75, which could
not be compared to the SASSAD score reported for AZA. In the MTX studies, the proportion of patients achieving
SCORAD-50 was comparable in the dupilumab + TCS and CsA treatment groups and considerably lower in the MTX and
AZA treatment groups, which had similar responder rates. Compared to MTX and AZA, dupilumab + TCS provided
larger effects on POEM, DLQJ, pruritus and the risk of AD exacerbations.

No comparative analyses could be performed for dupilumab vs CsA in this patient population. However, a published
indirect comparison of dupilumab data from CHRONOS vs data on CsA use in clinical practice, showed a higher
proportion of EASI-75 responders after dupilumab treatment than after CsA treatment.

No relevant studies with MMF were identified.
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6. Safety results

6.1 Long-term adverse drug reactions

6.1.1 Dupilumab

According to the current summary of product characteristics, during the clinical development program, the safety of
dupilumab has been evaluated in 4 randomised, double-blind, placebo-controlled studies in adult patients with
moderate-to-severe AD [5, 6, 20, 21]. In these 4 trials, patients have been treated with SC injections of dupilumab in
different dosing regimens, with or without concomitant TCS. In the long-term study (CHRONOQS), a total of 359
patients have been treated with dupilumab for 1 year [6, 20].

Overall, injection site reactions were very common adverse reactions in the AD development program (=1/10).
Common adverse reactions (>1/10) were headache, conjunctivitis, blepharitis, eye pruritus, oral herpes, and
eosinophilia. Very rare cases (<1/10,000) of serum sickness/serum sickness-like reactions have been reported in the
AD development program [20].

Overall, conjunctivitis and eye disorders (dry eye, eye pruritus, and blepharitis) were observed more commonly in the
dupilumab groups than the placebo group in all safety pools and long-term combination and open label studies. Most
events were mild to moderate in severity and resolved with local treatment. There were no serious cases. Two
patients discontinued study treatment due to conjunctivitis across all studies [22, 23]. It is currently assumed that the
conjunctivitis is related to the underlying AD itself, since an increased frequency of conjunctivitis was not observed in
the asthma population or in patients with chronic rhinosinusitis with nasal polyposis (CRSWNP), or eosinophilic
oesophagitis [22].

Dupilumab-treated patients had a greater mean initial increase from baseline in eosinophil count compared to
patients treated with placebo. Eosinophil counts declined to near baseline levels during the study treatment.
Treatment-emergent eosinophilia (5,000 cells/uL) has been reported in <2 % of dupilumab-treated patients and <0.5
% in placebo-treated patients. Most cases were of mild or moderate severity [23].

Overall, there was no evidence of increased serious infections in the dupilumab treated populations. In the 16-week
AD monotherapy studies, serious infections were reported in 1.0 % of patients treated with placebo and 0.5 % of
patients treated with dupilumab. In the 52-week CHRONOS study, serious infections were reported in 0.6 % of
patients treated with placebo and 0.2 % of patients treated with dupilumab [20].

In the following, safety data will be reviewed from the long-term study in adults with moderate to severe AD who
received concomitant TCS (CHRONQOS), and from the 2 studies in children with severe AD; the 16-weeks PEDS study
where patients received concomitant TCS and the 52-weeks PEDS-OLE study where patients did not receive
concomitant TCS [4, 6, 7].

6.1.1.1  Safety in adults
The CHRONOS study

Overall rates of AEs during the 52-week treatment period in the CHRONOS study were similar across the treatment
groups (Table 8) [6]. The placebo + TCS group had higher overall rates of SAEs and discontinuations due to AEs. Among
patients on placebo + TCS who discontinued due to AEs, 58% discontinued due to AD exacerbations. One patient in
the dupilumab qw + TCS group died due to a motor vehicle accident, which was considered not related to the study
drug.
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The dupilumab + TCS groups had higher rates of injection-site reactions than the placebo + TCS group; these were
dependent on dosing frequency (Table 8). Injection-site reactions were mild or moderate, and rates declined over
time [6]. Two patients withdrew due to mild injection-site reactions.

The incidence of conjunctivitis (including the MedDRA preferred terms: conjunctivitis, conjunctivitis bacterial,
conjunctivitis viral, conjunctivitis allergic, and atopic keratoconjunctivitis) was higher in the dupilumab + TCS groups
than in the placebo + TCS group (Table 8). Most cases were mild (51% of patients with conjunctivitis in the dupilumab
gw + TCS group, 13% of patients in the dupilumab q2w + TCS group, and 60% of patients in the placebo + TCS group)
or moderate (46%, 87%, and 60% of patients, respectively), and resolved with topical eye treatments during the study
[6]. Two patients (1%) who received dupilumab gqw + TCS and 1 patient (<1%) who received placebo + TCS had severe
conjunctivitis: severe allergic conjunctivitis (1 patient each in the dupilumab qw + TCS and placebo + TCS groups) and
severe bacterial conjunctivitis (1 patient in the dupilumab qw + TCS group; no bacterial cultures were obtained for this
patient). Only 1 patient discontinued due to conjunctivitis: a patient in the dupilumab qw + TCS group with atopic
keratoconjunctivitis in one eye [6].

Overall, similar proportions of patients in each treatment group reported herpes viral infections (Table 8). Localised
herpes simplex infections (e.g. MedDRA preferred terms of oral herpes and herpes simplex) were more frequent in
the dupilumab + TCS groups than in the placebo + TCS group, whereas herpes zoster and eczema herpeticum were
more frequent in the placebo + TCS group (Table 8). Systemic antiviral medications were used by 8% of patients in the
placebo + TCS group, 4% of patients in the dupilumab 2w + TCS group, and 5% of patients in the dupilumab qw + TCS
group. Higher rates of non-herpes viral skin infections were reported in the placebo + TCS group than in the
dupilumab g2w + TCS and dupilumab qw + TCS groups (Table 8).

No clinically meaningful differences in laboratory values, vital signs, or ECG measures were noted between the
dupilumab + TCS and placebo + TCS groups [6].

Side 48/87

Medicinrddet Dampfaergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +45 70 1036 00 medicinraadet@medicinraadet.dk www.medicinraadet.dk



> Medicinradet

Table 8 Adverse events reported in patients in any treatment group during the 52-week CHRONOS study.

Safety assessments

Placebo qw plus TCS

(n=315)

Dupilumab 300 mg g2w

plus TCS

Dupilumab 300 mg qw
plus TCS

Adverse events

(n=110)

(n=315)

Total number of adverse events 1493 478 1482
Total number of serious adverse events 22 5 10
Patients with adverse events

>1 adverse event 84% (266) 88% (97) 83% (261)

Deatht 0 0 <1% (1)

>1 serious adverse event 5% (16) 4% (4) 3% (9)

Adverse events leading to treatment 8% (24) 2% (2) 3% (9)

discontinuation

Adverse events (SOC{—PT§)

Infections and infestationst 58% (182) 57% (63) 53% (166)
Nasopharyngitis§ 19% (61) 23% (25) 19% (60)
Upper respiratory tract infection§ 10% (32) 10% (11) 14% (43)
Sinusitis§ 3% (9) 2% (2) 6% (18)
Influenza$§ 5% (17) 4% (4) 3% (9)

Eye disorders¥ 15% (46) 31% (34) 32% (102)
Conjunctivitis | | 8% (25) 14% (15) 19% (61)

Skin and subcutaneous tissue disorderst 53% (167) 28% (31) 33% (103)
Atopic dermatitis§ 46% (144) 18% (20) 17% (52)

General disorders and administration site 16% (50) 26% (29) 26% (81)

conditionst
Injection site reaction§ 8% (24) 15% (16) 19% (60)

Respiratory—thoracic and mediastinal 17% (53) 12% (13) 14% (45)

disorderst
Asthmag§ 6% (19) 5% (5) 1% (2)

Nervous system disorderst 12% (38) 9% (10) 12% (38)
Headache§ 6% (19) 5% (5) 8% (24)

Non-herpetic skin infections** 18% (56) 11% (12) 8% (26)

Any herpes infections 8% (25) 7% (8) 7% (22)
Oral herpes$§ 3% (9) 4% (4) 5% (15)
Herpes simplex§ 1% (2) 3% (3) 2% (5)
Herpes virus infection§ <1% (1) 1% (1) 1% (2)
Herpes zoster§ 2% (5) 1% (1) <1% (1)
Eczema herpeticum§ 2% (6) 1% (1) 0
Genital herpes§ <1% (1) 0 <1% (1)
Herpes ophthalmic§ 1% (2) 0 <1% (1)
Ophthalmic herpes simplex§ 0 0 <1% (1)
Ophthalmic herpes zoster§ <1% (1) 0 0

MedDRA=Medical Dictionary for Regulatory Activities. PT=preferred term. g2w=every 2 weeks. gqw=once weekly. SOC=system organ class.
TCS=topical corticosteroids. *Safety analyses were done with the safety analysis set, which included all randomised patients who received a dose of
any study drug (appendix p 13). The adverse events included here that are listed as number of patients (%) according to the PTs in the MedDRA
version 18.0 were those that occurred in at least 5% of the patients in any study group, with the exception that all herpesviral PTs are listed.
Adverse events were defined as any untoward medical occurrence; serious adverse events as any adverse event that results in death, is life-
threatening, requires hospital admission or prolongation of existing hospital admission, results in persistent or significant disability or incapacity, is a
congenital anomaly or birth defect, or is an important medical event.

tOne patient died as a result of a motor vehicle accident; this was considered to be not related to study drug.

FAdverse event reported at the PT level of the MedDRA hierarchy.
§Adverse event reported at SOC level of the MedDRA hierarchy.

9lAdverse event reported at the high-level term level of the MedDRA hierarchy.

| | Conjunctivitis (high-level term) includes the PTs conjunctivitis allergic, conjunctivitis bacterial, atopic keratoconjunctivitis, and conjunctivitis.

**Adjudicated.
Source: Table 3, Blauvelt 2017 [6]
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6.1.1.2  Safety in children
The PEDS study

In this section, safety results from the 16-week PEDS study are presented for the treatment group dupilumab 300 mg
g4w + TCS and the matched placebo + TCS group [4].

Overall rates of AEs during the 16-week treatment period in the PEDS study were slightly lower in the dupilumab + TCS
group (65.0%) than in the placebo + TCS group (73.3%) (Table 9). The overall rates of SAEs and discontinuations due to
AEs were low across treatment groups, 0-1.7% for both SAEs and discontinuations. There were no deaths in any of the
treatment groups.

The 2 SAEs experienced in the placebo + TCS group were asthma and AD exacerbations and the 2 SAEs in the
dupilumab (g4w regimen) + TCS group were food allergy and bacterial conjunctivitis, none were related to the study
drug [4]. The 2 AEs that lead to permanent treatment discontinuation were asthma and AD exacerbations, both in the
in the placebo + TCS group, no events lead to discontinuation in the dupilumab + TCS group (Table 9).

The rate of injection site reactions was about twice as high in the dupilumab + TCS treatment group (10.0%) compared
to the placebo + TCS group (5.8%), none were severe or led to discontinuation [4]. The rate of conjunctivitis was
higher in the dupilumab TCS groups (6.7%) than in the placebo + TCS group (4.2%) (Table 9). All but 1 event of
conjunctivitis in the study were mild-to-moderate, and most patients with conjunctivitis recovered or were recovering
with standard ophthalmic treatments during study drug treatment [4].

Some adverse events occurred less frequently in the dupilumab + TCS groups, e.g., AD exacerbations (6.7%), asthma
(1.7%) and cough (2.5%) compared to the placebo + TCS group (14.2%, 10.0%, 7.5%, respectively) (Table 9).

The safety data in this study were consistent with the known dupilumab safety profile with an increased incidence of
injection site reactions and conjunctivitis in the dupilumab + TCS groups, and a general lower incidence of AEs in the
dupilumab + TCS groups that may be related to the effect of dupilumab on comorbid type 2 inflammatory conditions
and on skin infections [4]. Overall, the safety profile was consistent with that observed in adults and adolescents [4].
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Table 9 Adverse events reported during the 16-week treatment period in the PEDS study (300 mg q4w + TCS).

Safety assessments Placebo 1 TCS Dupilumab 300 mg q4w 1 TCS
n=120 n=120
Patients with 21 TEAE, n (%) 88 (73.3) 78 (65.0)
Patients with >1 serious TEAE, n (%)* 2(1.7) 2(1.7)
Patients with >1 TEAE leading to permanent treatment 2(1.7) 0
discontinuationt
Deaths 0 0
TEAEs (PT) reported in 25% of patients, n (%)
Dermatitis atopic, exacerbation 17 (14.2) 8(6.7)
Asthma 12 (10.0) 2(1.7)
Rhinitis allergic 5(4.2) 3(2.5)
Nasopharyngitis 8(6.7) 15 (12.5)
Upper respiratory tract infection 12 (10.0) 13 (10.8)
Viral upper respiratory tract infection 6 (5.0) 2(1.7)
Vomiting 8(6.7) 6 (5.0)
Cough 9(7.5) 3(2.5)
Headache 10(8.3) 6 (5.0)
Other adverse events, n (%)
Infections and infestations (SOC) 61 (50.8) 52 (43.3)
Conjunctivitis clustert 5(4.2) 8(6.7)
Keratitis cluster§ 0 0
Skin infection (adjudicated)|| 16 (13.3) 7 (5.8)
Injection-site reactions (HLT) 7 (5.8) 12 (10.0)
Herpes viral infections (HLT) 6 (5.0) 2(1.7)

Adverse events were reported according to MedDRA preferred term (PT) unless otherwise specified.

*Includes 1 event of asthma and 1 event of dermatitis atopic (placebo) and 1 event of food allergy and 1 event of conjunctivitis bacterial (dupilumab
300 mg g4w + TCS).

TIncludes 1 event of asthma and 1 event of dermatitis atopic in the placebo + TCS group.

FConjunctivitis cluster includes the PTs conjunctivitis, conjunctivitis allergic, conjunctivitis bacterial, conjunctivitis viral, and atopic
keratoconjunctivitis.

§Keratitis cluster includes the PTs keratitis, ulcerative keratitis, allergic keratitis, atopic keratoconjunctivitis, and ophthalmic herpes simplex.

|ISkin infections were adjudicated on a case-by-case basis, and they included bacterial, viral, and fungal infections.

Source: Table llI, Paller, 2020 [4]

HLT, MedDRA High Level Term; MedDRA, Medical Dictionary for Regulatory Activities; PT, MedDRA Preferred Term; g2w, every 2 weeks; q4w, every
4 weeks; SOC, MedDRA System Organ Class; TCS, topical corticosteroids; TEAE, treatment-emergent adverse event.

The PEDS-OLE study

This section focuses on safety assessments from the 52-week PEDS-OLE phase Il study in children who continued from
an initial phase lla lead-in study [7]. Data from the PEDS-OLE study are presented as a range for the 2 dosing groups (2
and 4 mg kg') unless it is relevant to discriminate between them. During the 52 weeks, nearly all of the 33 included
children reported at least one AE (94-100%), however, SAEs were rare with 2-3 patients (12%-19%) experiencing at
least 1 SAE; none were related to treatment or led to discontinuation of study drug [7]. There were no deaths.

The most frequent TEAEs were nasopharyngitis (47-56%) and AD exacerbation (13-29%), herpes viral infection were
reported by 6 patients (12-25%) [7].

Injection-site reactions were mild and occurred in 3 patients (6-12%). Conjunctivitis was reported by 7 patients (12-
31%), but as treatment-related in only 1 patient (6%). No conjunctivitis events were severe, serious or led to
treatment discontinuation, and events resolved in all patients; most patients were treated with topical eyedrops,
including antibacterial and antiallergic eyedrops [7].
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In conclusion, treatment for up to 52 weeks was well tolerated by children 6-11 years with severe AD, and the safety
profile was consistent with the known dupilumab safety profile from studies in adolescents and adults with moderate-
to-severe AD [7].

6.1.2 Azathioprine

There are potential hazards in the use of AZA [24]; it should be prescribed only if the patient can be adequately
monitored for toxic effects throughout the duration of therapy. Particular care should be taken to monitor
haematological response and to reduce the maintenance dosage to the minimum required for clinical response. AZA is
hepatotoxic and liver function tests should be routinely monitored during treatment. The most important adverse
reactions in adults include bone marrow depression, most frequently expressed as leukopenia, thrombocytopenia or
anaemia; viral, fungal and bacterial infections; life-threatening liver injury; hypersensitivity, Stevens-Johnson
syndrome and toxic epidermal necrolysis [24]. In children, the frequency, type and severity of adverse reactions are
expected to be the same as in adults.

6.1.3 Methotrexate

Patients treated with MTX must be appropriately monitored during treatment so that signs of possible toxic effects or
adverse reactions can be detected and evaluated with minimal delay [25]. In general, the incidence and severity of
side effects are considered to be related to the dose, the dosing frequency, the method of administration and the
duration of exposure. The most serious adverse reactions of MTX include bone marrow suppression, pulmonary
toxicity, hepatotoxicity, renal toxicity, neurotoxicity, thromboembolic events, anaphylactic shock and Stevens-Johnson
syndrome. The most frequently observed adverse reactions include gastrointestinal disorders and abnormal liver
function tests. Other frequently occurring adverse reactions are leukopenia, anaemia, thrombocytopenia, headache,
tiredness, drowsiness, pneumonia, interstitial alveolitis/pneumonitis often associated with eosinophilia, oral ulcers,
diarrhoea, exanthema, erythema and pruritus. Cases of overdose have been reported, sometimes fatal, due to
erroneous daily intake instead of weekly intake of oral MTX [25], and in November 2019 the Danish Medicines Agency
sent out a security announcement directly to more than 10,000 healthcare professionals with information about the
risks and precautions by use of MTX [26]. The safety of MTX in children has not been established, other than in cancer
chemotherapy [25]. In the paediatric population, radiation induced dermatitis and sun-burn can reappear under MTX
therapy (recall-reaction) [27]. MTX induces gene and chromosome mutations both in vitro and in vivo. A mutagenic
effect is suspected in humans [27].

6.1.4 Cyclosporine

The principal adverse reactions observed in clinical trials and associated with the administration of CsA include renal
dysfunction, tremor, hirsutism, hypertension, diarrhoea, anorexia, nausea and vomiting [28, 29]. Like other
immunosuppressants, CsA increases the risk of developing lymphomas and other malignancies, particularly those of
the skin. The increased risk appears to be related to the degree and duration of immunosuppression rather than to
the use of specific agents. A treatment regimen containing multiple immunosuppressants (including CsA) should
therefore be used with caution as this could lead to lymphoproliferative disorders and solid organ tumours, some with
reported fatalities. In view of the potential risk of skin malignancy, patients on CsA, in particular those treated for
psoriasis or atopic dermatitis, should be warned to avoid excess unprotected sun exposure and should not receive
concomitant ultraviolet B irradiation or PUVA photochemotherapy. Like other immunosuppressants, CsA predisposes
patients to the development of a variety of bacterial, fungal, parasitic and viral infections, often with opportunistic
pathogens. Activation of latent polyomavirus infections that may lead to polyomavirus associated nephropathy
(PVAN), especially to BK virus nephropathy (BKVN), or to JC virus associated progressive multifocal
leukoencephalopathy (PML), have been observed in patients receiving CsA. A frequent and potentially serious
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complication, an increase in serum creatinine and urea, may occur during CsA therapy. CsA may also cause dose-
dependent, reversible increases in serum bilirubin and in liver enzymes. There have been solicited and spontaneous
reports of hepatotoxicity and liver injury including cholestasis, jaundice, hepatitis and liver failure in patients treated
with CsA [28, 29].

Clinical studies with CsA have included children from 1 year of age with a comparable safety profile to adults [28, 29].
In several studies, paediatric patients required and tolerated higher doses of cyclosporine per kg bodyweight than
those used in adults. Except for the treatment of nephrotic syndrome, there is no adequate experience available with
CsA in the paediatric population. Its use in children under 16 years of age for non-transplantation indications other
than nephrotic syndrome cannot be recommended.

6.2 Conclusion on long-term safety

Treatment with dupilumab was generally well tolerated in both adults and children. Injection site reactions were very
common adverse reactions. Common adverse reactions were headache, conjunctivitis, blepharitis, eye pruritus, oral
herpes, and eosinophilia. Conjunctivitis was a commonly reported adverse drug reaction in the AD studies, which is
assumed to be related to the underlying AD itself. Most conjunctivitis events were mild to moderate in severity and
resolved with treatment.

Long-term use of the comparator systemic treatments AZA, MTX and CsA is associated with numerous potential toxic
and life-threatening effects. Patients should be monitored for signs of possible toxic effects throughout the duration

of therapy. The safety of AZA and MTX in children has not been established. Use of CsA in children under 16 years of

age for non-transplantation indications other than nephrotic syndrome is not recommended.
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7. Other considerations

7.1 Weight-based dosing of dupilumab

To account for differences in body size between children and adults, a tiered weight-based regimen was studied in the
PEDS study; subgroups based on BW were defined for children with a BW <30 kg and children with a BW 230 kg. The
300 mg g4w treatment regimen was tested in both weight-groups. In the dupilumab g2w group, patients with BW
<30 kg received 100 mg g2w after a 200 mg loading dose, and patients with BW 230 kg received 200 mg 2w after a
400 mg loading dose.

Efficacy was assessed by bodyweight subgroup (<30 kg vs 230 kg) for both the g4w and the q2w treatment regimen. In
both subgroups, dupilumab-treated patients were significantly more likely than placebo-treated patients to have
achieved EASI-75 at week 16 [4].
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9. Appendices

9.1 Literature search

Table 10 Literature search inclusion and exclusion criteria

Inclusion and exclusion criteria

Inclusion criteria Population: patients with severe AD who had insufficient effect of optimised local treatment and 1
systemic treatment or who are not candidates for current systemic treatment.

Intervention: dupilumab 300 mg g4w (children with a body weight of 15 kg to < 60 kg), dupilumab 300 mg
g2w (children with a body weight > 60 kg) + optimised local treatment?

Comparators: placebo, azathioprine 1-3 mg/day; methotrexate 0.3-0.6 mg/kg/week (children) and 5-25
mg/week (adults?); mycophenolate mofetil 30-50 mg/kg/day (children) and 2-3 g/day (adults?);
cyclosporine 2-5 mg/kg (children and adults?)

Outcomes: EASI (severity), POEM (severity), SAE, CDLQI/DLQI (quality of life), AD exacerbations
Settings (if applicable): No restrictions

Study design: Randomised, controlled trials, open-label studies acceptable

Language restrictions: English or Scandinavian language

Other search limits or restrictions applied: None

Exclusion criteria Population: Mild or moderate AD
Intervention: Other doses or dosing frequencies than defined in the inclusion criteria

Comparators: Other than placebo or the comparators defined in the inclusion criteria; other doses or
dosing frequencies than defined in the inclusion criteria

Outcomes: Studies not reporting at least one of the critical or important outcomes
Settings (if applicable): NA

Study design: Non-randomised

Language restrictions: Other languages than English or Scandinavian languages

Other search limits or restrictions applied: None

AD, atopic dermatitis; (C)DLQI, (Children’s) Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; NA, not applicable; POEM,
Patient-Oriented Eczema Measure; SAE, serious adverse event; 2w, every 2 weeks, q4w, every 4 weeks.

10nly few studies met the inclusion criteria of concomitant optimised local treatment, thus studies that did not meet this criterion were also
included.

2Since it was agreed with the Medicines Council also to include studies in adults, the doses in adults were added based on guidelines from the
Danish Society of Dermatology (www.dds.nu).
9.1.1 Literature searches performed

The search was performed in both databases (MEDLINE and CENTRAL) on 06 January 2021 with no age limit. An initial
search was limited to studies with children, but as this search revealed that there were no studies in children with the
comparators, the search was modified to include all age groups, to allow comparator references in all age groups.

It was discovered that the search strings provided in the protocol had an incomplete alias for dupilumab in the
MEDLINE search string #6 (SAR-23189 instead of SAR-231893) and the CENTRAL search string #5 (SAR 23189 instead of
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SAR 231893), which caused a warning in MEDLINE. The search was therefore repeated on 11 Jan 2021 with MEDLINE
line #6 corrected from SAR-23189 to SAR-231893 and CENTRAL line #5 corrected from SAR 23189 to SAR 231893. In
MEDLINE, the new search gave a result of 118 instead of 119, which was believed to be of no importance. In CENTRAL,
the new search gave the same result as the first search.

Pictures of the actual searches performed in MEDLINE and CENTRAL on 11-Jan-2021 are included in Figure 2 and
Figure 3, respectively.

Figure 2  MEDLINE search via PubMed.

Search Actions Details Query Results Time
#19 > Search: ((#16 AND #17) NOT #18) 118 04:32:45
#18 > Search: Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR 6478961 04:31:30

Letter[pt] OR Review[pt] OR Systematic Review([pt]

#17 > Search: (Randomized Controlled Trial[pt] OR Controlled Clinical 1,280,228 04:30:22
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]}

216 > Search: #4 AND #15 1,286 04:29:48

#15 > Search; #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 135436 04:29:35
OR #14

#14 e > Search: mycophenolate[tiab] OR mycophenolic[tiab] OR Cellcept* 13,285 0429116
[tiab] OR Myfortic*[tiab] OR RS61443[tiab] OR RS-61443[tiab]

#13 > Search: Mycophenolic Acid[mh] 8,095 04:28:58

#12 wee > Search: ciclosporin[tiab] OR ciclosporine[tiab] OR cyclosporin[tiab] 51,704 04:28:45

OR. cyclosporine[tiab] OR sandimmun*[tiab] OR sandimmune*[tiab]
OR cigorin*[tiab] OR Neoral*[tiab]

#11 > Search: Cyclosporine[mh] 39,335 0428:32
#10 > Search: methotrexate[tiab] OR amethopterin[tiab] OR Mexate*[tiab] 42971 042819
4 > Search: Methotrexate[mh] 38,313 04:28:03
#5 > Search: azathioprine[tiab] OR Immuran*[tiab] OR Imuran®[tiab] OR 15,933 04:27:47
Imurel®[tiak]
7 > Search: Azathioprine[mh] 14,722 04:27:35
#6 > Search: dupilumab(tiab] OR Dupixent*[tiab] OR REGN668[tiab] OR 834 042719
REGN-665[tiab] OR SAR231593[tiab] OR SAR-231893[tiab]
#5 > Search: dupilumab[nm] 366 04:26:59
#4 > Search: #1 OR #2 OR #3 31,207 04:26:48
#3 > Search: neurodermatitis[tiab] 1,008 04:26:35
2 e > Search: atopic[tiab] AND (eczema[tiab] OR dermatitis[tiab]) 25571 04:26:23
#1 > Search: Dermatitis, Atopic[mh] 20,360 04:26:06
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Figure 3  CENTRAL search via Cochrane Library.

|E| | 71 | |[m.h"Dermahlis.Atup\c]
-+

#2 (atopic NEARS? (eczema OR dermatitis)) i ab kw Limits 4661

‘ MeSH || Limits ‘

1807

- + #3 neurodermatitis i, ab Limits
-+ 24 | #10R#20R#3 Limits
- + %3 {dupilumab OR Dupixent* OR REGNEES OR "REGN 665" OR Limits

SAR231593 OR "SAR 2313937)ti,ab kw

-— + #6 [mh Azathioprine] Limits
- + 7 (azathioprine OR Immuran* OR Imuran* OR Imurel*)ti ab_kw Limits
-+ #8 [mh Methotrexate] Limits
- + #9 (methotrexate OR amethopterin OR Mexate*):ti,ab kw Limits
=+ | #10 | |[mhCyclosporine] Limits
- + #11 {ciclosporin OR ciclosporing OR cyclosporin OR cyclosporine Limits
OR sandimmun® OR sandimmune® OR ciqorin® OR Meoral*)ti,ab kw
- + #12 [mh "Mycophenolic Acid"] Limits
- + #13 {mycophenolate OR mycophenolic OR Cellcept*0OR Myfortic® Limits
OR RS561443 OR "RS 614437 1i ab kw
- + #14 #5 OR#5 OR #7 OR #8 OR#9 OR#10 OR#11 OR#12 OR #13 Limits
=+ | #15 | |#AND#14 Limits 381
- + #16 ("conference absiract” OR review)pt Limits
= +  #17 | nCcThau Limits
- + #18 {"clinicaltrials.gov" OR trialsearch):so Limits
- + #19 #16 OR #17 OR #13 Limits
=+ | #0 | #5not#19 Limits 150

Table 11 List of studies excluded based on full-text read

List of studies excluded based on full-text read

Reference Reason for exclusion

Allen BR. A multicentre double blind placebo-controlled crossover to assess the Double publication of Sowden et al.
efficacy and safety of cyclosporin A in adult patients with severe refractory atopic Lancet 1991.

dermatitis. In Wolff K (ed) cyclosporin A and the skin: proceedings, satellite

symposium to the 2nd congress of the European academy of dermatology &

venereology, Athens Greece, 12 October 1991. Royal society of medicine

International congress & symposium series. 1991;192:29-37.

Berth Jones J. Cyclosporin in severe adult atopic dermatitis- a multi-centre, double- Abstract only
blind, placebo-controlled crossover study. Br J Dermatol. 1991;125(Suppl 38):16.

Cork MJ, Thagi D, Eichenfield LF, Arkwright PD, Hultsch T, Davis JD et al. Dupilumab Dupilumab in adolescents (12-17
in adolescents with uncontrolled moderate-to-severe atopic dermatitis: results years) with moderate-to-severe AD.
from a phase lla open-label trial and subsequent phase Ill open-label extension. Br J No concomitant TCS.

Dermatol. 2020; 182(1):85-96.
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El-Khalawany MA, Hassan H, Shaaban D, Ghonaim N, Eassa B. Methotrexate versus
cyclosporine in the treatment of severe atopic dermatitis in children: a multicenter
experience from Egypt. Eur J Pediatr. 2013;172(3):351-6.

12 weeks study.

Finlay A. Quality of life improvement in cyclosporin treated atopic dermatitis
patients - a double blind crossover study. Br J Dermatol. 1991;125(Suppl 38):16.

Abstract only

Gerbens LAA, Hamann SAS, Brouwer MWD, Roekevisch E, Leeflang MMG, Spuls PI.
Methotrexate and azathioprine for severe atopic dermatitis: a 5-year follow-up
study of a randomized controlled trial. Br J Dermatol. 2018;178(6):1288-96.

Open-label long term follow up of a
RCT. No stable dose of intervention
or concomitant medications and
switch between MTX and AZA
allowed.

Haeck IM, Knol MJ, Ten Berge O, van Velsen SG, de Bruin-Weller MS, Bruijnzeel-
Koomen CA. Enteric-coated mycophenolate sodium versus cyclosporin A as long-
term treatment in adult patients with severe atopic dermatitis: a randomized
controlled trial. ] Am Acad Dermatol. 2011;64(6):1074-84.

Maintenance treatment after 5
mg/kg cyclosporine for 6 weeks of
run-in. Design not comparable to
other studies included.

Roekevisch E, Leeflang MMG, Schram ME, Campbell LE, Irwin McLean WH, Kezic S,
et al. Patients with atopic dermatitis with filaggrin loss-of-function mutations show
good but lower responses to immunosuppressive treatment. Br J Dermatol.
2017;177(6):1745-6.

Substudy to Schram, J Allergy Clin
Immunol 2011. No relevant data
included.

Simpson EL, Gadkari A, Worm M, Soong W, Blauvelt A, Eckert L, et al. Dupilumab
therapy provides clinically meaningful improvement in patient-reported outcomes
(PROs): A phase llb, randomized, placebo-controlled, clinical trial in adult patients
with moderate to severe atopic dermatitis (AD). J Am Acad Dermatol.
2016;75(3):506-15.

Patient-reported outcomes from
dupilumab phase 2b study. No
concomitant optimised local
treatment (TCS/TCI).

Simpson EL, Bieber T, Guttman-Yassky E, Beck LA, Blauvelt A, Cork MJ, et al. Two
Phase 3 Trials of Dupilumab versus Placebo in Atopic Dermatitis. NEJM. 2016;
375:2335-2348.

Dupilumab in adults with moderate-
to-severe AD. No concomitant TCS.

Thagi D, Simpson EL, Deleuran M, Kataoka Y, Chen Z, Gadkari A, et al. Efficacy and
safety of dupilumab monotherapy in adults with moderate-to-severe atopic
dermatitis: a pooled analysis of two phase 3 randomized trials. Dermatol Sci.
2019;94(2):266-27.

Dupilumab in adults with moderate-
to-severe AD. No concomitant TCS.

Simpson EL, Paller AS, Siegfried EC, Boguniewicz M, Sher L, Gooderham MJ et al.
Efficacy and safety of dupilumab in adolescents with uncontrolled moderate to
severe atopic dermatitis: A phase 3 randomized clinical trial.

Simpson EL, et al. JAMA Dermatol. 2019;156(1):44-56.

Dupilumab in adolescents with
moderate-to-severe AD. No
concomitant TCS.

Thaci D, Simpson EL, Beck LA, Bieber T, Blauvelt A, Papp K, et al. Efficacy and safety
of dupilumab in adults with moderate-to-severe atopic dermatitis inadequately
controlled by topical treatments: a randomised, placebo-controlled, dose-ranging
phase 2b trial. Lancet. 2016;387(10013):40-52.

Dupilumab phase 2b study. No
concomitant optimised local
treatment (TCS/TCI).

Wabhlgren CF, Scheynius A, Hagermark O. Antipruritic effect of oral cyclosporin A in
atopic dermatitis. Acta Derm Venereol 1990; 70(4):323-9.

Study duration of only 10 days.

Worm M, Simpson EL, Thagi D, Bissonnette R, Lacour JP, Beissert S, et al. Efficacy
and Safety of Multiple Dupilumab Dose Regimens After Initial Successful Treatment

SOLO-CONTINUE. Efficacy and safety
of different dupilumab regimens
(dupilumab 300 mg qw/q2w, g4w, or
g8w) or placebo in maintaining
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in Patients With Atopic Dermatitis. A Randomized Clinical Trial. J]MA Dermatol response after 16 weeks of initial
2020;156(2):131-143. treatment.
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9.2 Main characteristics of included studies

Table 12

Reference
and NCT
number

Study characteristics

Intervention
(N per group)

Study Rescue treatment

design

Severity of AD
(definition)

Age  Prior treatment for |Concurrent
(years) AD treatment for AD

Control Duration of Analysis (N |Outcomes
treatment treatment/ randomised reported!
(N per followup /

completed)

group)

Dupilumab studies

Medicinradet

Dampfeergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +45701036 00 medicinraadet@medicinraadet.dk www.medicinraadet.dk

Paller, 2020 |Phase 3 Severe AD 6-11 |Documented recent [Moisturisers, High-potency TCS or |DUP + TCS 100 mg q2w (BW PBO +TCS |16 wk/12 wk|ITT EASI
RCT, inadequately history (within 6 once-daily systemic therapy for |<30 kg) (200 mg loading dose) |(N=123) if not (367/351) [SCORAD
PEDS double- controlled with months before the [medium-potency |patients with an IGA [(N=63) enrolled in POEM
blind, topical therapies baseline visit) of TCS score of 4 or or DUP + TCS 200 mg 2w (BW PEDS-OLE coLal
03345914 |parallel- inadequate intolerable >30 kg) (400 mg loading dose) study Pruritus
group, response to topical symptoms during (N=59) (NRS)
multicentre AD medication(s) treatment or DUP + TCS 300 mg g4w (600 Safety (SAE)
mg loading dose regardless of AD flares
BW) (N=122) (AE)
Bruin- Phase 3 Severe ADanda (218 Recent inadequate |Moisturisers, TCS® |Potent or very DUP 300mg SC g2w + TCS? PBO + TCS? |16 wk/12 wk|ITT EASI
Weller, RCT, history of response to TCS potent TCS, TCl or  |(600 mg loading dose) (N=107) |(N=108) if not (325/318) [SCORAD
2018 double- inadequate and a history of systemic medication enrolled in POEM
blind, response or inadequate DUP 300 mg SC qw + TCS? OLE study pLal
CAFE parallel- intolerance to response or (600 mg loading dose)? (N=110) Pruritus
group, CsA, or patients intolerance to CsA, (NRS)
02755649 |multicentre |for whom CsA or CsA treatment Safety (SAE)
treatment was was medically AD flares
medically inadvisable (AE)
inadvisable
Blauvelt, |Phase3 Moderate-to- 218  |Documented recent |Moisturisers, Any locally approved |DUP 300 mg SC q2w + TCS* PBO + TCS* |52 wk/12 wk|ITT EASI
2017 RCT, severe AD and history of TCS/TCI* topical or systemic  [(600 mg loading dose) (N=106) [(N=315) if not (740/623) [SCORAD
double- inadequate inadequate medications or enrolled in POEM
CHRONOS |blind, response to TCS response to topical phototherapy DUP 300 mg SC qw + TCS* OLE study pLal
parallel- (or systemic) (600 mg loading dose)? (N=319) Pruritus
02260986 |group, medications (NRS)
multicentre Safety (SAE)
AD flares
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Reference |Study Severity of AD Age  Prior treatment for |Concurrent Rescue treatment | Intervention Control Duration of Analysis (N |Outcomes
and NCT design (definition) (years) AD treatment for AD (N per group) treatment treatment/ randomised reported!
number (N per followup /
group) completed)

Cork, 2020 [Phase 3 Severe AD 6-11 |Documented recent [Moisturisers, Higher potency TCS, |DUP 2 mg/kg or 4 mg/kg SC qw |None Ongoing. ITT (37/33) |AE

open label [inadequately history of once-daily low or [TCI, systemic CS, Data completed |SAE
PEDS-OLE |extension, |controlled by inadequate medium-potency |nonsteroidal presented |52 weeks |AEs of

parallel topical treatment response to topical [TCS immunosuppressant up to week special
02612454 |group, or for whom (or systemic) s 52 interest
(and multicentre [topical treatment medications or
02407756) was medically deemed not to be

inadvisable appropriate

candidates for
topical therapies

Azathioprine studies ‘

Berth- Randomise |Severe AD >16 Potent TCS Moisturisers, NR AZA 2.5 mg/kg/d po followed |NA dueto |12+12wk/ |ITT (35/21) [SASSAD>

Jones, 2002 |d, double- |seriously potent TCS, and by PBO (N=19) crossover [0 wk Pruritus
blind, impacting QoL systemic design (VAS)
placebo- despite use of antihistamines PBO followed by AZA Safety
controlled, |potent TCS, allowed 2.5 mg/kg/d po (N=18)

crossover |diagnosis acc. to
Hanifin and Rajka

[30]
Meggitt, RCT, Moderate-to- 16-65 [Optimised topical |Moisturisers, TCS [NR AZA 0.5-1 mg/kg/d po for 4 wk |PBO 12 wk/0 wk |[ITT (63/54) |SASSAD
2006 double- severe AD therapy (1% hydro- followed by (N=20)7 Pruritus
blind, defined acc. to cortisone, 0.025% AZA 1-2.5 mg/kg/d po for 8 wk, (VAS)
ISRCTN parallel- UK modification and 0.1% dose depending on TPMT pLal
58943280 |group of Hanifin and betamethasone activity® (N=42) Safety
Rajka [31] valerate)
Highly potent TCS
not allowed
Schram, RCT, single- |Severe AD >18 Unresponsive, Topical 0ocCs MTX 10 mg/wk po (dose AZA 12 wk/12 wk|ITT (42/38) |EASI
2011 blind, contraindicated, or |[triamcinolone escalation to 22.5 mg/wk 1.5 mg/kg/ SCORAD
parallel- intolerant to CsA.  |acetonide allowed) (N=20) d (dose POEM
NTR1916 |group No prior treatment [ointment (body), escalation Skindex-178
with AZA or MTX hydrocortisone to Pruritus
ointment (face), 2.5 mg/kg/ (VAS)
oral d allowed) Safety (SAE)
antihistamines (N=22) AD flares
allowed (AE)
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Reference |Study Severity of AD Age  Prior treatment for |Concurrent Rescue treatment | Intervention Control Duration of Analysis (N |Outcomes
and NCT design (definition) (years) AD treatment for AD (N per group) treatment treatment/ randomised reported!
number (N per followup /
group) completed)
Goujon, Phase 3 Chronic, >18 |TCS/TCl Moisturisers had |NR MTX 15-25 mg/wk po® CsA 2.5-5 |24 wk/Owk |ITT (97/56) |EASI
2018 RCT, moderate-to- to be used during mg/kg/d SCORAD
evaluator- |[severe AD and the entire study. po° pLal
00809172 |blind, inadequate TCS/TCl allowed Safety (SAE)
parallel- response to during the first AD flares
group, TCS/TCI 4 wk
multicentre Antihistamines
) allowed
noninferiori
ty
Sowden, Randomise |Severe refractory |17-56 |AD was resistant to |TCS NR CsA 5 mg/kg/d po followed by |NA due to |8+8 wk/4 wk|ITT (33/23) |Disease
1991 d, double- |AD, diagnosis acc. conventional PBO (N=17) crossover activity®©
blind, to Hanifin and therapies design Pruritus
Salek, 1993 |placebo- Rajka [30] PBO followed by CsA 5 mg/kg/d (VAS)1
controlled, po Qol (EDI)¥?
crossover, (N=16) Safety (SAE)
multicentre
Van Joost, |[RCT, Severe refractory [17-68 |AD was resistant to |Moisturisers, NR CsA 5 mg/kg/d PBO 6 wk/until  [ITT (46/23) |TBSA®
1994 double-blin |AD, diagnosis acc. previous therapies [systemic (N=23) (N=23) side effects, Pruritus'*
d, parallel- |to Hanifin and including TCS, antihistamine if any, had Safety (SAE)
group, Rajka [30] and/or resolved
multicentre photochemotherap
y and/or systemic
(&
Munro, Randomise |Severe chronic 19-48 [No requirements |TCS allowed NR Phase I: Phase I: Phase I: Phase I: Disease
1994 d, double- |AD CsA 5 mg/kg/d po followed by |NA due to |8+8 wk/0 wk|ITT (24/19) |severity'®
blind, PBO (N=12) crossover Pruritus
placebo- design Phase II*>:  |Phase II*>:  |(VAS)
controlled, PBO followed by CsA 5 mg/kg/d 2+10 wk/4 |ITT (17/15) |Safety
crossover po Phase 1I*>:  {wk
(N=12) No control
group
Phase I1*5:
CsA 5 mg/kg/d po followed by
dose reduction
(N=17)

References in italics are secondary publications of the primary reference above. Outcomes reported in italics are the outcomes reported in the secondary publications.
10nly outcomes relevant for this application are listed
2This dosing frequency is not approved by EMA, so data for the dosing frequency are not used in the application
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3patients were required to use TCS for the entire treatment period, but TCS could be tapered to a minimum of twice per week if lesions were under control

4TCl could be used in body locations considered inadvisable for TCS. After disease was controlled, patients using medium-potency TCS switched to low-potency TCS for 7 days, then stopped. For
sensitive skin locations, low-potency TCS could be tapered and stopped. If lesions returned, patients could retreat with TCS with or without TCI as before

5The Six Area, Six Sign AD (SASSAD) score involves assessment of 6 signs (erythema, exudation, excoriation, dryness, cracking and lichenification) at 6 sites (hands, feet, arms, legs, head and neck, trunk).
Each sign is graded at each site using a four-point scale of 0-3, representing grades of none, mild, moderate and severe. The maximum score is 108.

SFor the first 4 weeks, patients with heterozygous range TPMT received AZA 0.5 mg/kg/d and patients with normal TPMT activity received AZA 1 mg/kg/d. For the remaining 8 weeks, doses increased to
1.0 mg/kg/d and 2.5 mg/kg/d, respectively.

721 patients were randomised to PBO, but one patient discontinued prior to initiation of treatment due to spontaneous improvement of AD.

8Change in quality of life was assessed using the Dutch version of the Skindex-17. Scores range from 0 to 85 points, with higher scores indicating more significantly impaired quality of life.

*Treatment was initiated with MTX 15 mg/wk and CsA 2.5 mg/kg/d. After 8 weeks of treatment, doses were increased to MTX 25 mg/wk and CsA 5 mg/kg/d in patients who did not achieve 50%
reduction in the SCORAD index.

10Disease activity - 6 clinical features (erythema, purulence, excoriation or crusting, dryness or scaling, cracking or fissuring, and lichenification) were graded at 6 defined body sites on a scale of 0 (none)
to 3 (severe), resulting in a total body disease activity score of maximum 108.

Severity of symptoms of itch during the preceding 2 weeks on a 0-100 mm VAS.

12Eczema Disability Index (EDI) consists of 15 questions answered on a 1-7 linear analogue scale, representing grades from ‘not at all’ to ‘very much’. The questions are grouped under 5 headings: daily
activity, work or school, personal relationships, leisure, and treatment over the previous month. The EDI score id calculated by summing the scores for each question.

13Total Body Severity Assessment (TBSA) included six body regions and scored the most severely affected area in the specific region for erythema, infiltration, vesicles/papules, dryness/scaling,
cracking/fissuring and excoriation/crusting on a 0-3 scale and corresponded to the scale used to describe disease activity in Sowden 1991.

Y1tching was scored on a 0-3 Likert scale, where O=none, 1=mild, 2=moderate, and 3=severe.

15Data from phase Il of the study are not included in the application. Phase Il included patients who had completed phase I. Eczema control was re-established with CsA 5 mg/kg/day for 2 weeks and
patients were re-randomised to stepwise reduction at 2-week intervals either by a) reducing the daily dose of CsA by 1 mg/kg, or b) increasing the interval between the 5 mg/kg doses by 1 day.
16Disease severity was assessed by scoring the worst area in each of head and neck, upper limbs, lower limbs, and anterior and posterior trunk, for erythema, excoriation, and lichenification (range 0-3).
7Eczema was scored according to a ‘twenty-area severity chart’ where the severity of eczema in each of 20 areas was assessed semi quantitatively by a 0-3 grading (no, mild, moderate, or severe),
resulting in a total score of 0-60.

AD, atopic dermatitis; BW, body weight; AE, adverse event; AZA, azathioprine; (C)DLQI, (Children’s) Dermatology Life Quality Index; CS, corticosteroids; CsA, cyclosporine A; d, day; DUP, dupilumab;
EASI, Eczema Area and Severity Index; EDI, Eczema Disability Index; ISRCTN, International Standard Randomised Controlled Trial number; ITT, intention-to-treat; m, months; MMF, mycophenolate
mofetil; MTX, methotrexate; NA, not applicable;

NR, not reported; NRS, numeric rating scale; NRT, Dutch Trial Register; OCS, oral corticosteroids; OLE, open-label extension; PBO, placebo; po, per os (orally); POEM, Patient-Oriented Eczema Measure;
Qol, quality of life;

qw, weekly; g2w, every 2 weeks; q4w, every 4 weeks; SAE, serious adverse event; SASSAD, Six Area, Six Sign AD; SC, subcutaneously; SCORAD, SCORing Atopic Dermatitis; TBSA, Total Body Severity
Assessment; TCl, topical calcineurin inhibitors; TCS, topical corticosteroids; TPMT, thiopurine methyltransferase; VAS, visual analogue scale; wk, week(s).
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9.3 Baseline characteristics

Table 13

Reference

Baseline characteristics

Treatment |Age(y), Sex, Weight Duration Prior systemic therapy| Concurrent atopic conditions Baseline disease severity

and NCT
number

group, N

Dupilumab studies

Mean (SD) % male (kg),

mean (SD)

of AD (y),
mean (SD)

for AD (%)

(%)

EASI,
mean (SD)

SCORAD,
mean (SD)

POEM,
mean (SD)

(c)pLay,
mean (SD)

Pruritus
(NRS or VAS)
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DUP300 |8.5(1.7) |47 31.0(9.4) |7.4(2.4) Systemic Any other concurrent atopic [37.4 (12.5) 75.6 (11.7) 21.3(5.5) [16.2(7.9) 7.8 (1.6) (NRS)
mg g4w medication:35 condition: 89
N=122 CS: 21 Food allergy: 63
Nonsteroidal Other allergies: 56
immunosuppressants: | Allergic rhinitis: 61
Any: 19 Asthma: 46
AZA: 1.7 Allergic conjunctivitis: 12
CsA: 14 Hives: 12
Paller, 2020 MTX: 5.8 Chronic rhinosinusitis: 4.2
MMF: 1.7 Eosinophilic esophagitis:0.8
PEDS PBO 8.3(1.8) |50 31.5(10.8) |7.2(2.2) Systemic Any other concurrent atopic [39.0 (12.0)  [72.9(12.0) [20.7(5.5) [14.6(7.4) 7.7 (1.5) (NRS)
N=123 medication:30 condition: 92.5
03345914 CS: 14 Food allergy: 69
Nonsteroidal Other allergies: 67.5
immunosuppressants: | Allergic rhinitis: 60
Any: 18 Asthma: 45
AZA: 0 Allergic conjunctivitis: 13
CsA: 10 Hives: 6.7
MTX: 9.2 Chronic rhinosinusitis: 3.3
MMF: 1.7 Eosinophilic esophagitis: 0
Nasal polyps: 0
DUP+TCS |[Median 60.7 NR Median Immunosuppressants [Food allergy: 47.7 |Median (IQR) [Median (IQR) |Median Median (IQR)|Median (IQR)
q2w (IQR) (IQR) in general: 78.5 |Other allergies: 71.0 (31.6 66.7 (IQR) 14.0 7.0
Bruin-Weller, [N=107 38.0 29.0 MTX: 9.3  |Allergic rhinitis: 56.1 |(25.2-39.2) [(61.1-76.2) |20.0 (8.0-22.0) [(5.4-8.0)
2018 (25.0— (19.0-43.0) | AZA: 6.5 |Allergic conjunctivitis: 41.1 (15.0-24.0)
47.0) CsA: 64.5 |Asthma: 38.3
CAFE PBO+TCS |Median 63.0 NR Median Immunosuppressants |Food allergy: 38.0 [Median (IQR) |Median (IQR) |Median Median (IQR) [Median (IQR)
N=108 (1QR) (1QR) in general: 77.8 |Other allergies: 65.7 [31.7 67.5 (1QR) 13.0 6.9
02755649 37.5 285 MTX: 6.5 |Allergic rhinitis: 56.5 |(24.2-40.7) |(58.5-76.6) |19.0 (7.0-19.5)  |(4.9-8.1)
(29.0- (19.5-40.0) | AZA: 5.6  |Allergic conjunctivitis: 54.6 (14.0-24.0)
49.0) CsA: 66.7 |Asthma: 46.3
Bruin-Weller, |IDUP+TCS |Median 58.0 NR Median NR NR Median (IQR) |Median (IQR) |Median Median (IQR) [Median (IQR)
2018 q2w (IQR) (1QR) (CsA) 32.7 68.7 (1QR) 15.0 7.1
N=69 37.0 29.0 (26.4-38.7) |(62.6-76.6) |20.0 (11.0-22.0) |((6.0-8.0)
CAFE (26.0— (18.0-44.0) (17.0-23.0)
47.0)
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Reference Treatment Age(y), Sex, Weight Duration Prior systemic therapy| Concurrent atopic conditions Baseline disease severity
and NCT group, N | Mean (SD) % male (kg), of AD (y), |for AD (%) (%) EASI, SCORAD, POEM, (c)pLal, Pruritus
number mean (SD) |mean (SD) mean (SD) mean (SD) |mean (SD) mean (SD)  (NRS or VAS)
Subgroup of |PBO+TCS [Median 59.7 NR Median NR NR Median (IQR) |Median (IQR) |Median Median (IQR)|Median (IQR)
patients with |N=72 (IQR) (1QR) (CsA) 32.8 67.7 (1QR) 14.0 7.0
prior use of 375 29.5 (24.5-41.0) (57.2-77.0) |20.0 (8.0-20.0) (5.4-8.3)
CsA (30.0- (20.0-40.0) (16.0-25.0)
47.5)
DUP+TCS |Median 58 NR Median NR Food allergy: 35 Median (IQR) |Median (IQR) |Median Median (IQR)|Median (IQR)
q2w (1QR) (1QR) Other allergies: 62 30.9 69.7 (1QR) 135 7.7
Blauvelt, N=106 40.5 28.0 Allergic rhinitis: 48 (22.3-41.6) |(60.4-79.8) [21.0 (8.0-20.0) |(6.6-8.5)
2017 (28.0- (20.0-44.0) Asthma: 41 (16.0-25.0)
49.0) Allergic conjunctivitis: 28
CHRONOS  |PBO+TCS |Median |61 NR Median NR Food allergy: 30 Median (IQR) |Median (IQR) |Median Median (IQR)|Median (IQR)
N=315 (1QR) (1QR) Other allergies: 63 29.6 64.1 (1QR) 14.0 7.6
02260986 34.0 26.0 Allergic rhinitis: 43 (22.2-40.8) (55.9-76.1) |20.0 (9.0-20.0) (6.3-8.6)
(25.0— (17.0-38.0) Asthma: 41 (16.0-25.0)
45.0) Allergic conjunctivitis: 22
Cork, 2020  |DUP qw 9(2) 47 30.9(9.0) |(7(3) Nonsteroidal Any other concurrent atopic (21 (18) 52 (17) 17 (8) 12 (8) 6 (3)
2 mg/kg immunosuppressants: |condition:
PEDS-OLE Not applicable Not applicable
DUP qw 8(2) 56 29.3(8.6) |[8(2) Nonsteroidal 32 (20) 67 (18) 20 (5) 12 (4) 6(2)
02612454 4 mg/kg immunosuppressants:
(and Not applicable
02407756)
Azathioprine studies ‘
PBO-AZA I\ SASSAD! Pruritus (VAS)
ean ruritus
N=18
Sggzh Jones, (range) |67.6 |NR NR NR NR Mean NR NR NR Mean
AZA-PBO 135 (17.73) a1 45?
N=19
AZA 30 (11) 46 NR NR Systemic therapy or Hay fever: 71 SASSAD?! NR NR 9.7 (5.0) 5.4(2.1)
N=41 phototherapy for Asthma: 66 32.3(13.2)
Meggitt, eczema: 73
2006 PBO 36 (12) 80 NR NR Systemic therapy or Hay fever: 70 SASSAD?! NR NR 9.4(6.1) 5.7 (1.8)
N=203 phototherapy for Asthma: 65 32.7 (8.9)
eczema: 80
Methotrexate studies ‘
MTX 43.0 (14.7)|50 NR 39.8(16.2) |NR Asthma or allergic rhinitis: ~ [27.9 (12.3)  |57.2(11.8)  |19.8(5.3) [Skindex-17* |NR
N=20 95 50.2 (11.7)
Schram, 2011 .
AZA 37.0(14.1)|55 NR 33.1(16.8) [NR Asthma or allergic rhinitis: 30.4 (14.2) 58.4 (10.4) 19.5(4.0) [Skindex-17* |NR
N=22 82 51.7 (8.6)
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Reference Treatment Age(y), Sex, Weight Duration Prior systemic therapy Concurrent atopic conditions Baseline disease severity
and NCT group, N Mean (SD) % male (kg), of AD (y), for AD (%) (%) EASI, SCORAD, POEM, (C)DLQl, Pruritus
number mean (SD)  mean (SD) mean (SD) mean (SD) ‘mean (SD) mean (SD)  (NRS or VAS)
CsA 33(10) |66 74 (14) Median NR NR 19 (12) 58 (15) NR 12 (6) NR
) N=47 (25-75 petl)
Goujon, 2018 23 (19-29)
00809172 MTX 32(9) 57 69 (11) Median NR NR 18 (0) 53(14.2) NR 13 (8) NR
N=50 (25-75 petl)
24 (14-29)
PBO-CsA Median 62.5 Median Median Steroids Asthma: 54.5 |[Disease NR NR Mean+SEM  |Pruritus
N=16 (range) (range) (range) Cytotoxic drugs activity® UKSIP® (VAS)®
29 (16-58) 66 (30-84) (27 (2-50) Photochemotherapy Mean (SE) 6.3#1.3 Mean
47 (6)? EDI 56.6
Sowden, 36.7+4.0
1991
Salek, 1993 CsA-PBO Median 64.7 Median Median Disease NR NR Mean+SEM  |Pruritus (VAS)
N=17 (range) (range) (range) activity® UKSIPS 8
30 (16-43) 69 (47-87) |23 (2-41) Mean (SE) 6.5%1.7 Mean
40 (6)? EDI” 51.1
33.244.7
CsA 31.6 (12.4)|52.2 NR 19.8 (13.2) |NR NR TBSA® NR NR NR Pruritus®®
N=23 57 (21) Mean
Van Joost, 2.7
1994 PBO 31.0(9.6) |47.8 NR 23.7(13.2) |NR NR TBSA® NR NR NR Pruritus®
N=23 54 (22) Mean
2.6
Phase | Mean 37.5 NR Mean NR NR Phase I:** NR NR NR Phase I:
N=24 (range) (range) (mean values) Pruritus®?
29 (19-48) 23 (2-44) Erythema 5.8 Mean
Munro, 1994 Excoriation 5.8
5.3
Lichenificatio
n4.3

Unless otherwise stated, values are mean (SD), or % of ITT population.

References in italics are secondary publications of the primary reference above. Baseline characteristics reported in italics are those only reported in the secondary publication.

The Six Area, Six Sign AD (SASSAD) score involves assessment of 6 signs (erythema, exudation, excoriation, dryness, cracking and lichenification) at 6 sites (hands, feet, arms, legs, head and neck, trunk).
Each sign is graded at each site using a four-point scale of 0-3, representing grades of none, mild, moderate and severe. The maximum score is 108.

2Numbers are based on readings of a figure.

321 patients were randomised to PBO, but one patient discontinued prior to initiation of treatment due to spontaneous improvement of AD.

4Change in QoL was assessed using the Dutch version of the Skindex-17. Scores range from 0 to 85 points, with higher scores indicating more significantly impaired quality of life.

Disease activity - 6 clinical features (erythema, purulence, excoriation or crusting, dryness or scaling, cracking or fissuring, and lichenification) were graded at 6 defined body sites on a scale of 0 (none)
to 3 (severe), resulting in a total body disease activity score of maximum 108.

5United Kingdom Sickness Impact Profile (UKSIP), a general QoL measure consisting of 136 health-related questions grouped into 12 areas of daily function and an ‘overall health’ rating on a 5-point
scale. The UKSIP score is calculated by summing the scale values and converting this score into a percentage.
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’Eczema Disability Index (EDI) consists of 15 questions answered on a 1-7 linear analogue scale, representing grades from ‘not at all’ to ‘very much’. The questions are grouped under 5 headings: daily
activity, work or school, personal relationships, leisure, and treatment over the previous month. The EDI score id calculated by summing the scores for each question.

8ltch severity during the preceding two weeks was measured on a VAS scale (0-100 mm).

°Total Body Severity Assessment (TBSA) included six body regions and scored the most severely affected area in the specific region for erythema, infiltration, vesicles/papules, dryness/scaling,
cracking/fissuring and excoriation/crusting on a 0-3 scale and corresponded to the scale used to describe disease activity in Sowden 1991.

jtching was scored on a 0-3 Likert scale, where O=none, 1=mild, 2=moderate, and 3=severe.

11Disease severity was assessed by scoring the worst area in each of head and neck, upper limbs, lower limbs, and anterior and posterior trunk, for erythema, excoriation, and lichenification (range 0-3).
Jtch intensity was measured on a VAS scale ranging from 0 (no itch) to 100 (maximal itch).

AD, atopic dermatitis; AZA, azathioprine; (C)DLQI, (Children’s) Dermatology Life Quality Index; CS, corticosteroids; CsA, cyclosporine A; DUP, dupilumab; EASI, Eczema Area and Severity Index; EDI,
Eczema Disability Index; IQR, interquartile range; m, months; MMF, mycophenolate mofetil; MTX, methotrexate; NR, not reported; NRS, numeric rating scale; PBO, placebo; pctl, percentile; POEM,
Patient-Oriented Eczema Measure; QoL, quality of life; qw, every week; q2w, every 2 weeks; g4w, every 4 weeks; SAE, serious adverse event; SASSAD, Six Area, Six Sign AD; SC, subcutaneously; SCORAD,
SCORing Atopic Dermatitis; SE, standard error; SEM, standard error of the mean; TBSA, Total Body Severity Assessment; UKSIP, United Kingdom Sickness Impact Profile; VAS, visual analogue scale; vy,
years.

Side 69/87

Medicinrddet Dampfeaergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +4570103600 medicinraadet@medicinraadet.dk www.medicinraadet.dk



:"» Medicinradet

9.4 Results per study

Table 14 Results of the PEDS study with dupilumab
Trial name: Efficacy and safety of dupilumab with concomitant topical corticosteroids in children 6 to 11 years old with severe atopic dermatitis: A randomized, doubleblinded,
: placebo-controlled phase 3 trial
NCT number: NCT03345914
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References
effect effect
Studyarm N  Result (Cl) D'ff::e" 95%Cl  Pvalue  RR 95%Cl P value
) Cochran-Mantel-Haenszel test on the ITT Paller 2020
Dupilumab 122 |69.7 (61.5; 77.8) population with adjustment for region and table Il
L 300 mg q4w weight group. Patients who withdrew from the
Proportion with EASI-75 at . I
week 16 42.84 |31.54;54.15| <0.0001 2.60 1.90; 3.56 |<0.0001 (study or received rescue medication, as well as
those with other missing data, were counted as
Placebo 123 126.8 (19.0;34.7) non-responders. Appendix 9.6.
Dupilumab (122 |-82.1(-86.8;-77.4) ANCOVA with treatment and randomisation Paller 2020
strata (region and weight group) included as  |table Il
EASI, L % ch
31, LS mean % change -33.5 | -40.3;-26.7 | p<0.0001 - - <0.0001 |covariates. Data collected after rescue

from baseline at week 16 |placebo 123 |-48.6(-53.5;-43.7) medication use were set as missing;

subsequent missing data were imputed by Ml

As for EASI Paller 2020
Dupilumab [122 |-62.4 (-66.5; -58.3) cable I
)
SCORAD, LS mean % change 32,6 |-38.7;-265| <0.0001 | - - <0.0001
from baseline at week 16!
Placebo 123 |-29.8 (-34.3; -25.3)
- As for EASI Paller 2020
Dupilumab (122 |-13.6 (-15.0; -12.2)
EOEMb' LS I’?"ea”tChanﬁis 83 | -10.2;-64 | <0.0001 | - - <0.0001 table Il
rom baseline at wee Placebo 123 |-5.3(-6.7;-3.9)
Dupilumab 120 [1.7 (0.0; 4.0) See appendix 9.6 Paller 2020
SAE, proportion at week 162 0.00 -3.24;3.24 | 1.0000 1.00 0.14; 6.98 | 1.0000 table Il
Placebo 120 |1.7 (0.0; 4.0)
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Efficacy and safety of dupilumab with concomitant topical corticosteroids in children 6 to 11 years old with severe atopic dermatitis: A randomized, doubleblinded,

friatname: placebo-controlled phase 3 trial
NCT number: NCT03345914
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation = References
effect effect
Studyarm N  Result (Cl) D'ffc‘:re" 95%Cl  Pvalue  RR 95%Cl P value
Dupilumab [122 |-10.6 (-11.6; -9.6) As for EASI Paller 2020
EDLQL; LS I’,nea” Cha”iel 42 | -56;-2.8 | <0.0001 | - - <0.0001 table Il
rom baseline at week 16 |pjaceho (123 |-6.4 (-7.4;-5.4)
Pruritus (NRS), proportion  |bupilumab 121 |60.3 (51.6;69.0) As for EASI-75 and appendix 9.6 Paller 2020
with 23 point improvement 39.19 (27.88;50.51| <0.0001 5.18 | 2.58;10.39 |<0.0001 table Il
at week 16 Placebo 123 |21.1(13.9;28.4)
Pruritus NRS, proportion Dupilumab 120 [50.8 (41.9;59.8) As for EASI-75 and appendix 9.6 Paller 2020
with 24-point improvement 38.54 |27.86;49.21| <0.0001 413 2.49; 6.85 |<0.0001 table Il
at week 16 Placebo 122 [12.3 (6.5;18.1)
Pruritus (NRS), LS mean %  |pupilumab [122 |-54.6 (-60.3; -48.9) See appendix 9.6 Paller 2020
change from baseline at -28.7 | -36.7;-20.7 | <0.0001 - - <0.0001 table Il
week 16 Placebo 123 |-25.9 (-31.6; -20.2)
. Dupilumab 120 |6.7 (2.2; 11.1) See appendix 9.6 Paller 2020
AD z
exac.erbat'ons'k - 750 |-15.17;0.17| 0.0652 | 047 | 0.21;1.05 | 0.0652 table Il
proportion at wee Placebo 120 |14.2 (7.9; 20.4)

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6

1 SCORAD-50 was not reported, thus % change from baseline is included instead

2 Serious adverse drug reactions (i.e. related SAEs) were not reported, thus SAEs are included instead

3 Reported as AE with preferred term “dermatitis atopic”. According to the protocol, AEs included any worsening (i.e., any clinically significant change in frequency and/or intensity) of a pre-existing condition that was
temporally associated with the use of the study drug

-, not applicable; AD, atopic dermatitis; ANCOVA, analysis of covariance; CDLQI, Children’s Dermatology Life Quality Index; Cl, confidence interval; EASI, Eczema Area and Severity Index; EPAR, European Public Assessment
Report; FAS, full analysis set; ITT, intention-to-treat; LS, least square; MI, multiple imputation; NRS, numeric rating scale; POEM, Patient-Oriented Eczema Measure; RR, relative risk; SAE, serious adverse event;

SCORAD, SCORing Atopic Dermatitis
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Trial name:

NCT number:

Results of the CAFE study with dupilumab
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Dupilumab with concomitant topical corticosteroid treatment in adults with atopic dermatitis with an inadequate response or intolerance to ciclosporin A or when this
treatment is medically inadvisable: a placebo-controlled, randomized phase IlI clinical trial (LIBERTY AD CAFE)

NCT02755649

Study arm N

Result (Cl)

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation

Difference

effect
95% Cl

P value

RR

effect
95% Cl

P value

References
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) Cochran—Mantel-Haenszel test adjusted by De Bruin-
Proportion with EASI-75 at Dupilumab|107 162.6 (53.4; 71.8) randomisation strata (disease severity and prior(Weller 2018,
we:k 16 32.99 (20.41; 45.57| <0.001 2.11 1.53; 2.93 | <0.0001 (CsA use). Patients were specified as being ‘non- |table 2
Placebo  |108 [29.6 (21.0; 38.2) responders’ at rescue medication initiation.
Appendix 9.6.
EASI. LS mean % change Dupilumab|107 |-79.8 (-84.88;-74.72) MI with ANCOVA; data after rescue medication [De Bruin-
froml baseline a: weekglG Placeb 108 |46.6 (CEICITRE -33.2 -40.6;-25.8 | <0.001 - - - usage was set to missing and imputed by Weller 2018,
acebo -46.6 (-52.01;-41.19) multiple imputation. Appendix 9.6. table 2
Proportion with EASI-75 at  |Dupilumab|69  [58.0 (46.3; 69.6) See appendix 9.6 De Bruin-
week 16 in subgroup with 31.58 [16.11;47.05| 0.0002 | 2.20 | 1.42;3.39 | 0.0002 Weller 2018,
prior CsA exposure Placebo 72 |26.4(16.2; 36.6) table 2
. ) = |Dupilumab|107 |66.4 (57.4; 75.3) As for EASI-75 and appendix 9.6 De Bruin-
Ptr°p°r£";2 with SCORAD-50 4043 |28.24;52.61| <0.001 | 2.56 | 1.81;3.62 |<0.0001 Weller 2018,
atwee Placebo  |108 [25.9 (17.7; 34.2) table 2
Dupilumab|107 |-62.4 (-67.26;-57.54) As for EASI De Bruin-
()
SCORAD, LS mean % change 329 |-39.9;-259 | <0.001 | - - - Weller 2018,
from baseline at week 16 Placebo 108 |-29.5 (-34.50;-24.50) table 2
POEM, proportion with Dupilumab|1062 [84.0 (77.0; 90.9) As for EASI-75 and appendix 9.6. De Bruin-
>4 points improvement at 4191 |30.23;53.58| <0.001 | 2.00 | 1.57;2.53 |<0.0001 Weller 2018,
week 161 Placebo |1072|42.1(32.7;51.4) table 2
Dupilumab|107 |-11.9 (-13.08;-10.72) As for EASI De Bruin-
POEM, LS mean change 76 | 93759 |<0.001| - - - Weller 2018,
from baseline at week 16  |Placebo  |108 |-4.3 (-5.52;-3.08)
¢ table 2
Dupilumab|107 (1.9 (0.0; 4.4) See appendix 9.6. De Bruin-
SAE, proportion at week 163 0.02 -3.60; 3.63 | 1.0000 | 1.01 0.14;7.04 | 1.0000 Weller 2018,
Placebo |108 |1.9(0.0; 4.4) table 4
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Dupilumab with concomitant topical corticosteroid treatment in adults with atopic dermatitis with an inadequate response or intolerance to ciclosporin A or when this

L Ll treatment is medically inadvisable: a placebo-controlled, randomized phase IlI clinical trial (LIBERTY AD CAFE)
NCT number: NCT02755649
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References
effect effect
Study arm N Result (Cl) Difference  95% Cl P value RR 95% ClI P value
Dupilumab|107 |-9.5 (-10.4; -8.6) As for EASI De Bruin-
DLQI,. LS mean change from 50 -6.3;-3.7 | <0.001 B ~ _ Weller 2018,
baseline at week 16 Placebo  [108 |-4.5(-5.5;-3.5) table 2
Pruritus (NRS), proportion  bupilumab|945 [45.7 (35.7; 55.8) As for EASI-75 and appendix 9.6. De Bruin-
with >4-point improvement 31.46 [19.08;43.83| <0.001 | 3.20 1.85; 5.55 |<0.0001 Weller 2018,
at week 164 Placebo |915 (14.3(7.1; 21.5) table 2
Pruritus (NRS), LS mean %  |pupilumab|107 |-53.9 (-60.05;-47.75) As for EASI De Bruin-
change from baseline at -28.5 -37.6;-19.4 | <0.001 - - - Weller 2018,
week 16 Placebo |108 |-25.4(-32.04;-18.76) table 2
: Dupilumab(107 [7.5 (2.5; 12.5) See appendix 9.6. De Bruin-
AD exa?erbatw”s'k 165 -7.34 |-15.69;1.01| 0.1283 | 0.50 | 0.23;1.13 | 0.1283 Weller 2018,
proportion at week 16 Placebo |108 |14.8 (8.1;21.5) table 4

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6

Proportion with >3 point improvement was not reported, thus the proportion with >4 point improvement is included instead.

2N=patients with POEM score of >4 at baseline.

3Zero serious adverse drug reactions (i.e. related SAEs) were reported during the study.

4Proportion with >3 point improvement in pruritus NRS was not reported, thus the proportion with >4 points improvement is included instead .

SN=patients with pruritus NRS score of >4 at baseline.

SReported as AE with preferred term “dermatitis atopic”. According to the protocol, AEs included any worsening (i.e., any clinically significant change in frequency and/or intensity) of a pre-existing condition that was
temporally associated with the use of the study drug.

-, not applicable; AD, atopic dermatitis; ANCOVA, analysis of covariance; Cl, confidence interval; EASI, Eczema Area and Severity Index; LS, least square; MlI, multiple imputation; NRS, numeric rating scale; POEM, Patient-
Oriented Eczema Measure; RR, relative risk; SAE, serious adverse event;

SCORAD, SCORing Atopic Dermatitis
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Table 16

Trial name:

NCT number:

Results of the CHRONOS study with dupilumab

:"» Medicinradet

Long-term management of moderate-to-severe atopic dermatitis with dupilumab and concomitant topical corticosteroids (LIBERTY AD CHRONOS): a 1-year, randomised,
double-blinded, placebo-controlled, phase 3 trial

NCT02260986

Study arm N

Result (Cl)

Estimated absolute difference in Estimated relative difference in

Difference

effect
95% Cl

P value

RR

effect
95% Cl

P value

Description of methods used for estimation

References

) Cochran—Mantel-Haenszel test adjusted by Blauvelt 2017,
Proportion with EASI-75 at Dupilumab 106 168.9 (60.1; 77.7) randomisation strata (disease severity and table 2/EPAR
wecfk 16 46.0 35.7;55.7 [<0.0001| 2.97 2.34; 3.77 |<0.0001 |region). Patients were specified as being ‘non- |table 6
Placebo 315 [23.2(18.5;27.8) responders’ at rescue medication initiation or
study withdrawal. Appendix 9.6.
Dupilumab|106 |-80.5 (-92.93;-68.07) MI method with ANCOVA. Data collected after |EPAR table 6
rescue medication use were set as missing;
subsequent missing data were imputed by Ml
EASI, L % ch
frosm' szn;I?:S ;: sv::lfiG Placeb 315 |-48.4 (EEEERIAE] -32.1 -46.6;-17.6 | <0.0001 - - - with treatment, randomisation strata (disease
acebo -48.4 (:55.89;:40.91) severity and region), and the corresponding
baseline value included in the model.
Appendix 9.6.
Proportion with EASI-75 at  |Dupilumab|21  |52.4 (31.0; 73.7) See appendix 9.6. EPAR p42
week 52 in subgroup with 33.74 (10.18;57.30| <0.001 | 2.81 1.44;5.50 | 0.0048
prior CsA exposure Placebo (59 |18.6(8.7; 28.6)
As for EASI Blauvelt 2017,
Dupilumab|106 |-63.9 (-68.8; -59.0) table S5b (M)
SCORAD, LS mean % change )
from baseline at week 16! AR <0-0001 ) ) .
Placebo |315 [-36.2(-39.5;-32.9)
POEM, proportion with Dupilumab|1063 |77.4 (69.4; 85.3) As for EASI-75 and appendix 9.6. EPAR table 10
>4 points improvement at 41 30.9;50.1 {<0.0001| 2.10 1.76; 2.51 |<0.0001
week 162 Placebo |3123|36.9(31.5;42.2)
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Long-term management of moderate-to-severe atopic dermatitis with dupilumab and concomitant topical corticosteroids (LIBERTY AD CHRONOS): a 1-year, randomised,

filsnane double-blinded, placebo-controlled, phase 3 trial
NCT number: NCT02260986
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References
effect effect

Study arm N Result (Cl) Difference  95% Cl P value {3 95% ClI P value

Dupilumab|106 |-12.7 (-13.95;-11.45 As for EASI EPAR table 10
POEM, LS mean change p ( ) =y 8.9:5.9 |<0.0001 i i i
from baseline at week 16  |Placebo 315 |-5.3 (-6.10;-4.50)

Dupilumab(106 |-10.0 (-11.0; -9.0) As for EASI Blauvelt 2017,
ELQ'I’. L5 mean Ti"ge from 42 | 5.4;-30 |<0.0001| - - . table S5 (MI)

aseline at week 16 Placebo  [315 |-5.8 (-6.5;-5.1)

Pruritus (NRS), proportion  [Dupilumab|105% |65.7 (56.6; 74.8) As for EASI-75 and appendix 9.6. Blauvelt 2017,
with 23 point improvement 37.9 27.6;48.3 |<0.0001| 2.37 1.88; 2.97 [<0.0001 table 2/EPAR
at week 16 Placebo [306* 27.8 (22.8; 32.8) p39
Pruritus (NRS), proportion  |pupilumab|102 |58.8 (49.3;68.4) As for EASI-75 and appendix 9.6. Blauvelt 2017,
with 24-point improvement 39.09 28.53;49.65 | <0.0001| 2.98 2.25;3.95 |<0.0001 table 2/EPAR
at week 16 Placebo (299 |19.7 (15.2;24.2) table 6
Pruritus (NRS), LSmean %  |pupilumab|106 |-56.6 (64.34;-48.86) As for EASI Blauvelt 2017,
change from baseline at -26.3 -35.3;17.3 |<0.0001 - - - table S5, EPAR
week 16 Placebo (315 |-30.3 (-34.93;-25.67) table 6
Pruritus (NRS), proportion See appendix 9.6. EPAR p42

. L Dupilumab|21 |42.9 (21.7; 64.0)
with >3 point improvement

at week 52 in subgroup with
prior CsA exposure

29.06 |6.11;52.01 | <0.05 | 3.11 | 1.38;6.99 | 0.0110
Placebo |58 [13.8(4.9;22.7)

Dupilumab|89® |16.9 (9.1; 24.6)6 See appendix 9.6. Blauvelt 2017,

AD exacerbations, -32.4 | -42.2;-22.6 [<0.0001| 0.34 | 0.21;0.55 |<0.0001 table 2

proportion at week 525

Placebo  |264! |49.2 (43.2; 55.3)8

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6. Where the source given is the EPAR, this is because the
data in the manuscript were calculated using a different statistical method (LOCF) and the data presented use multiple imputation methods.

IN=patients who would have completed the 52-week treatment period at the time of data cut off.

2Proportion with 23 point improvement in POEM was not reported, thus the proportion with >4 point improvement is included instead.

3N=patients with POEM score of >4 at baseline.

4N=patients with pruritus NRS score of >3 at baseline.

SAD exacerbations was included as a secondary endpoint and defined as worsening of AD that required re-institution, escalation, or intensification of AD treatment.

5All numbers for AD exacerbations included here are calculated by the applicant based on n/N reported in the publication, since the proportion with AD exacerbations reported in table 2 in the publication was calculated
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based on a different N than shown in the header row in the table.

-, not applicable; AD, atopic dermatitis; ANCOVA, analysis of covariance; Cl, confidence interval; EASI, Eczema Area and Severity Index; EPAR, European Public Assessment Report; LS, least square; MI, multiple imputation;
LOCF, last observation carried forward; NRS, numeric rating scale; POEM, Patient-Oriented Eczema Measure; RR, relative risk; SAE, serious adverse event;

SCORAD, SCORing Atopic Dermatitis
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Table 17 Results of Berth-Jones et al 2002 with AZA
Trial name: Azathioprine in severe adult atopic dermatitis: a double-blind, placebo-controlled, crossover trial

NCT number: Not available

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation = References
effect effect

LENT (o)) Difference  95% CI P value RR 95% CI P value

See appendix 9.6. Berth-Jones

AZA 18! |44.94 (37.7;52.1) 2002, fi 1
, figure

Disease severity (SASSAD),
mean baseline score

7.97 -1.7;17.7 | 0.1078 - - -
Placebo (17! |36.97 (30.4; 43.5)

See appendix 9.6. Berth-Jones

AZA 18! |34.96 (28.2; 41.8) .
2002, figure 1

Disease severity (SASSAD),
mean score at week 12

-0.14 | -10.4;10.2 | 0.9788 - - -
Placebo |17! [35.1(27.4; 42.8)

Disease severity (SASSAD) AZA 262 |10.2 The mean changes from baseline to end of Berth-Jones
change from baseline at ’ 9.2 NR <001 _ B B treatment on AZA and placebo were analysed 2002, figure 1
week 12 Placebo 1262 |1.0 on 26 assessable pairs using a paired t test.

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6
1 Only data for the first 12-week period of the crossover study used since the figure suggests there was a carryover effect

2Analysis using both periods of the crossover

-, not applicable; AZA, azathioprine; Cl, confidence interval; NR, not reported; RR, relative risk; SASSAD, Six Area, Six Sign Atopic Dermatitis
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Table 18 Results of Meggitt et al 2006 with AZA

Trial name: Randomised, double-blind, placebo-controlled trial of azathioprine in moderate to severe atopic eczema

NCT number: ISRCTN58943280
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation = References
effect effect

Study
arm

N LENT (o)) Difference  95% CI P value RR 95% CI P value

. . For every participant, linear regression slopes |Meggitt 2006,
Disease severity (SASSAD,)’ AZA a2 were fitted to disease activity measured during |table 2
mean change from baseline at -5.4 -9.3;-1.4 | 0.0074 - - - 12 weeks’ treatment, and the weighted average
week 12 Placebo |20 |-6.6* regression slopes for AZA and placebo groups
analysed with the Matthews method. The Meggitt 2006
AZA 41 |-5.91 overall change from baseline in pruritus over ’
DLQIl, mean change from o table 2
baseline at week 12 -3.5 -6.7;-0.3 | 0.0321 - - - 12 weeks was analysed, and missing results
Placebo 20 |-2.41 were imputed with LOCF. The baseline
variables TPMT range, referring centre, BSA
AZA 35 |24t >50% vs <50%, and severe skin infection Meggitt 2006,
Pruritus (VAS), mean change 14 27041 | 0.0348 i i _ |needing oral antibiotics in the month prior to ~ [table 2
from baseline at week 12 Placebo |18 |12 ' T ' the study were used as covariates in the
analysis models, where possible.

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6
INo measures of variability reported
-, not applicable; AZA, azathioprine; Cl, confidence interval; DLQI, Dermatology Life Quality Index; RR, relative risk; SASSAD, Six Area, Six Sign Atopic Dermatitis; VAS, visual analogue scale
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Table 19 Results of Schram et al 2011 with MTX versus AZA
Trial name: A 12-week single blind randomized controlled trial to evaluate the efficacy and safety of methotrexate (MTX) versus azathioprine (AZA) treatment in adult patients with
’ chronic severe atopic dermatitis (AD) followed by a 5 year follow up study
NCT number: Dutch trial register NL1806 (NTR1916)
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References
effect effect
Study arm N Result (Cl) Difference 95% CI P value {3 95% CI P value
MTX 20 |-17.4(-22.8;-12.0) Analysed with t-test for independent groups. If |Schram 2011,
EASI score, mean change 0.2 82;7.8 0.95 . . . |apatient missed a visit, the score from the table 2 and
from baseline at week 12 |, 22 |-17.2(-23.1;-11.3) previous visit was used for the analysis. p355
Fisher’s exact test. Schram 2011
. . e [MTX 20 |40.0(18.5; 61.5) !
P:°p°rt'c1’2 with SCORAD-50 5.45 |-24.44;3535| 076 | 1.14 | 0.56;2.30 | 0.7638 table 2 and
atwee AZA 22 |45.5(24.6;66.3) p355
As for EASI score. Schram 2011
MTX 20 [-6.9(-12.5;-1.3) !
POEM scor.e, mean change 10 S5 75 0.65 R R _ table 2 and
from baseline at week 12 AZA 2 |7.9(11.1;-4.7) p355
MTX 20 0 (00 150) See appendlx 9.6. Schram 2011,
SAE, proportion at week 12 -0.38 | -12.20;11.44 | 1.0000 | 0.92 | 0.06;13.79 | 1.0000 p356
AZA 22 |0(0.0;13.6)
Quality of life (Skindex-17)  |MTX 20 |-12.9(-18.2;-7.6) As for EASI score. Schram 2011,
score, mean change from -2.6 -10.2; 5.0 0.46 - - - table 2 and
baseline at week 12 AZA 22 |-10.3 (-15.7;-4.9) p355
As for EASI score. Schram 2011
. MTX 20 |-2.5(-3.5;-1.5) !
orurtise (VI.AS)’ e Ifhlaznge 0.1 12,14 | 078 | - - - p355
rom baseline at wee AZA 22 |-2.6(-3.5;-1.7)
. See appendix 9.6. Schram 2011,
AD exacerbations, MTX 20 |15(0.0; 30.6) 356
. -5.91 -25.64; 13.82 | 0.6560 0.61 0.11;3.26 | 0.6560 p
proportion at week 12! AZA 22 [9.1(0.0;21.1)

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6

1AD exacerbations reported as AE

-, not applicable; AD, atopic dermatitis; AZA, azathioprine; Cl, confidence interval; EASI, Eczema Area and Severity Index; MTX, methotrexate; NE, not estimable; POEM, Patient-Oriented Eczema Measure; RR, relative risk;
SAE, serious adverse event; SCORAD, SCORing Atopic Dermatitis; VAS, visual analogue scale

Side 79/87

Medicinrddet Dampfeaergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +4570103600 medicinraadet@medicinraadet.dk www.medicinraadet.dk



Table 20

Trial name:

NCT number:

Results of Goujon et al 2018 with MTX versus CsA

:"» Medicinradet

Multicenter randomised study of methotrexate efficacy versus cyclosporine in moderate to severe atopic dermatitis patients

NCT00809172

Stud

yarm N

Result (Cl)

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation

Difference

effect

95% CI

P value

RR

effect
95% Cl

P value

References

MTX 50 18.6 (158 214) See appendix 9.6. GOUjOﬂ 2018,
EASI score, baseline -0.7 -5.1;3.7 | 0.7543 - - - table 2
CsA 47 |19.3(15.9; 22.7)
MTX 49 12.9 (102 156) See appendix 9.6. Goujon 2018,
EASI score, at week 81 4.8 1.1;85 | 0.0101 - - - table 2
CsA 41 8.1(5.6; 10.6)
MTX 27 6.3 (46 80) See appendlx 9.6. Goujon 2018,
EASI score, at week 16 0.2 -2.7;3.1 | 0.8923 - - - table 2
CsA 34 [6.1(3.8;8.4)
MTX 23 5.0 (35 65) See appendlx 9.6. Goujon 2018,
EASI score, at week 24 0.4 -2.7;1.9 | 0.7325 - - - table 2
CsA 31 |5.4(3.6;7.2)
A logistic regression model was used to Goujon 2018
o MTX 50 [8.0(0.5;15.5) 8 8 ) ’
Proportlo;\ with SCORAD-50 34 -48; -202 0.0002 5.3 1.92; 14.28 | 0.0002 estimate the difference in proportions between |table 2
at week 8 CsA 43 |41.9(27.1; 56.6) the 2 treatment arms taking into account the
centre and considering the stratification Gouion 2018
i ; MTX 28 (42,9 (24.5;61.2) variables as adjustment variables. The centre oujon ’
Proportion with SCORAD-50 !
at erek 16 -19 -39; 22 0.2012 | 1.44 | 0.87;2.38 | 0.2012 |was introduced either as a random effect or as |t2P!e 2
CsA 34 161.8(45.4;78.1) a fixed effect after merging the small centres
and the other variables (severity strata or Goui
. jon 2018,
Proportion with SCORAD-50 MTX 23 391 (ORHeoN 32 53 -102 00271 | 181 1.04:317 | 0.0271 baseline SCORAD index) as fixed effects. table 2
at week 24 CsA 31 [71.0(55.0; 86.9) Appendix 9.6.
MTX 50 |0(0.0; 6.0) See appendix 9.6. Goujon 2018,
SAE, proportion at week 24 2.16 -4.52; 8.84 0.6101 2.12 0.20; 22.67 | 0.6101 p566
CsA 47 [2.1(0.0;6.3)
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Trial name: Multicenter randomised study of methotrexate efficacy versus cyclosporine in moderate to severe atopic dermatitis patients
NCT number: NCT00809172
Estimated absolute difference in Estimated relative difference in Description of methods used for estimation = References
effect effect
Study arm N Result (Cl) Difference 95% ClI P value {3 95% ClI P value
MTX 50 |12.3 (10.6; 14.0) See appendix 9.6. Goujon 2018,
DLQI score, baseline -0.9 -3.7;1.9 0.5235 - - - table 2
CsA 47 |13.2(11.1;15.3)
MTX 50 10.8 (86 130) See appendlx 9.6. Goujon 2018,
DLQI score, at week 81 43 1.4;7.2 | 0.0033 - - - table 2
CsA 43 6.5 (4.6; 8.4)
MTX 28 5.1 (38 64) See appendix 9.6. Goujon 2018,
DLQI score, at week 16 0.8 -1.4;3.0 | 0.4821 - - - table 2
CsA 34 14.3(2.5;6.1)
See appendix 9.6. Goujon 2018,
MTX 28 |-7.2
pLal .score, change from 17 NE NE i i ) table 2
baseline at week 16 CsA 34 |89
MTX 23 [5.0(3.1;6.9) See appendix 9.6. Goujon 2018,
DLQI score, at week 24 1.7 0.7;41 | 01713 - - - table 2
CsA 31 [3.3(1.8;4.8)

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6

Results at week 8 included since the dose was increased after week 8

290% Cl published

-, not applicable; AD, atopic dermatitis; Cl, confidence interval; CsA, cyclosporine A; EASI, Eczema Area and Severity Index; MTX, methotrexate; NE, not estimable; POEM, Patient-Oriented Eczema Measure; RR, relative risk;
SAE, serious adverse event; SCORAD, SCORing Atopic Dermatitis; VAS, visual analogue scale
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Table 21

Trial name:

NCT number:

Results of Sowden et al 1991 with CsA

:"» Medicinradet

Double-blind, controlled, crossover study of cyclosporin in adults with severe refractory atopic dermatitis

Not available

LENT (o))

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation

Difference

effect

95% ClI

P value

RR

effect

95% CI

P value

References

Medicinrddet Dampfeaergevej 27-29, 3. th. DK-2100 Kgbenhavn @ +4570103600 medicinraadet@medicinraadet.dk www.medicinraadet.dk

See appendix 9.6 Sowden 1991,
Disease activity, mean Csh 17 [20.02(33.8;46.2) figure 2
. ! -6.7 -15.8;2.4 | 0.1495 - - -
baseline score
Placebo |16 |46.72 (40.0; 53.4)
Comparisons between groups were made by  |Sowden 1991,
analysis of variance. The value at the end of figure 2
each treatment period was analysed as a two-
CsA 33 [16.51 period, two-treatment crossover so that the
total variation of response was separated into
between-patient and within-patient variation.
Disease activity, mean score For between-patient variation, effects of
at week 8 ’ -23.9 -29.5;-18.3 | <0.001 - - - treatment sequence, treatments, and the
participating centre were separated. If the
participating centre interaction was not
significant it was excluded from the model. For
Placebo |33  |40.4 patients who withdrew before the end of
treatment, the last response on treatment was
carried forward to the end of the treatment
period for the purposes of the analysis.
. . CsA 172 [33.2 (24.0; 42.4) See appendix 9.6 Salek 1993,
S:Sa;;itz:sfc'gree(ED')' mean 35 | -156;86 | 05706 | - - - table 2
Placebo (162 |36.7 (28.9; 44.5)
. . CsA 172 [16.1(5.7; 26.5) See appendix 9.6 Salek 1993,
Quality of e (ED1), mean 130 | -27.0;1.0 | 00691 | - . - table 2
Placebo |162 |29.1(19.7;38.5)
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Trial name: Double-blind, controlled, crossover study of cyclosporin in adults with severe refractory atopic dermatitis

NCT number: Not available

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References

effect effect
Result (Cl) Difference  95% Cl P value {3 95% CI P value

Pruritus (VAS), mean baseline CsA 17 e See appendx 9.6 tsolt\)l\lldeln e
rore ' 5.5 NE NE - - - able

Placebo |16 |56.63
praritus (VAS), mean score at CsA 33 |16.61 As for disease activity score fok\)/\lldin 1991,
ek 8 ’ 346 |-46.0;-23.2 | <0.001 - - - able

Placebo (33 |[51.21

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6
INo measures of variability reported

20nly data for the first 8-week period of the crossover study used since carry-over effect evident from figures 2 in Salek 1993 [3] (no washout between treatment periods)
3Baseline data only reported for the 2 different treatment-sequence groups separately

-, not applicable; Cl, confidence interval; CsA, cyclosporine A; EDI, eczema disability index; NE, not estimable; RR, relative risk; VAS, visual analogue scale
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Table 22 Results of Van Joost et al 1994 with CsA
Trial name: Cyclosporin in atopic dermatitis: a multicentre placebo-controlled study

NCT number: Not available

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation  References
effect effect

LENT (o)) Difference  95% CI P value RR 95% CI P value

CsA 23 |57 (48.4; 65.6) See appendix 9.6 van Joost

Disease severity (TBSA), mean 3 9.4;154 | 06362 | - - . 1993, table 1

baseline score

Placebo (23 |54 (45.0; 63.0)

The 2 treatment groups were compared using |van Joost

CsA 23 |25 (16.0; 34.0) the Wilcoxon rank-sum test. For patients where [1993, table 1

Disease severity (TBSA), mean

score at week 6 -23 -34.1;-11.9 | 0.0002 - - - treatment was stopped after week 3, the
Placebo |23 |48 (41.5; 54.5) results were carried forward to week 6.
Appendix 9.6.

‘ . . CsA 23 |72 See appendix 9.6. van Joost

Erunlt.us (Likert scalel), mean 0.1 NE NE ) _ _ 1993, p638
aseline score Placebo |23 [2.62

. . . CsA 23 12 As for disease severity. Appendix 9.6. van Joost

Pruritus (Likert scale?), mean 1.0 NE 0.01 _ _ _ 1993, p638

score at week 6 Placebo 123 [2.12

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6
1Pruritus scored on a Likert scale (O=none to 4=severe)

2No measures of variability reported

-, not applicable; Cl, confidence interval; CsA, cyclosporine A; NE, not estimable; RR, relative risk; TBSA, 6-area Total Body Severity Assessment
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Table 23 Results of Munro et al 1994 with CsA

Trial name: Maintenance treatment with cyclosporin in atopic eczema

NCT number: Not available

Estimated absolute difference in Estimated relative difference in Description of methods used for estimation = References

effect effect
LENT (o)) Difference  95% CI P value RR 95% CI P value
Pruritus (VAS), mean baseline CsA 12 15.54 [SAD) Sec appendix 9.6 'f\'/lunr011994'
ccore ' -0.28 -2.1;1.6 | 0.7651 - - - lgure
Placebo (12 |5.82 (4.6;7.0)
Treatments were compared by a non- Munro 1994,
CsA 19 |18 parametric within-patient method for a 2 table 1
’ period crossover study, including patients who
Pruritus (VAS), mean score at completed part or all of both treatment
-2. -3.8; -1. <0. 1 - - -
week 8 8 38-1.8 0.000 periods. In patients who did not complete the
full 8 weeks of one or the other treatment
Placebo |19 [4.41 .
period, the last completed assessment was
used for analysis.

Numbers not shaded are extracted from the publication(s). Grey shaded numbers are calculated by the applicant, see details on the statistical methods in appendix 9.6
INo measures of variability reported
-, not applicable; Cl, confidence interval; CsA, cyclosporine A; RR, relative risk; VAS, visual analogue scale
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9.5 Results per PICO (clinical question)

Results referring to the added clinical value of dupilumab versus azathioprine
Absolute difference in effect

Table 24

’ Methods used for quantitative synthesis

‘ Relative difference in effect

Results per outcome Studies included in the
analysis Difference 95% Cl P value | RR 95% Cl P value |
pLal, h fi CAFE (16-wk stud S dix 9.6.
Q .meanc ange from ( wk study) 15 5.0,2.0 0.396 ) ) ) ee appendix
baseline Meggitt study (12-wk study)

-, not applicable; Cl, confidence interval; RR, relative risk
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9.6 Statistical considerations

The statistical principles used for this project followed specifications in the protocol [1].
The endpoints requested by the protocol were of two types:

J binary (fractions), typically of responder type

o continuous outcomes

The four active treatments involved (dupilumab, AZA, MTX, CsA) were in every case reported by two
armed studies, some having placebo as one arm. All dupilumab studies, except Cork (2020) [7] were
placebo controlled. Direct comparisons were thus only possible for dupilumab versus placebo.

For all studies, some simple pre-processing imputation was done on published data in cases where no
doubt existed as to the relevant procedure: missing 95% confidence intervals (Cl) were derived from
reported standard deviations and the number of patients, and missing proportions (and 95% Cl) were
derived from the number of events and patients.

For fractions, relative risks and 95% confidence intervals were derived, except when there was no
comparator provided as in Cork (2020) [7].

For the within-study analyses of fractions, risk differences and 95% confidence intervals were
determined using Wald intervals. The above approach was used because the general principle of finding
the absolute difference as (RR — 1)*P0 where RR is the risk/effect ratio and PO is the normal comparator
level in Danish setting for the given endpoint, could not be used in the present setup.

For the comparisons of dupilumab versus either of the active arms, in selected patient subgroups and
timeframes, the approach could only be indirect, if at all.

The indirect comparison of the DLQI outcome at 16 weeks for dupilumab vs AZA was performed using
Bucher’s method. In both studies (CAFE [5] and Meggitt et al. [9]) the placebo arm was the link between
the active treatments.
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1 Baggrund

Atopisk dermatitis (AD) er en kronisk, tilbagevendende inflammatorisk hudsygdom. AD er blandt
de hyppigste hudsygdomme i Danmark og er primaert karakteriseret ved intens klge og udslaet
(1). Derudover er sygdommen kendetegnet ved perioder med akut opblussen (flares), hvor der vil
vaere behov for hurtigt indsaettende behandling. Alvorligheden af sygdommen kan rangere fra
mild til svaer sygdom, og den kan ogsa variere afhaengig af sygdomsstadie (akut, subakut eller
kronisk). De fleste patienter har mild til moderat AD (2).

AD’s patofysiologi er kompleks og involverer bade genetiske og miljgmaessige faktorer, samt et
dysreguleret immunsystem, hvor forandringer i bade det medfadte og erhvervede immunforsvar
har en indvirkning. For det dysregulerede immunsystem spiller aktivering af ’the T helper type 2
cell axis’ en afgegrende rolle for udvikling og vedligeholdelse af AD (3). De 2 interleukiner IL-4 og
IL-13 er kritiske i forhold til type 2-inflammationen i savel AD, som i en rackke relaterede
sygdomme, herunder astma (4).

Sygdommens lokalisering pa kroppen er typisk afhaengig af alder. Hos sma bgrn er sygdommen
ofte udtalt i harbund, ansigt og pa straskkesiderne. Hos starre barn og voksne er sygdommen
typisk mere udtalt omkring led og bajefurer. Erytem, papler, hudlashed og seras udsivning er
karakteristiske traek ved akutte laesioner, mens udvikling af tyk og laederagtig hud er
karakteristisk for kronisk sygdom (5).

AD ledsages i mange tilfaelde af en eller flere atopiske komorbiditeter, fx astma, allergisk rhinitis
og/eller fadevareallergi (2,6,7). Svaer AD kan vare invaliderende for bgrn pga. uregerlig, svaer
klge og hudlaesioner, som kan fere til bl.a. sevntab, reduceret aktivitetsniveau og en negativ
pavirkning pa skolepraestationer (7,8). AD blandt barn er associeret med psykiske lidelser,
herunder depression, angst, ADHD og generelt forringet livskvalitet (8-10).

Blandt barn i alderen 5-15 ar er der rapporteret hgjere grad af forringet livskvalitet
sammenlignet med samme aldersgruppe med andre hudsygdomme (fx urticaria eller psoriasis) og
andre kroniske bgrnesygdomme (fx epilepsi og diabetes) (11,12). Blandt unge patienter er det
desuden pavist, at sygdommen grundet dens kosmetiske betydning kan medfare flovhed,
frustration, tristhed og stigmatisering, som begranser patienternes sociale aktiviteter og
uddannelse (13).

Patientens foraeldre bliver ofte pavirket i vaesentlig grad som fglge af AD. Foraeldre kan opleve
sgvnproblemer, psykologisk pres og sociale udfordringer (8,14,15). AD kan ud over de
sundhedsmaessige konsekvenser pafgre familierne en gskonomisk byrde i form af ggede udgifter til
medicin, udstyr til hjemmet og fravaer fra arbejde (16-18).

Proevalens og incidens

AD er en af de hyppigst forekommende hudsygdomme, og i de fleste tilfaelde debuterer AD for 5-
arsalderen (19), hvorimod AD sjaeldent debuterer hos voksne (2,16). Det anslas, at sygdommen
hos omkring 60% debuterer inden for de farste 1-1,5 levear, og at faerre end 10% oplever



sygdomsdebut efter det 5. levear. Selv om debut i voksenalderen er sjalden, anslas det dog, at
40-60% af patienter med sygdomsdebut i bgrnealderen vil opleve recidiverende eksem ind i
voksenarene eller har en mere persisterende kronisk sygdom, som vil straekke sig ind i
voksenalderen (2).

Gennem de seneste mange ar har Norden som de fleste andre vesteuropaeiske lande oplevet en
stot stigende incidens af AD (20). | Danmark har der veeret rapporteret en stigning i praevalensen
fra 17% til 27% blandt barn og unge i hovedstadsomradet fra 1986 til 2001 (21). Et studie fra 1990
viser en praevalens pa 7% hos danske skolebgrn (22), mens der i et studie er fundet en
aldersjusteret kumulativ incidens, som stabiliserer sig omkring 20% fra 1993 til 1998 (23). Den 1-
arige praevalens for AD blandt voksne (30-89 ar) er blevet rapporteret til 14% (24). Det samlede
antal bern og voksne med behandlingsrefraktaer AD, som har utilstraekkelig effekt af topikal
behandling, ultraviolet behandling og 2 systemiske behandlinger i Danmark, er estimeret til 2.700
patienter (25). Antallet af barn diagnosticeret pa sygehus i alderen 6-11 ar fra 1997 til 2007 er
estimeret til at vaere omtrent 125 pr. ar (19). Medicinradet estimerer, at andelen af barn (6-11
ar) med svaer AD, som er kandidater til dupilumab, anslas at vaere 30-50. Fagudvalget anslar, at
der samlet vil vaere 10-20 nye patienter pr. ar, der vil vaere kandidater til dupilumab (26).

Nuvcerende behandling

Fugtighedscremer med hgjt fedtindhold anbefales altid som en del af behandlingen af AD. Dog
viser denne behandlingsform sig sjaeldent tilstraekkelig for patienter med moderat til svaer AD.
Topikale glukokortoider (TCS) er farstevalg til behandling af AD med disse svaerhedsgrader.
Behandling af flares med TCS varer under normale omstandigheder fra en til 4 uger, hvorefter
dosis skal nedjusteres (1,2). For patienter med svaer AD kan det dog kraeve daglig anvendelse
over en laengere periode, hvilket kan medfere bivirkninger (27). De topikale calcineurin
inhibitorer (TCI) tacrolimus og pimecrolimus er indiceret til brug hos bgrn og er generelt vurderet
som sikre og effektive behandlinger som andenlinjebehandling (2). Dog er anvendelsen af
topikale behandlinger tidskraevende og med rapportering om lav adhaerens (28-30).

Hos patienter med moderat til svaer AD, hvor sygdommen ikke kan kontrolleres tilstraekkeligt
med topikale behandlinger, er intensiveret topikal behandling, ultraviolet (UV) behandling
og/eller systemisk behandling naeste mulighed (2). UV-behandling er tidskraevende, skaber
udfordringer for bgrns dagligdag og indebaerer en risiko for hudkraeft (31). Der er pa nuvaerende
tidspunkt ikke godkendt nogen systemisk behandling af moderat til svaer AD for patienter i
aldersgruppen 6-11 ar. Dog har systemisk behandling i form af methotrexat, azathioprin,
mycophenolat mofetil og ciclosporin vaeret anvendt off-label som standardbehandling gennem en
laengere arraekke. Ciclosporin er godkendt til behandling af svaer AD, men anbefales ikke til
personer under 16 ar (32). Brugen af systemiske kortikosteroider er i dansk kontekst forbeholdt
brug pa kort sigt (2). Azathioprin, methotrexat og mycophenolatmofetil er systemiske
behandlinger, som bliver anvendt off-label mod behandlingsrefraktaer AD for bade voksne og barn
(2). Brugen af azathioprin, methotrexat og mycophenolatmofetil er imidlertid associeret med
potentielle toksiske og livstruende bivirkninger (33-35).



Fakta

Systemisk behandling bruges sjaeldent til barn med AD, hvilket kan skyldes bivirkningsprofilen pa
de eksisterende systemiske behandlingsmuligheder. Et studie af 1.354 danske bgrn med
hospitalsdiagnosticeret AD indikerer, at 92% af patienterne i alderen 6-11 ar primaert bliver
behandlet med TCS. | samme population blev kun 2,9% af patienterne behandlet med systemiske
immundampende praeparater (19). Savel patienter og pargrende som behandlere kan opleve de
nuvarende behandlingsmuligheder som utilstraekkelige. Det har medfert et hidtil ’'unmet need’
for et effektivt og sikkert langtidsvirkende behandlingstilbud til patienter med svaer AD i
aldersgruppen 6-11 ar.

Dupilumab

Dupilumab modtog d. 25. november 2020 Europa-Kommissionens beslutning (EC decision) om
indikationsudvidelsen til behandling af svaer AD hos bern i alderen 6-11 ar, som er kandidater til
systemisk behandling, fra Det Europaeiske Laagemiddelagentur (EMA).

Ud over denne indikation har dupilumab felgende indikationer (36):

Behandling af moderat til svaer AD hos voksne, som er kandidater til systemisk behandling
(EC decision 27-Sep-2017).

Tillaeg til vedligeholdelsesbehandling til voksne og unge fra 12 ar og derover med svaer
astma med type 2-inflammation karakteriseret ved forhajet eosinofiltal i blodet og/eller
forhgjet FeNO, der ikke er tilstraskkeligt kontrolleret med hgaj dosis.
Inhalationskortikosteroid plus et andet laegemiddel til vedligeholdelsesbehandling (EC
decision 6-May-2019).

Tillaegsbehandling med intranasal kortikosteroid til behandling af svaer CRSWNP hos
voksne, for hvem behandling med systemisk kortikosteroid og/eller operation ikke yder
tilstraekkelig sygdomskontrol (EC decision 24-Oct-2019).

Denne rapport praesenterer en omkostning pr. patient-analyse forbundet med brugen af
dupilumab og en budgetkonsekvensanalyse ved en udvidelse af indikationen for dupilumab som
standardbehandling for patienter med moderat til svaer AD i aldersgruppen 6-11 ar.

Patienter, som lider af enten allergisk astma eller svcer astma med type 2-inflammation karakteriseret
ved eosinofili ud over svcer AD, har indtil nu modtaget separat behandling for de 2 sygdomme. |
fremtiden vil disse patienter kunne behandles med Dupixent® (dupilumab) alene (det forventes, at
dupilumab ogsa vil f& en indikation til behandling af astma hos begrn), hvilkket medfarer, at man
fremover vil kunne spare astmabehandling med hhv. Xolair® for patienter med komorbid allergisk
astma og behandling med Nucala® for patienter, som lider af svaer astma med type 2-inflammation
karakteriseret ved eosinofili.

Godkendelse af dupilumab som mulig standardbehandling til patienter (6-11 &r) med sveer AD vil
derfor medfare en indirekte besparelse p& 47.833 kr. det farste ar for patienter med komorbid svcer
astma med type 2-inflammation karakteriseret ved eosinofili og 43.666 kr. det farste dr for patienter
med komorbid allergisk astma.!

! Beregningeme i faktaarket ovenfor er baseret pd apotekets indkabspris pd& hhv. Nucala® og Xolair® d. 4. februar
2021. For begge behandlingstyper har vi antaget, at en patient i alderen 6-11 &r med kropsveegt pd 30,5 kg
behandles hver 4. uge med hhv. 225 mg Xolair® (under antagelse om 200-300 IgE) og 40 mg Nucala®.



1.1 Beskrivelse af patientpopulation

Den metode, som fagudvalget anerkender til at definere svaerhedsgraden for AD, beror pa en
laegefaglig vurdering ved brug af Eczema Area and Severity Index (EASI) eller SCORing Atopic
Dermatitis (SCORAD). Bade EASI og SCORAD indekserer udbredelsen af sygdommen, graden af
hudaffektion samt hyppigheden af opblussen. SCORAD er baseret pa en mere subjektiv vurdering
af klge og sevnmangel. EASI vurderes derimod objektivt i form af graden af hudaffektion pr.
kropsdel. Svaer AD males med SCORAD til >50, hvor svaer AD ifalge EASI er (21,1-50), og rigtig
svaer AD er (50,1-72) (26).

Derudover anerkender fagudvalget svaer lokaliseret eksem, hvor sygdommen grundet den
indskraenkede udbredelse ikke ngdvendigvis vil kunne defineres som svaer ifglge en SCORAD eller
EASI. | disse tilfaelde anbefaler fagudvalget, at der skal tages hejde for patientperspektivet, fx
ved brug af spgrgeskemaer rettet mod livskvalitet (CDLQI), og patientens oplevede svaerhedsgrad
af eksemet ved brug af Patient-Oriented Eczema Measure (POEM).

Derfor har fagudvalget defineret fglgende population, hvor behandling af dupilumab findes
relevant (populationen er gaeldende for alle kliniske spgrgsmal):

Patienter i alderen 6-11 ar med svaer atopisk eksem, som har haft utilstraekkelig effekt af
optimeret lokalbehandling og én systemisk behandling eller vurderes ikke at vaere
kandidater til nuveerende systemiske behandling (26).

Fagudvalget vurderer, at der aktuelt er mellem 30 og 50 patienter i alderen 6-11 ar, som pa
nuvarende tidspunkt vil vaere kandidater til behandling med dupilumab. Desuden vurderer
fagudvalget, at der vil vaere 10-20 nye patienter pr. ar i alderen 6-11 ar, der vil vaere kandidater
til behandling med dupilumab (26).

1.2 Kliniske spgrgsmal

Medicinradets protokol anvender 2 kliniske spargsmal til vurdering af den vaerdi, som dupilumab
har for patienterne (26):

Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med placebo og
optimeret lokalbehandling til patienter i alderen 6-11 dr med svaer atopisk eksem, som har
haft utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk behandling,
eller vurderes ikke at vaere kandidater til nuvaerende systemisk behandling?

Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med systemisk
behandling (methotrexat, azathioprin, ciclosporin, mycophenolat mofetil) og optimeret
lokalbehandling til patienter i alderen 6-11 dr med sveer atopisk eksem, som har haft
utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk behandling,
eller vurderes ikke at vaere kandidater til nuvaerende systemisk behandling?

Denne rapport praesenterer resultaterne for 2 separate omkostning pr. patient-analyser og
budgetkonsekvensberegninger, der hver analyserer omkostningerne forbundet med en



indikationsudvidelse af dupilumab til patienter i den relevante patientpopulation sammenlignhet
med hhv. placebobehandling og systemisk behandling.

Bade omkostning pr. patient-analyser og budgetkonsekvensberegninger er gennemfert i Excel, og
Excelmodellen er sendt med denne rapport. Vi har gjort modellen fleksibel, sa brugeren kan
a&ndre flere af modellens antagelser og input. Det giver brugeren mulighed for at kunne udfere
egne felsomhedsanalyser pa modellen. Afsnit 6 i rapporten indeholder udvalgte
falsomhedsanalyser, som har til formal at tydeliggare, hvor falsomme resultaterne er over for
andringer i input.

| overensstemmelse med Medicinradets metodevejledning indeholder omkostningsanalyserne
felgende komponenter (37):

Medicinomkostninger
Hospitalsomkostninger
Tvaersektorielle omkostninger
Patientomkostninger.



2 Metode: Omkostning pr. patient-
analyse

2.1 Beskrivelse af dupilumab og dets anvendelsesomrdde

Dupilumab, med handelsnavnet Dupixent®, er indikeret til behandling af svaer AD hos voksne og
unge i alderen 6-11 ar og derover, som er kandidater til systemisk behandling (38).

Dupilumab er en biologisk behandling i form af et monoklonalt antistof, som haammer interleukin
4 (IL-4) samt interleukin 13 (IL-13) signalering.

IL-4- og IL-13-cytokinerne er ngglespillere ved type 2-inflammatoriske sygdomme som AD,
allergisk rhinit og kronisk rhinosinuit med naesepolypper (4,39). Ved blokering af IL-

4Ra receptorsubenheden bremses effekterne af IL-4 og IL-13, hvorfor behandling med dupilumab
ikke blot har effekt pa AD men ogsa pa komorbide type 2-inflammatoriske sygdomme, der ofte
ses blandt patienter med moderat til svaer AD.

Dupilumab administreres subkutant. For patienter i aldersgruppen 6-11 ar er dupilumab ikke
godkendt til at kunne administreres af patienten selv. | denne population administreres dosis
med en fyldt injektionssprajte. Ved kropsvaegt fra 15 kg til under 60 kg anbefales initialdosis pa
dag 1 og dag 15 pa 300 mg givet som én injektion og vedligeholdelsesdosis pa 300 mg hver fjerde
uge. Langt de fleste patienter behandles med denne dosis (dette er base case analysen), selvom
dosis kan gges til 200 mg hver anden uge hos patienter med fra 15 kg til under 60 kg baseret pa
en laegefaglig vurdering (38).

Tilsvarende anbefales der en initialdosis pa 600 mg (2 injektioner af 300 mg) og
vedligeholdelsesdosis pa 300 mg hver anden uge for patienter med kropsvaegt pa 60 kg eller
derover (38).

Tilstraekkeligheden af behandlingen bgr vurderes efter 16 uger. Patienter, der oplever hel eller
delvis respons i lgbet af den ferste behandlingsperiode, kan efterfelgende opna bedring ved at
fortsaette behandlingen ud over de farste 16 uger. Ved manglende respons efter 16 uger bgr det
overvejes ud fra en laegefaglig vurdering, om patienten skal stoppe behandlingen.

Tabel 1 Lcegemiddelskarakteristika
Dupixent®
Aktiv ingrediens Dupilumab
ATC-kode D11AHO5
Markedsferingstilladelse 26. sep. 2017
Kilde (38)



Tabel 2

2.2 Komparatorer

Ifglge Medicinradets protokol er de relevante komparatorer placebo for klinisk spargsmal 1 og
systemiske behandlinger (methotrexat, ciclosporin, azathioprin og mycophenolatmofetil) for
klinisk spgrgsmal 2 (26).

Der findes pa nuvaerende tidspunkt ingen godkendte systemiske behandlinger til patienter med
svaer AD i alderen 6-11 ar. Dog forekommer off label-behandling med systemiske praeparater i
nogen grad, men systemisk behandling kan vaere forbundet med alvorlige bivirkninger.

Placebo vil blive anvendt som komparator i form af et hypotetisk behandlingsscenarie til
besvarelse af klinisk spgrgsmal 1. Pa nuvaerende tidspunkt findes der ikke nogen godkendte
systemiske behandlinger. Ifglge fagudvalget er methotrexat som regel farstevalg, og jf. et
ekspertinterview (se afsnit 2.3) vurderes methotrexat som ferstevalg. Tilsammen gor dette, at
methotrexat er medtaget i base case-analysen ved besvarelsen af klinisk spargsmal 2 for
systemisk behandling. Dog vil den medfelgende Excelmodel indeholde omkostning pr. patient-
analyser samt budgetkonsekvensanalyser, hvor hhv. ciclosporin, azathioprin og
mycophenolatmofetil er komparatorer. Tabel 2 angiver laagemiddelkarakteristika for de 4
systemiske komparatorer vedr. det andet kliniske spgrgsmal.

Leegemiddelskarakteristika for praeparater, der bruges til systemisk behandling

Emthexate Ciqorin Azathioprin Mycophenolatmofetil
Aktiv ingrediens Methotrexat Ciclosporin  Azathioprin ~ Mycophenolatmofetil
ATC-kode LO4AX03 LO4ADO1 L04AX01 LO4AA06

Systemisk behandling

De 4 ovenfornavnte behandlingsalternativer er systemiske behandlinger. De anvendes til
patienter, der oplever utilstraekkelig respons pa lokalbehandling. Systemisk terapi kraever
regelmaessig kontrol af patientens kliniske og biokemiske mal, og derfor er labende kontrol
ngdvendig. Det er en forudsaetning for systemisk behandling, at lokalbehandling er optimeret
med fugtighedscreme og suppleret med topikale calcineurininhibitorer (26).

Methotrexat, azathioprin og mycophenolatmofetil har alle begraenset og langsomt indsaettende
effekt. Sekventiel afpravning af disse behandlingsalternativer kan derfor resultere i flere
maneders forsinkelse i at opna effekt. Ciclosporin er derimod kendetegnet ved en hurtigt
indsaettende effekt, men grundet bivirkningsprofilen anbefales ciclosporin kun som kortvarende
behandlingsalternativ.

Ovennavnte, samt det, at den relevante population har en relativt beskeden starrelse, har
medfart, at meget fa patienter pabegynder systemisk behandling, og at behandlingerne ofte
bliver pabegyndt som falge af en akut forvaerring af sygdommen (flare).



2.3 Perspektiv og konsekvenser for forskellige aktgrer

Denne rapport er begranset til at analysere de omkostninger, der er forbundet med en udvidelse
af indikationen for dupilumab som standardbehandling for patienter i aldersgruppen 6-11 ar med
svaer AD i et dansk perspektiv. Vi benytter et begraenset samfundsperspektiv i analysen, jf.
Medicinradets metodevejledning (37).

Enhedsomkostningerne, der er brugt i analysen, stammer fra Medicinradets oversigt
”Veaerdisaetning af enhedsomkostninger” (40), Sundhedsdatastyrelsens takstvejledning for 2021
(41), honorarer for primaersektoren og medicinpriser.dk (42).

Derudover har vi som en del af analysen faet input fra en klinisk professor og en overlaege med
speciale i dermatologi for at fa indblik i den nuvaerende kliniske praksis for behandling af
patienter i alderen 6-11 ar med svaer AD.

De 2 interviewede er:

Overlaege og klinisk professor Tove Agner, Bispebjerg og Frederiksberg Hospital
Overlaege og lektor Christian Vestergaard, Aarhus Universitetshospital.

| trad med Medicinradets anbefaling vil analysen inkludere laagemiddelsomkostninger,
hospitalsomkostninger, tvarsektorielle omkostninger og patientomkostninger. Der vil ikke indga
produktionstab i analyserne (37).

2.4 Tidshorisont

Ifalge Medicinradets metodevejledning skal analysens tidshorisont vaere lang nok til at opfange
alle vigtige forskelle i omkostninger, der er relateret til behandling med laegemidlet (37). Da
data og erfaring med systemisk behandling af patienter med svaer AD er relativt beskeden, er det
svaert at fastsaette den relevante behandlingslaengde, som vil medtage alle relevante
omkostninger relateret til behandlingen. Overvejelser fra fagudvalget om at seponere behandling
med dupilumab efter 6 maneder med fravaer af kliniske symptomer hos patienter og med farste
vurdering efter 16 uger (jf. afsnit 2.1) har givet anledning til at vaelge en behandlingslaengde pa
10 maneder (16 uger + 6 maneder) i base case-analysen (26). Dog kan flere behandlingslangder
frit vaelges i modellen. Den maksimale behandlingslaengde er 72 maneder, hvilket skyldes
populationen pa 6-11 ar, som en patient maksimalt kan tilhere i 6 ar (72 maneder). Den
maksimale behandlingslaengde pa 72 maneder skal ogsa ses i den kontekst, at behandling med
dupilumab til 12-17-arige (og voksne) allerede er anbefalet af Medicinradet.



2.5 Diskontering

| omkostning pr. patient-analysen bruger vi en diskonteringsrate pa 3,5% for alle omkostninger,
som afholdes efter ar 1 (43). Vi diskonterer ikke i budgetkonsekvensanalysen, jf. Medicinradets
metodevejledning (37).

2.6 Modelbeskrivelse

Alle patienter i modellen behandles for svaer AD med enten dupilumab eller med komparator.
Komparator i modellen er placebo for klinisk spargsmal 1 og systemisk behandling for klinisk
spargsmal 2. Som beskrevet tidligere har vi valgt methotrexat som baselinekomparator i
omkostningsanalysen for systemisk behandling af patienter. Dog er modellen fleksibel, og
brugeren kan frit vaelge mellem alle systemiske komparatorer ved at bruge den medfelgende
Excelmodel.

Nogle patienter i behandling for svaer AD vil opleve en pludselig opblussen af sygdommen, mens
de modtager behandling. Disse forvaerringer kendes som flares og vil som regel medfere et ekstra
ambulant besag, hvor behandlingen justeres efter omfanget af forvaerringen. | analysen antager
vi, at patienter, der oplever flares, ikke afbryder deres behandling med dupilumab eller den
valgte komparator.

Der foreligger meget fa data pa laengden af dupilumabbehandling for patienter i aldersgruppen 6-
11 ar. | modellens base case antager vi en behandlingslangde pa 10 maneder. De 10 maneder er
valgt, da Medicinradet anbefaler, at effekten af dupilumabbehandling evalueres efter 16 ugers
behandling, og at fagudvalget anbefaler seponering efter 6 maneder med fravaer af kliniske
symptomer for bgrn (26).

Frafald efter 16 uger

Ifalge SmPC for dupilumab ber tilstraekkeligheden af behandlingen vurderes efter 16 uger (36).
Patienter, der oplever hel eller delvis respons i lgbet af den fgrste behandlingsperiode, kan
efterfalgende opna bedring ved at fortsaette behandlingen. Patienter, der ikke oplever den
gnskede respons, bgr omvendt tages af behandling efter 16 uger. Ifglge de danske
behandlingsguidelines kan patienter ikke fortsatte behandlingen, hvis ikke de opnar mindst
EASI50.

Omkostningsanalysen modellerer derfor dette patientfrafald efter 16 uger. Specifikt antager
modellen som baseline et patientfrafald for dupilumab pa 1,5%. Pa samme made antager vi, at
18%, 8,3%, 10,3%, 8,5% og 0% frafalder behandling med hhv. ciclosporin, azathiorprin,
methotrexat, mychophenolat mofetil og placebo baseret pa udvalgte studier (44,45).

Patientfrafald er beregnet baseret pa 2 ars frafald (44,45) som er omregnet til 16 ugers frafald i
den medsendte Excelmodel.



Tabel 3

I modellen vil patienter, som ved 16 ugers evalueringen bliver taget af behandling, blive
beregnet med omkostninger svarende til placebo i den resterende periode.

2.7 Medicinomkostninger

Medicinomkostningerne er baseret pa apotekets indkabspris (AIP) og er tilgaet d. 20. januar 2021.
Tabel 3 viser styrken, pakningen og medicinpriserne for de inkluderede praeparater.

Apotekernes indkgbspris for de inkluderede preeparater

Produkt Styrke, mg Pakning AIP, kr.
Dupilumab 200 2 stk. inj.-vaeske, oplasning 8.620,34
Dupilumab 300 2 stk. inj.-vaeske, oplasning 9.128,10
Ciclosporin 100 50 stk. blister 985,00
Azathioprin 50 100 stk. filmovertrukne tabletter 81,20
Methotrexat 2,5 100 stk. tabletter 60,00
Methotrexat injektion 15 4 stk. inj.-penne 688,00
Mycophenolatmofetil 500 150 stk. (blister) filmovertrukne tabletter 360,00

Kilde: www.medicinpriser.dk, d. 20. januar 2021.

Note: For ciclosporin, azathioprin, methotrexat og mycophenolatmofetil har vi valgt produktet med den laveste pris pr. mg d.
20. januar 2021. Styrken pr. tablet eller kapsel repraesenterer ikke ngdvendigvis den valgte styrke i klinisk praksis. Da vi har
valgt den lavest mulige pris pr. mg, og behandling med dupilumab reducerer behovet for optimeret lokalbehandling, er der
saledes tale om en konservativ tilgang.

For methotrexat injektion er valgt den laveste pris for produkter med hhv. tabletter og pen som administrationsform.

Ifalge SmPC for dupilumab er den anbefalede injektionsdosis for patienter i alderen 6-11 ar med
svaer AD 300 mg for bade patienter, der vejer mellem 15 og 59 kg, og for patienter, der vejer 60
kg eller derover.

Der er ikke lavet nogen antagelse om gennemsnitsvaegten for patientpopulationen i Medicinradets
behandlingsvejledning. Vi baserer derfor analysens beregninger for dosis pa en gennemsnitsvaegt
pa 30,5 kg, hvilket svarer til gennemsnittet af medianvaegtene indikeret for en 9-arig ifalge
danske vaegtkurver (46,47). Ifglge samme vaegtkurver er 97,5%-percentilen for vaegtfordelingen
61 kg for piger og 64 kg for drenge, begge grupper pa 12 ar (46,47). Desuden er 97,5%-percentilen
for alle under 12 lavere end 60 kg, hvilket betyder, at vi antager, at 99% af alle patienter i
aldersgruppen 6-11 ar vejer under 60 kg. Begrundelsen for at bruge ovenstaende beregning er, at
selvom patienter bade over og under 60 kg behandles med 300 mg dupilumab, administreres de
hhv. hver anden uge (over 60 kg) og hver fjerde uge (under 60 kg) jf. Medicinradets protokol

(26).



Fakta

Tabel 4

Voksne, 12-17-arige og é-11-Arige (over 60 kg) AD-patienter behandles med dupilumab (300 mg) hver
2. uge. Langt de fleste 6-11-arige AD-patienter vil blive behandlet med dupilumab (300 mg) hver 4.
uge.

Sammenlignet med celdre patienter vil de direkte medicinomkostninger il dupilumab alfsé& udgere det
halve for de 6-11-drige patienter.

Som det kan ses fra Tabel 4, gaelder det ogsa for alle komparatorer, at styrken af behandlingen
bestemmes ud fra patientens kropsvaegt. Medicinomkostningerne er af den grund beregnet ud fra
middelvaerdien af intervallet for hgjeste og laveste dosis, samt antagelsen om en
gennemsnitsvaegt for patienterne pa 30,5 kg. Dosisberegning er vaegten (30,5 kg) gange
gennemsnittet af ’anbefalet dosis-intervallet’. Dosis antaget i base case-analysen er tilpasset ift.
pakkestgrrelse pa de relevante praparater.

For den systemiske komparator methotrexat, som er medtaget i baselineanalysen, galder det, at
denne bade er medtaget som tablet og injektionspen. Det skyldes, at interviews med kliniske
eksperter gjorde det klart, at en mindre gruppe ikke taler tabletter i laengere tid og derfor far
behandling med penne. Ifglge de kliniske eksperter er der tale om ca. 30% af patienterne pa
methotrexat.

Anbefalet dosis for behandling med komparatorer

Produkt Anbefalet dosis
Ciclosporin 2-5 mg/kg
Azathioprin 1-3 mg/kg/dag
Methotrexat 0,3-0,6 mg/kg/uge
Mycophenolatmofetil 30-50 mg/kg/dag

Kilde: Anbefalet dosis er baseret pa Medicinradet protokol for dupilumab til svaer AD for patienter i alderen 6-11 ar (26).
Note: Der opstartes pa 5 mg/kg og reduceres gradvist, afhaengigt af effekt og bivirkninger for ciclosporin.
Note: Ikke over 25 mg/uge for methotrexat.

Som tillaeg til systemisk behandling eller behandling med dupilumab anbefales der altid
fugtighedscremer med hgjt fedtindhold. Derudover vil en andel af patienterne sandsynligvis
fortsaette behandling med topikale glukokortoider under deres behandlingsforleb med dupilumab
eller komparator (1). Da omkostningen til behandling med fugtighedscremer og topikale
glukokortoider forventes at vaere ens for dupilumabbehandlede patienter og patienter behandlet
med komparator, er disse udeladt fra analysen.

2.8 Hospitalsomkostninger

Vi opdeler hospitalsomkostninger i hhv. omkostninger til opstartsbehandling, ambulante
kontrolbesgg, blodpravekontroller udfert ambulant og behandlingsomkostninger ved flares.



Tabel 5

Da opstartsdosis ved behandling med dupilumab bliver givet som subkutan injektion under et
ambulant besgg, og da sterstedelen af de patienter, som oplever en flare, bliver behandlet
ambulant, bruger vi DRG-takster som enhedsomkostninger. De anvendte DRG-takster er fundet
via Interaktiv DRG (41).

De indtastede parametre er en 7-arig patient med AD ved fysisk fremmade til et ambulant besgg
(41).

Ressourceforbruget til de ovennaevnte ambulante kontakter baseret pa interaktiv DRG er angivet
i tabel 5. | Excelmodellen kan man fleksibelt a&ndre interaktiv DRG-taksterne til
omkostningsanalysen, hvis man gnsker at anvende en anden takst. Resultaterne fra denne analyse
vil blive praesenteret blandt falsomhedsanalyserne i afsnit 5.2.

Omkostning pr. ambulant besgg pa hospital

Ambulant besgg, 1.735 kr.
AD-patient, mindst 7 ar, 2021 DRG

Kilde: 2021 DRG, Interaktiv DRG (41).

Hospitalsomkostninger ved opstartsbehandling

Dupilumab har indikation til hjemmebehandling. Dog bgr dupilumab ferst udskrives til
hjemmebehandling, efter patienten og/eller omsorgspersoner har modtaget passende
undervisning/oplaring i at forberede og administrere dupilumab (36). Baseret pa interviews med
2 klinikere antager vi derfor, at de ferste 2 administrationer foregar pa hospital, mens de
resterende administrationer foregar som hjemmebehandling. For patienter mellem 15 kg og 59 kg
administreres dupilumab 2 gange inden for de fgrste 15 dage, hvorefter det administreres hver
fjerde uge. For patienter pa 60 kg eller derover administreres dupilumab med en startdosis,
hvorefter det administreres hver anden uge (38). For den systemiske behandling er der inkluderet
(inden for de farste 16 uger) i gennemsnit 1,3 ambulante besag for methotrexat (imod 1
ambulant besgg for ciclosporin, 1 ambulant besag for azathioprin og 1 ambulant besgg for
mycophenolatmofetil). De 1,3 ambulante besag for methotrexat skyldes delvist 1 ambulant besag
ved opstart af standard-tabletbehandling samt 1 ambulant besgg ved de 30% af patienterne, som
jf. det kliniske ekspertinterview skifter fra tabletbehandling til injektionsbehandling.

Hospitalsomkostninger til behandling af flares

Som tidligere beskrevet vil en andel af patienterne i alderen 6-11 ar med svar AD opleve flares i
forbindelse med deres sygdom. | LIBERTY AD CHRONOS-studiet findes en oversigt over det
gennemsnitlige antal af arlige flares pr. patientar (48). Nar patienterne behandles med placebo,
far de i gennemsnit 0,49 flares pr. ar, mens de under behandling med dupilumab i gennemsnit far
0,15 flares.



Det har ikke vaeret muligt at finde et studie, som kan bidrage med viden om antallet af flares for
patienter i systemisk behandling eller for patienter i alderen 6-11 ar. Vi antager derfor, at
patienter i systemisk behandling far det gennemsnitlige antal flares mellem placebo og
dupilumab, svarende til 0,32 flares pr. ar.

| omkostningsanalysen antager vi, at disse flares medfgrer et ambulant besgg, hvor behandling
kan justeres i forhold til svaerhedsgraden. Omkostningen for et ambulant besgg fremgar af Tabel
5.

Hospitalsomkostninger til kontrolbesag og blodpravekontroller

Nar en patient er i behandling med enten dupilumab eller en af komparatorerne, kraver det, at
patienten gar til jaevnlig kontrol og far malt sine kliniske og biokemiske vaerdier. Begge klinikere
har i interviewene beskrevet det almindelige behandlingsforlgb for patienter, der behandles med
dupilumab, placebo eller systemisk behandling.

Kontrolbesag

Behandlingsforlgbet med dupilumab, placebo eller 1 af de 4 systemiske komparatorbehandlinger
indledes med en ambulant kontakt, hvorefter behandlingen udskrives. Efterfglgende indkaldes
patienterne til kontrolbesag og blodprevekontrol, jf. beskrivelsen herunder.

Ifelge de kliniske eksperter er det ved behandling med dupilumab normal praksis, at patienten
bliver indkaldt til kontrolbesgg 1-2 gange de farste 16 uger, 3-4 gange det farste ar og 2-3 gange
de efterfalgende ar. Vi antager derfor, at den gennemsnitlige patient i behandling med
dupilumab vil have 1,5 kontrolbesgg i gennemsnit de farste 16 uger, 3,5 besgg i gennemsnit det
farste ar og 2,5 besgg i gennemsnit de efterfglgende ar. Denne information er bl.a. benyttet i
Excelmodellen, hvis tidshorisonten justeres.

Kontrolbesag forbundet med systemiske behandlinger baseret pa ekspertinterviews antages at
vaere 1,5 besgg i de farste 16 uger, 4,5 besag de farste ar og 3,5 besag i resterende ar.

Patienter pa placebo ville hypotetisk set blive monitoreret pa ambulatoriet til 3 akutte besgg om
aret og derudover faste kontrolbesgg hver 3. maned.

Omkostningen for et ambulant besgg fremgar af Tabel 5.

Blodprgvekontrol

Grundet bivirkningsprofilerne for komparatorbehandlingerne bliver patienter, der er startet pa
disse behandlinger, indkaldt til blodprevekontroller, som ligger ud over de regelmaessige
kontroller. Ifglge de kliniske ekspertinterviews varierer den kliniske praksis for, hvor ofte
patienterne bliver indkaldt til blodpravekontroller pa tvaers af regioner. Baseret pa udsagnene fra
de 2 klinikere antager vi i modellen, at patienter behandlet med dupilumab ikke bliver indkaldt
til blodprgvekontrol, da disse er udfaset. Yderligere er det ikke navnt i SmPC for dupilumab, at
det er ngdvendigt at foretage jaevnlige blodpr@gvekontroller under behandlingsforlgbet. For
placebo ville patienter ikke blive indkaldt til blodpravekontroller. For de systemiske behandlinger



Tabel 6

estimerer de kliniske eksperter, at patienterne ses til blodprevekontroller 3-6 (antaget 4,5)
gange i lgbet af de farste 16 uger, 3-11 (antaget 7) gange i labet af det farste ar og 0-8 (antaget
4) gange i de efterfglgende ar.

Det er ikke alle blodpravekontroller, der foretages ambulant. Mere specifikt varierer det pa
tvaers af regionerne, om de bliver udfert i almen praksis eller ambulant. Som baseline estimerer
vi, at ca. 85% af blodpravekontrollerne tages ambulant baseret pa, at det - sa vidt vi er
informeret - kun er Region Nordjylland, som far foretaget blodpravekontroller i primaersektoren.

Omkostningen for et ambulant besgg fremgar af Tabel 5. | tillaeg er der omkostninger forbundet
med blodprgvekontrol i primaersektoren, som fremgar af afsnit 2.9.

2.9 Tvcersektorielle omkostninger

De tvaersektorielle omkostninger indeholder de omkostninger, der er i sundhedssektoren, men
som falder uden for hospitalet, fx besgg hos egen laege, jf. Medicinradets metodevejledning (37).

Tvcersektorielle omkostninger forbundet med bivirkninger

Tabel 6 gengiver listen fra produktresuméet over bivirkninger forbundet med behandling med
dupilumab for AD. Ud fra listen vurderer de kliniske eksperter, at
gjenbetaendelse/gjenlagsbetandelse er den eneste ressourceudlgsende bivirkning. Derudover
vurderer de, at behandling med dupilumab medfgrer, at 28% af patienterne vil opleve at fa
gjenbetandelse inden for det farste ar (49), og at hhv. 10% og 5% af de 28% (det vil sige 2,8% og
1,4%) vil have behov for en gjenlaegekonsultation i lgbet af det farste og i de efterfalgende ar.
Omkostningen til en gjenlaegekonsultation er 255,92 kr. ved 1. konsultation (50), og med 0,028
arlige besgg pr. patient bliver den samlede arlige omkostning pr. patient 7.20 kr.

Liste over bivirkninger ved behandling med dupilumab for AD

Bivirkning Hyppighed MedDRA Systemorganklasse
Conjunctivitis Almindelig Infektioner og parasiteere sygdomme
Oral herpes Almindelig

Eosinofili Almindelig Blod og lymfesystem
E::I:;?;::i?om/serumsygdomsllgnende Meget sjaelden Immunsystemet
Hovedpine Almindelig Nervesystemet
Allergisk conjunctivitis Almindelig @jne
Klgende gjne Almindelig

@jenlagsbetandelse Almindelig

Reaktioner pa administrationsstedet Meget almindelig AT S N O [N Bs 2

administrationsstedet

Kilde: Dupilumab SmPC (38).
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Baseret pa udsagn fra de kliniske eksperter er der ligeledes vasentlige bivirkninger forbundet
med behandling med de systemiske behandlinger. For methotrexat findes en raekke bivirkninger,
som kan fare til besgg ved egen laege. Ifalge bivirkningsprofilen, som er beskrevet pa
pro.medicin.dk, er bivirkninger som abdominalsmerter, hovedpine, hoste og nedsat appetit
meget almindelige; de forekommer hos mere end 10% af patienterne og ferer ofte til beseg hos
egen laege. Omkostninger i denne forbindelse er beregnet baseret pa konsultationsydelsen for
praktiserende laeger pa 146,25 kr. samt en antagelse om, at 15% af patienterne oplever
bivirkninger, der medfarer laegebesgg det farste ar og 10% de efterfglgende ar. Antagelserne er
baseret pa bivirkningsprofilen fra pro.medicin.dk (51).

Tveersektorielle omkostninger forbundet med blodprgver taget i almen praksis

Som beskrevet tidligere varierer det fra region til region, om blodprgvekontroller foretages
ambulant eller i almen praksis. Vi antager i omkostningsanalysen, at 15% af
blodpravekontrollerne foretages i almen praksis, hvilket er baseret pa, at det, sa vidt vi er
informeret, kun er i Region Nordjylland, at blodprgvekontroller foretages i primaersektoren.
Omkostningen forbundet med blodpravekontroller i almen praksis er beregnet pa baggrund af
ydelsen for praktiserende laeger pa 146,25 kr. pr. konsultation samt 50,10 kr. pr. blodprave (52).

2.10 Patientomkostninger

| dette afsnit beskriver vi de omkostninger, der er for en patient, som er i behandling for svaer
AD. Vi inkluderer transportomkostningen ved hvert hospitalsbesag samt besgg i primaersektoren
(almen praksis og @jenlaegen) og beregner derudover en omkostning baseret pa patientens
tidsforbrug og pargrendes tidsforbrug, her foraldrene til patienten. Vaerdien af parerendes tid
afspejler en betalingsvillighed for at mgde op til konsultation. Vi antager, at dette gaelder for
bade barn og pargrende.

Tabel 7 er en oversigt over de enhedsomkostninger, som indgar i analysen. Vi benytter den
transport- og patientomkostning, der er angivet i Medicinradets vaerdisaetning af
enhedsomkostninger (40).

Vceerdianscettelse af patienttid

kr.
Transportomkostning pr. hospitalskontakt 100
Patientomkostning for patienten pr. time 179
Parerendeomkostninger pr. time 179

Kilde: Medicinradets vaerdisaetning af enhedsomkostninger (40).
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Patientfomkostninger ved opstartsbehandling

Vi har baseret den tid, patienterne bruger i forbindelse med medicinadministration, pa udsagn
fra de 2 kliniske eksperter (jf. afsnit 2.8). Begge papeger, at de to fgrste administrationer af
dupilumab foretages ambulant, samtidig med at patienten og/eller omsorgspersoner modtager
den ngdvendige undervisning i forberedelse og administration af dupilumab, inden
hjemmebehandling kan pabegyndes. Vi antager, at et ambulant besgg inkl. ventetid og transport
tager 2 timer ved opstart af dupilumabbehandling.

Ved opstart af systemisk behandling antager vi, at et ambulant besgg inkl. ventetid og transport
tager 1,5 timer.

Patientomkostninger til andre ambulante kontakter

Som tidligere beskrevet daekker andre ambulante kontakter over ambulante kontakter i
forbindelse med kontroller, blodprgvekontroller foretaget ambulant samt ambulant behandling af
flares. Vi antager, at et ambulant besgg inkl. ventetid og transport tager 1,5 timer.

Patientomkostninger til besgg i primcersektoren

Besog i primaersektoren daekker over besgg hos gjenlaegen i forbindelse med bivirkninger ved
behandling med dupilumab, samt besag i almen praksis pga. bivirkninger i forbindelse med
behandling med komparator. Vi antager, at et gjenlaegebesgg samt andre besgg i primaersektoren
i gennemsnit varer 1 time inkl. tid til transport, ventetid hos laegen og selve konsultationen.

Tabel 8 viser en oversigt over antagelserne om patientens tidsforbrug i forbindelse med de givne
behandlingstyper.

Patienttid (inkl. transporttid) i forbindelse med:

Timer
Ambulant behandling/kontrol 1,50
Opstartsbehandling: dupilumab 2,00
Konsultation: @jenlaege/almen praksis 1,00

Kilde: Antagelse baseret pa interviews med kliniske eksperter.

2.11 Metode: felsomhedsanalyser

Den udviklede Excelmodel indeholder ikke et separat afsnit med fglsomhedsanalyser. | stedet er
modellen sat op til, at brugeren selv kan foretage felsomhedsanalyser ved at aendre i modellens
input og antagelser. Dog vil vi i afsnit 5.2 praesentere resultaterne for et antal relevante
felsomhedsanalyser. | den forbindelse har vi identificeret fglgende usikkerheder, som kan pavirke
resultatet af vores baselineanalyse:



Behandlingslaengden for patienter med AD, som responderer positivt pa behandling med
dupilumab eller et af de givne behandlingsalternativer (fra 10 maneder til 18 maneder)

Inkludering af blodprgvekontroller for patienter, som bliver behandlet med dupilumab

Systemisk behandling i form af methotrexat udelukkende som tabletter (uden
injektionsbehandlinger)

DRG-takst for ambulante besgg til 6-arige (1.477 kr.) (i stedet for takst for ’mindst 7-
arige).

Dosis ages til 200 mg hver anden uge hos en andel af patienterne (fra 15 kg til under 60
kg) baseret pa en laegefaglig vurdering.

Den farste usikkerhed i modellen vedrgrer behandlingslaengden for patienter med svaer AD, som
responderer positivt pa behandling med enten dupilumab eller komparator. Begge klinikere gav i
interviewene udtryk for, at de forventede nogen variation i behandlingslaengden. Dupilumab har
haft indikation til voksne med AD i en mindre arrackke, og derfor er data og erfaring med
behandlingslaengden stadig meget sparsomme. For at adressere denne usikkerhed praesenterer vi
i afsnit 5.2 resultaterne fra falsomhedsanalyser, hvor vi varierer den gennemsnitlige
behandlingslaengde med dupilumab og komparatorbehandling fra 10 til 18 maneder.

Grundet bivirkningsprofilerne for komparatorerne udger blodprgvekontroller en vigtig del af
behandlingsmonitoreringen. Ifglge den forelgbige ansggning for dupilumab er det ikke ngdvendigt
at foretage jaevnlige blodprevekontroller under behandlingsforlgbet. Det er bekraeftet af de
kliniske eksperter, men vi har gennemfert en falsomhedsanalyse, hvor der foretages
blodpravekontroller pa patienter, som modtager behandling med dupilumab. Derfor prasenterer
vi sidst i afsnit 5.2 resultaterne fra en omkostningsanalyse, hvor vi inkluderer de omkostninger,
der er forbundet med blodprgvekontroller med samme frekvens som ved behandling med
komparator til dupilumabbehandlede patienter.

Som en falsomhedsanalyse pa patienter i systemisk behandling med methotrexat praesenterer vi i
afsnit 5.2 resultaterne fra falsomhedsanalyser, hvor vi aendrer til 100% tabletbehandling i stedet
for 70% tablet- og 30% injektionsbehandling.

Endnu en fglsomhedsanalyse vedr. DRG-taksten for ambulante besgg. Her indsaettes DRG-taksten
for et ambulant besgg til 6-arige pa 1.477 kr. i stedet for DRG-taksten for ’mindst 7-arige pa
1.735 kr.

Dosis kan gges til 200 mg hver anden uge hos en andel af patienterne (fra 15 kg til under 60 kg)
baseret pa en laegefaglig vurdering (38). For at lave en falsomhedsanalyse ift. denne
dosisaendring, antager vi, at 30% af de patienter, som fortsaetter pa behandlingen, opjusteres i
dosis. Der er udarbejdet en fglsomhedsanalyse hvor 30% af de patienter, som fortsaetter
behandling, bliver opjusteret efter 16 uger. Disse patienter vil i modellen vaere opjusteret i
resten af behandlingstiden. Det medfarer 18 ekstra injektioner i de farste behandlingsar i
modellen.



2.12 Oversigt

Tabel 9 Analyseoversigt

Elementer

Modeltype
Intervention
Komparator

Perspektiv
Inkluderede omkostninger

Omkostningstyper

Tidshorisont
Diskonteringsrate

Base case

Simpel Excelbaseret omkostningsmodel
Dupilumab

Placebo og systemisk behandling (ciclosporin,
azathiorprin, methotrexat, mychophenolat mofetil)
Begraenset samfundperspektiv
Medicinomkostninger

Hospitalsomkostninger

Tveersektorielle omkostninger
Patient-/pargrende-/transportomkostninger
DRG-takster

Honorar

Apotekernes indkgbspriser (AIP)
Medidincinradets enhedsomkostninger

10 maneder

3,5%
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Tabel 10

3 Resultater: Omkostning pr. patient-
analyse

| dette afsnit beskriver vi resultaterne fra omkostning pr. patient-analysen. Vi har estimeret
omkostningerne forbundet med at behandle 1 patient med dupilumab og sammenlignet med de
estimerede behandlingsomkostninger for de relevante komparatorer.

| det folgende afsnit vil vi praesentere resultaterne for omkostningsanalysen, hvor hhv. placebo
og methotrexat udger de valgte komparatorer. Som beskrevet tidligere er methotrexat valgt som
baselinekomparator blandt systemiske behandlinger, jf. Medicinradets protokol og kliniske
ekspertinterviews. Omkostninger ved behandling med de 3 andre komparatorer er tilgangelige i
den vedlagte Excelmodel som beskrevet ovenfor.

3.1 Omkostninger pr. patient: dupilumab sammenlignet
med placebo

Ifalge Medicinradets protokol skal analysen belyse, hvad vaerdien af dupilumab og optimeret
lokalbehandling er sammenlignet med placebo og optimeret lokalbehandling. Som beskrevet
ovenfor antager vi, at patienter pa bade dupilumabbehandling og patienter pa placebobehandling
modtager ensartet optimeret lokalbehandling.

Tabel 10 prassenterer omkostningerne i de fgrste 10 maneder ved behandling med hhv.
dupilumab og placebo af patienter i alderen 6-11 ar med svaer AD. De samlede omkostninger er
hhv. 74.045 kr. for behandling med dupilumab og 37.623 kr. for behandling med placebo.

Ombkostninger pr. patient for patienter i alderen 6-11 ar med sveer AD ved behandling med hhv.
dupilumab og placebo, 10 maneder, ikke diskonteret

Dupilumab, kr. Placebo, kr. Difference, kr.
Medicinomkostninger 54.053 0 54.053
Hospitalsomkostninger 13.651 26.501 -12.849
Tveersektorielle omkostninger 14 731 -717
Patientomkostninger 6.327 10.391 -4.064
| alt, ikke diskonteret 74.045 37.623 36.422

Figur 1 viser en illustration af de inkrementelle omkostninger forbundet ved
dupilumabbehandling sammenlignet med placebobehandling. Figuren viser, at der er en
inkrementel omkostning pa 36.422 kr. pa en 10-maneders tidsperiode eksklusiv diskontering.
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Figur 1 Omkostninger pr. patient og inkrementelle omkostninger for patienter i alderen 6-11 ar

med sveer AD ved behandling med hhv. dupilumab og placebo, 10 maneder, ikke

diskonteret
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For yderligere at belyse vaerdien af dupilumabbehandling sammenlignet med placebobehandling

har vi foretaget en analyse, hvor patientomkostninger er ekskluderet. | figur 2 findes
omkostningerne for begge behandlinger samt inkrementelle omkostninger set over 10 maneder.
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Figur 2

Tabel 11

Omkostninger pr. patient og inkrementelle omkostninger for patienter i alderen 6-11 ar
med svcer AD ved behandling med hhv. dupilumab og placebo, eksklusive

patientomkostninger, 10 maneder, ikke diskonteret

AT N9 40.484 27232

adia 08,200

3.2 Omkostninger pr. patient: dupilumab sammenlignet
med methotrexat

Baseret pa de input og antagelser, vi har beskrevet ovenfor, kan vi estimere de gennemsnitlige
omkostninger pr. patient. Omkostningerne forbundet med behandling af en patient i alderen 6-11
ar med svaer AD, over en tidsperiode pa 10 maneder, er vist i tabel 11. Tabellen viser, at
behandling med dupilumab medfgrer en omkostning de farste 10 maneder pa 74.045 kr., mens
behandling med methotrexat samlet set koster 41.504 kr. i samme periode.

Omkostninger pr. patient for patienter i alderen 6-11 ar med svcer AD ved behandling med hhv.

dupilumab og methotrexat, 10 maneder, ikke diskonteret

Dupilumab, kr. Methotrexat, kr. Difference, kr.
Medicinomkostninger 54.053 2.218 51.835
Hospitalsomkostninger 13.651 27.462 -13.811
Tveersektorielle omkostninger 14 337 -323
Patientomkostninger 6.327 11.487 -5.161
| alt, ikke diskonteret 74.045 41.504 32.541

23



Figur 3 viser en illustration af de inkrementelle omkostninger forbundet med
dupilumabbehandling sammenlignet med methotrexatbehandling. Figuren viser, at der er en
inkrementel omkostning pa 32.541 kr. pa en 10-maneders tidsperiode eksklusive diskontering.

Figur 3 Omkostninger pr. patient og inkrementelle omkostninger for patienter i alderen 6-11 ar
med sveer AD, ved behandling med hhv. dupilumab og methotrexat, 10 maneder, ikke
diskonteret

74.045 254 41.504

13,451

54053

For yderligere at belyse vaerdien af dupilumabbehandling sammenlignet med
methotrexatbehandling har vi foretaget en analyse, hvor patientomkostninger er ekskluderet. |
figur 4 findes omkostningerne for begge behandlinger samt inkrementelle omkostninger set over
10 maneder.
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Figur 4 Omkostninger pr. patient og inkrementelle omkostninger for patienter i alderen 6-11 ar med svecer AD
ved behandling med hhv. dupilumab og methotrexat, eksklusive patientomkostninger, 10 maneder,

ikke diskonteret
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4 Metode: Budgetkonsekvensanalyse

4.1 Modellens populationsberegninger

Populationsestimater

Medicinradets protokol anslar, at der i Danmark aktuelt er 30-50 patienter i alderen 6-11 ar med
svaer AD, som er kandidater til dupilumab. Medicinradets fagudvalg anslar, at der samlet vil vaere
10-20 nye patienter i alderen 6-11 ar, som vil vaere kandidater til behandling med dupilumab
hvert ar. | Excelmodellen betegner vi de 30-50 patienter, som aktuelt er kandidater til
behandling med dupilumab, som kohorte 1. De 10-20 nye tilfaelde i analysens andet ar betegner
vi som kohorte 2 osv. Populationsestimaterne er relevante for budgetkonsekvensanalysen.

Optagelsesgrad

Baseret pa danske salgstal for dupilumab til voksne i perioden efter lancering i Danmark
forventer vi, at optaget i den relevante patientpopulation af 6-11-arige vil ske gradvist over tid.
Specifikt antager vi i modellens baseline, at 30% af den samlede patientpopulation, som er
kandidater til systemisk behandling i et givent ar, vil pabegynde behandling med dupilumab eller
komparator.

Aldersfordeling

Da modellen har til formal at estimere de inkrementelle omkostninger, der er forbundet med en
indikationsudvidelse for svaer AD hos 6-11-arige, som er kandidater til systemisk behandling,
beregner vi kun omkostninger for den del af patientpopulationen, som pabegynder behandling,
inden de fylder 12 ar. Mere specifikt vil der hvert ar vaere en andel af den relevante
patientpopulation, som udgar fra analysen, fordi de fylder 12 ar i lgbet af analyseperioden.

| baselineanalysen antager vi en uniform aldersfordeling for patienter, der aktuelt kandiderer til
behandling med dupilumab. Da relativt fa patienter oplever sygdomsdebut efter det 5. levear,
antager vi, at 75% af patienterne i kohorte 2-5 bliver nye kandidater til systemisk behandling,
fordi de fylder 6 i det givne ar og dermed opfylder alderskriteriet for behandling. Vi antager
desuden, at de resterende 25% af patienterne i kohorte 2-5 vil vaere aldersmaessigt uniformt
fordelt mellem 6 og 11 ar.
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Tabel 12

5 Resultater: Budgetkonsekvensanalyse

Budgetkonsekvensanalysen viser de forventede omkostninger ved anbefaling af dupilumab
sammenlignet med hhv. placebo og methotrexat baseret pa en behandlingslaengde pa 10
maneder. | Excelmodellen er det muligt selv at vaelge andre behandlingslaengder samt andre
systemiske behandlinger som komparatorer.

| budgetkonsekvensberegningerne antager vi, at hvis dupilumab anbefales som
standardbehandling, vil alle patienter (100%) blive behandlet med dupilumab. Hvis dupilumab
ikke anbefales, vil ingen patienter (0%) blive behandlet med dupilumab.

| afsnit 4 af denne rapport beskriver vi den underliggende metode for beregningerne af antallet
af patienter, som pabegynder behandling med enten dupilumab eller komparator i et givent ar.
Desuden er budgetkonsekvensberegningerne baseret pa en antagelse om, at alle patienter vil
pabegynde behandling i starten af aret (dvs. pa arets forste dag).

5.1 Budgetkonsekvens: dupilumab sammenlignet med
placebo

Tabel 12 viser antal patientar, dvs. patienter som responderer positivt pa behandling med hhv.
dupilumab og placebo, og som derfor vil fortsaette behandling ud over 16 uger.

Arlig behandlingsincidens of responsive patienter fordelt pa kohorter (patientdr), dupilumab og placebo

Kohorte 1 Kohorte 2 Kohorte 3 Kohorte 4 Kohorte 5
Dupilumab
Ar 1 8,98
Ar2 5,24 3,37
Ar3 2,93 2,24 3,37
Ar 4 1,54 1,49 2,24 3,37
Ar5 0,72 0,98 1,49 2,24 3,37
Placebo
Ar 1 9,12
Ar2 5,32 3,42
Ar3 2,98 2,27 3,42
Ar 4 1,56 1,51 2,27 3,42
Ar5 0,73 1,00 1,51 2,27 3,42

Kilde: Egne beregninger.

27



Tabellen angiver antallet af patientar inkluderet i budgetkonsekvensanalysen i hvert givet ar for
hver given argang, som ligger ud over de 16 uger. Fx for kohorte 1 i ar 1 for dupilumab ses
folgende: 8.98 = 40*0,3*0,985*(10 mdr.-16 uger)/(12 mdr.-16 uger).

Figur 5 viser den samlede budgetkonsekvens for behandling med dupilumab sammenlignet med
placebo for en 5-arig periode. De samlede omkostninger estimeres til 805.801 kr. i det forste ar
for behandling med dupilumab, hvilket indebaerer en budgetkonsekvens (forskel) pa 479.013 kr.
sammenlignet med omkostningerne ved behandling med placebo. Vi forventer, at denne
budgetkonsekvens (forskel) vil vaere 469.009 kr. i ar 5 relativt til behandling med placebo i den
samme patientpopulation.

Figur 5 Budgetkonsekvens med og uden anbefaling af dupilumab sammenlignet med placebo, behandling i 10
maneder
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5.2 Budgetkonsekvens: dupilumab sammenlignet med
methotrexat

Tabel 13 viser antallet af patienter, som responderer positivt pa behandling med hhv. dupilumab
og methotrexat, og som derfor vil fortsaette behandling ud over 16 uger.
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Tabel 13 Arlig behandlingsincidens af responsive patienter fordelt pa kohorter (patientdr), dupilumab og

methotrexat
Kohorte 1 Kohorte 2 Kohorte 3 Kohorte 4 Kohorte 5
Dupilumab
Ar 1 8,98
Ar2 5,24 3,37
Ar3 2,93 2,24 3,37
Ar 4 1,54 1,49 2,24 3,37
Ar5 0,72 0,98 1,49 2,24 3,37
Methotrexat
Ar 1 8,18
Ar2 4,77 3,07
Ar3 2,67 2,04 3,07
Ar 4 1,40 1,35 2,04 3,07
Ar5 0,65 0,89 1,35 2,04 3,07

Kilde: Egne beregninger.

Figur 6 viser den samlede budgetkonsekvens for behandling med dupilumab sammenlignet med
methotrexat for en 5-arig periode. De samlede omkostninger estimeres at vaere 805.801 kr. i det
farste ar for behandling med dupilumab, hvilket indebaerer en budgetkonsekvens (forskel) pa
466.972 kr. sammenlignet med omkostningerne ved behandling med methotrexat. Vi forventer,
at denne budgetkonsekvens (forskel) vil vaere 457.219 kr. i ar 5 relativt til behandling med
placebo i den samme patientpopulation.

Figur 6 Budgetkonsekvens med og uden anbefaling af dupilumab sammenlignet med methotrexat, behandling i
10 maneder

1. b6 Y72 1arskel kr 447 51 4torske kr, 457 219 forskel

~

Jden anbefaling  sMed anbefaling

29



6 Folsomhedsanalyser

| dette afsnit praesenterer vi resultaterne for udvalgte falsomhedsanalyser for omkostning pr.
patient-analysen. Som beskrevet ovenfor er modellen sat op, sa den giver mulighed for at andre
inputvaerdier (skrevet i bla celler med bla skrift) og modelantagelser. Efter at have gennemfart
en falsomhedsanalyse kan resultaterne fra baselineanalysen genskabes ved at trykke pa knappen
’Indsaet standardvaerdier’ i et givent ark. Der vil blive medtaget fglsomhedsanalyser pa falgende
omrader:

Behandlingslaengden for patienter med AD, som responderer positivt pa behandling med
dupilumab eller et af de givne behandlingsalternativer (fra 10 maneder til 18 maneder).

Inkludering af blodpravekontroller for patienter, som bliver behandlet med dupilumab.

Systemisk behandling i form af methotrexat udelukkende som tabletter (uden
injektionsbehandlinger).

DRG-takst for ambulante besgag til 6-arige (1.477 kr.) (i stedet for takst for ’mindst 7-
arige).

Dosis ages til 200 mg hver anden uge hos en andel af patienterne (fra 15 kg til under 60
kg) baseret pa en laegefaglig vurdering.

Tabel 14 Resultat aof falsomhedsanalyser (inkrementelle omkostninger pr. patient)

Inkrementelle omkostninger, kr.

Placebo Methotrexat
Base case-analyse 36.422 32.541
Behandlingslaengde 18 maneder i
stedet for 10 maneder 62.279 Rl
Inkl. blodpreve for dupilumab (10 57.123 53.242

maneder)

Systemisk behandling med

methotrexat udelukkende som -- 35.840
tabletter (10 maneder)

DRG-takst for ambulante besgg for 6-
arige (1.477 kr.) (10 maneder)

Dosis gges til 200 mg hver anden uge
(10 maneder)

38.333 34.595

53.668 49.786
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/ Diskussion

| denne analyse har vi estimeret omkostninger pr. patient og budgetkonsekvenser i forbindelse
med dupilumab til behandling af baern med svaer AD.

Vi finder, at behandling med dupilumab til patienter i aldersgruppen 6-11 ar med svaer AD, som
har haft utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk behandling
eller som vurderes ikke at vaere kandidater til nuvaerende systemisk behandling, er forbundet
med en omkostning pa 74.045 kr. pr. patient ved et behandlingsforlgb pa 10 maneder.

For patientpopulationen defineret som patienter i alderen 6-11 ar med svaer AD, som er
kandidater til systemisk methotrexat, finder vi, at behandling med dupilumab sammenlignet med
placebo er forbundet med en inkrementel omkostning pa 36.422 kr. for behandling i 10 maneder.
Desuden finder vi, at behandling med dupilumab sammenlignet med methotrexat er forbundet
med en inkrementel omkostning pa 32.541 kr. for behandling i 10 maneder. Endelig konkluderer
vi pa baggrund af analysen, at en anbefaling af behandling med dupilumab til den navnte
patientpopulation vil have en budgetkonsekvens pa 805.801 kr. det farste ar og 788.971 kr. i ar 5
under antagelse af en behandlingslaengde pa 10 maneder.

Der er naturligvis usikkerhed forbundet med analysen og resultaterne. Vi har forsggt at
tydeliggere betydningen for de samlede resultater af de parametre, hvor vi vurderer, at
usikkerheden er betydelig. Derudover kan Excelmodellen bruges til at foretage yderligere
falsomhedsanalyser. Baseret pa disse beregninger kan vi konkludere, at omkostningen til medicin
er den stgrste omkostningsdriver ved behandling med dupilumab.

Derudover er der en raekke potentielle gevinster ved behandling med dupilumab, som ikke er
inkluderet i omkostningsanalysen. Flere patienter med AD har desuden en raekke komorbiditeter,
fx astma, kronisk rhinosinuitis (bihulebetaendelse) med naesepolypper og allergisk rhinitis
(hefeber). Studier har pavist, at behandling med dupilumab har en gavnlig effekt pa disse
komorbiditeter (53-56). Da dupilumab allerede er godkendt som standardbehandling til patienter
(+ 12-arige) med svaer astma, vil der i princippet ikke vaere nogen yderligere omkostninger
forbundet med behandling af deres AD, da de i forvejen vil modtage dupilumab gennem deres
astmabehandling. Det forventes, at dupilumab ogsa far indikation til behandling af svaer astma
hos bgrn i 2021.

Afslutningsvist skal det naevnes, at AD er associeret med symptomer pa angst og depression og
generelt nedsat livskvalitet (57). Blandt unge patienter er det ogsa pavist, at sygdommen grundet
dens kosmetiske betydning kan medfgre flovhed, frustration, tristhed og stigmatisering, som
begraenser patienternes sociale aktiviteter og uddannelse (13). Flere fase 3-studier har pavist, at
dupilumab har signifikant effekt pa depression malt ved HADS og QoL (quality of life) bade blandt
barn, unge og voksne patienter (48,58-60) . Derfor er det sandsynligt, at behandling med
dupilumab blandt unge potentielt kan medfere faerre udgifter til konsultationer og antidepressive
laegemidler i fremtiden (19).
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1. Begreber og forkortelser

cbLQl: Children’s Dermatology Life Quality Index

Cl: Konfidensinterval

EASI: Eczema Area and Severity Index

EMA: European Medicines Agency

GRADE: Grading of Recommendations Assessment, Development and Education System

(system til vurdering af evidens)

HR: Hazard ratio

IL: Interleukin

MKRF: Mindste klinisk relevante forskel
NRS: Numerical Rating Scale

OR: Odds ratio

POEM: Patient-Oriented Eczema Measure
RR: Relativ risiko

SCORAD: SCORing Atopic Dermatitis
TCl: Topikale calcineurininhibitorer

TCS: Topical corticosteroids (opikale glukokortikoider)
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2. Introduktion

Protokollen er udarbejdet, fordi Medicinradet har modtaget en forelgbig ans@gning fra
Sanofi, som gnsker, at Medicinradet vurderer dupilumab (Dupixent®) til bgrn i alderen 6-
11 ar med svaer atopisk eksem, som er kandidater til systemisk behandling. Da de syste-
miske behandlinger til atopisk eksem ikke er godkendt til bgrn, vil dupilumab blive sam-
menlignet med placebo, og Medicinradets anbefaling vil primaert tage udgangspunkt i
denne sammenligning. Medicinradets fagudvalg vil derudover vurdere dupilumab sam-
menlignet med dansk standardbehandling, uanfaegtet at denne er off-label. Dog vil
denne vurdering ikke vaere det primaere grundlag for Medicinradets anbefaling.

Vi modtog den forelgbige ansggning den 1. juli 2020. Dupilumab (6-11 ar) fik forhands-
godkendelse (positive opinion) i EMA den 16. oktober 2020.

2.1 Atopisk eksem

Atopisk eksem er en kronisk eller kronisk recidiverende eksemsygdom karakteriseret ved
udslaet og klge samt perioder med akut opblussen, hvor der vil vaere behov for hurtig
indseettende behandling [1]. Moderat til sveer atopisk eksem er karakteriseret ved udtalt
tgrhed, redme, afskalning, evt. papler/vesikler, ekskoriationer (forkradsninger) og liche-
nisering (fortykkelse af huden). Den defekte hudbarriere fgrer til en gget risiko for infek-
tioner [2].

Et centralt symptom for atopisk eksem er klge, der ved moderat til sveer sygdom kan lede
til udtalt ssvnmangel [3], reducere bgrnenes daglige aktivitet og have en negativ indfly-
delse pa deres skolegang [4]. Natlig kige kan have stor betydning for hele familiens triv-
sel pa grund af manglende sgvn. Ligeledes lider en del bgrn med atopisk eksem af angst
eller depression og har generelt nedsat livskvalitet [4].

Lokaliseringen af atopisk eksem varierer med alderen, hos sma bgrn ses det ofte i ansigt,
pa kroppen og pa ekstremiteternes straekkesider. Hos lidt stgrre bgrn ses det ofte i bgje-
furer.

Fagudvalget anerkender to mader at definere sveerhedsgraden af atopisk eksem:

1. Vurdering foretaget af laege i samarbejde med patienten ved hj=lp af et eller begge
af fglgende to malevaerktgjer: Eczema Area and Severity Index (EASI) eller SCORing
Atopic Dermatitis (SCORAD), hvor udbredelse, graden af hudaffektion og hyppighe-
den af opblussen vurderes. SCORAD indeholder en mere subjektiv vurdering vedrg-
rende klge og deraf fglgende sgvnmangel, mens EASI kan vurderes objektivt. Graden
af hudaffektion vurderes i EASI opdelt pr. kropsdel. Sveerhedsgraden ifglge SCORAD
kan vaere mild (< 25), moderat (25-50) eller sveer (> 50) og ifglge EASI moderat (7,1-
21), sveer (21,1-50) eller rigtig svaer (50,1-72).

2. Vurdering foretaget af patienten (eller foraldre) ved hj=lp af et eller begge af fgl-
gende to malevarktgjer: Patient-Oriented Eczema Measure (POEM) eller Children’s
Dermatology Life Quality Index (CDLQI). CDLQI er rettet mod betydningen af derma-
tologiske sygdomme for patientens livskvalitet, mens POEM omhandler patientens
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oplevede svaerhedsgrad af eksem (Patient-Oriented Eczema Measure, POEM). Begge
er udtryk for sveerhedsgraden af eksem, som det opleves af patienten. Dette er iseer
vigtigt hos patienter, hvor eksemet har en mindre udbredelse, men med svaer grad
af hudaffektion lokaliseret til mindre omrader af huden. Dette kaldes sveer lokalise-
ret eksem, selvom der ikke ngdvendigvis er tale om sveer eksem defineret ved EASI
eller SCORAD. Fagudvalget mener derfor, at der ogsa bgr tages hgjde for patientper-
spektivet i vurderingen af eksemets sveerhedsgrad.

Patofysiologien af atopisk eksem er kompleks, da den involverer bade genetiske og miljg-
maessige faktorer savel som immundysregulering, hvor det inflammatoriske respons er
induceret af aktivering af type 2 T-hjaelperceller [5]. De to cytokiner interleukin (IL) 4 og
IL 13 er centrale i initieringen og vedligeholdelsen af det inflammatoriske respons [6].
Hos bgrn forekommer atopisk eksem ofte sammen med andre atopiske sygdomme som
astma og hgfeber [2].

Hos langt de fleste bgrn debuterer atopisk eksem fgr 5-arsalderen, men en del af bgr-
nene vil vokse fra deres eksem i Igbet af skolealderen [1]. Ca. 15 % af alle bgrn i Dan-
mark, som fylder 6 ar, har gennem det seneste ar haft atopisk eksem (alle sveerhedsgra-
der) [7]. Maks. 3 % af disse har svaer eksem, heraf vil nogle have gavn af lokalbehandling
og/eller nuvaerende systemiske behandlinger. Andelen af bgrn (6-11 ar) med sveer ato-
pisk eksem, som er kandidater til dupilumab, anslas at veere 30-50. Fagudvalget anslar, at
der samlet vil veere 10-20 nye patienter pr. ar, der vil veere kandidater til dupilumab.

2.2 Nuverende behandling

Den nonfarmakologiske behandling af atopisk eksem bestar i at minimere eller undga en
raekke forvaerrende faktorer, herunder udtgrring af huden, irritanter, infektioner og
eventuelt komplicerende allergier. Desuden anvendes fugtighedscremer ved alle svaer-
hedsgrader i tilleg til den gvrige behandling af atopisk eksem, da den hydrerer huden,
forhindrer mikrofissurer, hudklge og nedszetter behovet for topikalt glukokortikoid (TCS)

[2].

Den farmakologiske behandling af atopisk eksem sigter mod at forebygge episoder med
opblussen (flares) samt, nar sddanne episoder opstar, at afkorte perioden, indtil sygdom-
men igen er stabiliseret [1]. Behandlingen afhaenger af sveerhedsgraden og kan veere lo-
kal, systemisk eller begge dele.

2.2.1 Lokalbehandling

Som lokalbehandling er topikale glukokortikoider (TCS, steroidcreme) fgrstevalg til mo-
derat til sveer atopisk eksem. Ved opblussen benyttes TCS som udgangspunkt dagligt i 1-2
uger, men i sveere tilfelde kan den daglige smgring med TCS forlaenges i op til 4 uger el-
ler om ngdvendigt lzengere. Derefter gives typisk vedligeholdelsesbehandling med TCS to
gange om ugen. Som andetvalg, efter at behandling med TCS har vist utilstraekkelig ef-
fekt, eller hvor behandlingen med TCS vurderes uhensigtsmaessig grundet bivirkningspro-
filen, kan lokalbehandling med topikale calcineurininhibitorer (TCI) benyttes [2]. Sidst-
nzaevnte benyttes ogsa som vedligeholdelsesbehandling mellem episoder med opblussen
i eksemet. TCl er velegnet til proaktiv langtidsbehandling, det vil sige som forebyggende
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behandling i lzengere tid. Adherence er fortsat et stort problem ved lokalbehandling, spe-
cielt under vedligeholdelsesbehandlingen hvor eksemet er i ro, og det kan medfgre, at
barnet/foreldrene glemmer de daglige smgringer, og at lokalbehandlingen dermed mi-
ster effekt. Derfor anvendes begrebet ‘optimeret lokalbehandling’, hvilket forstas som
konsekvent og daglig anvendelse af fugtighedscreme sammen med konsekvent anven-
delse af TCS eller TCI.

2.2.2  Systemisk behandling

Det er en forudsatning for systemisk behandling, at lokalbehandlingen er optimeret, og
at der anvendes daglig fugtighedscreme og suppleres med TSC/TCI ved behov.

De systemiske behandlinger, der anvendes til behandling af sveer atopisk eksem hos
bgrn, er methotrexat, azathioprin, mycophenolat mofetil og ciclosporin. Ciclosporin er
den eneste systemiske behandling, der er godkendt til behandling af sveer atopisk eksem.
Ciclosporin er dog ikke anbefalet til patienter under 16 ar [8]. Ingen af de gvrige leege-
midler har atopisk eksem som indikation, men har vaeret anvendt uden for indikation
(off-label) i Danmark som standardbehandling over en laengere arraekke, til patienter
(bade bgrn og voksne) som har utilstraekkelig effekt af optimeret lokalbehandling.

Methotrexat vil som regel vaere fgrstevalg, men ved akut, sveer opblussen kan ciclosporin
veere det bedste behandlingsalternativ. Det kan veere sveert for bgrn at samarbejde ved
de hyppige kontrolblodprgver, der skal foretages ved opstart af en systemisk behandling,
hvilket kan have betydning for behandlingsvalget.

2.3 Dupilumab

Dupilumab er et biologisk lzegemiddel, som er godkendt til patienter > 12 ar med sveer til
moderat atopisk eksem, som er kandidater til systemisk behandling. Derudover har dupi-
lumab ogsa indikation til patienter > 12 ar med svaer astma samt til kronisk bihulebetaen-
delse med nasale polypper. Dupilumab er anbefalet som standardbehandling af Medicin-
radet til indikationerne for sveer astma og moderat til sveer atopisk eksem.

Denne protokol geelder indikationsudvidelsen til sveer atopisk eksem hos 6-11-arige, som
er kandidater til systemisk behandling. Ved kandidater til systemisk behandling forstas
patienter, som har utilstraekkelig effekt af optimeret lokalbehandling.

Dupilumab inhiberer interleukin (IL)-4 og IL-13-signalering ved at binde specifikt til IL-4Ra
subunit. Dette inhiberer cytokininducerede responser fra IL-4 og IL-13, inklusive frigivel-
sen af proinflammatoriske cytokiner, kemokiner og IgE. Dupilumab nedsatter herved
hudaffektionen og symptomerne ved atopisk eksem. Dupilumab kan anvendes med eller
uden topikal behandling.

Dupilumab gives som subkutane injektioner i laret eller abdomen.

Dosis af dupilumab ved bgrn er baseret pa kropsvaegt:
e Ved kropsvaegt pa 15 til < 60 kg: initial dosis 300 mg pa dag 1 og 15, efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 4. uge.
e Ved kropsvaegt > 60 kg: Initial dosis 600 mg (2 x 300 mg), efterfulgt af vedlige-
holdelsesdosis pa 300 mg hver anden uge.



Side 8/23

Dupilumab er beregnet til leengerevarende systemisk terapi med det formal at opna syg-
domskontrol og undga opblussen.

Hvorvidt effekten af Dupilumab er tilstraekkelig vurderes efter mindst 16 uger behandling
ud fra EASI, CDLQI og POEM samt en kvalitativ laegelig helhedsvurdering og efter samtale
med barnet og dets foraeldre. Godkendelsen af dupilumab til voksne og unge har med-
fgrt, at de naevnte maleredskaber nu anvendes som standard. Fagudvalget vurderer, at
dette ogsa bgr gaelde, hvis dupilumab godkendes til bgrn.

Effekten males i klinikken hver 3. maned ved kontrol. Foraeldrene opfordres til at kon-
takte behandlende lzege, hvis der opstar bivirkninger.

Dupilumab bgr seponeres ved manglende effekt, vurderet efter 16 uger. Desuden bgr
behandlingen seponeres efter langvarigt fravaer af kliniske symptomer pa atopisk eksem.
Hos voksne vurderes, om behandlingen bgr fortsaette efter 12 maneder [2]. Fagudvalget
vurderer, at det bgr vaere tidligere hos bgrn, f.eks. 6 maneder.

3. Kliniske sporgsmal

Medicinradet bruger kliniske spgrgsmal til vurderinger af leegemidlers veerdi for patien-
terne. Til hvert spgrgsmal knytter sig en definition af patientgruppen (population) af det
legemiddel, vi undersgger (interventionen), af den behandling vi sammenligner med
(komparator(er)) og af effektmalene.

3.1 Klinisk spgrgsmal 1

Hvad er vaerdien af dupilumab og optimeret lokalbehandling sammenlignet med placebo
og optimeret lokalbehandling til patienter i alderen 6-11 Gr med sveer atopisk eksem, som
har haft utilstreekkelig effekt af optimeret lokalbehandling og mindst én systemisk be-
handling, eller vurderes ikke at vaere kandidater til nuvaerende systemisk behandling?

Population

Patienter i alderen 6-11 ar med sveer atopisk eksem, som har haft utilstraekkelig effekt af
optimeret lokalbehandling og én systemisk behandling eller vurderes ikke at vaere kandi-
dater til nuvaerende systemisk behandling.

Patientpopulationen er afgraenset til patienter, der har haft utilstraekkelig effekt af én sy-
stemisk behandling. Dette er en indsnavring i forhold til EMA-indikationen, som inklude-
rer patienter der er kandidater til systemisk behandling. Det skyldes, at fagudvalget vaeg-
ter patientsikkerheden hgjt, idet sygdommen ikke er livstruende. Fagudvalget gnsker
derfor mere erfaring med brug af dupilumab og fglgende langtidsbivirkninger, fgr de gn-
sker at anvende dupilumab til hele den population, der er defineret i indikationen. Derfor
vurderer fagudvalget, at der bgr afprgves én af de nuvaerende systemiske behandlinger
for opstart af dupilumab, idet der er artiers erfaring med brug af de andre systemiske be-
handlinger, og bivirkningerne er velkendte.
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Intervention
Dupilumab, subkutan injektion:
e Ved kropsvaegt pa 15 til < 60 kg: initial dosis 300 mg pa dag 1 og 15, efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 4. uge.
e Ved kropsvaegt = 60 kg: Initial dosis 600 mg (2 x 300 mg), efterfulgt af vedlige-
holdelsesdosis pa 300 mg hver anden uge.

Optimeret lokalbehandling:
e Fed fugtighedscreme: Dagligt
e Topikale steroider: Relevant styrke dagligt i 2-4 uger, herefter vedligeholdelses-
behandling 2 gange pr. uge, efterfulgt eller suppleret af
e Topikal calcineurininhibitorer: Initial pasmgring 1-2 gange dagligt, herefter ved-
ligeholdelsesbehandling 2 gange pr. uge.

Komparator

Optimeret lokalbehandling er den eneste standardbehandling for bgrn med atopisk ek-
sem. Al systemisk behandling til bgrn pa 6-11 ar anvendes off-label og vil derfor ikke
veere komparator i denne aldersgruppe. Derfor er komparator placebo.

Effektmal
De valgte effektmal fremgar af tabel 1.

3.2 Klinisk spgrgsmal 2

Hvad er veerdien af dupilumab og optimeret lokalbehandling sammenlignet med syste-
misk behandling (methotrexat, azathioprin, ciclosporin, mycophenolat mofetil) og opti-
meret lokalbehandling til patienter i alderen 6-11 Gr med sveer atopisk eksem, som har
haft utilstraekkelig effekt af optimeret lokalbehandling og mindst én systemisk behand-
ling, eller vurderes ikke at veere kandidater til nuvaerende systemisk behandling?

Population

Patienter i alderen 6-11 ar med sveer atopisk eksem, som har haft utilstraekkelig effekt af
optimeret lokalbehandling og én systemisk behandling eller vurderes ikke at veere kandi-
dater til nuvaerende systemisk behandling.

Patientpopulationen er afgraenset til patienter, der har haft utilstraekkelig effekt af én sy-
stemisk behandling. Dette er en indsnavring i forhold til EMA-indikationen, som inklude-
rer patienter der er kandidater til systemisk behandling. Det skyldes, at fagudvalget vaeg-
ter patientsikkerheden hgjt, idet sygdommen ikke er livstruende. Fagudvalget gnsker
derfor mere erfaring med brug af dupilumab og fglgende langtidsbivirkninger, fgr de gn-
sker at anvende dupilumab til hele den population, der er defineret i indikationen. Derfor
vurderer fagudvalget, at der bgr afprgves én af de nuvaerende systemiske behandlinger
for opstart af dupilumab, idet der er artiers erfaring med brug af de andre systemiske be-
handlinger, og bivirkningerne er velkendte.

Intervention
Dupilumab, subkutan injektion:
o Ved kropsvaegt pa 15 til < 60 kg: initial dosis 300 mg pa dag 1 og 15, efterfulgt af
vedligeholdelsesdosis pa 300 mg hver 4. uge.
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e Ved kropsvaegt = 60 kg: Initial dosis 600 mg (2 x 300 mg), efterfulgt af vedlige-
holdelsesdosis pa 300 mg hver anden uge.

Optimeret lokalbehandling:
e Fed fugtighedscreme: Dagligt
e Topikale steroider: Relevant styrke dagligt i 2-4 uger, herefter vedligeholdelses-
behandling 2 gange pr. uge, efterfulgt eller suppleret af
e Topikal calcineurininhibitorer: Initial pasmgring 1-2 gange dagligt, herefter ved-
ligeholdelsesbehandling 2 gange pr. uge.

Komparator

| praksis anvendes optimeret lokalbehandling samt systemiske behandlinger. Af de syste-
miske behandlinger er ciclosporin godkendt fra 16 ar til atopisk eksem (og anvendes un-
der 16 ar off-label), mens de gvrige systemiske behandlinger ikke er godkendst til indikati-
onen atopisk eksem (men anvendes off-label). Af behandlingerne valges den bedste til-
gaengelige baseret pa en helhedsvurdering af den enkelte patient.

De relevante komparatorer er en af fglgende:
e Azathioprin: 1-3 mg/kg/dag
e  Methotrexat: 0,3-0,6 mg/kg (ikke over 25 mg) ugentligt
e Mycophenolat mofetil: hos bgrn 30-50 mg/kg/dag
e  Ciclosporin: 2-5 mg/kg. Der opstartes pa 5 mg/kg og reduceres gradvist, af-
hzangigt af effekt og bivirkninger.

Effektmal
De valgte effektmal fremgar af tabel 1.

3.3 Effektmal

Medicinradet mener, at vurderingen af laegemidlets vaerdi bliver bedst understgttet af de
effektmal, der er naevnt i tabel 1. For hvert effektmal har Medicinradet fastsat en mind-
ste klinisk relevant forskel (MKRF). Den mindste klinisk relevante forskel er den forskel
mellem intervention og komparator, der som minimum skal opnas for, at effektforskel-
len vurderes at veere klinisk relevant. | det fglgende afsnit argumenterer vi for valget af
effektmal og de mindste klinisk relevante forskelle.
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Tabel 1: Oversigt over valgte effektmal. For hvert effektmal er angivet deres vigtighed,
maleenhed og mindste klinisk relevante forskel samt indplacering i de tre effektmalsgrupper

(dgdelighed; livskvalitet, alvorlige symptomer og bivirkninger; ikkealvorlige symptomer og
bivirkninger).

Effektmal* Vigtighed  Effektmalsgruppe Maleenhed Mindste klinisk
relevante forskel
Eksem udbredelses-  Kritisk Livskvalitet, Andel patienter 10 procentpoint
og svaerhedsgrad, alvorlige der minimum
legevurderet symptomer og opnar 75 %
bivirkninger reduktion pa EASI-
skala
Eksem udbredelses-  Kritisk Livskvalitet, Andel patienter, 10 procentpoint
og sveerhedsgrad, alvorlige der opnar en
patientrapporteret symptomer og 2&ndring pa mindst
bivirkninger 3 point pa POEM-
skala (udfyldt af
bgrn eller deres
foraeldre)
Bivirkninger Kritisk Livskvalitet, Andel af patienter 2 procentpoint
alvorlige som oplever en
symptomer og eller flere alvorlige
bivirkninger bivirkninger
Opggrelse af
langtidsbivirkninge
r, alle grader
Livskvalitet Kritisk Livskvalitet, Gennemsnitlig 6 point
alvorlige a&ndring fra
symptomer og baseline pa CDLQI-
bivirkninger skala
Episoder med Vigtigt Alvorlige Andel patienter 10 procentpoint
opblussen symptomer og der oplever en
bivirkninger eller flere episoder

med opblussen i
en periode pa 16
uger

* For alle effektmdl gnsker vi data efter 16 ugers behandling og data med laengst mulig opfalgningstid.

3.3.1

Kritiske effektmal

Eksemudbredelses- og svaerhedsgrad

For bgrn med svaer atopisk eksem er symptomerne steerkt generende. Det kan vaere

sveert for bgrn ikke at klg sig de angrebne steder, hvilket kan give smertefulde forkrads-

ninger. Natlig klge kan desuden forstyrre nattesgvnen for bade barn og foraeldre. Det er

imidlertid sveert at male kige hos bgrn som et effektmal i sig selv. Derfor vurderes ek-

semudbredelses- og svaerhedsgrad at veere et kritisk effektmal.
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Eksemudbredelses- og svaerhedsgrad gnskes vurderet ved Eczema Area and Severity
Index (EASI). EASI er et maleredskab baseret pa systematisk scoring for hver enkelt
kropsregion af svaerhedsgraden og kropsarealet pavirket af henholdsvis redme, fortyk-
kelse, forkradsninger og lichenisering. Den samlede score ligger i intervallet 0-72, hvor
hgjere score indikerer en hgjere svaerhedsgrad [11]. EASI er valideret og udpeget af ek-
spertgruppen fra Harmonising Outcome Measures for Eczema (HOME) som det fore-
trukne instrument til at vurdere objektive tegn pa atopisk eksem [12,13].

Til maling af effekt bruges eksempelvis EASI-75, som er andelen af patienter, der har en
75 % reduktion fra baseline pa skalaen. Fagudvalget vurderer, at EASI er et praecist og
velvalideret maleredskab for eksemudbredelses- og svaerhedsgrad, der har direkte be-
tydning for livskvalitet og s@vn. Der er ikke angivet faste retningslinjer for, hvor stor en
reduktion skal veere for at vaere klinisk relevant. Fagudvalget vurderer, at en reduktion pa
75 % pa skalaen vil veere af stor betydning for den enkelte patient, og at andelen af pati-
enter, der opnar en sadan reduktion, giver information om effekten af en behandling pa
udbredelse og svaerhedsgrad af eksemet. En forskel pa 10 procentpoint mellem grup-
perne vurderes at vaere mindste klinisk relevante forskel for EASI-75.

Eksemudbredelses- og svaerhedsgrad, patientrapporteret

Fagudvalget vurderer, at eksemudbredelses- og sveerhedsgrad ogsa bgr vurderes ud fra
patientens perspektiv for at fa fyldestggrende information om effektmalet. Derfor gn-
skes ogsa data opgjort ved Patient-Oriented Eczema Measure (POEM), som omfatter,
hvilken betydning symptomerne ved atopisk eksem har for patienterne. Aspekter af
dette kan tolkes som livskvalitet, specifikt opgjort i forhold til atopisk eksem. Derfor vur-
deres eksemudbredelses- og svaerhedsgrad, patientrapporteret, at vaere et kritisk effekt-
mal.

POEM er et vigtigt instrument til brug i kombination med mere objektive scoringssyste-
mer, da det giver en omfattende vurdering af symptomer ud fra patientens perspektiv
[9]. POEM udfyldes hos de yngre bgrn i aldersgruppen 6-11 ar af deres forzeldre, mens
POEM selvstaendigt kan udfyldes hos de ldste bgrn i aldersgruppen.

Den mindste klinisk relevante forskel for POEM er i litteraturen fastsat til 3 point for bgrn
op til 5 ar [10], hvilket fagudvalget vurderer ogsa geelder bgrn op til 11 ar. Fagudvalget
vurderer, at 10 procentpoints forskel mellem grupperne i andelen, der opnar en forskel
pa 3 i POEM, er den mindste klinisk relevante forskel.

Bivirkninger (adverse reactions)

En bivirkning er en ugnsket haendelse, som er vurderet at vaere relateret til lsegemidlet.
Bivirkninger har betydning for den enkelte patients livskvalitet og for kompliance, og fag-
udvalget vurderer, at det er kritisk effektmal.

Bivirkninger gnskes opgjort som andelen af patienter, som oplever en eller flere alvorlige
bivirkninger. Fagudvalget vurderer, at der szerligt for denne gruppe af bgrn bgr veere lav
tolerance for alvorlige bivirkninger, idet sygdommen ikke er livstruende, og der er et for-
ventet behov for langtidsbehandling, selv om nogle bgrn vokser fra syggdommen. Den
mindste klinisk relevante forskel fastsaettes derfor af fagudvalget til 2 procentpoint.
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Fagudvalget gnsker desuden at foretage en kvalitativ gennemgang af bivirkningstyperne
med henblik pa at vurdere alvorlighed, handterbarhed og tyngde af bivirkningerne. Ansg-
ger bedes derfor bidrage med bivirkningsdata fra bade de kliniske studier samt produkt-
resuméet for llegemidlet.

Fagudvalget er opmaerksom pa, at ved brug af dupilumab til voksne er der observeret en
hgj forekomst af bivirkninger i form af gjenbetaendelse. Derfor gnsker fagudvalget en op-
gorelse over langtidsbivirkninger.

Livskvalitet

Fagudvalget anser livskvalitet som et kritisk effektmal, da det drejer sig om en kronisk og
for de sveere tilfeelde invaliderende sygdom. Livskvalitet gnskes opgjort med spgrgeske-
maet Children’s Dermatology Life Quality Index (CDLQI) [11]). DLQI er er udviklet til at
vurdere den helbredsrelaterede livskvalitet i forbindelse med dermatologiske sygdomme
og deres behandling. DLQI indeholder 10 spgrgsmal relateret til symptomer, fglelser,
daglige aktiviteter, tgj, arbejde eller skole, fritidsaktiviteter, relationer og gener af be-
handlingen [15]. Den maksimale score er 30, hvor hgjere score indikerer darligere hel-
bredsrelateret livskvalitet [15,16]. Den mindste klinisk relevante forskel er i litteraturen
rapporteret til 4 for DLQI [17]. Der er i litteraturen ikke fastsat en mindste klinisk relevant
forskel for CDLQI til dermatologiske sygdomme, men for bgrn med atopisk eksem er det
foreslaet at anvende 6-8 point [12]. Fagudvalget vurderer, at den mindste klinisk rele-
vante forskel for aldersgruppen 6-11 ar bgr veere 6 point.

3.3.2  Vigtige effektmal

Episoder med opblussen

Opblussen defineres som sygdomsforveerring, der kraever optrapning eller intensivering
af behandling. Fagudvalget gnsker at inddrage effektmalet for at vurdere effekten i for-
hold til at forebygge eller nedsaette antallet af episoder med opblussen. Den mindste kli-
nisk relevante forskel vurderes at vaere 10 procentpoints forskel i andel patienter, der
oplever en eller flere episoder med opblussen. Effektmalet er vurderet at veere vigtigt.

4. Litteratursggning

Medicinradets vurdering af leegemidlets vaerdi vil i udgangspunktet veere baseret pa data
fra fuldtekstartikler publiceret i videnskabelige, fagfeellebedgmte (peer-reviewed) tids-
skrifter og data fra Det Europaeiske Laegemiddelagenturs (EMAs) European Public Asses-
sment Reports (EPAR). Herudover kan data fra Food and Drug Administration (FDA) og
internationalt anerkendte HTA-agenturer (fx NICE, EUnetHTA, FINOSE og IQWiG) indga i
vurderingen. Hvis disse data er tilstraekkelige til at kunne vurdere laegemidlet, vil Medi-
cinrddet som hovedregel ikke anvende andre data’. Data skal derudover stemme

1 For yderligere detaljer se Medicinrdadets kriteriepapir om anvendelse af upublicerede data



https://medicinraadet.dk/media/louf5ufc/kriteriepapir-om-anvendelse-af-upublicerede-data-godkendt-af-raadet-19-02-20_final-a.pdf
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overens med protokollens beskrivelser. Hvis ansgger har kendskab til upublicerede data,
der kan belyse eventuelle angivne mangler, kan de indga/indsendes, jf. Medicinradets
kriteriepapir.

4.1 Klinisk spgrgsmal 1

Medicinradet er i den forelgbige ansggning blevet orienteret om, at der findes et studie,
hvor dupilumab er sammenlignet direkte med placebo:

e LIBERTY AD PEDS (NCT03345914)

Det er tilstraekkeligt datagrundlag til at besvare det kliniske spgrgsmal. Ansgger skal der-
for ikke sgge efter yderligere fuldtekstartikler, men skal konsultere Det Europzeiske Lae-

gemiddelagenturs (EMA) European public assessment reports (EPAR) for bade det aktu-

elle leegemiddel og komparator.

4.2 Klinisk spgrgsmal 2

Sekretariatet har ikke fundet artikler, som kan anvendes til direkte sammenligning af du-
pilumab og komparatorerne (methotrexat, azathioprin, mycophenolat mofetil og ci-
closporin). Derfor skal ansgger sgge efter studier til en indirekte sammenligning.

Spgestrengene fremgar af bilag 1. Derudover skal ansgger konsultere EMAs EPAR for
bade det aktuelle leegemiddel og dets komparator(er).

Kriterier for litteratursggning

Ansgger skal sgge relevant litteratur i databaserne PubMed og CENTRAL (via Cochrane
Library). Ansgger skal dokumentere sggningen for hver af de to databaser, fx i form af et
skarmklip eller en downloadet sggestrategi. Eventuelle aendringer/tilfgjelser til spgestra-
tegien skal fremga af dokumentationen.

Kriterier for udvaelgelse af litteratur

Ansgger skal screene de artikler, der identificeres ved databasesggningerne, for overens-
stemmelse med det/de i protokollen definerede kliniske spgrgsmal samt kriterier for stu-
die- og publikationstype(r). Det vil sige, at ansgger skal ekskludere artikler med andre po-
pulationer end de i protokollen specificerede. Dette geelder ligeledes for artikler, som
ikke rapporterer mindst ét af de kritiske eller vigtige effektmal.

Den ansggende virksomhed skal ved screening af artikler fgrst ekskludere pa titel- og ab-
stractniveau, dernaest ved gennemlaesning af fuldtekstartikler. Artikler, der ekskluderes
ved fuldtekstlaesning, skal fremga af en eksklusionsliste, hvor eksklusionen begrundes
kort. Den samlede udvzelgelsesproces skal afrapporteres ved brug af et flowdiagram som
beskrevet i PRISMA-Statement.

Ved usikkerheder om, hvorvidt en artikel pa titel- og abstractniveau lever op til inklusi-
ons- og eksklusionskriterierne, skal virksomheden anvende et forsigtighedsprincip til for-
del for artiklen, hvorved fuldtekstartiklen skal vurderes.


http://prisma-statement.org/PRISMAStatement/FlowDiagram.aspx
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5. Den endelige ansogning

Ansgger skal bruge Medicinradets ansggningsskema til sin endelige ansggning. Vaer op-

maerksom pa fglgende:

Studier og resultater

Beskriv de inkluderede studier og baselinekarakteristikken af studiepopulationerne.

Angiv, hvilke studier/referencer der er benyttet til at besvare hvilke kliniske spgrgs-
mal.

Brug som udgangspunkt ansggningsskemaet til ekstraktion af al relevant data.

Krydstjek de ekstraherede data med de resultater, der fremgar af de relevante
EPARs.

Angiv arsager, hvis der er uoverensstemmelser mellem resultaterne fra artikler og
EPARs.

Angiv arsager, hvis der er uoverensstemmelser i forhold til PICO (population, inter-
vention, komparator og effektmal) mellem protokollen og studierne.

Vurdér, hvordan uoverensstemmelserne pavirker estimaterne.

Statistiske analyser

Begrund valget af syntesemetode (metaanalyse eller narrativ beskrivelse), og lad
specifikke analysevalg fremga tydeligt.

Udfgr en komparativ analyse for hvert enkelt effektmal pa baggrund af de ekstrahe-
rede data.

Hvis data for et effektmal ikke er baseret pa alle deltagere i et studie, skal ansgger
ikke ggre forsgg pa at erstatte manglende data med en meningsfuld veerdi.

Angiv for hvert effektmal og studie, hvilken analysepopulation (fx intention to treat
(ITT), per-protocol) der er anvendt.

Angiv en sensitivitetsanalyse baseret pa ITT-populationen, hvis den komparative
analyse ikke er baseret herpa.

Angiv for hvert effektmal og studie, hvilken statistisk analysemetode der er anvendt.
Basér de statistiske analyser for dikotome effektmal pa den relative forskel.

Beregn den absolutte forskel med udgangspunkt i den estimerede relative forskel for
et antaget niveau pa haendelsesraten i komparatorgruppen (jf. appendiks 5 i Hand-
bog for Medicinradets proces og metode vedr. nye laegemidler og indikationsudvi-
delser).

Foretag eventuelt en indirekte analyse, hvis der ikke foreligger direkte sammenlig-
nende studier, og hvis intervention og komparator er sammenlignet med samme al-
ternative komparator i separate studier. Anvend eventuelt Buchers metode for indi-
rekte justeret sammenligning.



Metaanalyser

¢ Foretag en metaanalyse for de effektmal, hvor det er metodemaessigt forsvarligt,
hvis der er mere end ét sammenlignende studie.

e Basér metaanalyser vedr. effektmal, hvor forskellige maleinstrumenter er brugt pa
tveers af de inkluderede studier, pa standardized mean difference (SMD). Omregn
den estimerede SMD til den foretrukne skala for effektmalet (jf. appendiks 7 i Hand-
bog for Medicinraddets proces og metode vedr. nye leegemidler og indikationsudvi-
delser).

* Udfgr alene netveerksmetaanalyse i de undtagelsesvise situationer, hvor Medicinra-
det specifikt beder om det i protokollen. Redeggr i disse tilfeelde for, i hvilken grad
antagelserne om transitivitet og konsistens er opfyldt (gerne ved hjzelp af passende
statistiske metoder).

e Begrund for alle statistiske analyser valget mellem ’fixed effects’-modeller og "ran-
dom effects’-modeller.

e Beskriv den anvendte metode detaljeret.
e Narrative analyser.

*  Begrund valget af syntesemetode (metaanalyse eller narrativ beskrivelse), og lad
specifikke analysevalg fremga tydeligt.

e Syntetisér data narrativt, hvis det ikke er en mulighed at udarbejde komparative ana-
lyser baseret pa statistiske metoder.

»  Beskriv studie- og patientkarakteristika samt resultater fra de inkluderede studier
narrativt og i tabelform med angivelse af resultater pr. effektmal for bade interven-
tion og komparator(er).

*  Beskriv forskelle mellem studier, og vurdér, hvorvidt resultaterne er sammenligne-
lige.

Veaer opmaerksom pa, at Medicinradets sekretariat forbeholder sig retten til at foretage
sensitivitets- og subgruppeanalyser pa baggrund af studiernes validitet og relevans, uan-
set valg af analysemetode.

Sundhedsgkonomiske analyser

En sundhedsgkonomisk ansggning bestar af en sammenhangende, dynamisk sundheds-
gkonomisk model og et teknisk dokument, hvor modellen og de antagelser, der er byg-
get ind i modellen, beskrives, og hvor ansggers sundhedsgkonomiske analyse fremgar.
Ved dynamisk forstas, at en variabel kun skal andres ét sted for at vaere gennemgaende
for hele modellen. Anvend eventuelt Medicinradets metodevejledning og tjekliste til
sundhedsgkonomiske modeller til at teste modellens dynamik, og at modellen overhol-
der formelle krav.

En sundhedsgkonomisk analyse er ikke et resultat, men er en bred analyse af modellens
dynamik, hvilke parametre der har indflydelse pa resultaterne, samt hvorfor og hvordan
disse parametre indgar. Derfor skal det tekniske dokument som minimum indeholde fgl-
gende:

Side 16/23



e Beskriv den valgte modelstruktur grundigt.

e Beskriv, hvis der er anvendt en indirekte analyse, hvordan den vil blive handteret i
den sundhedsgkonomiske analyse.

e Begrund og beskriv samtlige antagelser i modellen, og lad specifikke analysevalg
fremga tydeligt.

e Beskriv alle de inkluderede studier, argumentér for deres relevans, og beskriv, hvor
og hvordan data anvendes i modellen.

e Begrund bade de inkluderede og ekskluderede omkostninger.

e Beskriv, hvad der driver modellen, fx behandlingsleengde eller lzegemiddelomkost-
ninger.

e Ekstrapoleret data skal beskrives.

* Udfgr fglsomhedsanalyser, som belyser hvilke parametre i modellen der har stgrst
indflydelse pa resultatet.

* Argumentér for eventuelle afvigelser fra protokollen og den kliniske ansggning.

*  Budgetkonsekvensanalysen skal veere dynamisk med omkostningsanalysen, uden
diskontering og patientomkostninger.

6. Evidensens kvalitet

Medicinradet anvender GRADE (Grading of Recommendations, Assessments, Develop-
ment and Evaluation) til at foretage en systematisk og transparent vurdering af kvalite-
ten af evidensen. Evidensens kvalitet fortaller, i hvor hgj grad man kan have tiltro til den
evidens, Medicinradet baserer vurderingen af leegemidlets vaerdi pa.

7. Andre overvejelser

Fagudvalget gnsker, at ansgger belyser, hvilken betydning det kan have, at bgrn pa hen-
holdsvis 15 kg og 59 kg skal have samme dosis af laegemidlet.

8. Relation til behandlingsvejled-
ning

Der findes ikke en relevant behandlingsvejledning pa omradet.
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11. Versionslog

Version Dato Andring

1.0 16. december 2020 Godkendt af Medicinradet.
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12.Bilag

Bilag 1: Segestrenge

MEDLINE (via PubMed) https://www.ncbi.nlm.nih.gov/pubmed/advanced

#1 Dermatitis, Atopic[mh]
#2 atopic[tiab] AND (eczemal[tiab] OR dermatitis[tiab]) Sggetermer for po-
#3 neurodermatitis[tiab] pulationen
#4 #1 OR #2 OR #3
#5 dupilumab[nm]
46 dupilumabltiab] OR Dupixent*[tiab] OR REGN668[tiab] OR
REGN-668]tiab] OR SAR231893[tiab] OR SAR-23189[tiab]
#7 Azathioprine[mh]
48 azathioprine[tiab] OR Immuran*[tiab] OR Imuran*[tiab] OR
Imurel*[tiab]
#9 Methotrexate[mh]
#10 methotrexate[tiab] OR amethopterin[tiab] OR Mexate*[tiab] Sggetermer for in-
#11 Cyclosporine[mh] terventionen/
ciclosporin[tiab] OR ciclosporine[tiab] OR cyclosporin[tiab] OR komparatorer
#12 cyclosporine[tiab] OR sandimmun*[tiab] OR sandimmune*[tiab]
OR ciqorin*[tiab] OR Neoral*[tiab]
#13 Mycophenolic Acid[mh]
#14 mycophenolate[tiab] OR mycophenolic[tiab] OR Cellcept*[tiab]
OR Myfortic*[tiab] OR RS61443[tiab] OR RS-61443]tiab]
#5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR
#15
#14
Sggestreng for indi-
#16 #4 AND #15 rekte sammenlig-
ning
#17 Child[mh:noexp] Afgraensning til
child*[tiab] OR pediatric[tiab] OR pediatrics[tiab] OR paediat- bgrn/unge
#18 ric[tiab] OR paediatrics[tiab] OR boy[tiab] OR boys[tiab] OR
girl[tiab] OR girls[tiab] OR schoolchild[tiab]
#19 12 years[tiab] OR under 18 years|[tiab]
#20 Adolescent[mh]
adolescen*[tiab] OR teen*[tiab] OR juvenile[tiab] OR
#21 youth[tiab] OR young[tiab] OR minor[tiab] OR minors[tiab] OR
pubescen*[tiab]
#22 #17 OR #18 OR #19 OR #20 OR #21
#23 #16 AND #22
(Randomized Controlled Trial[pt] OR Controlled Clinical Trial[pt]
424 "OR.raimdon?ized[tiab] OI!R randomised[tiab] OR placgbo[tiab] OR Afgraensning til RCT
Clinical Trials as Topic"[mh:noexp] OR randomly[tiab] OR (Cochrane filter)
trial[ti]) NOT ("Animals"[mh] NOT "Humans"[mh])
#25 #23 AND #24
Case Reports[pt] OR Comment[pt] OR Editorial[pt] OR Letter[pt] Eksklusion af ”?ke .
#26 . . . relevante publikati-
OR Review[pt] OR Systematic Review[pt]
onstyper
#27 #25 NOT #26 Endelig s@gning



https://www.ncbi.nlm.nih.gov/pubmed/advanced

Side 22/23

CENTRAL (via Cochrane Library) https://www.cochranelibrary.com/advanced-
search/search-manager

#1 [mh "Dermatitis, Atopic"]
#2 (atopic NEAR/2 (eczema OR dermatitis)):ti,ab,kw Spgetermer for popula-
#3 | neurodermatitis:ti,ab tionen
#4 #1 OR #2 OR #3
(dupilumab OR Dupixent* OR REGN668 OR "REGN 668" OR
#5 SAR231893 OR "SAR 23189"):ti,ab,kw
#6 [mh Azathioprine]
#7 (azathioprine OR Immuran* OR Imuran* OR Imurel*):ti,ab,kw
#8 [mh Methotrexate]
#9 (methotrexate OR amethopterin OR Mexate*):ti,ab,kw .
Sggetermer for inter-
#10 | [mh Cyclosporine] ventionen/
(ciclosporin OR ciclosporine OR cyclosporin OR cyclosporine komparatorer
OR sandimmun* OR sandimmune* OR cigorin* OR Ne-
#11 | oral*):ti,ab,kw
#12 | [mh "Mycophenolic Acid"]
(mycophenolate OR mycophenolic OR Cellcept*OR Myfortic*
#13 | ORRS61443 OR "RS 61443"):ti,ab,kw
#14 | #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13
Sggestreng for indirekte
#15 | #4 AND #14 sammenligning
#16 | [mh AChild] Afgraensning til
bgrn/unge
#17 | [mh AAdolescent] /ung
(child* OR pediatric OR pediatrics OR paediatric OR paediat-
#18 | rics OR boy OR boys OR girl OR girls OR schoolchild):ti,ab,kw
#19 | ("12 years" OR "under 18 years"):ti,ab,kw
(adolescen* OR teen* OR juvenile OR youth OR young OR mi-
#20 | nor OR minors OR pubescen*):ti,ab,kw
#21 | #16 OR #17 OR #18 OR #19 OR #20
#22 | #15 AND #21
#23 | ("conference abstract" OR review):pt
#24 | NCT*:au Eksklusion af ikke rele-
#25 | (“clinicaltrials.gov" OR trialsearch):so vante publikationstyper
#26 | #23 OR #24 OR #25
#27 | #22 NOT #26 Endelig sggning
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