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Baggrundsnotatet er i vaesentlig grad baseret p& kliniske retningslinjer udarbejdet af Dansk
Reumatologisk Selskab og GRADE.

Patientgrundlag

Reumatoid artritis (RA) forekommer globalt, men med geografisk og etnisk variation. I
Danmark antages 0,7 % af befolkningen svarende til 35.000 at lide af RA (1). Der er ca. 1.600
nydiagnosticerede tilfaelde hvert ar (2), og 3 ud af 4 patienter er kvinder. Sygdommen kan
debutere i alle aldre, men typisk i 4. til 6. dekade. I Landspatientregisteret var der i 2011
registreret 22.965 individer med RA. I Dansk Reumatologisk Database (DANBIO) var der ved
udgangen af 2012 registreret 11.688 patienter med RA, hvoraf 4.284 modtager biologisk
behandling. Populationen af biologisk behandlede patienter er fra 2006 til 2012 gget med ca.
500/3r (3). Ved analyse af DANBIO-registrerede biologiske behandlingsforlgb fandt Hetland et
al. (4) en praeparatoverlevelse efter 12 mdr. pa infliximab, adalimumab og etanercept pa
henholdsvis 64 %, 72 % og 80 % og efter 24 mdr. 50 %, 64 % og 72 %. Ved baseline fik

76 % tillige methotrexat. Med baggrund i disse data kan det forventes, at skgnsmaessigt 30 %
af behandlingsforlgb med infliximab, adalimumab eller etanercept vil blive afsluttet indenfor et
ar, enten ved skift til et andet biologisk praeparat eller ved ophgr med biologisk behandling.
Fagudvalget har ikke haft adgang til estimater for praeparatoverlevelse for gvrige biologiske
leegemidler, men skgnner, at mindst 20 % af alle RA-patienter med et biologisk
behandlingsforlgb i DANBIO vil opleve skift til nyt biologisk lsegemiddel indenfor et ar, hvilket
svarer til 857 patienter (4.284 x 0,20/ar). Neervaerende baggrundsnotat refererer saledes til et
patientgrundlag som arligt tilfares ca. 500 nye biologisk behandlingsnaive patienter og hvor
arligt 857 biologisk behandlingserfarne patienter skiftes til andet biologisk preeparat. Frafaldet
af biologisk behandlede patienter pga. dgd eller medicinske omstandigheder er ubetydeligt i
forhold til den samlede tilgang. For nogle patienter vil biologisk monoterapi veaere eneste
mulige behandlingsprincip. Fagudvalget skgnner, at biologisk monoterapi vedrgrer en ikke
ubetydelig og maske tiltagende patientpopulation hvis stgrrelse ikke kan dokumenteres
neermere.

Baggrundsnotatet omfatter behandling med fglgende laegemidler i ATC nr orden:

LO4AA24 abatacept LO4AB04 adalimumab LO4ACO03 anakinra
LO4AA29 tofacitinib LO4ABO5 certolizumab LO4ACO7 tocilizumab
LO4ABO1 etanercept LO4ABO06 golimumab

LO4ABO2 infliximab LO1XCO02 rituximab
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Patientantal Incidens/ar Praevalens
Fagudvalgets skgn pba. . tilgeengelige DANBIO data
Nye patienter (bionaive) 500 4.280
Skifte patienter 850
| Gennemsnitsvaegt for patienten med reumatoid artrit i biologisk behandling | 73,9 kg |
| Leegemiddellevetid (Fagudvalgets skgn) | 18 mdr. |

Patienter, interventioner, comparatorer og kritiske effektmal (PICO) for patienter

med reumatoid artritis (RA)

Folgende patientpopulationer indgar i baggrundsnotatets arbejde
P.: Biologisk behandlingsnaive (BIO-naive) patienter som ikke responderer adaekvat pa

non-biologisk behandling; herefter benaevnt DMARD-svigt.

P,: Patienter som tidligere har veeret i behandling med et biologisk leegemiddel, men ikke
laengere tolererer dette eller ikke oplever gnsket effekt; herefter bensevnt DMARD

svigt, BIO-svigt.

P5: Biologisk behandlingsnaive patienter (BIO-naive) som ikke tolererer non-biologisk
behandling, speciel methotrexat; herefter benaevnt BIO-mono.

P,: Patienter som tidligere har veeret i behandling med et biologisk lzegemiddel, men ikke
laengere tolererer dette eller ikke oplever gnsket effekt og som ikke tolererer non-
biologisk behandling, speciel methotrexat; herefter benaevnt BIO-mono svigt.

For patientgrupperne vurderes fglgende interventioner:

I,: etanercept + methotrexat

I,: infliximab 3 mg/kg + methotrexat
I5: infliximab 6 mg/kg + methotrexat
I;: adalimumab + methotrexat

Is: certolizumab + methotrexat

Is: golimumab + methotrexat

I;: abatacept + methotrexat

Ig: tofacitinib + methotrexat

Is: rituximab + methotrexat

I,o: anakinra + methotrexat

I,;: tocilizumab + methotrexat

I;»: adalimumab

I,3: certolizumab

I,4: etanercept

Ii6: tocilizumab

Comparator er fglgende

C;: DMARD (methotrexat)

C,: Placebo

C3 etanercept + methotrexat

C,4: infliximab 3 mg/kg + methotrexat
Cs: infliximab 6 mg/kg + methotrexat
Ce: adalimumab + methotrexat

C,: certolizumab + methotrexat

Cs: golimumab + methotrexat

Cy: abatacept + methotrexat
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Cio: tofacitinib + methotrexat
Ciq: rituximab + methotrexat
Ci,: anakinra + methotrexat
Ci3: tocilizumab + methotrexat
Ci4: adalimumab
Cis: certolizumab
Ci6: etanercept
Ci7: tocilizumab

Outcome

0O;: ACR50 (ACR50 % response)
0O,: Total Sharp Score

0Os;: Frafald pga. bivirkninger
04: Alvorlige bivirkninger (SAE)

Behandlingskriterier

Beslutning om behandling med biologiske antireumatika traeffes ved en ekspertvurdering (se
nedenfor) af patientens diagnose, sygdomsstatus og behandlingserfaring. Biologisk behandling
kan tilbydes safremt fglgende 4 delkriterier alle er til stede:

1. Aktuel og vedvarende (> 3 mdr.) moderat eller hgj sygdomsaktivitet ( DAS28crp = 3,2
eller > 5,1) dokumenteret ved mindst 2 pa hinanden fglgende konsultationer.

2. Ekspertvurderet inflammatorisk aktiv og derved forventet reversibel sygdom.

3. Behandlingserfaring med mindst 2 non-biologiske antireumatika i relevant dosering og
indtil steady state (3-4 maneder for hvert praeparat eller 3-4 maneder ved kombinations-
behandling). Non-biologiske antireumatika kan anvendes sekventielt eller i kombination.
Farmakoterapi med non-biologiske antireumatika er beskrevet i Dansk Reumatologisk
Selskabs Kliniske Retningslinje for RA (4). Biologisk behandling kombineres som
hovedregel med non-biologisk behandling, primart methotrexat i hgjest tolererede dosis
dog minimum 15 mg/uge.

e Ved intolerans for peroral methotrexat kan subkutan behandling med methotrexat
forsgges og/eller der gives gget folinsyretilskud (max. 10 mg/uge). Hvis der fortsat er
intolerans for methotrexat kan anden DMARD overvejes, f.eks. leflunomid eller
salazopyrin, fgr biologisk monoterapi accepteres.

4. Temporaer behandling med glukokortikoid systemisk eller som intraartikulzer injektion
afprgvet (5).

Ovennavnte delkriterier kan fraviges i fglgende situationer:

a. Serielle rgntgenoptagelser viser signifikant, aktuel og klinisk betydende progressiv, erosiv
sygdom uanset DAS28crp veaerdi (delkriterium 1 fraviges, men ikke 2, 3 og 4). Det
afggres ved ekspertvurdering, om den observerede rgntgenologiske progression er
signifikant og klinisk betydende. Serielle rgntgenoptagelser af haender og fadder bgr
udfgres ved ordination og 1 ar efter en pabegyndt ny behandling.

Serielle rgntgenoptagelser som er udfgrt med flere ars mellemrum og under forskellige
behandlingsregimer, og som viser erosiv progression, kan ikke isoleret set begrunde
biologisk behandling.
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b. Kontinuerlig (adskillige m&neder) systemisk brug af glukokortikoid aekvipotent med >7,5
mg prednisolon/dggn hos patient som opfylder delkriterium 2, 3 og 4, men ikke
nagdvendigvis delkriterium 1, og hvor biologisk behandling forventes at nedbringe/ophgre
forbrug af glukokortikoid.

Kriterier for farmakologisk behandling af RA er beskrevet indgdende i Dansk Reumatologisk
Selskabs Kliniske Retningslinje for diagnostik, behandling og monitorering af reumatoid artritis

(5).

Diagnosen: Stilles klinisk og refererer til ACR-EULAR-2010 klassifikationskriterier for RA (5).
Patienter som historisk opfylder 1987 klassifikationskriterier for RA (6) opfylder tillige 2010
kriterier.

Sygdomsaktivitet, DAS28, DANBIO: Sygdomsaktivitet, behandling med antireumatika og
effekten og eventuelle bivirkninger af denne dokumenteres i DANBIO (7). Registrering af
behandlingsforlgb i DANBIO er obligatorisk for alle patienter med RA, uanset type af
behandling. Sygdomsaktiviteten vurderes klinisk og understgttes af parakliniske fund. Disease
Activity Score (DAS28crp) (8) er et valideret og internationalt anerkendt mal for sygdoms-
aktivitet ved RA som anvendes obligatorisk og indrapporteres til DANBIO. Kliniske studier har
vist, at anvendelse af DAS28crp under saerlige forudsaetninger (treat-to-target) bedrer
prognosen ved reumatoid artritis. DAS28crp er vejledende ved initiering/monitorering/
dosisjustering/seponering/skift af antireumatisk behandling. DAS28crp aflaeses pa en skala fra
0,9-9,4 og inddeles arbitreert i fglgende intervaller: Remission (DAS28crp < 2,6), lav (2,6 -
3,2), moderat (3,2 - 5,1) og hgj (> 5,1) sygdomsaktivitet. Rationel brug af DAS28crp i praksis
er beskrevet i DRS-klinisk retningslinje (4). Patienter med identiske DAS28crp veerdier kan
praesentere sig klinisk vidt forskelligt, og den enkelte patient kan have en DAS28crp vurderet
hoj sygdomsaktivitet i fraveer af inflammation udtrykt ved ledhaevelse, pavirket biokemi og
billeddiagnostiske (UL og MR) tegn til sygdomsaktivitet. DAS28crp er ikke designet til
registrering af ekstraartikulaer sygdomsaktivitet eller billed-diagnostisk dokumenteret
inflammation og progression af ledskade. Da DAS28crp sdledes hverken er et eksakt eller
udtgmmende estimat af sygdomsaktivitet, men dog et valideret monitoreringsveerktgj ved
reumatoid artritis, bgr der ved planlaegning af den enkelte patients behandlingsbehov tillige
indgd en ekspertvurdering (se nedenfor).

Behandlingsmal: Defineres ved stabil lav (low-DAS) eller ingen (remission) sygdomsaktivitet
og tillige rentgenologisk non-progression. Behandlingsmalet kan desuden vaere at reducere et
eventuelt l&engerevarende prednisolonbehov til £ 7,5 mg/dagn eller tilsvarende forbrug af
andet glukokortikoid. Behandlingsmalet ekspertvurderes tillige.

Ekspertvurdering: En ekspertvurdering er obligatorisk ved biologiske behandlingsforlgb og
kan med fordel indgd ved non-biologisk behandling. En ekspert er i denne sammenhaeng en
speciallaege i reumatologi som praktiserer og har stor erfaring med brug af biologiske
laegemidler. En ekspertvurdering er tillige en konferenceaktivitet i et fagligt miljg med
deltagelse af flere reumatologer, og hvor biologisk behandling er daglig rutine.
Ekspertvurderingen tager udgangspunkt i den enkelte patients sygehistorie, prognostiske
risikoprofil, behandlingserfaring, radiografiske data og aktuelle symptomer og tegn pd
sygdomsaktivitet, herunder DAS28crp. Givet disse oplysninger ekspertvurderes det, om den
pagaeldende patient er inflammatorisk aktiv, og derved kan forventes at respondere pa
biologisk behandling, og om denne forventes tolereret. Ekspertvurdering skal foreligge ved
ordination, dosisjustering, seponering og skift af biologisk behandling.
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Valg af mulige 1. linje og efterfglgende biologiske laegemidler

Fagudvalget har valgt at gennemfgre en komparativ evaluering med brug af direkte og
indirekte data af effekt og sikkerhed af biologiske antireumatika. Til dette formal er primaert
benyttet GRADE-metodikken appliceret p& metaanalyse af datamateriale modtaget fra
leegemiddelproducenterne, systematisk sggning af litteratur og sekundaert publicerede meta-
analyser (10-11), registerdata (12) og Cochrane-reviews (13). Fglgende indikatorer er valgt
for effektmal:

e Klinisk effekt belyst ved et opndet American College of Rheumatology 50 % respons
(ACR50-respons) (PICO 1)

o Effekt p@ opbremsning i udvikling af strukturel ledskade, opgjort som Total Sharp
Score/Genant-Sharp-Score/Heijde-Sharp-Score (TSS) (PICO 2).

Praeparaternes sikkerhed er belyst ved:

e Forekomst af alvorlige bivirkninger (Serious Adverse Events - SAEs) (PICO 4)
e Ophgr med projektmedicin pga. bivirkninger (Adverse Events - AE) (PICO 3 + 4).

I fagudvalgets bedgmmelse af praeparaternes sikkerhed er tillige udvist et forsigtighedsprincip,
idet praeparater, for hvilke der eksisterer et vaesentligt og mangearigt klinisk erfarings-
grundlag, alt andet lige, vurderes mere sikre end nyligt registrerede praeparater med
begreaenset erfaring og nye virkningsmekanismer.

Meta-analyse af 1. linje biologiske lzegemidler er baseret pa klinisk kontrollerede
leegemiddelforsgg (RCTs), som sammenligner et biologisk lzegemiddel i kombination med et
DMARD (Methotrexat) versus placebo + DMARD i patientpopulationer, som har oplevet svigt af
non-biologisk behandling (DMARD-svigt).

Fagudvalgets indstillinger til biologisk praeparatvalg for specifikke patient-
populationer:

P,: BIO-naive, syntetisk DMARD-svigt

P,: BIO-svigt, syntetisk DMARD-svigt,

Ps: BIO-MONO

P,: BIO-MONO-svigt

Valg af biologisk 1. linje praeparat til bio-naive patienter med DMARD-svigt(P;)
Effekt

Klinisk effekt, ACR50-respons, (0,): I alt 38 RCTs er fordelt pa alle 9 biologiske
antireumatika indgdr i analysen. Alle praeparater opnar bedre effekt end placebo (=DMARDSs).
Overordnet er der signifikante undergruppeforskelle, hvilket indikerer en forskel praeparaterne
imellem (Figur 1). Fagudvalget tilskriver primaert denne forskel en svagere effekt af anakinra.
Efter korrektion for anakinra kan der sdledes ikke pavises signifikant forskellige ACR50
effektmal mellem de gvrige 8 preeparater. For infliximab 3 mg/kg/8. uge finder fagudvalget
dog ringere effekt end ved dosering svarende til 6 mg/kg/8. uge (moderat kvalitetsevidens).

Radiografisk effekt, TSS, (0,): Effekt belyst ved opbremsning i udvikling af strukturel
ledskade/TSS. Analysen vanskeligggres ved at metoden anvendt for opggrelse af TSS ikke er
ens pa tvaers af studierne. I alt 12 RCTs indgar. For golimumab + MTX finder fagudvalget ved
metaanalyse effekt pa linje med placebo + MTX (Figur 2). For rituximab har fagudvalget ikke
rgntgenologiske data for patientgruppen syntetisk DMARD-svigt. For alle gvrige biologiske
laegemidler finder fagudvalget signifikant bedre effekt end ved behandling med placebo (MTX).
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Med forbehold for golimumab og rituximab finder fagudvalget ikke signifikant forskelle

praeparaterne imellem, hvad angé’]r radiografisk effekt.

Sikkerhed

Ophgr med projektmedicin pga. bivirkninger (withdrawals due to AEs),(03) Analysen
baseres pd i alt 38 RCTs (Figur 3). For anakinra, certolizumab, tocilizumab og infliximab 3
mg/kg forekommer behandlingsophgr pga. bivirkninger signifikant hyppigere end for placebo
(MTX). For gvrige praeparater finder fagudvalget ingen signifikant forskel mellem placebo og
biologisk behandling.

Alvorlige bivirkninger (SAEs), (04). Analysen baseres pa 38 RCTs (Figur 4). Behandling
med certolizumab og tocilizumab viste signifikant flere SAEs end placebo (MTX). For gvrige
praeparater var forekomsten af SAEs pa linje med placebo.

Med det formal at afklare om denne beskrevne ggede risiko var klinisk betydningsfuld foretog
fagudvalget to ekstra meta-analytiske tiltag:

#1: Samtlige biologiske lzegemidler vs. placebo, pa tvaers af sygdoms kategorier (RA, SpA,
AS), blev kombineret for at gge den statistiske styrke (Figur 5); de inkluderede studier var de
blev benyttet i den gvrige RADS proces. Certolizumab fremstod herved som et biologisk
legemiddel med en seerlig risiko-profil.

#2: Fagudvalget vurderede, at denne forskel kunne vaere betydningsfuld. P& denne baggrund
blev der udfgrt en “netvaerks meta-analyse” der muliggjorde, at alle lzegemidler kunne
sammenlignes direkte pa baggrund af indirekte data. Som en konsekvens af disse data,
vurderede fagudvalget at samtlige alvorlige bivirkninger fra de inkluderede studier skulle
gennemgas af én reumatolog, for at sikre sig, at der var tale om egentlige risici snarere end en
statistisk tilfaeldighed. Statistisk blev der sidelgbende benyttet flere modeller. Disse
sandsynliggjorde at certolizumab og tocilizumab fremstod, som havende flere alvorlige
bivirkninger pga. sakaldte adaptive trial designs. I et sddant design kan den almindelige
‘Intention-to-treat’ population give fejlvisende konklusioner. Det blev vurderet, for bade
certolizumab og tocilizumab, at dette studiedesign havde forarsaget dette statistiske signal ved
at lade flere af deres “placebo patienter” pdbegynde en aktiv-behandling inden afslutningen pa
‘'Intention-to-treat’ perioden.

Efter at fagudvalget ngje havde vurderet hver enkelt alvorlig bivirkning for samtlige patienter i
alle studierne, blev konklusionen at der sandsynligvis var tale om “et statistisk artefakt” pga.
de 'adaptive trial designs’, idet det samme klare billede ikke kunne genfindes pa individ
niveau.

Fagudvalgets indstilling til 1. linje praeparatvalg for patienter karakteriseret ved
syntetisk DMARD-svigt (P,): Tofacitinib fraveelges generelt pga. manglende godkendelse
hos EMA. Anakinra fravaelges pga. ugunstige data for klinisk effekt. Golimumab fraveelges pga.
tvivisom dokumentation for effekt pa radiografiske effektmal. Rituximab er godkendt til
behandling efter svigt af DMARDs inkl. biologiske laegemidler og kan derfor ikke anvendes som
1. linje. Infliximab 3 mg/kg/8 uge viser utilfredsstillende data for sikkerhed belyst ved
behandlingsophgr pga. bivirkninger. Tocilizumab fravaelges med reference til fgrnavnte
forsigtighedsprincip, og idet der ikke foreligger et head-to-head studie som kan dokumentere
hvorvidt dette lzegemiddel er ligeveaerdigt med TNF-alfa haemmende behandling.

Herefter kan uprioriteret ligestilles, abatacept SC/IV, adalimumab, certolizumab, etanercept og
infliximab 6 mg/kg/8. uge som 1. linjebehandling.
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Fagudvalgets indstilling til 2., 3. og fglgende linje biologisk praparatvalg for
patienter karakteriseret ved syntetisk DMARD-svigt, BIO-svigt (P,): Som naevnt under
punktet ‘patientgrundlag’ er der her tale om en stor og voksende patientgruppe karakteriseret
ved manglende eller aftagende effekt og/eller intolerans overfor et eller flere biologiske
leegemidler. Registerstudier viser her, at sandsynligheden for respons er omvendt proportional
med antallet af tidligere afprgvede biologiske lzegemidler. Effekt og sikkerhed af nyt biologisk
leegemiddel + DMARD efter svigt af tidligere biologisk lzegemiddel (primaert TNF-alfa
haammere) er dokumenteret for abatacept, golimumab, rituximab, tocilizumab (og tofacitinib)
(01,2,3,4). For alle preeparater fandtes et gunstigt forhold mellem effekt (ACR50 - O;) og
sikkerhed (SAEs- O,) og behandlingsophgr pga. bivirkninger (03). For golimumab geelder
saerskilt, at nye radiografiske data praesenteret efter RADS 2012 lzegemiddel-
rekommandationen, nu tillader indplacering af dette laagemiddel som mulig 2. linjebehandling
uden dog at kvalificere til 1. linje prioritet.

Fagudvalget indstiller herefter i uprioriteret raekkefglge abatacept SC/IV, adalimumab,
certolizumab, etanercept, golimumab, infliximab 6 mg/kg/8. uge, rituximab og tocilizumab
som mulige 2., 3. og falgende linje praeparater.

Patientprofiler: Biologisk behandling af patienter med tidligere malign diagnose er med fa
undtagelser forbeholdt rituximab. Fravaer af IgM-RF i serum er associeret med et darligere
behandlingsrespons af rituximab end ved +IgM-RF. Betydningen af IgM-RF for respons ved
andre biologiske laegemidler er ikke naermere belyst.

Fagudvalgets indstilling til monoterapi med biologisk lsegemiddel (Ps P,4): I lighed med
DRS fastslar fagudvalget, at biologisk behandling bgr forudgas af afprgvet sekventiel eller
kombineret behandling med mindst 2 non-biologiske DMARDs (hvori MTX indgar) +
glukokortikoid. I denne kontekst vil biologisk monoterapi vaere relevant hos patienten med
pagaende moderat eller hgj sygdomsaktivitet og dokumenteret intolerans/kontraindikation
overfor MTX + yderligere afprgvede non-biologiske DMARDSs. Fglgende biologiske laegemidler
kan anvendes som monoterapi (i henhold til SPCs og PRO.medicin.dk): adalimumab,
etanercept, certolizumab, og tocilizumab. Kombinationsbehandling med MTX og
etanercept/adalimumab har vist sig mere effektiv end monoterapi med
etanercept/adalimumab. En tilsvarende synergimekanisme er ikke vist for tocilizumab + MTX. I
et nyligt offentliggjort “Head-to-Head” komparativt studie fandtes monoterapi med tocilizumab
signifikant mere effektivt (ACR50 - O;) og lige sa sikkert som adalimumab.

Fagudvalget indstiller derfor tocilizumab som eneste 1. linje biologiske laegemiddel ved
DMARD-intolerante patienter (Ps).

Som 2. linje (P,) kan adalimumab, etanercept og certolizumab anvendes som monoterapi efter
svigt/intolerans af tocilizumab og forudsat observeret intolerans/ kontraindikation overfor
syntetiske DMARDs.

Praeparatoverlevelse: Studier baseret pa registerdata finder kortere praeparatoverlevelse for

infliximab end for andre TNF-alfa haemmere (12). En eventuel betydning af dosisggning for
praeparatoverlevelse af infliximab er ikke afklaret.
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RADS

Doseringstabel

Initial behandling

Vedligeholdelsesbehandling

abatacept,
subkutant regime
(forfyldt sprgjte/pen,
initialdosis 1V)

Intravengst:

500 mg til pt. < 60 kg

750 mg til pt. > 60, < 100 kg
1000 mg til pt. > 100 kg

uge 0

Subkutan injektion med 125 mg
ugentligt.

Fgrste injektion samme dag som
initialdosis.

abatacept,
intravengst regime

500 mg til pt. < 60 kg

750 mg til pt. > 60, < 100 kg
1000 mg til pt. > 100 kg

uge 0,2 0g 4

500 mag til pt. < 60 kg

750 mg til pt. > 60, < 100 kg
1000 mg til pt. > 100 kg
hver 4. uge

etanercept,
subkutant regime
(forfyldt sprgjte/pen)

50 mg

50 mg hver uge

infliximab,
intravengst regime

3 mg/kg legemsvaegt uge 0 og 2,
4,5 mg/kg uge 6
6 mg/kg uge 12 og 20

6 mg/kg legemsvaegt hver 8. uge,
dosistitrering ved behov

adalimumab,
subkutant regime
(forfyldt sprgijte/pen)

40 mg

40 mg hver 2. uge

certolizumab,
subkutant regime
(forfyldt sprgijte/pen)

400 mguge O, 2, 4

200 mg hver 2. uge
eller
400 mg hver 4. uge

golimumab,
subkutant regime
(forfyldt sprgijte/pen)

50 mg

50 mg om maneden, pa den
samme dag hver maned som
initialdosis

rituximab, 1000 mg uge 0O, 2 Regimet gentages hver 6. til 12.
intravengst regime maned
tocilizumab, 8 mg/kg legemsvaegt, dog hgjst 8 mg/kg legemsvagt, dog hgjst

intravengst regime

800 mg

800 mg hver 4 uge

Vurdering af behandlingseffekt
Til vurdering af effekt anbefales primaert brugt sendringer i DAS-score og opndelse af LDAS
eller DAS remission og radiologisk non-progression.

Dokumentation af sygdomsstatus, behandling, effekt og eventuelle bivirkninger
Alle patientforlgb rapporteres til den kliniske database DANBIO. Dokumentation sikres fgr
behandling ved behandlingsstart, og herefter til tiden 3, 6, 12 mdr. Yderligere kontrol
afhaenger af graden af sygdomskontrol, dog som minimum hver 6. mdr.

Dosisreduktion

Der er ikke sikker evidens for at dosis kan reduceres i vaesentligt omfang i forhold til dosis
givet i registreringsstudierne, men dette er ikke systematisk undersggt.

Seponeringskriterier

Seponering gennemfgres ved:

1) Uacceptable bivirkninger og manglende effekt som anfgrt under skiftekriterier.

2) @nske om konception eller ved konstateret graviditet. Generelt anbefales optimal
sygdomskontrol op til og under graviditet: adalimumab, etanercept og infliximab kan
anvendes frem til konstateret graviditet, gvrige biologiske praeparater seponeres forud
for (karenstid - se DANBIO patientvejledninger herom) konception.

3) Kritisk komorbiditet (i henhold til produktresumeer: infektion, svar hjerteinsufficiens,
demyeliniserende lidelser, cancer mm.)

RADS Fagudvalg. Biologisk Behandling af Reumatoid Artritis: Baggrundsnotat

Side 8 af 13

Radet for Anvendelse
af Dyr Sygehusmedicin




RA D S Radet for Anvendelse
af Dyr Sygehusmedicin

Skiftekriterier

Opnar patienten ved en given biologisk behandling ikke det definerede behandlingsmal inden
4 méneder (lav sygdomsaktivitet + radiografisk non-progression + reduktion i et eventuelt
hgjt forbrug af glukokortikoid), kan patienten skifte til en ny biologisk behandling.

Maling af le2agemiddelkoncentrationer og neutraliserende laeagemiddelantistoffer
kan i plasma belyse arsagen til behandlingssvigt, dog savnes her stgrre prospektive kliniske
studier. Fagudvalget finder det preematurt at inddrage sddanne analyser rutinemaessigt i
klinisk praksis.

Screening og sikkerhed

Patienterne bgr inden behandlingsstart screenes for latent tuberkulose, kronisk viral
hepatitis og andre kroniske infektioner. Fgr og under biologisk behandling foretages
regelmaessig klinisk og paraklinisk kontrol som beskrevet i DRS-vejledning.

Undtagelse for valg af 1. linje:

Afdelinger som ikke rader over de ressourcer som indgar i behandling af patienter med
intravengst administreret laagemiddel, kan g& videre til naestfslgende linje med subkutan
administration.
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KOMBINATIONSBEHANDLING (Lagemidlerne er angivet i ATC-nr orden)

Behandlingskaskade for nye patienter og patienter som skal skifte biologisk behandling i
kombination med methotrexat (P,)
med angivelse af behandlingsmal for 1. linje i %

De angivne estimater viser den forventede variation som vil forekomme,
afhaengig af den endelige rangordning.

Ved valget skal tages hensyn til de tilstedevaerende ressourcer,
herunder fysiske rammer, i den behandlende afdeling.

abatacept (subkutant eller intravengst regime), etanercept,
infliximab (6mg/kg hver 8 uge), adalimumab, certolizumab

1. linje. Ved subkutan formulering Ved IV formulering som 1. linje pa
som 1. linje pa baggrund af baggrund af laagemiddelpris
lsegemiddelpris

1. linje, 1. valg
50 % pa IV formulering

1. linje, 1.°valg, . (Ved lzegemiddelrekommandationen anfgres ét
80 % pa subkutan formulering | 1y jegemiddel)

(Ved lzegemiddelrekommandationen
anfgres ét af laegemidlerne) 1. linje, 2. valg:

30 % pa subkutan formulering
(Ved laegemiddelrekommandationen anfgres ét
subkutant lzegemiddel)

Behandlingskaskade ved skift af biologisk behandling i kombination med methotrexat,
samt nye patienter i kombination med methotrexat som ikke kan behandles efter 1. linje

(P2)

Ved valget skal tages hensyn til de tilstedevaerende ressourcer,
herunder fysiske rammer, i den behandlende afdeling.

2. linje ved svigt efter ¢ etanercept

abatacepti 1. linje « infliximab (6mg/kg hver 8 uge)
¢ adalimumab
Ved laegemiddel- e certolizumab
rekommandationen e golimumab
anfgres ét af laagemidlerne
pd baggrund af den (Hvis infliximab anfgres pa baggrund af den opndede laegemiddelpris,
opndede laegemiddelpris. anfgres tillige det subkutane laegemiddel som har tilbudt den naesst
mest fordelagtige leegemiddelpris)
2. linje ved svigt efter abatacept (subkutan eller intravengst regime)

TNF-haemmer i 1. linje, | etanercept. Der anbefales hgjst behandling med 2 TNF-haammere.
samt efterfglgende linjer, | Anvendes saedvanligvis ikke ved primaer svigt af TNF-haemmer.

uprioriteret. infliximab (6mg/kg hver 8 uge)

Der anvendes hgjst 2 TNF- Der anbefales h(zijsF bghgndling mec_j 2 TNF-_haemmere.

haemmere i det samlede Anvendes sadvanligvis ikke ved primaer svigt af TNF-haeammer.

behandlingsforigb. adalimumab. Der anbefales hgjst behandling med 2 TNF-haammere.
) Anvendes saadvanligvis ikke ved primaer svigt af TNF-haemmer.

Ved legemiddel- certolizumab. Der anbefales hgjst behandling med 2 TNF-haeammere.

rekommandationen _ Anvendes sadvanligvis ikke ved primaer svigt af TNF-haammer.

vurderes lzegemidlerne i golimumab. Der anbefales hgjst behandling med 2 TNF-hammere.

reekkefglge pa baggrund Anvendes sadvanligvis ikke ved primaer svigt af TNF-haeemmer.

af den _opnaec?e rituximab, anvendes isar ved positiv reumafaktor/CCP eller tidligere

leegemiddelpris. cancer.

Valg af laegemiddel tages Anvendes saadvanligvis ikke til patienter med sveer erosiv sygdom.

pa baggrund af faglige tocilizumab.
kriterier. Anvendes sadvanligvis ikke til patienter med leversygdom.
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MONOTERAPI (Laegemidlerne er angivet i ATC-nr orden)

Behandlingskaskade for nye patienter i monoterapi (Ps),
med angivelse af behandlingsmal for 1. linje i %

Ved valget skal tages hensyn til de tilstedevaerende ressourcer,
herunder fysiske rammer, i den behandlende afdeling.

1. linje, 80 %

tocilizumab (anvendes sadvanligvis ikke til patienter
med leversygdom)

Behandlingskaskade for skifte patienter i monoterapi,
samt nye patienter som ikke kan behandles efter 1. linje (P,),

Ved valget skal tages hensyn til de tilstedevaerende ressourcer,
herunder fysiske rammer, i den behandlende afdeling.

2. linje, uprioriteret

Ved laegemiddel-rekommandationen
anfgres leegemidlerne i raekkefglge
pd baggrund af den opndede
lsegemiddelpris.

etanercept

adalimumab

certolizumab

tocilizumab (anvendes szdvanligvis ikke til patienter
med leversygdom)

Efterlevelsesmal:

Der vil &rligt kunne blive foretaget udtraek fra DANBIO vedrgrende anvendelsen af biologisk
medicin pa de reumatologiske afdelinger i Danmark fordelt pd de enkelte lszegemidler. Dette
geelder bdde det praevalente forbrug og ordination af 1. linje biologisk behandling.

Det forventede samlede nationale efterlevelsesmal for 1. linje laagemiddel er pa 80 % af

patienterne for nye patienter.

Bilag

1. GRADE metode og materialer

2. GRADE Forest Plots RA
3. GRADE Evidens profil RA
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2.0 Februar 2014 2. vurdering

Ngje gennemgang af SAE for specielt certolizumab og tocilizumab.
Behandlingskaskaden er opdelt i “"Kombinationsbehandling” og “Monoterapi”.
Golimumab indgdr som 2. linje i kombinationsbehandling.

RADS Fagudvalg. Biologisk Behandling af Reumatoid Artritis: Baggrundsnotat Side 13 af 13



Bilag 1. GRADE metoder og materialer

Litteraturudvaelgelse ekstraktion af data, og evidenssyntese

Litteraturudvaelgelse og ekstraktion af data
Udarbejdelsen af kliniske behandlingsvejledninger bgr altid tage udgangspunkt
i et eller flere specifikke kliniske spgrgsmal, som definerer den relevante
population (eng. Population), klinisk relevant sammenligningsgrundlag (eng.
Comparator) og vaesentlige effektmal (eng. Outcomes). Dette sakaldte 'PICO’
format (population, intervention, comparator/comparison, outcome) danner
grundstenen for fagudvalgenes faciliterede diskussion om den mest
hensigtsmaessige behandling, svarende til kommissorierne.

I kommissorierne for de tre RADS fagudvalg for biologisk behandling
(eng. Intervention) af hhv. dermatologiske, gastroenterologiske og
reumatologiske lidelser er angivet, at behandlingsvejledningerne skal
indeholde kriterier for initiering og seponering af biologisk behandling.
Udover en systematisk oversigt (eng. Systematic review) af alle de publicerede
artikler der kunne benyttes til at underbygge de givne spgrgsmal, blev de
respektive partnere fra industrien spurgt om at ggre opmaerksom pa
undersggelser af netop deres produkt og evt. indlevere data; data skulle veere
at betragte som peer reviewede, saledes at lgdigheden var blevet vurderet
efter geldende videnskabelige retningslinjer.
Der blev foretaget en systematisk gennemgang af samtlige randomiserede
studie®r samt data ekstraktion til database udviklet til formalet (Microsoft
Excel™).

Datasyntese

For at skabe et generaliseret billede af effekt og bivirkning, for hvert af de
eksisterende biologiske laegemidler, blev der foretaget metaanalyse eller
tilsvarende transparent prasentationsform for samtlige studier der kunne
besvare et specifikt PICO spgrgsmal. De effektmal der blev inkluderet var -
bortset fra rgntgenandringer ved reumatoid atrit - alle binaere (ja/nej), hvilket
har en klar fordel nar data efterfglgende skal fortolkes og formidles. Baseret pa
de tilgeengelige data for hvor mange patienter, der responderede (eller havde
en bivirkning) pa behandling, blev den absolutte gruppeforskel udregnet som
forskellen i proportionen der responderer pa biologisk hhv. kontrol behandling
(eng. Risk Difference). Hver af disse fglges ogsa af de tilsvarende 95%
sikkerhedsgraenser (eng. 95% Confidence Intervals). Ifglge geeldende



statistiske konventioner geelder, at hvis 95% sikkerhedsgraenserne ikke
overlapper "nul-linjen”, er det pagaeldende datapunkt at betragte som
statistisk signifikant forskelligt fra kontrolgruppen (P<0,05).

I meta-analyseplottet (kaldet et "forest plot”) er der for hvert af de
enkelte biologiske laegemidler en enkeltstdende metaanalyse kaldet ‘Subtotal’,
hvilket benyttes til at vurdere det enkelte praeparats specifikke statistiske
forhold. Fortolkningen af den absolutte gruppeforskel er hvor mange flere der
responderer pa det geeldende preeparat, end pa den tilsvarende kontrol
behandling; dvs. hvis man har en Risk Difference pa 0,250 kan man
multiplicere dette med 1.000 og udlede kausalt, at 250 ekstra patienter vil
have saerlig gavn af behandlingen - en behandlingseffekt der ikke kan opnas
pa den konventionelle (kontrol) behandling.

En anden made at benytte Risk Difference pa vil vaere at udregne
‘Number Needed to Treat’ (NNT), hvilket er et indeks for hvor mange der skal
seettes i behandling med det biologiske laagemiddel, fgr én patient far en
klinisk gevinst af interventionen; i det naevnte eksempel ville en NNT vaere 4
patienter der skal saettes i behandling for, at én har en seerlig fordel af det
biologiske laegemiddel (NNT=1/0,250=4).

Det sidste der uddrages af forest plottet er hvorvidt de forskellige
studier er ensartede (homogene); hvis studie resultaterne ikke er ensartede
beskrives inkonsistensen ved det sakaldte I? index. Et I?> under 25% er ikke af
betydning; 1% stgrre 50% er vanskelligt at fortolke, da metaanalysen ikke
umiddelbart er baseret pa undersggelser der er egnet til at blive sldet
sammen. I det tilfaelde at inkonsistensen var hgj, vurderede fagudvalget
hvorvidt inkonsistensen ville ggre konklusionen problematisk - forarsaget af
enkelte studier med et saerpraeget resultat. For at implementere dette forhold
var metaanalysen baseret pa den mest almindelige metode: Overordnet
vurderes det at studierne og praeparaterne der indgar, er “forskellige”, hvorfor
det antages at de enkelte studier repraesenterer noget unikt. Metaanalyserne
er baseret pa en analyse model kaldet ‘random effects model’.



1) Biologic+DMARD

Biologic+DMARD

VS.

DMARD|DMARD tallure],

DMARD

Risk Difference

ACR50%respons

Risk Difference

Study or Subgroup Events Total Events Total Weight v, 95% Cl IV, R 95% Cl
1.1.1 Abatacept_10mg/kg/4
ABA_Kremer2006AIM 205 424 39 214 34.1% 0.3012[0.2310, 0.3715] -
ABA_Schiff2008ATTEST 63 156 22 110 24.5% 0.2038[0.0965, 0.3112] —
ABA_Kremer2005 48 115 24 119 22.8% 0.2157[0.1003, 0.3311] —
ABA_Conaghan2012ASSET 0 0 0 0 Not estimable
ABA_Takeuchi2012 28 61 4 66 18.6% 0.3984 [0.2607, 0.5361] —
Subtotal (95% CI) 756 509 100.0% 0.2760 [0.2004, 0.3516] <&
Total events 344 89
Heterogeneity: Tau? = 0.00; Chi* = 6.31, df = 3 (P = 0.10); I> = 52%
Test for overall effect: Z=7.15 (P < 0.00001)
1.1.2 Adalimumab_40mg/2
ADA_Furst2003STAR 92 318 36 318 19.2% 0.1761[0.1153, 0.2369] -
ADA_Keystone2004DE019 166 419 19 200 19.2% 0.3012[0.2392, 0.3632] -
ADA_Weinblatt2003ARMADA 37 67 5 62 13.0% 0.4716[0.3346, 0.6086] -
ADA_Chen2008 12 35 2 12 6.2% 0.1762 [-0.0868, 0.4392] I
ADA_vanVollenhoven2011 30 79 11 76 13.3% 0.2350[0.1019, 0.3681] —
ADA_Kim2007 28 65 9 63 12.1% 0.2879[0.1397, 0.4361] -
ADA_vanVollenhoven2012 55 199 13 106 17.0% 0.1537 [0.0656, 0.2418] I
Subtotal (95% CI) 1182 837 100.0% 0.2560 [0.1785, 0.3334] <&
Total events 420 95
Heterogeneity: Tau? = 0.01; Chi? = 23.27, df = 6 (P = 0.0007); I2 = 74%
Test for overall effect: Z = 6.48 (P < 0.00001)
1.1.3 Anakinra_100mg/d
ANA_Cohen2004 43 250 20 251 100.0% 0.0923[0.0348, 0.1499] .
ANA_Fleischmann2003 0 0 0 0 Not estimable
Subtotal (95% CI) 250 251 100.0% 0.0923 [0.0348, 0.1499] L 2
Total events 43 20
Heterogeneity: Not applicable
Test for overall effect: Z = 3.14 (P = 0.002)
1.1.4 Certolizumab_200 mg/2
CER_Keystone2008RAPID 1 149 392 15 198 18.3% 0.3043[0.2438, 0.3649] -
CER_Smolen2009RAPID 2 80 246 4 127 17.9% 0.2937 [0.2278, 0.3597] -
CER_Choy2012 22 124 7 119 16.9% 0.1186 [0.0392, 0.1980] -
CER_J-RAPID 45 82 13 77 12.3% 0.3799[0.2436, 0.5163] I
CER_Weinblatt_REALISTIC 226 851 21 212 19.0% 0.1665[0.1165, 0.2165] -
CER_CERTAIN 20 96 7 98 15.5% 0.1369[0.0410, 0.2328] ™
Subtotal (95% CI) 1791 831 100.0% 0.2282[0.1530, 0.3034] &
Total events 542 67
Heterogeneity: Tau? = 0.01; Chi = 31.07, df = 5 (P < 0.00001); I> = 84%
Test for overall effect: Z = 5.94 (P < 0.00001)
1.1.5 Etanercept_50mg/1
ETA_Klareskog2004TEMPO 159 231 98 228 27.8% 0.2585[0.1708, 0.3462] -
ETA_Weinblatt1999 23 59 1 30 24.2% 0.3565[0.2165, 0.4965] —
ETA_Lan2004 19 29 3 29 19.4% 0.5517[0.3463, 0.7572] I
ETA_Weiseman2007 0 0 0 0 Not estimable
ETA_Keystone2004 66 367 3 53 28.6% 0.1232[0.0497, 0.1968] -
Subtotal (95% CI) 686 340 100.0% 0.3004 [0.1515, 0.4492] B
Total events 267 105
Heterogeneity: Tau? = 0.02; Chi = 21.01, df = 3 (P = 0.0001); I* = 86%
Test for overall effect: Z = 3.96 (P < 0.0001)
1.1.6 Golimumab_50mg/4
GOL_Keystone2009GO-FORWAR 33 89 18 133 44.5% 0.2354[0.1195, 0.3514] ——
GOL_Kay2008CNTO148 13 35 2 35 19.0% 0.3143[0.1367, 0.4919] -
GOL_Tanaka2012GO-FORTH 36 86 13 88 36.6% 0.2709[0.1429, 0.3988] ——
Subtotal (95% CI) 210 256 100.0% 0.2634 [0.1860, 0.3407] <
Total events 82 33
Heterogeneity: Tau® = 0.00; Chi? = 0.55, df =2 (P = 0.76); I* = 0%
Test for overall effect: Z = 6.67 (P < 0.00001)
1.1.7 Infliximab_3mg/kg/8
INF_Schiff2008ATTEST 61 165 22 110 17.4% 0.1697 [0.0648, 0.2746] —
INF_Lipsky2000ATTRACT 18 86 7 88 18.1% 0.1298[0.0269, 0.2327] =
INF_Abe2006 15 49 4 47 8.3% 0.2210[0.0693, 0.3727] -
INF_Westhovens2006START 110 343 33 341 56.1% 0.2239[0.1654, 0.2824] E 3
Subtotal (95% CI) 643 586 100.0% 0.1971[0.1533, 0.2410] *
Total events 204 66
Heterogeneity: Tau? = 0.00; Chi2 = 2.81, df = 3 (P = 0.42); 1> = 0%
Test for overall effect: Z = 8.82 (P < 0.00001)
1.1.8 Infliximab_6mg/kg/8
INF_Lipsky2000ATTRACT 29 86 7 88 100.0% 0.2577 [0.1429, 0.3725] i
Subtotal (95% CI) 86 88 100.0% 0.2577 [0.1429, 0.3725]
Total events 29 7
Heterogeneity: Not applicable
Test for overall effect: Z = 4.40 (P < 0.0001)
1.1.9 Rituximab_2x1000mg
RIT_Emery2010SERENE 44 170 16 172 53.1% 0.1658[0.0869, 0.2447] i
RIT_Edwards2004 14 40 2 40 13.9% 0.3000 [0.1375, 0.4625] -
RIT_Emery2006DANCER 41 122 16 122 33.0% 0.2049[0.1019, 0.3079] ——
Subtotal (95% CI) 332 334 100.0% 0.1974 [0.1356, 0.2592] L 4
Total events 99 34
Heterogeneity: Tau? = 0.00; Chi? = 2.17, df = 2 (P = 0.34); I* = 8%
Test for overall effect: Z = 6.26 (P < 0.00001)
1.1.10 Tocilizumab_8mg/kg/4
TOC_Maini2006CHARISMA 26 49 14 49 5.4% 0.2449 [0.0564, 0.4334] .
TOC_Kremer2011LITHE 143 398 39 393 24.8% 0.2601[0.2044, 0.3157] -
TOC_Genovese2008TOWARD 302 803 37 413 28.7% 0.2865][0.2431, 0.3299] -
TOC_Smolen20080PTION 90 205 22 204 18.1% 0.3312[0.2510, 0.4113] -
TOC_Yazici2012ROSE 123 409 23 205 22.9% 0.1885][0.1266, 0.2505] -
Subtotal (95% CI) 1864 1264 100.0% 0.2633 [0.2161, 0.3106] <
Total events 684 135
Heterogeneity: Tau? = 0.00; Chi* = 9.48, df = 4 (P = 0.05); I> = 58%
Test for overall effect: Z = 10.92 (P < 0.00001)
1.1.11 Tofacitinib_10mg/d
TOF_vanVollenhoven2012_ST 72 196 13 106 27.8% 0.2447[0.1528, 0.3367] —-
TOF_Tanaka2011 22 27 4 28 20.7% 0.6720[0.4763, 0.8676] e
TOF_vd_Heijde2013Scan 100 309 13 154 29.0% 0.2392[0.1710, 0.3074] -
TOF_Kremer2012 28 71 16 51  22.5% 0.0806 [-0.0901, 0.2513] T
Subtotal (95% CI) 603 339 100.0% 0.2948 [0.1387, 0.4509] -
Total events 222 46
Heterogeneity: Tau? = 0.02; Chiz = 21.71, df = 3 (P < 0.0001); I = 86%
Test for overall effect: Z = 3.70 (P = 0.0002)
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-05 025 0 025 05

Test for subaroup differences: Chi? = 30.29. df = 10 (P = 0.0008). I* = 67.0%
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Favours Biologic+DMAR
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Tekstboks
1) Biologic+DMARD vs. DMARD [DMARD failure], ACR50% respons


2) Biologic+DMARD  vs.

DMARD|DMARD failure],

Biologic+tDMARD

DMARD

Total

Std. Mean Difference
IV, Random, 95% CI

Sharp Score

Std. Mean Difference
IV, Random, 95% CI

Study or Subgroup Mean SD Total Mean SD_Total Weight
1.4.1 Abatacept_10mg/kg/4

ABA_Takeuchi2012 0 0 0 0 0 0
ABA_Kremer2005 0 0 0 0 0 0
ABA_Conaghan2012ASSET 0 0 0 0 0 0
ABA_Kremer2006AIM 1.21 2.94 391 232 5.04 195 100.0%
ABA_Schiff2008ATTEST 0 0 0 0 0 0
Subtotal (95% CI) 391 195 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 3.34 (P = 0.0008)

1.4.2 Adalimumab_40mg/2

ADA_Weinblatt2003ARMADA 0 0 0 0 0 0
ADA_Chen2008 0 0 0 0 0 0
ADA_Furst2003STAR 0 0 0 0 0 0
ADA_Keystone2004DE019 0.45 4.85 379 27 6.8 172 100.0%
ADA_vanVollenhoven2012 0 0 0 0 0 0
ADA_vanVollenhoven2011 0 0 0 0 0 0
ADA_Kim2007 0 0 0 0 0 0
Subtotal (95% CI) 379 172 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 4.38 (P < 0.0001)

1.4.3 Anakinra_100mg/d

ANA_Cohen2004 0 0 0 0 0 0
ANA_Fleischmann2003 0 0 0 0 0 0
Subtotal (95% CI) 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.4.4 Certolizumab_200 mg/2

CER_Smolen2009RAPID 2 0.2 07 246 12 15 127 34.0%
CER_Keystone2008RAPID 1 0.4 57 364 28 7.8 181 355%
CER_Weinblatt_REALISTIC 0 0 0 0 0 0
CER_Choy2012 0 0 0 0 0 0
CER_J-RAPID 021 3441 82 278 3.4222 77 30.5%
Subtotal (95% CI) 692 385 100.0%
Heterogeneity: Tau® = 0.10; Chi* = 16.61, df = 2 (P = 0.0002); I* = 88%

Test for overall effect: Z = 3.42 (P = 0.0006)

1.4.5 Etanercept_50mg/1

ETA_Weinblatt1999 0 0 0 0 0 0
ETA_Keystone2004 0 0 0 0 0 0
ETA_Weiseman2007 0 0 0 0 0 0
ETA_Klareskog2004TEMPO -0.54 3.4993 218 2.8 127402 212 100.0%
ETA_Lan2004 0 0 0 0 0 0
Subtotal (95% CI) 218 212 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 3.69 (P = 0.0002)

1.4.6 Golimumab_50mg/4

GOL_Kay2008CNTO148 0 0 0 0 0 0
GOL_Keystone2009GO-FORWAR 06 274 89 0.55 235 133 52.7%
GOL_Tanaka2012GO-FORTH 105 3.71 81 251 5.52 84 47.3%
Subtotal (95% CI) 170 217 100.0%
Heterogeneity: Tau? = 0.03; Chi? = 2.48, df = 1 (P = 0.12); I = 60%

Test for overall effect: Z = 0.83 (P = 0.41)

1.4.7 Infliximab_3mg/kg/8

INF_Lipsky2000ATTRACT 1.3 6 71 7 10.3 64 100.0%
INF_Schiff2008ATTEST 0 0 0 0 0 0
INF_Abe2006 0 0 0 0 0 0
INF_Westhovens2006START 0 0 0 0 0 0
Subtotal (95% CI) 7 64 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 3.84 (P = 0.0001)

1.4.8 Infliximab_6mg/kg/8

INF_Lipsky2000ATTRACT 1.6 8.5 71 7 10.3 64 100.0%
Subtotal (95% CI) 71 64 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 3.25 (P = 0.001)

1.4.9 Rituximab_2x1000mg

RIT_Edwards2004 0 0 0 0 0 0
RIT_Emery2010SERENE 0 0 0 0 0 0
RIT_Emery2006DANCER 0 0 0 0 0 0
Subtotal (95% CI) 0 0
Heterogeneity: Not applicable

Test for overall effect: Not applicable

1.4.10 Tocilizumab_8mg/kg/4

TOC_Kremer2011LITHE 0.29 1.9 398 1.13 3.3 393 100.0%
TOC_Maini2006CHARISMA 0 0 0 0 0 0
TOC_Yazici2012ROSE 0 0 0 0 0 0
TOC_Smolen20080PTION 0 0 0 0 0 0
TOC_Genovese2008TOWARD 0 0 0 0 0 0
Subtotal (95% CI) 398 393 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 4.36 (P < 0.0001)

1.4.11 Tofacitinib_10mg/d

TOF_Kremer2012 0 0 0 0 0 0
TOF_vd_Heijde2013Scan 0.12 2.0294 286 047 1.8864 139 100.0%
TOF_Tanaka2011 0 0 0 0 0 0
TOF_vanVollenhoven2012_ST 0 0 0 0 0 0
Subtotal (95% CI) 286 139 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z=1.70 (P = 0.09)

Test for subaroup differences: Chiz = 13.43, df = 8 (P = 0.10). I = 40.4%

Not estimable
Not estimable
Not estimable
-0.2941 [-0.4667, -0.1214]
Not estimable
-0.2941 [-0.4667, -0.1214]

Not estimable
Not estimable
Not estimable
-0.4062 [-0.5880, -0.2244]
Not estimable
Not estimable
Not estimable
-0.4062 [-0.5880, -0.2244]

Not estimable
Not estimable
Not estimable

-0.9569 [-1.1819, -0.7319]
-0.3703 [-0.5499, -0.1907]
Not estimable
Not estimable
-0.7453 [-1.0672, -0.4234]
-0.6842 [-1.0761, -0.2923]

Not estimable
Not estimable
Not estimable
-0.3591 [-0.5496, -0.1685]
Not estimable
-0.3591 [-0.5496, -0.1685]

Not estimable

0.0198 [-0.2486, 0.2882]
-0.3079 [-0.6150, -0.0009]
-0.1352 [-0.4560, 0.1855]

-0.6813 [-1.0291, -0.3336]
Not estimable
Not estimable
Not estimable
-0.6813 [-1.0291, -0.3336]

-0.5715 [-0.9163, -0.2266]
-0.5715 [-0.9163, -0.2266]

Not estimable
Not estimable
Not estimable
Not estimable

-0.3122 [-0.4524, -0.1719]
Not estimable
Not estimable
Not estimable
Not estimable
-0.3122 [-0.4524, -0.1719]

Not estimable
-0.1761 [-0.3791, 0.0269]
Not estimable
Not estimable
-0.1761 [-0.3791, 0.0269]
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2) Biologic+DMARD vs. DMARD [DMARD failure], Total Sharp Score
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Tekstboks


3) Biologic+DMARD vs. DMARD|DMARD failure], Fratald  (drop-out)  pga. bivirkninger

Biologic+DMARD DMARD Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight v, 95% Cl v, 95% Cl
1.2.1 Abatacept_10mg/kg/4
ABA_Kremer2006AIM 18 433 4 219 34.4% 0.0233[-0.0025, 0.0492] Bl
ABA_Schiff2008ATTEST 2 156 1 110 35.6% 0.0037 [-0.0213, 0.0288] -
ABA_Kremer2005 6 115 11 119 8.9% -0.0403[-0.1063, 0.0258] —
ABA_Conaghan2012ASSET 0 27 0 23 7.1% 0.0000 [-0.0753, 0.0753] D
ABA_Takeuchi2012 0 61 2 66 14.0% -0.0303[-0.0809, 0.0202] -
Subtotal (95% CI) 792 537 100.0% 0.0015 [-0.0196, 0.0226] <&
Total events 26 18

Heterogeneity: Tau? = 0.00; Chi* = 5.63, df = 4 (P = 0.23); I> = 29%

Test for overall effect: Z = 0.14 (P = 0.89)

1.2.2 Adalimumab_40mg/2

ADA_Furst2003STAR 9 318 8 318 28.1% 0.0031[-0.0219, 0.0282] .
ADA_Keystone2004DE019 42 419 13 200 17.3% 0.0352[-0.0094, 0.0799] T
ADA_Weinblatt2003ARMADA 0 67 2 62 14.4% -0.0323 [-0.0846, 0.0200] e
ADA_Chen2008 3 35 0 12 2.8% 0.0857 [-0.0567, 0.2282] I
ADA_vanVollenhoven2011 2 79 2 76 15.2% -0.0010 [-0.0509, 0.0490] —_
ADA_Kim2007 4 65 4 63 7.2% -0.0020 [-0.0859, 0.0819] -1
ADA_vanVollenhoven2012 19 204 3 108 15.0% 0.0654 [0.0149, 0.1159] v
Subtotal (95% Cl) 1187 839 100.0% 0.0143 [-0.0106, 0.0392] <>
Total events 79 32

Heterogeneity: Tau? = 0.00; Chi2 = 9.95, df = 6 (P = 0.13); 1> = 40%

Test for overall effect: Z = 1.13 (P = 0.26)

1.2.3 Anakinra_100mg/d

ANA_Cohen2004 35 250 33 251 29.9% 0.0085[-0.0515, 0.0685] —
ANA_Fleischmann2003 150 1116 26 283 70.1% 0.0425[0.0034, 0.0817] ——
Subtotal (95% CI) 1366 534 100.0% 0.0324 [-0.0004, 0.0652] §

Total events 185 59
Heterogeneity: Tau? = 0.00; Chi2 = 0.87, df = 1 (P = 0.35); I = 0%
Test for overall effect: Z = 1.94 (P = 0.05)

1.2.4 Certolizumab_200 mg/2

CER_Keystone2008RAPID 1 17 392 3 199 34.1% 0.0283[0.0020, 0.0546] -
CER_Smolen2009RAPID 2 12 248 2 125 19.8% 0.0324 [-0.0022, 0.0670] "
CER_Choy2012 7 124 6 119 7.4% 0.0060 [-0.0505, 0.0626] R
CER_Weinblatt_REALISTIC 40 846 8 209 26.8% 0.0090 [-0.0207, 0.0387] -
CER_CERTAIN 6 96 6 98 5.1% 0.0013 [-0.0665, 0.0691] -1
CER_J-RAPID 3 82 3 7 6.7% -0.0024 [-0.0617, 0.0569] -/ 1
Subtotal (95% CI) 1788 827 100.0% 0.0188 [0.0034, 0.0342] &
Total events 85 28

Heterogeneity: Tau? = 0.00; Chi? = 2.45, df = 5 (P = 0.78); I* = 0%

Test for overall effect: Z = 2.40 (P = 0.02)

1.2.5 Etanercept_50mg/1

ETA_Klareskog2004TEMPO 24 231 32 228 18.5% -0.0365[-0.0963, 0.0234] R
ETA_Weinblatt1999 2 59 1 30 10.6% 0.0006 [-0.0785, 0.0797] R A
ETA_Lan2004 1 29 1 29 7.5% 0.0000 [-0.0939, 0.0939] I E—
ETA_Weiseman2007 13 266 18 269 42.4% -0.0180[-0.0576, 0.0215] —
ETA_Keystone2004 0 367 2 53 21.0% -0.0377 [-0.0939, 0.0184] I
Subtotal (95% Cl) 952 609 100.0% -0.0223 [-0.0480, 0.0035] o

Total events 40 54

Heterogeneity: Tau? = 0.00; Chi* = 1.09, df = 4 (P = 0.90); I* = 0%
Test for overall effect: Z = 1.69 (P = 0.09)

1.2.6 Golimumab_50mg/4

GOL_Keystone2009GO-FORWAR 2 89 6 133 45.8% -0.0226 [-0.0695, 0.0242]
GOL_Kay2008CNTO148 4 37 2 34 11.1% 0.0493[-0.0783, 0.1768]
GOL_Tanaka2012GO-FORTH 4 86 1 88 43.1% 0.0351[-0.0146, 0.0849]
Subtotal (95% CI) 212 255 100.0% 0.0103 [-0.0352, 0.0557]
Total events 10 9

Heterogeneity: Tau? = 0.00; Chi* = 3.19, df = 2 (P = 0.20); I* = 37%
Test for overall effect: Z = 0.44 (P = 0.66)

1.2.7 Infliximab_3mg/kg/8

INF_Schiff2008ATTEST 8 165 1 110 28.1% 0.0394[0.0021, 0.0767] —
INF_Lipsky2000ATTRACT 5 86 7 88 6.9% -0.0214 [-0.0965, 0.0537] - 1
INF_Abe2006 1 49 1 47 12.0% -0.0009 [-0.0580, 0.0563] - 1T
INF_Westhovens2006START 18 360 8 361 53.0% 0.0278[0.0007, 0.0550] i
Subtotal (95% CI) 660 606 100.0% 0.0242 [0.0045, 0.0440] <&
Total events 32 17
Heterogeneity: Tau? = 0.00; Chi2 = 2.86, df = 3 (P = 0.41); 1> = 0%
Test for overall effect: Z = 2.40 (P = 0.02)
1.2.8 Infliximab_6mg/kg/8
INF_Lipsky2000ATTRACT 9 86 7 88 100.0% 0.0251 [-0.0608, 0.1110] t
Subtotal (95% CI) 86 88 100.0% 0.0251 [-0.0608, 0.1110]
Total events 9 7
Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
1.2.9 Rituximab_2x1000mg
RIT_Emery2010SERENE 3 170 2 172 48.1% 0.0060 [-0.0194, 0.0315] -
RIT_Edwards2004 1 40 2 40 7.2% -0.0250 [-0.1081, 0.0581] - 1
RIT_Emery2006DANCER 6 192 0 149 44.7% 0.0313[0.0042, 0.0583] —
Subtotal (95% Cl) 402 361 100.0% 0.0151 [-0.0079, 0.0381] »
Total events 10 4
Heterogeneity: Tau? = 0.00; Chi? = 2.74, df = 2 (P = 0.25); I* = 27%
Test for overall effect: Z = 1.28 (P = 0.20)
1.2.10 Tocilizumab_8mg/kg/4
TOC_Maini2006CHARISMA 6 50 4 49 1.4% 0.0384 [-0.0799, 0.1566] —
TOC_Kremer2011LITHE 33 399 11 392 19.0%  0.0546 [0.0231, 0.0862] —
TOC_Genovese2008TOWARD 32 803 8 413 527%  0.0205[0.0015, 0.0394] L
TOC_Smolen20080PTION 12 205 6 204 12.1% 0.0291[-0.0105, 0.0688] T
TOC_Yazici2012ROSE 27 409 8 205 14.8% 0.0270[-0.0088, 0.0628] D
Subtotal (95% CI) 1866 1263 100.0% 0.0292 [0.0155, 0.0430] L
Total events 110 37
Heterogeneity: Tau? = 0.00; Chi* = 3.34, df = 4 (P = 0.50); I* = 0%
Test for overall effect: Z = 4.16 (P < 0.0001)
1.2.11 Tofacitinib_10mg/d
TOF_vanVollenhoven2012_ST 19 204 3 108 54.6% 0.0654[0.0149, 0.1159] —i—
TOF_Tanaka2011 4 28 2 28 8.2% 0.0714 [-0.0895, 0.2324] -
TOF_vd_Heijde2013Scan 0 0 0 0 Not estimable
TOF_Kremer2012 3 71 3 69 37.1% -0.0012[-0.0683, 0.0659] —
Subtotal (95% CI) 303 205 100.0% 0.0411 [-0.0064, 0.0887] -
Total events 26 8
Heterogeneity: Tau? = 0.00; Chi2 = 2.54, df = 2 (P = 0.28); 12 =21%
Test for overall effect: Z = 1.69 (P = 0.09)
+ + + +
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3) Biologic+DMARD vs. DMARD [DMARD failure], Frafald (drop-out) pga. bivirkninger


4) Biologic+tDMARD vs. DMARD|DMARD failure], Alvorlige  bivirkninger (SAEs)

Biologic+DMARD DMARD Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight v, 95% Cl v, 95% Cl
1.3.1 Abatacept_10mg/kg/4
ABA_Kremer2006AIM 65 433 26 219 31.3% 0.0314[-0.0231, 0.0859] T
ABA_Schiff2008ATTEST 8 156 13 110 24.6% -0.0669 [-0.1365, 0.0027] |
ABA_Kremer2005 14 115 19 119 18.1% -0.0379[-0.1268, 0.0510] L
ABA_Conaghan2012ASSET 0 27 2 23 10.1% -0.0870[-0.2186,0.0447] — = |
ABA_Takeuchi2012 5 61 6 66 15.9% -0.0089[-0.1067,0.0888] I
Subtotal (95% CI) 792 537 100.0% -0.0237 [-0.0698, 0.0225] -~
Total events 92 66

Heterogeneity: Tau? = 0.00; Chi* = 6.33, df = 4 (P = 0.18); |
Test for overall effect: Z = 1.00 (P = 0.32)

37%

1.3.2 Adalimumab_40mg/2

ADA_Furst2003STAR 17 318 22 318 32.2% -0.0157 [-0.0530, 0.0215] —
ADA_Keystone2004DE019 60 419 19 200 16.1% 0.0482[-0.0045, 0.1009] —
ADA_Weinblatt2003ARMADA 3 67 1 62 13.0% 0.0286 [-0.0300, 0.0873] -
ADA_Chen2008 0 0 0 0 Not estimable

ADA_vanVollenhoven2011 3 79 2 76 14.6% 0.0117 [-0.0438, 0.0671] e
ADA_Kim2007 7 65 6 63 4.1% 0.0125[-0.0921, 0.1170] -1
ADA_vanVollenhoven2012 1 204 4 108 20.1% 0.0169[-0.0303, 0.0641] . o
Subtotal (95% CI) 1152 827 100.0% 0.0120 [-0.0091, 0.0332] <>

Total events 101 54

Heterogeneity: Tau? = 0.00; Chi2 = 4.29, df =5 (P = 0.51); I = 0%
Test for overall effect: Z=1.11 (P = 0.27)

1.3.3 Anakinra_100mg/d

ANA_Cohen2004 10 250 8 251 53.4% 0.0081[-0.0245, 0.0407]
ANA_Fleischmann2003 86 1116 22 283 46.6% -0.0007 [-0.0356, 0.0342]
Subtotal (95% CI) 1366 534 100.0% 0.0040 [-0.0198, 0.0278]
Total events 96 30

Heterogeneity: Tau? = 0.00; Chi2 = 0.13, df = 1 (P = 0.72); I = 0%
Test for overall effect: Z = 0.33 (P = 0.74)

1.3.4 Certolizumab_200 mg/2

CER_Keystone2008RAPID 1 45 392 11 199 19.8%  0.0595[0.0148, 0.1043] —
CER_Smolen2009RAPID 2 18 248 4 125 19.9% 0.0406 [-0.0041, 0.0852] T
CER_Choy2012 16 124 12 119 7.1% 0.0282[-0.0519, 0.1082] R
CER_Weinblatt_REALISTIC 52 846 12 209 28.5% 0.0040 [-0.0314, 0.0395] i
CER_CERTAIN 5 96 7 98 9.7% -0.0193 [-0.0870, 0.0483] .
CER_J-RAPID 4 82 1 77 14.9% 0.0358 [-0.0172, 0.0888] T
Subtotal (95% CI) 1788 827 100.0% 0.0265 [0.0045, 0.0486] L 2

Total events 140 47

Heterogeneity: Tau? = 0.00; Chi = 5.90, df = 5 (P = 0.32); I> = 15%
Test for overall effect: Z = 2.36 (P = 0.02)

1.3.5 Etanercept_50mg/1

ETA_Klareskog2004TEMPO 29 231 37 228 20.9% -0.0367[-0.1009, 0.0274] [
ETA_Weinblatt1999 2 59 3 30 8.6% -0.0661[-0.1830, 0.0508] - 1
ETA_Lan2004 0 0 0 0 Not estimable

ETA_Weiseman2007 23 266 16 269 31.1% 0.0270[-0.0171, 0.0710] T
ETA_Keystone2004 12 367 0 53 39.5% 0.0327[0.0012, 0.0642] -
Subtotal (95% CI) 923 580 100.0% 0.0080 [-0.0292, 0.0452] R
Total events 66 56

Heterogeneity: Tau? = 0.00; Chi = 5.78, df = 3 (P = 0.12); I> = 48%
Test for overall effect: Z = 0.42 (P = 0.67)

1.3.6 Golimumab_50mg/4

GOL_Keystone2009GO-FORWAR 6 89 5 133 26.8% 0.0298 [-0.0315, 0.0911] I
GOL_Kay2008CNTO148 4 37 2 34 6.2% 0.0493 [-0.0783, 0.1768] R
GOL_Tanaka2012GO-FORTH 2 86 1 88 67.0% 0.0119[-0.0269, 0.0507] ——
Subtotal (95% Cl) 212 255 100.0% 0.0190 [0.0127, 0.0508] L 2
Total events 12 8
Heterogeneity: Tau? = 0.00; Chi* = 0.47, df =2 (P = 0.79); I? = 0%
Test for overall effect: Z=1.17 (P = 0.24)
1.3.7 Infliximab_3mg/kg/8
INF_Schiff2008ATTEST 19 165 13 110 13.5% -0.0030 [-0.0806, 0.0745] D E—
INF_Lipsky2000ATTRACT 10 88 18 86 6.9% -0.0957 [-0.2042, 0.0129] I
INF_Abe2006 0 49 1 47 255% -0.0213[-0.0777, 0.0351] —
INF_Westhovens2006START 28 360 27 361 54.0% 0.0030 [-0.0358, 0.0417] t
Subtotal (95% CI) 662 604 100.0% -0.0108 [-0.0394, 0.0177]
Total events 57 59
Heterogeneity: Tau? = 0.00; Chi2 = 3.00, df = 3 (P = 0.39); I> = 0%
Test for overall effect: Z = 0.74 (P = 0.46)
1.3.8 Infliximab_6mg/kg/8
INF_Lipsky2000ATTRACT 14 86 18 86 100.0% -0.0465 [-0.1626, 0.0696] jﬁ
Subtotal (95% CI) 86 86 100.0% -0.0465 [-0.1626, 0.0696] B
Total events 14 18
Heterogeneity: Not applicable
Test for overall effect: Z = 0.79 (P = 0.43)
1.3.9 Rituximab_2x1000mg
RIT_Emery2010SERENE 15 170 15 172 32.6% 0.0010 [-0.0589, 0.0610] —
RIT_Edwards2004 4 40 4 40 6.8% 0.0000 [-0.1315, 0.1315] [
RIT_Emery2006DANCER 13 192 4 149 60.6% 0.0409 [-0.0031, 0.0849] —
Subtotal (95% Cl) 402 361 100.0% 0.0251 [-0.0092, 0.0593] -
Total events 32 23
Heterogeneity: Tau? = 0.00; Chi? = 1.25, df = 2 (P = 0.53); I* = 0%
Test for overall effect: Z = 1.44 (P = 0.15)
1.3.10 Tocilizumab_8mg/kg/4
TOC_Maini2006CHARISMA 7 50 2 49 2.5% 0.0992[-0.0118, 0.2102] T
TOC_Kremer2011LITHE 40 399 26 392 20.5% 0.0339[-0.0045, 0.0723] =
TOC_Genovese2008TOWARD 54 802 18 414 44.0% 0.0239 [-0.0024, 0.0501] i
TOC_Smolen20080PTION 13 206 12 204 14.1% 0.0043 [-0.0420, 0.0506] R
TOC_Yazici2012ROSE 30 409 11 205 19.0% 0.0197 [-0.0202, 0.0596] T
Subtotal (95% CI) 1866 1264 100.0% 0.0242 [0.0068, 0.0416] L 2
Total events 144 69
Heterogeneity: Tau? = 0.00; Chi* = 2.76, df = 4 (P = 0.60); I* = 0%
Test for overall effect: Z=2.73 (P = 0.006)
1.3.11 Tofacitinib_10mg/d
TOF_vanVollenhoven2012_ST 22 204 4 108 284% 0.0708[0.0153, 0.1263] —
TOF_Tanaka2011 1 28 0 28 10.0% 0.0357 [-0.0578, 0.1292] -1 -
TOF_vd_Heijde2013Scan 29 321 10 160 36.6% 0.0278 [-0.0210, 0.0767] T
TOF_Kremer2012 4 71 0 69 24.9% 0.0563 [-0.0030, 0.1156] =
Subtotal (95% CI) 624 365 100.0% 0.0479 [0.0184, 0.0775] L 2
Total events 56 14
Heterogeneity: Tau? = 0.00; Chi = 1.44, df = 3 (P = 0.70); I* = 0%
Test for overall effect: Z = 3.18 (P = 0.001)
+ + + +
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SJEN0153
Tekstboks
4) Biologic+DMARD vs. DMARD [DMARD failure], Alvorlige bivirkninger (SAEs)


bivirkninger

[DMARD tailure+Naive og Biologic  failure], Alvorlige
Biologic+DMARD  DMARD Risk Difference Risk Difference

Study or Subgroup Events  Total Events Total Weight IV, Random, 95% C1 Year IV, Random, 95% CI
3.3.1 Abatacept_10mglkg/4
ABA_Moreland2002 0 0 0o 0 Not estimable 2002
BF_Genovese2005ATTAIN 27 258 15 133 15.7% -0.0081(-0.0736,0.0573] 2005 —
ABA_Kremer2005 14 115 19 119 8.9% -0.0379 [-0.1268, 0.0510] 2005 ]
ABA_Kremer2006AIM 65 433 26 219 21.7% 0.0314[-0.0231, 0.0859] 2006 T
ABA_SChiff2008ATTEST 8 156 13110 14.1% -0.0669 [-0.1365,0.0027] 2008 —
ABA_Westhovens2009AGREE 20 256 20 253 27.9% -0.0009 [-0.0477,0.0458] 2009 ——
ABA_Takeuchi2012 5 61 6 66 7.5% -0.0089[0.1067,0.0888] 2012 . m—
ABA_Conaghan2012ASSET 0 27 2 23 42% -0.0870[0.2186,0.0447] 2012 —
Subtotal (95% CI) 1306 923 100.0% -0.0119 [-0.0393, 0.0156]
Total events 139 101
Heterogeneity: Tau? = 0.00; Chi? = 6.63, df =6 (P = 0.36); I’ = 9%
Test for overall effect: Z = 0.85 (P = 0.40)
3.3.2 Adalimumab_40mg/2
ADA_Weinblatt2003ARMADA 3 67 1 62 61% 0.0286[-0.0300,0.0873] 2003 -
ADA_Furst2003STAR 17 318 22 318 137% -0.0157[0.0530,0.0215] 2003 —
ADA_van de Putte2003 5 70 7 70 26% -0.0286 [-0.1212, 0.0641] 2003 -1
ADA_Keystone2004DE019 60 419 19 200 7.4% 0.0482[-0.0045, 0.1009] 2004 —
ADA_van de Putte2004DE011 31 225 16 110 3.4% -0.0077 [-0.0875, 0.0721] 2004 - 1
ADA_Breedveld2006PREMIER 55 268 43 257 48% 0.0379[-0.0286,0.1044] 2006 -
ADA_Kim2007 7 65 6 63 20% 0.0125[0.0921,0.1170] 2007 —
ADA_Chen2008 0 0 [ Not estimable 2008
ADA_Miyasaka2008CHANGE 17 91 8 87 22% 0.0949 [0.0056,0.1954] 2008
ADA_Bejarano2008 7 75 10 73 21% -0.0437 [-0.1464, 0.0591] 2008 I
ADA_vanVollenhoven2011 3 79 2 76 6.8% 0.0117 [-0.0438, 0.0671] 2011 -
ADA_vanVollenhoven2012 1 204 4 108 91% 0.0169[-0.0303,0.0641] 2012 -
ADA_Kavanaugh20120PTIMA 37 515 32 517 19.0% 0.0099 [-0.0205,0.0404] 2012 -
TOF_Fleischmann2012_1035 1 53 2 59 6.0% -0.0150[0.0740,0.0439] 2012 B
ADA_Detert2012HIT HARD 12 87 22 85 16% -0.1209[-0.2389,-0.0029] 2012
ADA_Takeuchi2013HOPEFUL 7 171 4 163 13.2% 0.0164 [0.0216,0.0544] 2013 -
Subtotal (95% CI) 2707 2248 100.0% 0.0090 [-0.0060, 0.0240] .
Total events 273
Heterogeneity: Tau? = 0.00; Chi? = 15.15, df = 14 (P = 0.37); I = 8%
Test for overall effect: Z = 1.17 (P = 0.24)
3.3.3 Anakinra_100mg/d
ANA_Fleischmann2003 8 1116 22 283 46.6% -0.0007 [-0.0356,0.0342] 2003 ——
ANA_Cohen2004 10 250 8 251 53.4% 0.0081[-0.0245, 0.0407] 2004 —
Subtotal (95% CI) 1366 534 100.0% 0.0040 [-0.0198, 0.0278] >
Total events 9% 30
Heterogeneity: Tau? = 0.00; Chi? = 0.13, df = 1 (P = 0.72); = 0%
Test for overall effect: Z = 0.3 (P = 0.74)
3.3.4 Certolizumab_200 mg/2
CER_Keystone2008RAPID 1 45 392 1" 199 15.8% 0.0595 [0.0148, 0.1043] 2008 —
CER_Smolen2009RAPID 2 18 248 4 125 159% 0.0406 [-0.0041, 0.0852] 2009 |
CER_Fleischmann09FAST4WAR 8 111 3109 11.0% 0.0445[-0.0125,0.1016] 2009 T
CER_HIKARI 13 116 3 114 9.0%  0.0858(0.0213,0.1502] 2011 —_—
CER_J-RAPID 4 82 177 123% 0.0358[-0.0172,0.0888] 2011 —
CER_CERTAIN 5 9% 7 98 83% -0.0193[0.0870,0.0483] 2012 e
CER_Weinblatt_REALISTIC 52 846 12209 21.6% 0.0040 [0.0314,0.0395] 2012 -+
CER_Choy2012 16 124 12 119 6.2%  0.0282[-0.0519, 0.1082] 2012 R
Subtotal (95% CI) 2015 1050 100.0%  0.0339 [0.0128, 0.0549] L 2
Total events 161
Heterogeneity: Tau? = 0.00; Chi* = 9.07, df = 7 (P = 0.25); I = 23%
Test for overall effect: Z = 3.15 (P = 0.002)
3.3.5 Etanercept_50mg/1
ETA_Moreland1999 0 0 0 0 Not estimable 1999
ETA_Weinblatt1999 2 59 3 30 4.2% -0.0661[-0.1830, 0.0508] 1999 - 1
ETA_Keystone2004 12 367 0 53 322%  0.0327[0.0012,0.0642] 2004 -
ETA_Klareskog2004TEMPO 29 231 37 228 12.2% -0.0367[0.1009, 0.0274] 2004 —
ETA_Lan2004 [ 0 0o 0 Not estimable 2004
ETA_Combe2006 5 100 1 50 145%  0.0300[-0.0277,0.0877] 2006 -
ETA_Weiseman2007 23 266 16 269 21.5%  0.0270 [0.0171,0.0710] 2007 T
ETA_Emery2008COMET 33 274 34 268 154% -0.0064 [-0.0619, 0.0490] 2008 I
Subtotal (95% CI) 1207 898 100.0% 0.0124 [-0.0123, 0.0372] »>
Total events 104 91
Heterogeneity: Tau? = 0.00; Chi* = 6.66, df = 5 (P = 0.25); I = 25%
Test for overall effect: Z = 0.99 (P = 0.32)
3.3.6 Golimumab_50mg/4
GOL_Kay2008CNTO148 4 37 2 34 26% 0.0493[-0.0783, 0.1768] 2008
GOL_Keystone2009GO-FORWAR 6 89 5 133 11.2% 0.0298 [-0.0315, 0.0911] 2009
BF_Smolen2009GO_AFTER 1 152 15 155 10.9% -0.0244[-0.0866,0.0377] 2009
GOL_Emery2009GO-BEFORE 18 158 22 159  7.9% -0.0244[-0.0975,0.0486] 2009
GOL_Tanaka2012GO-FORTH 2 86 188 27.9% 0.0119[-0.0269,0.0507] 2012
GOL_Takeuchi2012GO-MONO 1 101 2 105 39.7% -0.0091[0.0416,0.0234] 2012
Subtotal (95% CI) 623 674 100.0% -0.0003 [-0.0208, 0.0202]
Total events 42 47
Heterogeneity: Tau? = 0.00; Chi? = 3.17, df =5 (P = 0.67); I’ = 0%
Test for overall effect: Z = 0.03 (P = 0.98)
3.3.7 Infliximab_3mg/kg/8
INF_Lipsky2000ATTRACT 10 88 18 86  5.8% -0.0957[0.2042,0.0129] 2000
INF_St.Clair2004ASPIRE 52 372 32 291 24.0% 0.0298 [-0.0205,0.0802] 2004
INF_Quinn2005 0 0 0 0 Not estimable 2005
INF_Abe2006 0 49 1 47 19.7% -0.0213[-0.0777,0.0351] 2006
INF_Westhovens2006START 28 360 27 361 37.0% 0.0030[-0.0358,0.0417] 2006
INF_Durez2007 1 15 0 14  24% 0.0667[0.1026,0.2359] 2007
INF_Schiff2008ATTEST 19 165 13 110 11.0% -0.0030 [0.0806, 0.0745] 2008
Subtotal (95% CI) 1049 909 100.0% -0.0002 [-0.0268, 0.0264]
Total events 110
Heterogeneity: Tau? = 0.00; Chi? = 5.50, df = 5 (P = 0.36); I = 9%
Test for overall effect: Z = 0.01 (P = 0.99)
3.3.8 Infliximab_6mg/kg/8
INF_Lipsky2000ATTRACT 14 86 18 86 22.3% -0.0465[0.1626,0.0696] 2000
INF_St.Clair2004ASPIRE 51 377 32 291 777% 0.0253[-0.0245,0.0752] 2004
Subtotal (95% CI) 463 377 100.0% 0.0093 [-0.0492, 0.0679]
Total events 65 50
Heterogeneity: Tau? = 0.00; Chi? = 1.24, df = 1 (P = 0.27); I = 19%
Test for overall effect: Z = 0.31 (P = 0.75)
3.3.9 Rituximab_2x1000mg
RIT_Edwards2004 4 40 4 40 4.8% 0.0000[0.1315,0.1315] 2004
RIT_Emery2006DANCER 13 192 4 149 26.6% 0.0409 [0.0031,0.0849] 2006 =
BF_Cohen2006REFLEX 23 308 21 209 227% -0.0258[-0.0760, 0.0244] 2006 —
RIT_Emery2010SERENE 15 170 15 172 17.9% 0.0010 [-0.0589, 0.0610] 2010 -1
RIT_Tak2012IMAGE 12 250 19 249 27.8% -0.0283[-0.0706,0.0140] 2012 —=r
Subtotal (95% CI) 960 819 100.0% -0.0027 [-0.0328, 0.0275] -
Total events 67
Heterogeneity: Tau? = 0.00; Chi* = 6.00, df = 4 (P = 0.20); I* = 33%
Test for overall effect: Z = 0.17 (P = 0.86)
3.3.10 Tocilizumab_8mglkg/4
TOC_Nishimoto2004STREAM 2 55 2 53 73% -0.0014[-0.0726,0.0699] 2004 —_—r
TOC_Maini2006CHARISMA 7 50 2 49 32% 0.0992[0.0118,0.2102] 2006 R
TOC_Genovese2008TOWARD 54 802 18 414 28.8%  0.0239 [0.0024,0.0501] 2008 -
TOC_Smolen20080PTION 13 206 12 204 145% 0.0043 [0.0420, 0.0506] 2008 —_
BF_Emery2008RADIATE 11 175 18 160  9.5% -0.0496 [0.1104,0.0111] 2008 —
TOC_Kremer2011LITHE 40 399 26 392 18.8% 0.0339[-0.0045, 0.0723] 2011 |
TOC_Yazici2012ROSE 30 409 11 205 17.9% 0.0197 [-0.0202, 0.0596] 2012 N
Subtotal (95% CI) 2096 1477 100.0% 0.0158 [-0.0048, 0.0364] >
Total events 157
Heterogeneity: Tau? = 0.00; Chi* = 8.30, df = 6 (P = 0.22); I = 28%
Test for overall effect: Z = 1.50 (P = 0.13)
3.3.11 Tofaciti _10mg/d
TOF_Kremer2009_1019 1 61 1 65 14.3% 0.0010 [-0.0427, 0.0447] 2009 I
TOF_Tanaka2011 1 28 0 28 7.4% 0.0357[-0.0578,0.1292] 2011 —_
TOF_vanVollenhoven2012_ST 22 204 4 108 121%  0.0708[0.0153,0.1263] 2012 —_—
TOF_Kremer2012 4 7 0 69 11.5% 0.0563[-0.0030,0.1156] 2012 —
TOF_Fleischmann2012_1035 0 49 2 59 11.8% -0.0339[0.0915,0.0237] 2012 —T
TOF_Fleischmann2012-solo 1 243 6 122 15.1% -0.0451[-0.0843,-0.0059] 2012 ]
TOF_vd_Heijde2013Scan 29 321 10 160 13.3% 0.0278[-0.0210, 0.0767] 2013
BF_Burmester2013Step 133 6 132 14.8% -0.0304 [-0.0715,0.0107] 2013
Subtotal (95% CI) 1110 743 100.0% 0.0062 [-0.0247, 0.0370]
Total events 2
Heterogeneity: Tau? = 0.00; Chi* = 20.03, df = 7 (P = 0.006); I* = 65%
Test for overall effect: Z = 0.39 (P = 0.70)
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Tekstboks
5) Biologic vs. Placebo [DMARD failure+Naïve og Biologic failure], Alvorlige bivirkninger (SAEs)


6) Biologic+tDMARD vs. BiologictDMARD |DMARD failure], ACR50%respons

Biologic 1 Biologic 2 Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
2.1.1 Abatacept_10mg/kg/4 vs. Infliximab_3mg/kg/8
H2H_Schiff2008ATTEST 71 156 60 165 100.0%  0.0915[-0.0157, 0.1987] t
Subtotal (95% CI) 156 165 100.0% 0.0915[-0.0157, 0.1987] 1
Total events 71 60

Heterogeneity: Not applicable
Test for overall effect: Z=1.67 (P = 0.09)

2.1.2 Abatacept(s.c)_125mg/1 vs. Adalimumab_40mg/2

H2H_Weinblatt2013AMPLE 147 318 151 328 100.0% 0.0019 [-0.0750, 0.0788] !
Subtotal (95% Cl) 318 328 100.0% 0.0019 [-0.0750, 0.0788]
Total events 147 151

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

2.1.3 Infliximab_3mg/kg/8 vs. Etanercept_50mg/1

H2H_DeFillippies2006 3 14 8 14 100.0% -0.3571[-0.6939, -0.0204] .
Subtotal (95% CI) 14 14 100.0% -0.3571 [-0.6939, -0.0204]
Total events 3 8

Heterogeneity: Not applicable
Test for overall effect: Z =2.08 (P = 0.04)

2.1.4 Tofacitinib_10mg/d vs. Adalimumab_40mg/2

H2H_vanVollenhoven2012 72 196 67 199 100.0% 0.0307 [-0.0635, 0.1248] t
Subtotal (95% CI) 196 199 100.0% 0.0307 [-0.0635, 0.1248]
Total events 72 67

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)

2.1.5 Infliximab_3mg/kg/8 vs. Infliximab 6mg/kg/8

INF_Lipsky2000ATTRACT 18 86 29 86 100.0% -0.1279[-0.2597, 0.0039] t
Subtotal (95% CI) 86 86 100.0% -0.1279 [-0.2597, 0.0039]
Total events 18 29

Heterogeneity: Not applicable
Test for overall effect: Z=1.90 (P = 0.06)
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Tekstboks
6) Biologic+DMARD vs. Biologic+DMARD [DMARD failure], ACR50% respons


7) Biologic+DMARD vs. BiologictDMARD |DMARD tallure], Total Sharp Score
Bio 1 Bio 2 Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
2.4.1 Abatacept_10mg/kg/4 vs. Infliximab_3mg/kg/8
H2H_Schiff2008ATTEST 0 0 0 0 O 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.4.2 Abatacept(s.c)_125mg/1 vs. Adalimumab_40mg/2
H2H_Weinblatt2013AMPLE 058 322 290 0.38 5 289 100.0% 0.0475[-0.1154, 0.2104] i
Subtotal (95% CI) 290 289 100.0% 0.0475[-0.1154, 0.2104]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.57 (P = 0.57)
2.4.3 Infliximab_3mg/kg/8 vs. Etanercept_50mg/1
H2H_DeFillippies2006 0 0 0 0 O 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.4.4 Tofacitinib_10mg/d vs. Adalimumab_40mg/2
H2H_vanVollenhoven2012 0 0 0 0 O 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
2.4.5 Infliximab_3mg/kg/8 vs. Infliximab 6mg/kg/8
INF_Lipsky2000ATTRACT 1.3 6 71 1.6 8.5 71 100.0% -0.0406 [-0.3695, 0.2884] ‘
Subtotal (95% CI) 71 71 100.0% -0.0406 [-0.3695, 0.2884]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.24 (P = 0.81)

Test for subaroup differences: Chi2 = 0.22, df = 1 (P = 0.64). |12 = 0%
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Tekstboks
7) Biologic+DMARD vs. Biologic+DMARD [DMARD failure], Total Sharp Score


8) Biologic+tDMARD vs. Biologic+tDMARD  |DMARD tailure], Fratald  (drop-out)  pga. bivirkninger

Biologic 1 Biologic 2 Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
2.2.1 Abatacept_10mg/kg/4 vs. Infliximab_3mg/kg/8
H2H_Schiff2008ATTEST 5 156 12 165 100.0% -0.0407 [-0.0890, 0.0076] i-
Subtotal (95% CI) 156 165 100.0% -0.0407 [-0.0890, 0.0076] -
Total events 5 12

Heterogeneity: Not applicable
Test for overall effect: Z=1.65 (P = 0.10)

2.2.2 Abatacept(s.c)_125mg/1 vs. Adalimumab_40mg/2

H2H_Weinblatt2013AMPLE 11 318 20 328 100.0% -0.0264 [-0.0592, 0.0064] i‘
Subtotal (95% Cl) 318 328 100.0% -0.0264 [-0.0592, 0.0064] -
Total events 1 20

Heterogeneity: Not applicable
Test for overall effect: Z=1.58 (P =0.11)

2.2.3 Infliximab_3mg/kg/8 vs. Etanercept50mg/1

H2H_DeFillippies2006 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

2.2.4 Tofacitinib_10mg/d vs. Adalimumab_40mg/2

H2H_vanVollenhoven2012 25 204 23 204 100.0% 0.0098 [-0.0527, 0.0723] .
Subtotal (95% CI) 204 204 100.0% 0.0098 [-0.0527, 0.0723]

Total events 25 23
Heterogeneity: Not applicable
Test for overall effect: Z=0.31 (P = 0.76)

2.2.5 Infliximab_3mg/kg/8 vs. Infliximab 6mg/kg/8

INF_Lipsky2000ATTRACT 5 86 9 86 100.0% -0.0465[-0.1279, 0.0349] .
Subtotal (95% Cl) 86 86 100.0% -0.0465 [-0.1279, 0.0349]
Total events 5 9

Heterogeneity: Not applicable
Test for overall effect: Z =1.12 (P = 0.26)
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Tekstboks
8) Biologic+DMARD vs. Biologic+DMARD [DMARD failure], Frafald (drop-out) pga. bivirkninger


9) BiologictDMARD vs. Biologic+tDMARD  [DMARD failure], Alvorlige  bivirkninger (SAEs)

Biologic 1 Biologic 2 Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% ClI
2.3.1 Abatacept_10mg/kg/4 vs. Infliximab_3mg/kg/8
H2H_Schiff2008ATTEST 15 156 30 165 100.0% -0.0857 [-0.1605, -0.0108] i
Subtotal (95% CI) 156 165 100.0% -0.0857 [-0.1605, -0.0108]
Total events 15 30

Heterogeneity: Not applicable
Test for overall effect: Z=2.24 (P = 0.02)

2.3.2 Abatacept(s.c)_125mg/1 vs. Adalimumab_40mg/2

H2H_Weinblatt2013AMPLE 32 318 30 328 100.0% 0.0092 [-0.0363, 0.0546] i
Subtotal (95% CI) 318 328 100.0% 0.0092 [-0.0363, 0.0546]
Total events 32 30

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

2.3.3 Infliximab_3mg/kg/8 vs. Etanercept_50mg/1

H2H_DeFillippies2006 0 0 0 0 Not estimable

Subtotal (95% CI) 0 0 Not estimable

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Not applicable

2.3.4 Tofacitinib_10mg/d vs. Adalimumab_40mg/2

H2H_vanVollenhoven2012 32 204 18 204 100.0% 0.0686 [0.0053, 0.1319] i
Subtotal (95% CI) 204 204 100.0% 0.0686 [0.0053, 0.1319]

Total events 32 18

Heterogeneity: Not applicable

Test for overall effect: Z=2.13 (P = 0.03)

2.3.5 Infliximab_3mg/kg/8 vs. Infliximab 6mg/kg/8

INF_Lipsky2000ATTRACT 10 88 14 86 100.0% -0.0492[-0.1515, 0.0532] l
Subtotal (95% CI) 88 86 100.0% -0.0492[-0.1515, 0.0532]

Total events 10 14
Heterogeneity: Not applicable
Test for overall effect: Z=0.94 (P = 0.35)
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9) Biologic+DMARD vs. Biologic+DMARD [DMARD failure], Alvorlige bivirkninger (SAEs)


10) Bio mono vs. placebo |DMARD failure], ACR50%respons

Bio placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.1.1 Abatacept_10mg/kg/4
ABA_Moreland2002 5 32 2 32 100.0% 0.0938 [-0.0574, 0.2449] i
Subtotal (95% CI) 32 32 100.0% 0.0938 [-0.0574, 0.2449]
Total events 5 2

Heterogeneity: Not applicable
Test for overall effect: Z =1.22 (P = 0.22)

5.1.2 Adalimumab_40mg/2

ADA_van de Putte2004DE011 48 225 9 110 34.3%
ADA_Miyasaka2008CHANGE 22 91 5 87 25.0%
ADA_van de Putte2003 19 70 1 70 23.0%
TOF_Fleischmann2012_1035 10 53 6 59 17.8%
Subtotal (95% CI) 439 326 100.0%
Total events 99 21

Heterogeneity: Tau? = 0.00; Chi? =5.10, df =3 (P = 0.16); I>=41%
Test for overall effect: Z =4.96 (P < 0.00001)

5.1.3 Certolizumab_200 mg/2

CER_Fleischmann09FAST4WAR 25 111 4 109 50.8%
CER_HIKARI 54 116 7 114  49.2%
Subtotal (95% CI) 227 223 100.0%
Total events 79 1

Heterogeneity: Tau? = 0.02; Chi? = 10.22, df = 1 (P = 0.001); I> = 90%
Test for overall effect: Z =2.73 (P = 0.006)

5.1.4 Etanercept_50mg/1

ETA_Moreland1999 31 78 4 80 100.0%
Subtotal (95% CI) 78 80 100.0%
Total events 31 4

Heterogeneity: Not applicable
Test for overall effect: Z =5.74 (P < 0.00001)

5.1.5 Golimumab_50mg/4

GOL_Takeuchi2012GO-MONO 29 101 6 105 100.0%
Subtotal (95% CI) 101 105 100.0%
Total events 29 6

Heterogeneity: Not applicable
Test for overall effect: Z =4.56 (P < 0.00001)

5.1.6 Tocilizumab_8mg/kg/4

TOC_Nishimoto2004STREAM 22 55 1 53 100.0%
Subtotal (95% CI) 55 53 100.0%
Total events 22 1

Heterogeneity: Not applicable
Test for overall effect: Z =5.55 (P < 0.00001)

5.1.7 Tofacitinib_10mg/d

TOF_Fleischmann2012-solo 76 243 15 122 59.5%
TOF_Fleischmann2012_1035 17 49 6 59 171%
TOF_Kremer2009_1019 20 61 4 65 23.4%
Subtotal (95% CI) 353 246 100.0%
Total events 113 25

Heterogeneity: Tau? = 0.00; Chi? = 1.09, df =2 (P = 0.58); 2= 0%
Test for overall effect: Z = 6.69 (P < 0.00001)

Test for subaroup differences: Chi2 = 15.78, df =6 (P = 0.01), I? = 62.0%

0.1315 [0.0574, 0.2056]
0.1843 [0.0836, 0.2849]
0.2571 [0.1493, 0.3650]

0.0870 [-0.0436, 0.2175]
0.1656 [0.1002, 0.2311]

0.1885 [0.1032, 0.2739]

0.4041 [0.3032, 0.5050]
0.2946 [0.0833, 0.5058]

0.3474 [0.2288, 0.4661]
0.3474 [0.2288, 0.4661]

0.2300 [0.1312, 0.3288]
0.2300 [0.1312, 0.3288]

0.3811 [0.2466, 0.5157]
0.3811 [0.2466, 0.5157]

0.1898 [0.1074, 0.2722]
0.2452 [0.0913, 0.3992]

0.2663 [0.1348, 0.3978]
0.2172 [0.1536, 0.2808]
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Tekstboks
10) Bio mono vs. placebo [DMARD failure], ACR50% respons


11) Bio mono vs. placebo |[DMARD failure], Fratald (drop-out) pga. bivirkninger
Bio placebo Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.2.1 Abatacept_10mg/kg/4
ABA_Moreland2002 0 32 0 32 100.0% 0.0000 [-0.0589, 0.0589]

Subtotal (95% CIl) 32 32 100.0% 0.0000 [-0.0589, 0.0589]

Total events 0 0

Heterogeneity: Not applicable

Test for overall effect: Z=0.00 (P = 1.00)

5.2.2 Adalimumab_40mg/2
ADA _van de Putte2004DEO011 9 225 1 110 58.0% 0.0309 [-0.0002, 0.0621]
ADA_Miyasaka2008CHANGE 12 91 4 87 8.3% 0.0859 [0.0036, 0.1682]
ADA_van de Putte2003 3 70 1 70 18.6% 0.0286 [-0.0264, 0.0836] ]
TOF_Fleischmann2012_1035 2 53 1 59 15.1% 0.0208 [-0.0402, 0.0818] —
Subtotal (95% Cl) 439 326 100.0% 0.0335[0.0098, 0.0572]

Total events 26 7

Heterogeneity: Tau? = 0.00; Chiz2=1.78, df = 3 (P = 0.62); = 0%

Test for overall effect: Z =2.77 (P = 0.006)

5.2.3 Certolizumab_200 mg/2

CER_Fleischmann09FAST4WAR 5 111
CER_HIKARI 8 116
Subtotal (95% Cl) 227
Total events 13

2
2

4

109

114
223

Heterogeneity: Tau? = 0.00; Chi? = 0.49, df =1 (P = 0.49); I> = 0%

Test for overall effect: Z=2.13 (P = 0.03)

5.2.4 Etanercept_50mg/1

ETA Moreland1999 2 78
Subtotal (95% CI) 78
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.43 (P = 0.67)

5.2.5 Golimumab_50mg/4

GOL_Takeuchi2012GO-MONO 2 101
Subtotal (95% CI) 101
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.41 (P = 0.68)

5.2.6 Tocilizumab_8mg/kg/4

TOC_Nishimoto2004STREAM 2 55
Subtotal (95% Cl) 55
Total events 2

Heterogeneity: Not applicable
Test for overall effect: Z=0.88 (P = 0.38)

5.2.7 Tofacitinib_10mg/d

TOF_Fleischmann2012-solo 2 243
TOF_Fleischmann2012_1035 1 49
TOF_Kremer2009_1019 1 61
Subtotal (95% Cl) 353
Total events 4

9

80
80

105
105

53
53

122
59

65
246

Heterogeneity: Tau? = 0.00; Chi?=1.33,df =2 (P = 0.51); I?= 0%

Test for overall effect: Z=1.63 (P = 0.10)

56.0%
44.0%
100.0%

100.0%
100.0%

100.0%
100.0%

100.0%
100.0%

52.8%
27.2%

20.0%
100.0%

Test for subaroup differences: Chi2 = 14.48, df = 6 (P = 0.02), 1> = 58.6%

0.0267 [-0.0194, 0.0728]

0.0514 [-0.0006, 0.1035]
0.0376 [0.0031, 0.0721]

-0.0119 [-0.0663, 0.0426]
-0.0119 [-0.0663, 0.0426]

-0.0088 [-0.0506, 0.0331]
-0.0088 [-0.0506, 0.0331]

-0.0391 [-0.1257, 0.0475]
-0.0391 [-0.1257, 0.0475]

-0.0328 [-0.0697, 0.0042]
0.0035 [-0.0480, 0.0550]

-0.0298 [-0.0899, 0.0304]
-0.0223 [-0.0492, 0.0046]

_-_
o
__._
_._
-

S -
3
- S

0.1 005 0 005 0.1

Favours Bio mono Favours Placebo
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Tekstboks
11) Bio mono vs. placebo [DMARD failure], Frafald (drop-out) pga. bivirkninger


12) Bio mono vs. placebo |DMARD ftailure], Alvorlige bivirkninger (SAEs)

Bio placebo Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
5.3.1 Abatacept_10mg/kg/4
ABA_Moreland2002 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.3.2 Adalimumab_40mg/2
ADA_van de Putte2004DE011 31 225 16 110 25.0% -0.0077 [-0.0875, 0.0721] S
ADA_Miyasaka2008CHANGE 17 91 8 87 17.5% 0.0949 [-0.0056, 0.1954] T =
ADA_van de Putte2003 5 70 7 70 19.9% -0.0286 [-0.1212, 0.0641] L
TOF_Fleischmann2012_1035 1 53 2 59 37.5% -0.0150[-0.0740, 0.0439] —
Subtotal (95% CI) 439 326 100.0% 0.0033 [-0.0433, 0.0500] S
Total events 54 33
Heterogeneity: Tau? = 0.00; Chi? = 4.07, df = 3 (P = 0.25); I> = 26%
Test for overall effect: Z = 0.14 (P = 0.89)
5.3.3 Certolizumab_200 mg/2
CER_Fleischmann09FAST4WAR 8 111 3 109 56.1% 0.0445[-0.0125, 0.1016] T
CER_HIKARI 13 116 3 114 439%  0.0858[0.0213, 0.1502] —a
Subtotal (95% CI) 227 223 100.0% 0.0626 [0.0199, 0.1054] S -
Total events 21 6
Heterogeneity: Tau? = 0.00; Chi? = 0.88, df = 1 (P = 0.35); 12 = 0%
Test for overall effect: Z=2.87 (P = 0.004)
5.3.4 Etanercept_50mg/1
ETA_Moreland1999 0 0 0 0 Not estimable
Subtotal (95% CI) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
5.3.5 Golimumab_50mg/4
GOL_Takeuchi2012GO-MONO 1 101 2 105 100.0% -0.0091 [-0.0416, 0.0234] 1
Subtotal (95% CI) 101 105 100.0% -0.0091 [-0.0416, 0.0234]
Total events 1 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.55 (P = 0.58)
5.3.6 Tocilizumab_8mg/kg/4
TOC_Nishimoto2004STREAM 2 55 2 53 100.0% -0.0014 [-0.0726, 0.0699] i
Subtotal (95% CI) 55 53 100.0% -0.0014 [-0.0726, 0.0699]
Total events 2 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.04 (P = 0.97)
5.3.7 Tofacitinib_10mg/d
TOF_Fleischmann2012-solo 1 243 6 122 421% -0.0451[-0.0843, -0.0059] ——
TOF_Fleischmann2012_1035 0 49 2 59 22.3% -0.0339[-0.0915, 0.0237] - &
TOF_Kremer2009_1019 1 61 1 65 35.5% 0.0010 [-0.0427, 0.0447] —
Subtotal (95% CI) 353 246 100.0% -0.0262 [-0.0553, 0.0029] L
Total events 2 9
Heterogeneity: Tau? = 0.00; Chi? = 2.45, df =2 (P = 0.29); I = 18%
Test for overall effect: Z=1.76 (P = 0.08)
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Test for subgroup differences: Chi2 = 11.67, df =4 (P = 0.02), I?=65.7%
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SJEN0153
Tekstboks
12) Bio mono vs. placebo [DMARD failure], Alvorlige bivirkninger (SAEs)


13) Bio mono vs. Bio mono |[DMARD failure], ACR50%response
Bio 1 Adalimumab Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 Tocilizumab_8mg/kg/4 vs. Adalimumab_40mg/2
H2H_Gabay2013ADACTA 77 163 45 162 100.0% 0.1946 [0.0915, 0.2977] i
Subtotal (95% CI) 163 162 100.0% 0.1946 [0.0915, 0.2977]
Total events 77 45
Heterogeneity: Not applicable
Test for overall effect: Z = 3.70 (P = 0.0002)
4.1.2 Tofacitinib_10mg/d vs. Adalimumab_40mg/2
TOF_Fleischmann2012_1035 18 49 10 53 100.0% 0.1787 [0.0075, 0.3499] i
Subtotal (95% CI) 49 53 100.0% 0.1787 [0.0075, 0.3499]
Total events 18 10
Heterogeneity: Not applicable
Test for overall effect: Z=2.05 (P = 0.04)

Test for subaroup differences: Chiz = 0.02, df = 1 (P = 0.88). I = 0%
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Tekstboks
13) Bio mono vs. Bio mono [DMARD failure], ACR50% response


14) Bio mono vs. Bio mono [DMARD failure], Frafald  (drop-out) pga. bivirkninger

Bio 1 Adalimumab Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.2.1 Tocilizumab_8mg/kg/4 vs. Adalimumab_40mg/2
H2H_Gabay2013ADACTA 9 162 10 162 100.0% -0.0062 [-0.0573, 0.0450]
Subtotal (95% CI) 162 162 100.0% -0.0062 [-0.0573, 0.0450]
Total events 9 10

Heterogeneity: Not applicable
Test for overall effect: Z =0.24 (P = 0.81)

4.2.2 Tofacitinib_10mg/d vs. Adalimumab_40mg/2
TOF_Fleischmann2012_1035 0 49 2 53 100.0% -0.0377 [-0.1002, 0.0247] .

Subtotal (95% CI) 49 53 100.0% -0.0377 [-0.1002, 0.0247]

Total events 0 2

Heterogeneity: Not applicable
Test for overall effect: Z=1.18 (P = 0.24)

01 005 0 005 0.1
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Test for subaroup differences: Chi2 = 0.59, df =1 (P = 0.44), I = 0%
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Tekstboks
14) Bio mono vs. Bio mono [DMARD failure], Frafald (drop-out) pga. bivirkninger


15) Bio mono vs. Bio mono |[DMARD fallure|, Alvorlige bivirkninger (SAEs)

Bio 1 Adalimumab Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

4.3.1 Tocilizumab_8mg/kg/4 vs. Adalimumab_40mg/2

H2H_Gabay2013ADACTA 19 162 16 162 100.0% 0.0185[-0.0491, 0.0861] .
Subtotal (95% CI) 162 162 100.0% 0.0185[-0.0491, 0.0861]
Total events 19 16

Heterogeneity: Not applicable
Test for overall effect: Z = 0.54 (P = 0.59)

4.3.2 Tofacitinib_10mg/d vs. Adalimumab_40mg/2
TOF_Fleischmann2012_1035 0 49 1 53 100.0% -0.0189 [-0.0707, 0.0329] l
Subtotal (95% CI) 49 53 100.0% -0.0189 [-0.0707, 0.0329]

Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z=0.71 (P = 0.48)
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Test for subaroup differences: Chi2 = 0.74, df = 1 (P = 0.39), I2 = 0%
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Tekstboks
15) Bio mono vs. Bio mono [DMARD failure], Alvorlige bivirkninger (SAEs)


16) Biologic+DMARD  vs.

DMARD]|Biologic

Biologic+DMARD

tailure],

DMARD

ACRb50%respons

Risk Difference

Risk Difference

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

6.1.1 Abatacept_10mg/kg/4

BF_Genovese2005ATTAIN 52 256 5 133 100.0% 0.1655[0.1066, 0.2245] t
Subtotal (95% CI) 256 133 100.0% 0.1655 [0.1066, 0.2245]

Total events 52 5

Heterogeneity: Not applicable

Test for overall effect: Z = 5.50 (P < 0.00001)

6.1.2 Golimumab_50mg/4

BF_Smolen2009GO_AFTER 28 153 8 155 100.0% 0.1314[0.0609, 0.2019] i
Subtotal (95% CI) 153 155 100.0% 0.1314 [0.0609, 0.2019]

Total events 28 8

Heterogeneity: Not applicable

Test for overall effect: Z = 3.65 (P = 0.0003)

6.1.3 Rituximab_2x1000mg

BF_Cohen2006REFLEX 80 298 10 201 100.0% 0.2187[0.1601, 0.2773] t
Subtotal (95% CI) 298 201 100.0% 0.2187 [0.1601, 0.2773]

Total events 80 10

Heterogeneity: Not applicable

Test for overall effect: Z = 7.31 (P < 0.00001)

6.1.4 Tocilizumab_8mg/kg/4

BF_Emery2008RADIATE 49 170 6 158 100.0% 0.2503[0.1759, 0.3246] i
Subtotal (95% CI) 170 158 100.0% 0.2503 [0.1759, 0.3246]

Total events 49 6

Heterogeneity: Not applicable

Test for overall effect: Z = 6.60 (P < 0.00001)

6.1.5 Tofacitinib_10mg/d

BF_Burmester2013Step 35 132 11 131 100.0% 0.1812[0.0922, 0.2702] i
Subtotal (95% CI) 132 131 100.0% 0.1812 [0.0922, 0.2702]

Total events 35 11

Heterogeneity: Not applicable
Test for overall effect: Z = 3.99 (P < 0.0001)

Test for subgroup differences: Chi2 = 6.80, df =4 (P = 0.15), 12 =41.2%
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Tekstboks
16) Biologic+DMARD vs. DMARD [Biologic failure], ACR50% respons


17) Biologic+tDMARD vs. DMARD|BIologic tallure], Fratald pga. bivirkninger
Biologic+tDMARD DMARD Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.2.1 Abatacept_10mg/kg/4
BF_Genovese2005ATTAIN 9 258 5 133 100.0% -0.0027 [-0.0420, 0.0366]
Subtotal (95% CI) 258 133 100.0% -0.0027 [-0.0420, 0.0366]
Total events 9 5
Heterogeneity: Not applicable
Test for overall effect: Z=0.14 (P = 0.89)
6.2.2 Golimumab_50mg/4
BF_Smolen2009GO_AFTER 5 152 11 155 100.0% -0.0381[-0.0874, 0.0113] * l
Subtotal (95% CI) 152 155 100.0% -0.0381 [-0.0874, 0.0113] —
Total events 5 11
Heterogeneity: Not applicable
Test for overall effect: Z=1.51 (P = 0.13)
6.2.3 Rituximab_2%x1000mg
BF_Cohen2006REFLEX 8 308 2 209 100.0% 0.0164 [-0.0057, 0.0385] _t
Subtotal (95% ClI) 308 209 100.0% 0.0164 [-0.0057, 0.0385] -
Total events 8 2
Heterogeneity: Not applicable
Test for overall effect: Z=1.45 (P = 0.15)
6.2.4 Tocilizumab_8mg/kg/4
BF_Emery2008RADIATE 10 175 8 160 100.0% 0.0071 [-0.0411, 0.0553] l
Subtotal (95% ClI) 175 160 100.0% 0.0071 [-0.0411, 0.0553]
Total events 10 8
Heterogeneity: Not applicable
Test for overall effect: Z=0.29 (P = 0.77)
6.2.5 Tofacitinib_10mg/d
BF_Burmester2013Step 8 133 7 132 100.0% 0.0071 [-0.0485, 0.0627] .
Subtotal (95% CI) 133 132 100.0% 0.0071 [-0.0485, 0.0627]
Total events 8 7

Heterogeneity: Not applicable
Test for overall effect: Z = 0.25 (P = 0.80)

Test for subaroup differences: Chi2 = 4.10, df =4 (P = 0.39), 2= 2.4%
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Tekstboks
17) Biologic+DMARD vs. DMARD [Biologic failure], Frafald (drop-out) pga. bivirkninger


18) Biologic+DMARD vs. DMARDIBIologic failure], Alvorlige bivirkninger (SAEs)
Biologic+tDMARD DMARD Risk Difference Risk Difference

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI

6.3.1 Abatacept_10mg/kg/4

BF_Genovese2005ATTAIN 27 258 15 133 100.0% -0.0081 [-0.0736, 0.0573]

Subtotal (95% CI) 258 133 100.0% -0.0081 [-0.0736, 0.0573]

Total events 27 15

Heterogeneity: Not applicable

Test for overall effect: Z=0.24 (P = 0.81)

6.3.2 Golimumab_50mg/4

BF_Smolen2009GO_AFTER 11 152 15 155 100.0% -0.0244 [-0.0866, 0.0377] l

Subtotal (95% CI) 152 155 100.0% -0.0244 [-0.0866, 0.0377]

Total events 11 15

Heterogeneity: Not applicable

Test for overall effect: Z=0.77 (P = 0.44)

6.3.3 Rituximab_2x1000mg

BF_Cohen2006REFLEX 23 308 21 209 100.0% -0.0258 [-0.0760, 0.0244] l

Subtotal (95% CI) 308 209 100.0% -0.0258 [-0.0760, 0.0244]

Total events 23 21

Heterogeneity: Not applicable

Test for overall effect: Z=1.01 (P = 0.31)

6.3.4 Tocilizumab_8mg/kg/4

BF_Emery2008RADIATE 11 175 18 160 100.0% -0.0496 [-0.1104, 0.0111] .

Subtotal (95% ClI) 175 160 100.0% -0.0496 [-0.1104, 0.0111] —

Total events 11 18

Heterogeneity: Not applicable

Test for overall effect: Z=1.60 (P = 0.11)

6.3.5 Tofacitinib_10mg/d

BF_Burmester2013Step 2 133 6 132 100.0% -0.0304 [-0.0715, 0.0107] i—

Subtotal (95% CI) 133 132 100.0% -0.0304 [-0.0715, 0.0107] -

Total events 2 6

Heterogeneity: Not applicable

Test for overall effect: Z=1.45 (P = 0.15)

Test for subaroup differences: Chi2 = 0.87, df =4 (P = 0.93), 2= 0%

Favours BiologictDMARD Favours DMARD
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Tekstboks
18) Biologic+DMARD vs. DMARD [Biologic failure], Alvorlige bivirkninger (SAEs)


Bilag 3. Evidens profil RA
Question: Should Biologic+DMARD vs DMARD be used for Rheumatoid Arthritis [DMARD failure]?
Quality assessment No of patients Effect
o K of = alati Quality |Importance
00 . isk o . . . er . . elative
siueles Design Wes Inconsistency | Indirectness | Imprecision R e S Biologic+DMARD| DMARD (95% CI) Absolute
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Abatacept_10mg/kg/4
4 randomised [no serious|no serious no serious no serious none 344/756 89/509 | RR 2.54 276 more per ®Pd® |IMPORTANT]
trials risk of inconsistency |indirectness  |imprecision (45.5%) (17.5%)| (1.8to 1000 (from 200 HIGH
bias 3.56) |more to 352 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Adalimumab_40mg/2
7 randomised |no serious[no serious no serious no serious none 420/1182 95/837 | RR 3.04 256 more per ©0®® |[IMPORTANT
trials risk of inconsistency  |indirectness  |imprecision (35.5%) (11.4%) | (2.36to 1000 (from 176 HIGH
bias 3.91) |more to 333 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Anakinra_100mg/d
1 randomised |no serious[no serious no serious no serious none 43/250 20/251 | RR2.16 |92 more per 1000| @®®®® |[IMPORTANT
trials risk of inconsistency indirectness  |imprecision (17.2%) (8%) (1.31to | (from 35 more to HIGH
bias 3.56) 150 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Certolizumab_200 mg/2
6 randomised |no serious[no serious no serious no serious none 542/1791 67/831 | RR 3.69 228 more per ©0®® |[IMPORTANT
trials risk of inconsistency indirectness  |imprecision (30.3%) (8.1%) | (2.64to 1000 (from 153 HIGH
bias 5.16) |more to 303 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Etanercept_50mg/1
4 randomised |no serious[no serious no serious no serious none 267/686 105/340| RR 3.48 300 more per ©0®® [IMPORTANT
trials risk of inconsistency  |indirectness  imprecision (38.9%) (30.9%) | (1.4to 1000 (from 152 HIGH
bias 8.64)  |more to 449 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Golimumab_50mg/4
3 randomised |no serious[no serious no serious no serious none 82/210 33/256 | RR 2.94 263 more per ©0®® |[IMPORTANT
trials risk of inconsistency indirectness  |imprecision (39%) (12.9%) | (2.05to 1000 (from 186 HIGH
bias 4.23) |more to 341 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_3mg/kg/8
4 randomised |no serious|no serious no serious no serious none 204/643 66/586 | RR 2.64 197 more per ®D®® |IMPORTANT
trials risk of inconsistency indirectness  |imprecision (31.7%) (11.3%) | (1.86to 1000 (from 153 HIGH
bias 3.73)  |more to 241 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_6mg/kg/8
1 randomised |no serious[no serious no serious no serious none 29/86 7188 RR 4.24 258 more per ©e®® |[IMPORTANT
trials risk of inconsistency indirectness  |imprecision (33.7%) (8%) (1.96 to 1000 (from 143 HIGH
bias 9.16) [more to 373 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Rituximab_2x1000mg
3 randomised |no serious[no serious no serious no serious none 99/332 34/334 | RR 2.84 197 more per ©e®® |[IMPORTANT
trials risk of inconsistency indirectness  |imprecision (29.8%) (10.2%) | (1.98to 1000 (from 136 HIGH
bias 4.07) more to 259 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Tocilizumab_8mg/kg/4
5 randomised |no serious[no serious no serious no serious none 684/1864 135/1264| RR 3.27 263 more per ©e®® |[IMPORTANT
trials risk of inconsistency  |indirectness  |imprecision (36.7%) (10.7%) | (2.51to 1000 (from 216 HIGH




bias | | | | 4.25) |more to 311 more)|
ACR50% respons af Biologisk+DMARD vs. DMARD [DMARD failure] - Tofacitinib_10mg/d
4 randomised |no serious|serious® no serious no serious none 222/603 46/339 | RR 2.85 295 more per @®®0 |IMPORTANT
trials risk of indirectness  |imprecision (36.8%) (13.6%) | (1.52to 1000 (from 139 |MODERATE
bias 5.34) [more to 451 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Abatacept_10mg/kg/4
5 randomised |no serious[no serious no serious no serious none 26/792 18/537 | RR 0.98 | 2 more per 1000 ©e®® |[IMPORTANT
trials risk of inconsistency  |indirectness  |imprecision (3.3%) (3.4%) | (0.38to | (from 20 fewer to HIGH
bias 2.53) 23 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Adalimumab_40mg/2
7 randomised |no serious[no serious no serious serious® none 79/1187 32/839 | RR1.44 |14 more per 1000| @®®®0 |IMPORTANT
trials risk of inconsistency  |indirectness (6.7%) (3.8%) | (0.95to | (from 11 fewer to [MODERATE
bias 2.2) 39 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Anakinra_100mg/d
2 randomised |no serious[no serious no serious serious’ none 185/1366 59/534 | RR1.27 |32 more per 1000| @®@®®0 |[IMPORTANT
trials risk of inconsistency  |indirectness (13.5%) (11%) (0.93to |(from O more to 65|MODERATE
bias 1.73) more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Certolizumab_200 mg/2
6 randomised |no serious[no serious no serious serious’ none 85/1788 28/827 |RR 1.4 (0.9|19 more per 1000| @®@®®0 |[IMPORTANT
trials risk of inconsistency  |indirectness (4.8%) (3.4%) | to2.18) |(from 3 more to 34|MODERATE
bias more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Etanercept_50mg/1
5 randomised |no serious[no serious no serious no serious none 40/952 54/609 | RR 0.7 |22 fewer per 1000| @®®®® |[IMPORTANT
trials risk of inconsistency |indirectness  |imprecision (4.2%) (8.9%) | (0.44to | (from 48 fewer to HIGH
bias 1.11) 4 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Golimumab_50mg/4
3 randomised |no serious[no serious no serious serious® none 10/212 9/255 | RR 1.34 |10 more per 1000| @®@0 |IMPORTANT
trials risk of inconsistency  |indirectness (4.7%) (3.5%) | (0.41to | (from 35 fewer to [MODERATE
bias 4.32) 56 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_3mg/kg/8
4 randomised |no serious[no serious no serious serious® none 32/660 17/606 | RR1.63 |24 more per 1000| @®@®®0 |IMPORTANT
trials risk of inconsistency  |indirectness (4.8%) (2.8%) | (0.74to |(from 5 more to 44]MODERATE
bias 3.57) more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_6mg/kg/8
1 randomised |no serious[no serious no serious serious® none 9/86 7188 RR 1.32 (25 more per 1000 @®@®®0 |IMPORTANT
trials risk of inconsistency  |indirectness (10.5%) (8%) (0.51to | (from 61 fewer to [MODERATE
bias 3.37) 111 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Rituximab_2x1000mg
3 randomised |no serious[no serious no serious serious® none 10/402 4/361 | RR1.64 |15 more per1000f @®®®0 [IMPORTANT]
trials risk of inconsistency indirectness (2.5%) (1.1%) | (0.38to (from 8 fewer to [MODERATE
bias 7.08) 38 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Tocilizumab_8mg/kg/4
5 randomised |no serious[no serious no serious no serious none 110/1866 37/1263| RR 2.12 |30 more per 1000| @®®®® |[IMPORTANT
trials risk of inconsistency indirectness  |[imprecision (5.9%) (2.9%) | (1.47to | (from 16 more to HIGH
bias 3.06) 43 more)

Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [DMARD failure] - Tofacitinib_10mg/d




4 randomised |no serious|no serious no serious no serious none 26/303 8/205 RR 2.09 |41 more per 1000| @®®®® |IMPORTANT
trials risk of inconsistency  |indirectness  |imprecision (8.6%) (3.9%) | (0.92to | (from 6 fewer to HIGH
bias 4.74) 89 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Abatacept_10mg/kg/4
5 randomised |no serious|no serious no serious serious? none 92/792 66/537 | RR0.81 |24 fewer per 1000 @®®®0O CRITICAL
trials risk of inconsistency  |indirectness (11.6%) (12.3%) | (0.51to | (from 70 fewer to [MODERATE
bias 1.31) 26 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Adalimumab_40mg/2
7 randomised |no serious|no serious no serious serious? none 101/1152 54/827 | RR 1.22 |12 more per 1000| @&®®O CRITICAL
trials risk of inconsistency indirectness (8.8%) (6.5%) | (0.87to | (from 9 fewerto [MODERATE
bias 1.69) 33 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Anakinra_100mg/d
2 randomised |no serious|no serious no serious serious? none 96/1366 30/534 | RR 1.04 | 4 more per 1000 DDD0 CRITICAL
trials risk of inconsistency indirectness (7%) (5.6%) | (0.69to | (from 20 fewer to IMODERATE|
bias 1.55) 28 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Certolizumab_200 mg/2
6 randomised |no serious[no serious no serious no serious none 140/1788 47/827 | RR 1.43 |27 more per 1000 @®®® CRITICAL
trials risk of inconsistency  [indirectness  imprecision (7.8%) (5.7%) | (1.02to |(from 5 more to 49 HIGH
bias 2.01) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Etanercept_50mg/1
5 randomised |no serious[no serious no serious serious’ none 66/923 56/580 | RR 0.97 | 8 more per 1000 D@0 CRITICAL
trials risk of inconsistency indirectness (7.2%) (9.7%) | (0.55to | (from 29 fewer to IMODERATE
bias 1.71) 45 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Golimumab_50mg/4
3 randomised |no serious[no serious no serious no serious none 12/212 8/255 | RR1.84 |19 more per 1000| ®®®® CRITICAL
trials risk of inconsistency indirectness  |imprecision (5.7%) (3.1%) | (0.76 to | (from 13 fewer to HIGH
bias 4.42) 51 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_3mg/kg/8
4 randomised |no serious[no serious no serious no serious none 57/662 59/604 | RR 0.86 |11 fewer per 1000| @©@®® CRITICAL
trials risk of inconsistency indirectness  |imprecision (8.6%) (9.8%) | (0.61to | (from 39 fewer to HIGH
bias 1.22) 18 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_6mg/kg/8
1 randomised |no serious[no serious no serious serious® none 14/86 18/86 | RR 0.78 |47 fewer per 1000 &®@®®0 CRITICAL
trials risk of inconsistency indirectness (16.3%) (20.9%) | (0.41to |(from 163 fewer to|MODERATE
bias 1.46) 67 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Rituximab_2x1000mg
3 randomised |no serious[no serious no serious serious® none 32/402 23/361 | RR1.25 |25 more per 1000 &@®®0 CRITICAL
trials risk of inconsistency indirectness (8%) (6.4%) | (0.73to (from 9 fewer to [MODERATE
bias 2.15) 59 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Tocilizumab_8mg/kg/4
5 randomised |no serious[no serious no serious no serious none 144/1866 69/1264 | RR 1.47 |24 more per 1000 @@ CRITICAL
trials risk of inconsistency |indirectness  |imprecision (7.7%) (5.5%) | (1.11to |(from 7 more to 42 HIGH
bias 1.95) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure] - Tofacitinib_10mg/d
4 randomised |no serious|no serious no serious no serious none 56/624 14/365 | RR 1.93 (48 more per 1000| ®®d® CRITICAL
trials risk of inconsistency indirectness  |imprecision (9%) (3.8%) | (1.11to | (from 18 more to HIGH
bias 3.37) 76 more)




Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Abatacept_10mg/kg/4 (Better indicated by lower values)

1 randomised [no serious[no serious serious” no serious none 391 195 - SMD 0.29 lower DDPO CRITICAL
trials risk of inconsistency imprecision (0.47t00.12 |MODERATE
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Adalimumab_40mg/2 (Better indicated by lower values)
1 randomised |no serious[no serious serious” no serious none 183 172 - SMD 0.44 lower DDDO CRITICAL
trials risk of inconsistency imprecision (0.65t00.23 |MODERATE
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Anakinra_100mg/d (Better indicated by lower values)
0 No evidence none 0 - - not pooled CRITICAL
available
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Certolizumab_200 mg/2 (Better indicated by lower values)
3 randomised |no serious|serious® serious” no serious none 692 385 - SMD 0.68 lower ®D00 CRITICAL
trials risk of imprecision (1.08 t0 0.29 LOW
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Etanercept_50mg/1 (Better indicated by lower values)
1 randomised |no serious|no serious very serious*® |no serious none 218 212 - SMD 0.36 lower P00 CRITICAL
trials risk of inconsistency imprecision (0.55t0 0.17 LOW
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Golimumab_50mg/4 (Better indicated by lower values)
2 randomised |no serious[no serious serious’ serious® none 170 217 - SMD 0.14 lower @®00 CRITICAL
trials risk of inconsistency (0.46 lower to 0.19 LOW
bias higher)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_3mg/kg/8 (Better indicated by lower values)
1 randomised |no serious[no serious serious’ no serious none 71 64 - SMD 0.68 lower O®®0 CRITICAL
trials risk of inconsistency imprecision (1.03t0 0.33 |[MODERATE
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Infliximab_6mg/kg/8 (Better indicated by lower values)
1 randomised |no serious[no serious serious® no serious none 71 64 - SMD 0.57 lower D@0 CRITICAL
trials risk of inconsistency imprecision (0.92t0 0.23 |[MODERATE
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Rituximab_2x1000mg (Better indicated by lower values)
0 No evidence none 0 - - not pooled CRITICAL
available
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Tocilizumab_8mg/kg/4 (Better indicated by lower values)
1 randomised |no serious[no serious serious® no serious none 398 393 - SMD 0.31 lower D@0 CRITICAL
trials risk of inconsistency imprecision (0.45t00.17 |MODERATE
bias lower)
Total Sharp Score af Biologisk+DMARD vs. DMARD [DMARD failure] - Tofacitinib_10mg/d (Better indicated by lower values)
1 randomised |no serious[no serious serious” serious® none 286 139 - SMD 0.18 lower @®00 CRITICAL
trials risk of inconsistency (0.38 lower to 0.03 LOW
bias higher)

" Heterogeneity

2 Upper limit of CI support potential risk of harm

% Lower limit of CI support potential risk of no harm

“ Due to interpretation of outcome




® Due to inclusion criteria in the TEMPO trial
® Not statistically significant



Question: Should Biologic vs Placebo be used for Rheumatoid Arthritis [DMARD failure & naive og Biologic failure]?

Quality assessment No of patients Effect
Quality |Importance
No of - Risk of " 8 - Other " " Relative
studies Design bias Inconsistency | Indirectness | Imprecision e Biologic|Placebo (95% Cl) Absolute
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Abatacept_10mg/kg/4
8 randomised |no serious [no serious no serious no serious none 139/1306| 101/923 |RR 0.92 (0.7| 12 fewer per 1000 DDDPD CRITICAL
trials risk of bias |(inconsistency indirectness imprecision (10.6%) | (10.9%) | to 1.21) (from 39 fewer to 16 HIGH
more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Adalimumab_40mg/2
16 randomised |no serious [no serious no serious serious’ none 273/2707(198/2248|RR 1.1 (0.91| 9 more per 1000 SISISTe) CRITICAL
trials risk of bias |(inconsistency indirectness (10.1%) | (8.8%) to 1.31) (from 6 fewer to 24 |MODERATE
more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Anakinra_100mg/d
2 randomised |no serious [no serious no serious no serious none 96/1366 | 30/534 RR 1.04 4 more per 1000 DOPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (7%) (5.6%) (0.69 to (from 20 fewer to 28 HIGH
1.55) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Certolizumab_200 mg/2
8 randomised |no serious [no serious no serious no serious none 161/2015|53/1050 | RR 1.63 34 more per 1000 DPPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (8%) (5%) (.13 to0 (from 13 more to 55 HIGH
2.33) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Etanercept_50mg/1
8 randomised |no serious [no serious no serious no serious none 104/1297| 91/898 RR 0.97 12 more per 1000 DOPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (8%) |(10.1%)| (0.71to (from 12 fewer to 37 HIGH
1.33) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Golimumab_50mg/4
6 randomised |no serious [no serious no serious no serious none 42/623 | 47/674 RR 0.93 0 fewer per 1000 DOPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (6.7%) (7%) |(0.63to 1.4)| (from 21 fewer to 20 HIGH
more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Infliximab_3mg/kg/8
7 randomised |no serious [no serious no serious serious’ none 110/1049| 91/909 RR 1.02 0 fewer per 1000 SISISTe) CRITICAL
trials risk of bias |inconsistency indirectness (10.5%) | (10%) (0.78 to (from 27 fewer to 26 [MODERATE
1.33) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Infliximab_6mg/kg/8
2 randomised |no serious [no serious no serious no serious none 65/463 | 50/377 RR 1.04 9 more per 1000 DOPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (14%) | (13.3%) (0.68 to (from 49 fewer to 68 HIGH
1.61) more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Rituximab_2x1000mg
5 randomised |no serious [no serious no serious no serious none 67/960 | 63/819 |RR 0.9 (0.61| 3 fewer per 1000 DOPD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (7%) (7.7%) to 1.33) (from 33 fewer to 28 HIGH
more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Tocilizumab_8mg/kg/4
7 randomised |no serious [no serious no serious serious’ none 157/2096|89/1477 | RR 1.26 16 more per 1000 SISISTe) CRITICAL
trials risk of bias |inconsistency indirectness (7.5%) (6%) (0.91to0 (from 5 more to 36 [MODERATE
1.73) more)




Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [DMARD failure & naive] - Tofacitinib_10mg/d
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Question: Should Biologic+DMARD vs Biologic+DMARD be used for Rheumatoid Arthritis [DMARD failure]?

Quality assessment No of patients Effect
Quality |Importance
No of ; Risk of n n - Other n n ; ; Relative
studies Design bias Inconsistency | Indirectness | Imprecision e Biologic+tDMARD|Biologic+DMARD (95% Cl) Absolute
ACR50% respons af Biologisk+DMARD vs. Biologic+tDMARD [Biologic failure] - Abatacept_10mg/kg/4 vs. Infliximab
1 randomised [no no serious no serious no serious none 71/156 60/165 RR 1.25 | 92 more per ®Dd® |IMPORTANT]
trials serious |inconsistency |indirectness |imprecision (45.5%) (36.4%) (0.96 to | 1000 (from 16 HIGH
risk of 1.63) fewer to 199
bias more)
ACR50% respons af Biologisk+DMARD vs. Biologic+tDMARD [Biologic failure] - Abatacept(s.c)_125mg/1 vs. Adalimumab
1 randomised [no no serious no serious no serious none 147/318 151/328 RR 1 2 more per ®od® |IMPORTANT
trials serious |inconsistency |indirectness |imprecision (46.2%) (46%) (0.85to | 1000 (from 75 HIGH
risk of 1.19) fewer to 79
bias more)
ACR50% respons af Biologisk+DMARD vs. Biologic+DMARD [Biologic failure] - Infliximab_3mg/kg/8 vs. Etanercept
1 randomised |serious’ |no serious no serious no serious none 3/14 8/14 RR 0.38 | 357 fewer per ®DP0 |[IMPORTANT]
trials inconsistency |indirectness |imprecision (21.4%) (57.1%) (0.12 to (1000 (from 694|MODERATE
1.13) fewer to 20
fewer)
ACR50% respons af Biologisk+DMARD vs. Biologic+tDMARD [Biologic failure] - Tofacitinib_10mg/d vs. Adalimumab
1 randomised |no no serious no serious serious? none 72/196 67/199 RR 1.09 | 31 more per ®PD0 |IMPORTANT
trials serious [inconsistency |indirectness (36.7%) (33.7%) (0.83to | 1000 (from 34 [MODERATE|
risk of 1.43) fewer to 125
bias more)
ACR50% respons af Biologisk+DMARD vs. Biologic+tDMARD [Biologic failure] - Infliximab_3mg/kg/8 vs 3 vs. Infliximab 6mg/kg/8
1 randomised |no no serious no serious no serious none 18/86 29/86 RR 0.62 | 128 fewer per | @®®® |[IMPORTANT
trials serious |inconsistency |indirectness |imprecision (20.9%) (33.7%) (0.37 to |1000 (from 260 HIGH
risk of 1.03) fewer to 4
bias more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Abatacept_10mg/kg/4 vs. Infliximab
1 randomised [no no serious no serious no serious none 5/156 12/165 RR 0.44 | 41 fewer per ®od® |IMPORTANT
trials serious |inconsistency |indirectness |imprecision (3.2%) (7.3%) (0.16 to | 1000 (from 89 HIGH
risk of 1.22) fewer to 8
bias more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Abatacept(s.c)_125mg/1 vs. Adalimumab
1 randomised |no no serious no serious no serious none 11/318 20/328 RR 0.57 | 26 fewer per ®Pe® |IMPORTANT
trials serious |inconsistency |indirectness |imprecision (3.5%) (6.1%) (0.28 to | 1000 (from 59 HIGH
risk of 1.16) fewer to 6
bias more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs. Etanercept
0 No evidence none IMPORTANT
available
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab
1 |randomised |no no serious no serious serious® |none | 25/204 23/204 RR 1.09 | 10 more per ®DP0 |[IMPORTANT]




trials serious |inconsistency |indirectness (12.3%) (11.3%) (0.64 to | 1000 (from 53 |MODERATE
risk of 1.85) fewer to 72
bias more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs Infliximab 6mg/kg/8
1 randomised [no no serious no serious serious” none 5/86 9/86 RR 0.56 | 47 fewer per ®DP0 |[IMPORTANT]
trials serious [inconsistency |indirectness (5.8%) (10.5%) (0.19 to (1000 (from 128|MODERATE
risk of 1.59) fewer to 35
bias more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Abatacept_10mg/kg/4 vs. Infliximab
1 randomised |no no serious no serious no serious none 15/156 30/165 RR 0.53 | 86 fewer per PODD CRITICAL
trials serious |inconsistency |indirectness |imprecision (9.6%) (18.2%) (0.3to [1000 (from 161 HIGH
risk of 0.94) fewer to 11
bias fewer)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Abatacept(s.c)_125mg/1 vs. Adalimumab
1 randomised |no no serious no serious serious® none 32/318 30/328 RR 1.1 9 more per [SletTe) CRITICAL
trials serious |inconsistency |indirectness (10.1%) (9.1%) (0.69 to | 1000 (from 36 MODERATE
risk of 1.77) fewer to 55
bias more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs. Etanercept
0 No evidence none - - not pooled| not pooled CRITICAL
available
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab
1 randomised |no no serious no serious no serious none 32/204 18/204 RR 1.78 | 69 more per PODD CRITICAL
trials serious |inconsistency |indirectness |imprecision (15.7%) (8.8%) (1.03to | 1000 (from 5 HIGH
risk of 3.06) more to 132
bias more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. Biologisk+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs 3 vs. Infliximab 6mg/kg/8
1 randomised [no no serious no serious serious” none 10/88 14/86 RR 0.7 | 49 fewer per DDDO CRITICAL
trials serious |inconsistency |indirectness (11.4%) (16.3%) (0.33 to [1000 (from 152|MODERATE
risk of 1.49) fewer to 5
bias more)
Total Sharp Score af Biologisk+DMARD vs. Biologic+tDMARD [DMARD failure] - Abatacept_10mg/kg/4 vs. Infliximab (Better indicated by lower values)
0 No evidence none CRITICAL
available
Total Sharp Score af Biologisk+DMARD vs. Biologic+DMARD [DMARD failure] - Abatacept(s.c)_125mg/1 vs. Adalimumab (Better indicated by lower values)
1 randomised no serious serious® no serious none 290 289 - SMD 0.05 CRITICAL
trials inconsistency imprecision higher (0.12
lower to 0.21
higher)
Total Sharp Score af Biologisk+DMARD vs. Biologic+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs. Etanercept (Better indicated by lower values)
0 No evidence none CRITICAL
available
Total Sharp Score af Biologisk+DMARD vs. BiologictDMARD [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab (Better indicated by lower values)
0 No evidence none CRITICAL
available
Total Sharp Score af Biologisk+DMARD vs. Biologic+DMARD [DMARD failure] - Infliximab_3mg/kg/8 vs 3 vs. Infliximab 6mg/kg/8 (Better indicated by lower values)
1 randomised |no no serious serious® no serious  none 71 | 71 | - | svmpo0.04 | @@®0 | CRITICAL




trials

serious
risk of
bias

inconsistency

imprecision

lower (0.37
lower to 0.29
higher)

MODERATE

" Open-label study

2 Upper limit of Cl support higher effect for Tofacitinib

% Lower ClI limit support lower risk for tofacitinib, upper CI limit support lower risk for adalimumab
* Upper limit of CI support higher risk for low dose infliximab

® Lower CI limit support lower risk for abatacept, upper Cl limit support lower risk for adalimumab
® Due to interpretation of outcome




Question: Bio mono vs placebo [DMARD failure] for Rheumatoid Arthritis

Quality assessment No of patients Effect
Quality |Importance
e .Of Design Ri;k i Inconsistency | Indirectness | Imprecision (_)ther_ £l [plil)i/IC:gOD RIS Absolute
studies bias considerations | mono failure] (95% ClI)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Abatacept_10mg/kg/4
1 randomised |no serious [no serious no serious serious® none 5/32 2/32 RR 2.5 (0.52| 94 more per 1000 ®DP0 |[IMPORTANT]
trials risk of bias |inconsistency indirectness (15.6%) (6.3%) t0 11.96) (from 57 fewer to |MODERATE
250 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Adalimumab_40mg/2
4 randomised |no serious [no serious no serious no serious none 99/439 21/326 RR 3.24 |166 more per 1000| @©®®® |[IMPORTANT)
trials risk of bias |inconsistency indirectness imprecision (22.6%) (6.4%) (1.71 to 6.12)| (from 100 more to HIGH
231 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Certolizumab_200 mg/2
2 randomised  |no serious |serious® no serious no serious none 791227 11/223 RR 7.05 |[295 more per 1000| @®®®0 |[IMPORTANT)
trials risk of bias indirectness imprecision (34.8%) (4.9%) (3.86 to (from 83 more to |MODERATE
12.86) 506 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Etanercept_50mg/1
1 randomised |no serious [no serious no serious no serious none 31/78 4/80 RR 7.95 |[347 more per 1000| @©®®® |[IMPORTANT)
trials risk of bias |inconsistency indirectness imprecision (39.7%) (5%) (2.94 to (from 229 more to HIGH
21.47) 466 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Golimumab_50mg/4
1 randomised |no serious [no serious no serious no serious none 29/101 6/105 RR 5.02 [230 more per 1000| @©®®® |[IMPORTANT)
trials risk of bias |inconsistency indirectness imprecision (28.7%) (5.7%) (2.18t0 (from 131 more to HIGH
11.59) 329 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Tocilizumab_8mag/kg/4
1 randomised |no serious [no serious no serious no serious none 22/55 1/53 RR 21.2 [381 more per 1000| @©®®® |[IMPORTANT)
trials risk of bias |inconsistency indirectness imprecision (40%) (1.9%) (2.96 to (from 247 more to HIGH
151.74) 516 more)
ACR50% respons af Biologisk vs. Placebo [Mono DMARD failure] - Tofacitinib_10mg/d
3 randomised |no serious [no serious no serious no serious none 113/353 25/246 RR 3.05 |[217 more per 1000| @®®®® |[IMPORTANT)
trials risk of bias |inconsistency indirectness imprecision (32%) (10.2%) |(2.04 to 4.55)| (from 154 more to HIGH
281 more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Abatacept_10mg/kg/4
1 randomised |no serious [no serious no serious no serious none 0/32 0/32 Not 0 fewer per 1000 ®Dd® |IMPORTANT
trials risk of bias |inconsistency indirectness imprecision (0%) (0%) estimable | (from 59 fewer to HIGH
59 more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Adalimumab_40mg/2
4 randomised |no serious [no serious no serious no serious none 26/439 71326 RR 3 (1.31 to| 34 more per 1000 ®od® |IMPORTANT
trials risk of bias |inconsistency indirectness imprecision (5.9%) (2.1%) 6.88) (from 10 more to 57 HIGH
more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Certolizumab_200 mg/2
2 |randomised |no serious [no serious |no serious |no serious |none | 13/227 | 4/223 | RR 3.15 | 38 more per 1000 | ®Dd® |IMPORTANT




more)

trials risk of bias |inconsistency indirectness ‘imprecision (5.7%) (1.8%) (1.04 to 9.56)| (from 3 more to 72 HIGH
more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Etanercept_50mg/1
1 randomised |no serious [no serious no serious serious® none 2/78 3/80 RR 0.68 | 12 fewer per 1000 @®®d0 |IMPORTANT
trials risk of bias [inconsistency indirectness (2.6%) (3.8%) (0.12 t0 3.98)| (from 66 fewer to (MODERATE
43 more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Golimumab_50mg/4
1 randomised |no serious [no serious no serious serious® none 2/101 3/105 RR 0.69 9 fewer per 1000 @®®®0 |IMPORTANT
trials risk of bias |inconsistency indirectness (2%) (2.9%) (0.12 to 4.06)| (from 51 fewer to ([MODERATE
33 more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Tocilizumab_8mg/kg/4
1 randomised |no serious [no serious no serious serious® none 2/55 4/53 RR 0.48 | 39 fewer per 1000 @®®d0 |IMPORTANT
trials risk of bias [inconsistency indirectness (3.6%) (7.5%) (0.09 to 2.52)| (from 126 fewer to [MODERATE
48 more)
Frafald (drop-out) pga. bivirkninger Biologisk vs. Placebo [Mono DMARD failure] - Tofacitinib_10mg/d
3 randomised |no serious [no serious no serious no serious none 4/353 9/246 RR 0.33 (0.1 22 fewer per 1000 ®Pe® |IMPORTANT
trials risk of bias [inconsistency indirectness imprecision (1.1%) (3.7%) to 1.08) (from 49 fewer to 5 HIGH
more)
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Abatacept_10mg/kg/4
0 No evidence none CRITICAL
available
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Adalimumab_40mg/2
4 randomised |no serious [no serious no serious serious® none 54/439 33/326 RR 1.11 3 more per 1000 DDDO CRITICAL
trials risk of bias |inconsistency indirectness (12.3%)| (10.1%) |((0.69to 1.79)| (from 43 fewer to |MODERATE
50 more)
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Certolizumab_200 mg/2
2 randomised |no serious [no serious no serious no serious none 21/227 6/223 RR 3.39 63 more per 1000 DDDD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (9.3%) (2.7%) (1.39 to 8.27)|(from 2 more to 105 HIGH
more)
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Etanercept_50mg/1
0 No evidence none CRITICAL
available
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Golimumab_50mg/4
1 randomised |no serious [no serious no serious serious® none 1/101 2/105 RR 0.52 9 fewer per 1000 [SletTe) CRITICAL
trials risk of bias [inconsistency indirectness (0.99%) (1.9%) (0.05to 5.64)| (from 42 fewer to ([MODERATE
23 more)
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Tocilizumab_8mg/kg/4
1 randomised |no serious [no serious no serious serious® none 2/55 2/53 RR 0.96 1 fewer per 1000 [SletTe) CRITICAL
trials risk of bias [inconsistency indirectness (3.6%) (3.8%) (0.14 t0 6.59)| (from 73 fewer to ([MODERATE
70 more)
Alvorlige bivirkninger (SAEs) Biologisk vs. Placebo [Mono DMARD failure] - Tofacitinib_10mg/d
3 randomised |no serious [no serious no serious no serious none 2/353 9/246 RR 0.22 | 26 fewer per 1000 PODD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (0.57%) (3.7%) (0.05 to 0.99)| (from 55 fewer to 3 HIGH

" Lower limit of Cl suggest potential no effect

2 |-sq = 90%, p-value = 0.001



% Upper limit of Cl suggest potential harm
* Lower limit of CI suggest potential no harm



Question: Should Bio mono vs Bio mono be used for Rheumatoid Arthritis [DMARD failure]?

Quality assessment No of patients Effect
Quality |Importance
e pf Design Rigk el Inconsistency | Indirectness | Imprecision _Other_ Eile S RElETE Absolute
studies bias considerations | mono | mono (95% ClI)
ACR50% response af Bio mono vs Bio mono [DMARD failure] - Tocilizumab_8mg/kg/4 vs. Adalimumab
1 randomised [no serious |no serious no serious no serious none 77/163 | 45/162 |RR 1.7 (1.26| 195 more per 1000 ®Dd® |IMPORTANT
trials risk of bias |inconsistency indirectness imprecision (47.2%) |(27.8%)| to2.29) | (from 91 more to 298 HIGH
more)
ACR50% response af Bio mono vs Bio mono [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab
1 randomised [no serious |no serious no serious no serious none 18/49 | 10/53 | RR1.95(1 | 179 more per 1000 ®od® |IMPORTANT
trials risk of bias |inconsistency indirectness imprecision (36.7%) | (18.9%) to 3.8) (from 8 more to 350 HIGH
more)
Frafald (drop-out) pga. bivirkninger Bio mono vs Bio mono [DMARD failure] - Tocilizumab_8mg/kg/4 vs. Adalimumab
1 randomised |no serious |no serious no serious no serious none 9/162 | 10/162 |[RR 0.9 (0.38| 6 fewer per 1000 ®Ped® |IMPORTANT
trials risk of bias |inconsistency indirectness imprecision (5.6%) | (6.2%) to 2.16) (from 57 fewer to 45 HIGH
more)
Frafald (drop-out) pga. bivirkninger Bio mono vs Bio mono [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab
1 randomised |no serious |no serious no serious serious’ none 0/49 2/53 RR 0.22 38 fewer per 1000 @®®0 |IMPORTANT
trials risk of bias |inconsistency indirectness (0%) | (3.8%) (0.01to |(from 100 fewer to 25 |MODERATE|
4.39) more)
Alvorlige bivirkninger Bio mono vs Bio mono [DMARD failure] - Tocilizumab_8mg/kg/4 vs. Adalimumab
1 randomised |no serious |no serious no serious no serious none 19/162 | 16/162 | RR 1.19 19 more per 1000 PODD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (11.7%) | (9.9%) (0.63 to (from 50 fewer to 86 HIGH
2.23) more)
Alvorlige bivirkninger Bio mono vs Bio mono [DMARD failure] - Tofacitinib_10mg/d vs. Adalimumab
1 randomised |no serious |no serious no serious no serious none 0/49 1/53 RR 0.36 19 fewer per 1000 PODD CRITICAL
trials risk of bias |inconsistency indirectness imprecision (0%) | (1.9%) (0.02 to (from 70 fewer to 33 HIGH
8.63) more)

" Upper limit of CI suggest potential harm for tofacitinib




Question: Should Biologic+DMARD vs DMARD be used for Rheumatoid Arthritis [Biologic failure]?

Quality assessment No of patients Effect
i i Quality |Importance
si\luod?efs Design RLSiI;SOf Inconsistency | Indirectness | Imprecision consiczjtggtions Biologic+tDMARD|DMARD gglo/it'éﬁ Absolute
ACR50% respons af Biologisk+DMARD vs. DMARD [Biologic failure] - Abatacept_10mg/kg/4
1 randomised |no serious |no serious no serious no serious none 52/256 5/133 RR 5.4 |166 more per 1000 @©®®® [IMPORTANT
trials risk of bias|inconsistency indirectness imprecision (20.3%) (3.8%) | (2.21to | (from 107 more to HIGH
13.2) 225 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [Biologic failure] - Golimumab_50mg/4
1 randomised |no serious |no serious no serious no serious none 28/153 8/155 | RR 3.55 (131 more per 1000 @®®®® |(IMPORTANT
trials risk of bias|inconsistency indirectness imprecision (18.3%) (5.2%) | (1.67to (from 61 more to HIGH
7.53) 202 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [Biologic failure] - Rituximab_2x1000mg
1 randomised [no serious |no serious no serious no serious none 80/298 10/201 | RR 5.4 |219 more per 1000| @®@®® |IMPORTANT]
trials risk of bias|inconsistency indirectness imprecision (26.8%) (5%) (2.87 to | (from 160 more to HIGH
10.16) 277 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [Biologic failure] - Tocilizumab_8mg/kg/4
1 randomised [no serious |no serious no serious no serious none 49/170 6/158 | RR 7.59 |250 more per 1000 @®@®® |IMPORTANT
trials risk of bias|inconsistency indirectness imprecision (28.8%) (3.8%) | (3.34to | (from 176 more to HIGH
17.23) 325 more)
ACR50% respons af Biologisk+DMARD vs. DMARD [Biologic failure] - Tofacitinib_10mg/d
1 randomised [no serious |no serious no serious no serious none 35/132 11/131 | RR 3.16 |181 more per 1000 @®@®® |IMPORTANT]
trials risk of bias|inconsistency indirectness imprecision (26.5%) (8.4%) | (1.68to (from 92 more to HIGH
5.95) 270 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [Biologic failure] - Abatacept_10mg/kg/4
1 randomised [no serious |no serious no serious serious’ none 9/258 5/133 | RR0.93 | 3 fewer per 1000 @®®®0 |IMPORTANT
trials risk of bias|inconsistency indirectness (3.5%) (3.8%) | (0.32to | (from 42 fewer to IMODERATE]
2.71) 37 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [Biologic failure] - Golimumab_50mg/4
1 randomised [no serious |no serious no serious serious’ none 5/152 11/155| RR 0.46 |38 fewer per 1000| @®®0 |IMPORTANT]
trials risk of bias|inconsistency indirectness (3.3%) (7.1%) |(0.16 to 1.3)| (from 87 fewer to IMODERATE]
11 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [Biologic failure] - Rituximab_2x1000mg
1 randomised [no serious |no serious no serious serious’ none 8/308 2/209 | RR2.71 |16 more per 1000 | @®@0 |IMPORTANT
trials risk of bias|inconsistency indirectness (2.6%) (0.96%)| (0.58to |(from 6 fewer to 39|MODERATE
12.65) more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [Biologic failure] - Tocilizumab_8mg/kg/4
1 randomised [no serious |no serious no serious serious’ none 10/175 8/160 | RR 1.14 | 7 more per 1000 @®®®0 |IMPORTANT
trials risk of bias|inconsistency indirectness (5.7%) (5%) (0.46 to (from 41 fewer to [MODERATE
2.82) 55 more)
Frafald (drop-out) pga. bivirkninger Biologisk+DMARD vs. DMARD [Biologic failure] - Tofacitinib_10mg/d
1 randomised [no serious |no serious no serious serious’ none 8/133 7/132 | RR1.13 | 7 more per 1000 @®®®0 |IMPORTANT
trials risk of bias|inconsistency indirectness (6%) (5.3%) | (0.42to | (from 48 fewer to IMODERATE]




3.04)

63 more)

Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [Biologic failure] - Abatacept_10mg/kg/4

1 randomised [no serious |no serious no serious serious’ none 27/258 15/133 | RR 0.93 | 8 fewer per 1000 [SletTe) CRITICAL
trials risk of bias|inconsistency indirectness (10.5%) (11.3%)| (0.51to | (from 74 fewer to [MODERATE
1.68) 57 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [Biologic failure] - Golimumab_50mg/4
1 randomised [no serious |no serious no serious serious’ none 11/152 15/155| RR 0.75 |24 fewer per 1000| @®@®®0 CRITICAL
trials risk of bias|inconsistency indirectness (7.2%) (9.7%) | (0.35to | (from 87 fewer to [MODERATE]
1.58) 38 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [Biologic failure] - Rituximab_2x1000mg
1 randomised [no serious |no serious no serious serious’ none 23/308 21/209 | RR 0.74 |26 fewer per 1000| @®@®®0 CRITICAL
trials risk of bias|inconsistency indirectness (7.5%) (10%) | (0.42to | (from 76 fewer to [MODERATE
1.31) 24 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [Biologic failure] - Tocilizumab_8mg/kg/4
1 randomised |no serious |no serious no serious no serious none 11/175 18/160 | RR 0.56 |50 fewer per 1000 | @©®®® CRITICAL
trials risk of bias|inconsistency indirectness imprecision (6.3%) (11.3%)| (0.27to |(from 110 fewer to HIGH
1.15) 11 more)
Alvorlige bivirkninger (SAEs) Biologisk+DMARD vs. DMARD [Biologic failure] - Tofacitinib_10mg/d
1 randomised |no serious |no serious no serious serious’ none 2/133 6/132 | RR0.33 |30 fewer per 1000| @&®®0 CRITICAL
trials risk of bias|inconsistency indirectness (1.5%) (4.5%) | (0.07to | (from 72 fewer to [MODERATE]
1.61) 11 more)

" Upper limit of CI suggest potential harm
2 Lower limit of CI suggest no harm




