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I.  ZweckmaBige Vergleichstherapie: Kriterien gemaf 5. Kapitel § 6 VerfO G-BA

Upadacitinib

[polyartikuldre juvenile idiopathische Arthritis (pJIA)]

Kriterien gemaR 5. Kapitel § 6 VerfO

Sofern als Vergleichstherapie eine Arzneimittelanwendung in
Betracht kommt, muss das Arzneimittel grundsatzlich eine
Zulassung fur das Anwendungsgebiet haben.

Sofern als Vergleichstherapie eine nicht-medikamentd&se
Behandlung in Betracht kommt, muss diese im Rahmen der
GKV erbringbar sein.

Beschlisse/Bewertungen/Empfehlungen des Gemeinsamen
Bundesausschusses zu im Anwendungsgebiet zugelassenen
Arzneimitteln/nicht-medikamentdsen Behandlungen

Siehe Ubersicht , Il. Zugelassene Arzneimittel im Anwendungsgebiet”.

»nicht angezeigt”

Beschlisse tiber die Nutzenbewertung nach § 35a SGB V:
e Tofacitinib (Beschluss vom 3. Méarz 2022)
e Baricitinib (Beschluss vom 2. Mai 2024)
e Sarilumab (Beschluss vom 7. August 2025)

Die Vergleichstherapie soll nach dem allgemein anerkannten
Stand der medizinischen Erkenntnisse zur zweckmaRigen
Therapie im Anwendungsgebiet gehoren.

Siehe systematische Literaturrecherche
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Wirkstoff
ATC-Code
Handelsname

Anwendungsgebiet

(Text aus Fachinformation)

Zu bewertendes Arzneimittel:

Upadacitinib Anwendungsgebiet laut Beratungsantrag:

RINVOQ wird angewendet zur Behandlung der aktiven polyartikular verlaufenden juvenilen idiopathischen Arthritis bei Patienten ab 2 Jahren.
RINVOQ kann als Monotherapie oder in Kombination mit Methotrexat angewendet werden.

Klassische synthetische krankheitsmodifizierende Antirheumatika (csDMARD)

Methotrexat — Polyarthritische Formen der schweren aktiven juvenilen idiopathischen Arthritis (JIA) ab dem 3. Lebensjahr bei mangelndem Ansprechen auf NSAIDs.

LO1BAO1
generisch

Sulfasalazin
AO7ECO1
generisch

ausreichend auf NSAIDs angesprochen haben.

Behandlung der aktiven juvenilen idiopathischen Polyarthritis und Spondyloarthropathie mit peripherer Arthritis bei Patienten ab 6 Jahren, die nicht

Hydroxychloroquin |[...] Juvenile idiopathische Arthritis (in Kombination mit anderen Therapien).

PO1BAO02
generisch

Biologische krankheitsmodifizierende Antirheumatika (0 DMARD)
TNF-alpha-Inhibitoren

Etanercept Juvenile idiopathische Arthritis
LO4ABO1
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Enbrel® 10 mg fir
Kinder und
Jugendliche

Adalimumab

Behandlung der Polyarthritis (Rheumafaktorpositiv oder -negativ) und der erweiterten (extended) Oligoarthritis bei Kindern und Jugendlichen ab dem Alter
von 2 Jahren, die unzureichend auf eine Methotrexat-Behandlung angesprochen haben oder eine Methotrexat-Behandlung nicht vertragen.

Juvenile idiopathische Arthritis

LO4ABO4

Humira® Polyartikuldre juvenile idiopathische Arthritis
Humira wird in Kombination mit Methotrexat angewendet zur Behandlung der aktiven polyartikuldren juvenilen idiopathischen Arthritis bei Patienten ab
dem Alter von 2 Jahren, die nur unzureichend auf ein oder mehrere krankheitsmodifizierende Antirheumatika (DMARDs) angesprochen haben. Humira kann
im Falle einer Unvertraglichkeit gegeniiber Methotrexat oder, wenn die weitere Behandlung mit Methotrexat nicht sinnvoll ist, als Monotherapie
angewendet werden (zur Wirksamkeit bei der Monotherapie siehe Abschnitt 5.1). Bei Patienten, die jinger als 2 Jahre sind, wurde Humira nicht untersucht.

Golimumab Juvenile idiopathische Arthritis

LO4AB0O4

Simponi® Polyartikuldre juvenile idiopathische Arthritis (pJIA)

Simponi ist in Kombination mit Methotrexat (MTX) indiziert zur Behandlung der polyartikuldren juvenilen idiopathischen Arthritis bei Kindern ab einem Alter
von 2 Jahren, die auf eine vorhergehende Therapie mit MTX unzureichend angesprochen haben.

IL-6-Inhibitor

Tocilizumab
LO4ACO7
RoActemrai.v.®

RoActemra ist in Kombination mit Methotrexat (MTX) zur Behandlung von Patienten im Alter von 2 Jahren und alter mit polyartikularer juveniler
idiopathischer Arthritis (pJIA; Rheumafaktor-positiv oder -negativ und erweiterte Oligoarthritis) angezeigt, die nur unzureichend auf eine vorangegangene
Behandlung mit MTX angesprochen haben. RoActemra kann als Monotherapie verabreicht werden, falls eine Methotrexat Unvertraglichkeit vorliegt oder
eine Fortsetzung der Therapie mit Methotrexat unangemessen erscheint.
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

Sarilumab
LO4AAC14
Kevzara ®

nicht-konventionelle

Kevzara ist indiziert zur Behandlung der aktiven polyartikuldren juvenilen idiopathischen Arthritis (pJIA; Rheumafaktor-positive oder -negative Polyarthritis
und ausgedehnte Oligoarthritis) bei Patienten ab 2 Jahren, die auf eine vorangegangene Therapie mit konventionellen synthetischen DMARDs (csDMARDs)
nur unzureichend angesprochen haben. Kevzara kann als Monotherapie oder in Kombination mit MTX angewendet werden.

Wirkstoffe

Abatacept
LO4AA24
Orencia®

JAK-Inhibitoren

Tofacitinib
LO4AA29
Xeljanz®

Baricitinib
LO4AA37
Olumiant®

Polyartikuldre juvenile idiopathische Arthritis

ORENCIA ist in Kombination mit Methotrexat indiziert zur Behandlung der maRigen bis schweren aktiven polyartikuldren juvenilen idiopathischen Arthritis
(pJIA) bei padiatrischen Patienten ab 2 Jahren, wenn das Ansprechen auf eine vorherige DMARD Therapie, einschlieBlich MTX, nicht ausreichend war.
Orencia kann als Monotherapie angewendet werden, wenn eine Intoleranz gegeniiber Methotrexat besteht oder wenn eine Behandlung mit Methotrexat
nicht angezeigt ist.

Juvenile idiopathische Arthritis (JIA)

Tofacitinib ist indiziert zur Behandlung der aktiven polyartikularen juvenilen idiopathischen Arthritis (Rheumafaktor-positive [RF+] oder -negative [RF-]
Polyarthritis und erweiterte Oligoarthritis) und der juvenilen Psoriasis-Arthritis (PsA) bei Patienten ab einem Alter von 2 Jahren, die auf eine
vorangegangene DMARD-Therapie unzureichend angesprochen haben.

Tofacitinib kann in Kombination mit Methotrexat (MTX) angewendet werden oder als Monotherapie, wenn MTX nicht vertragen wird oder eine Fortsetzung
der Behandlung mit MTX ungeeignet ist.

Baricitinib wird angewendet zur Behandlung der aktiven juvenilen idiopathischen Arthritis bei Patienten ab 2 Jahren, die zuvor unzureichend auf eines oder
mehrere herkdmmlich synthetische oder biologische DMARDs angesprochen oder diese nicht vertragen haben:

- Polyartikuldre juvenile idiopathische Arthritis (polyartikuldrer Rheumafaktor positive [RF+] oder negativ [RF-], erweitert oligoartikular).

Baricitinib kann als Monotherapie oder in Kombination mit Methotrexat angewendet werden.

Systemische steroidale Antirheumatika (Glucokortikoide) (beispielhafte Aufzdhlung)

Prednisolon
H02ABO6
generisch

andere entzlindlich-rheumatische Arthritiden, sofern die Schwere des Krankheitsbildes es erfordert und nicht-steroidale Antirheumatika (NSARs) nicht
angewandt werden kénnen:
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Il. Zugelassene Arzneimittel im Anwendungsgebiet

o Spondarthritiden (Spondylitis ankylosans mit Beteiligung peripherer Gelenke (DS b, c), Arthritis psoriatica (DS c, d),
enteropathischeArthropathie mit hoher Entziindungsaktivitat (DS a)
o Reaktive Arthritiden (DS: c)
— Juvenile idiopathische Arthritis mit schwerer systemischer Verlaufsform (Still-Syndrom) oder mit lokal nicht beeinflussbarer Iridozyklitis (DS: a)

Prednison
HO2ABO7
generisch

— andere entzlindlich-rheumatische Arthritiden, sofern die Schwere des Krankheitsbildes es erfordert und nicht-steroidale Antirheumatika (NSARs) nicht
angewandt werden kénnen:
o Spondarthritiden (Spondylitis ankylosans mit Beteiligung peripherer Gelenke (DS b, c), Arthritis psoriatica (DS c, d),
enteropathischeArthropathie mit hoher Entziindungsaktivitat (DS a)
o Reaktive Arthritiden (DS: c)
— Juvenile idiopathische Arthritis mit schwerer systemischer Verlaufsform (Still-Syndrom) oder mit lokal nicht beeinflussbarer Iridozyklitis (DS: a)

Triamcinolon
H02AB0S8
Volon®

— andere entzlindlich-rheumatische Arthritiden, sofern die Schwere des Krankheitsbildes es erfordert und nicht-steroidale Antirheumatika (NSARs) nicht
angewandt werden kénnen:
o Spondarthritiden (Spondylitis ankylosans mit Beteiligung peripherer Gelenke (DS b, c), Arthritis psoriatica (DS c, d),
enteropathischeArthropathie mit hoher Entziindungsaktivitat (DS a)
o Reaktive Arthritiden (DS: c)
Juvenile idiopathische Arthritis mit schwerer systemischer Verlaufsform (Still-Syndrom) oder mit lokal nicht beeinflussbarer Iridozyklitis (DS: a)

Nichtsteroidale Antirheumatika (NSAR oder NSAID) (beispielhafte Aufzdhlung)

z. B. Acemetacin
MO1AB11
generisch

Symptomatische Behandlung von Schmerz und Entziindung bei
— akuten Arthritiden (einschlieBlich Gichtanfall)
— chronischen Arthritiden, insbesondere bei rheumatoider Arthritis (chronische Polyarthritis)

[...]

Kinder und Jugendliche

Eine Anwendung von Acemetacin Heumann bei Kindern und Jugendlichen wird nicht empfohlen, da fiir diese Altersklasse keine ausreichenden Daten zur
Wirksamkeit und Sicherheit vorliegen.

z. B. Ibuprofen
MO1AEO01
generisch

Symptomatische Behandlung von Schmerz und Entziindung bei
— akuten Arthritiden (einschlieRlich Gichtanfall)
— chronischen Arthritiden, insbesondere bei rheumatoider Arthritis (chronische Polyarthritis)

[...]
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Quellen: AMIce-Datenbank, Fachinformationen
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Abkiirzungsverzeichnis

AWMEF

Arbeitsgemeinschaft der wissenschaftlichen medizinischen Fachgesellschaften

csDMARDs conventional synthetic disease modifying antirheumatic drugs

bDMARDs
ECRI

G-BA

GIN

GoR
GRADE
HR

IQWiG

JIA

KI

LoE

MTX

NICE

OR

RR

SIGN
tsDMARDs
TNFi

TRIP
WHO

biologic DMARDs

Emergency Care Research Institute

Gemeinsamer Bundesausschuss

Guidelines International Network

Grade of Recommendations

Grading of Recommendations Assessment, Development and Evaluation
Hazard Ratio

Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen
juvenile idiopathic arthritis

Konfidenzintervall

Level of Evidence

Methotrexate

National Institute for Health and Care Excellence

Odds Ratio

Relatives Risiko

Scottish Intercollegiate Guidelines Network

targeted synthetic DMARDS

Tumor necrosis factor inhibitors

Turn Research into Practice Database

World Health Organization
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1 Indikation

Behandlung der aktiven polyartikular verlaufenden juvenilen idiopathischen Arthritis bei
Patienten ab 2 Jahren.

Hinweis zur Synopse: Informationen hinsichtlich nicht zugelassener Therapieoptionen sind (iber
die vollumfingliche Darstellung der Leitlinienempfehlungen dargestellt.

2 Systematische Recherche

Es wurde eine systematische Literaturrecherche nach systematischen Reviews, Meta-
Analysen und evidenzbasierten systematischen Leitlinien zur Indikation juvenilen
idiopathischen Arthritis durchgefihrt und nach PRISMA-S dokumentiert [A]. Die
Recherchestrategie wurde vor der Ausfihrung anhand der PRESS-Checkliste begutachtet [B].
Es erfolgte eine Datenbankrecherche ohne Sprachrestriktion in: The Cochrane Library
(Cochrane Database of Systematic Reviews), PubMed. Die Recherche nach grauer Literatur
umfasste eine gezielte, iterative Handsuche auf den Internetseiten von
Leitlinienorganisationen. Erganzend wurde eine freie Internetsuche
(https://www.google.com/) unter Verwendung des privaten Modus, nach aktuellen deutsch-
und englischsprachigen Leitlinien durchgefihrt.

Der Suchzeitraum der systematischen Literaturrecherche wurde auf die letzten finf Jahre
eingeschrankt und die Recherchen am 05.01.2026 abgeschlossen. Die detaillierte Darstellung
der Recherchestrategie inkl. verwendeter Suchfilter sowie eine Auflistung durchsuchter
Leitlinienorganisationen ist am Ende der Synopse aufgefiihrt. Mit Hilfe von EndNote wurden
Dubletten identifiziert und entfernt. Die Recherchen ergaben insgesamt 1.167 Referenzen.

In einem zweistufigen Screening wurden die Ergebnisse der Literaturrecherche bewertet. Im
ersten Screening wurden auf Basis von Titel und Abstract nach Population, Intervention,
Komparator und Publikationstyp nicht relevante Publikationen ausgeschlossen. Dabei wurde
fur systematische Reviews, inkl. Meta-Analysen, ein Publikationszeitraum von 2 Jahren und
fir Leitlinien von 5 Jahren betrachtet. Zudem wurde eine Sprachrestriktion auf deutsche und
englische Referenzen vorgenommen. Im zweiten Screening wurden die im ersten Screening
eingeschlossenen Publikationen als Volltexte gesichtet und auf ihre Relevanz und
methodische Qualitdt geprift. Dafir wurden dieselben Kriterien wie im ersten Screening
sowie Kriterien zur methodischen Qualitdt der Evidenzquellen verwendet. Basierend darauf,
wurden insgesamt 6 Referenzen eingeschlossen. Es erfolgt eine synoptische Darstellung
wesentlicher Inhalte der identifizierten Referenzen.

Abteilung Fachberatung Medizin Seite 4
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3 Ergebnisse

3.1 Cochrane Reviews

TanJ et al., 2024 [6].
Methotrexate for juvenile idiopathic arthritis (Review)

Fragestellung

To assess the benefits and harms of methotrexate for children and young people with
juvenile idiopathic arthritis.

Methodik

Population:
e children and young people with juvenile idiopathic arthritis (<18 Jahre)

Intervention/ Komparator:

e Methotrexate versus placebo
e Methotrexate versus no treatment

e Methotrexate plus co-intervention (including NSAIDs and other analgesics) versus co-
intervention alone

e Methotrexate versus alternative DMARD

Endpunkte:

e Treatment Response, Sustained clinically inactive disease, Function, assessed by the
Child Health Assessment Questionnaire (CHAQ), Pain (VAS, FACES Scale etc.), Safety-
data

Recherche/Suchzeitraum:
e Update: Februar 2023 (CENTRAL, MEDLINE, EMBASE), Cochrane, Guideline etc.
e This is an update of a Cochrane review first published in 2001.

Qualitatsbewertung der Studien:

e Cochrane risk of bias tool RoB 1
e GRADE

Ergebnisse
Anzahl eingeschlossener Studien:
e 5RCTs (n=575)
o Methotrexate versus placebo (3 RCTs)

o Methotrexate plus intra-articular corticosteroid therapy versus intra-articular
corticosteroid therapy alone (1 RCT)

o Methotrexate versus Leflunomide (1 RCT)

Abteilung Fachberatung Medizin Seite 5
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Charakteristika der Population/Studien:
Table 1. line demographic and clinical characteristics of the trial participants
Trial (coun-  Treatment  Ageand sex JIAinclusion criteria JIA subtype Permitted con- Durationof  Baseline Clinical as-
try) groups (n) comitant med- disease medication sessments
ications characteris-
tics
MTX versus placebo (3 trials)
Bharadwaj MTX(n=14) Agerange3- ACR criteria; 14% oligoarticularon-  Glucocorticoids=  Range6-84  Not reported WMonthly for
2003 (India) 18 years set; 64% polyarticular; 0.5 mg/kg/day months 6 months
4ormoreactivejoints un- 37 494 systemic onset
36% female responsive to 6 weeks'
treatment with NSAIDs or
Placebo(n=  Agerange2- steroids 9% oligoarticular on- Range 6-108  Not reported
11) 22 years set; 63.6% polyarticu- months
lar; 27% systemic on-
45% female set
Giannini Low-dose Mean age 10.1  ACR criteria for JRA or 20% systemic onset =<2 NSAIDs,pred-  Mean 57.6 Low-dose Monthly for
1992 (USA MTX(n=46) years equivalent criteriaused in  disease; 80% non-sys-  nisolone dose = months prednisone: 6 months
and Russia) the Soviet Union & East- temic disease 0.5 mg/kg/day (= 33%
72% female ern Europe; minimum 3 10 mg/day)
joints with active arthritis 2 NSAIDs: 11%
as per ACR criteria
Very low- Mean age 9.6 28% systemic onset Mean 57.6 Low-dose
dose MTX (n  years disease; 72% non-sys- months prednisone:
=40 temic disease 37%
73% female
2 NSAIDs:
7.5%
Placebo(n= Mean age 10.6 29% systemic onset Mean 69.6 Low-dose
41) years disease; 71% non-sys- months prednisone:
temic disease 34%
83% female
2 NSAIDs:
7.3%
Woo 2000 MTX Mean age 8 ILAR criteria for extend- All participants, re- NSAIDs and oral Mean 43.7 Not reported WMonthly for
(UK and (crossover; years ed oligoarthritis or sys- gardless of subtype, prednisolone months 10 months
France) n=44) temic arthritis; for chil- underwent both
69% female dren with systemic arthri-  methotrexate and
Placebo tis, = 3 months' disease placebo phase (cross-
(crossover; duration despite pred- over trial)
n=44) nisolone > 5 mg/day and
Table 1. Baseline demographic and clinical characteristics of the trial participants (continued)
NSAIDs; for children with
extended oligoarthritis,
active polyarthritis not re-
sponding to NSAID or lo-
cal steroid treatment for
at least 1 year
MTX plus intra-articular glucocorticoid therapy versus intra-articular glucocorticoid therapy alone (1 trial)
Ravelli2017  MTX plus Meanage4.1  ILARcriteria 100% oligo-articular Nil allowed other ~ Mean 6.9 Prednisone: 1,3,6,and
(Italy) IAGC (n= years; age subtype JIA than the co-inter-  months 4% 12 months
105) range2.4-g8.9  Oligoarticular JIA vention of IAGC
years injection provid- Previous IAGC
50% feml ed; NSAIDs had to injection: 44%
o female be ceased before
enrolment. NSAIDs: 11%
IAGC alone Mean age 2.8 100% oligo-articular Mean 6.7 Prednisone:
(n=102) years; age subtype JIA months 2%
range 1.6-6
years Previous IAGC
injection: 44%
72% female
NSAIDs: 9%
MTX versus alternative DMARD (1 trial)
Silver- MTX(n=47) Meanage10.2 ACR criteria for JRA with Polyarticular JIA: 83%;  NSAIDs, <0.2 Mean 16.44 Glucocorti- Monthly for
man 2005 years a polyarticular disease pauciarticular JIA: mg/kg/day of months coid use at 4months
(Australia, course 17%; systemic onset: prednisolone or entry: 19%
Austria, 72% female 0% equivalent (= 10
Canada, mg/day) if dose
Denmark, Leflunomide  Mean age 10.1 Polyarticular JIA: 77%; ~ remained un- Mean20.28  Glucocorti-
Finland, (n=47) years pauciarticular JIA: changed 2weeks  months coid use at
France, 21%; systemic onset:  before enrolment entry: 19%
Germany, 75% female 20 and during study;
Nether- <2 intra-articular
lands, New steroid injections
Zealand, (THA) allowed
Spain, during study
Switzerland,
USA) =

Abteilung Fachberatung Medizin
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Qualitat der Studien:

e We judged two trials at low risk of bias across all domains (Giannini 1992; Silverman
2005), while Woo 2000 provided insufficient information for us to judge one domain.

e The other two trials were at high risk of bias in at least one domain (Bharadwaj 2003;
Ravelli 2017).
Flgars 2. Risk of Blas sumimary: raviaw suthers' Judgemants about sach risk of blas tom for sach included study.

Bharadwrzj 2003
Gianmini 1592

. .' Imcomp lete outcome data (atrition hias)

s .- = . .' Selective meportng {meporting bias)

. .' Blinding of cucoms ssessment (detection bizs)
. .' .|.|.' Ciher bias

Ravelli 2017

Silverman 2005
Woo 2000

. . . .' Blinding of panticipants and personnel (performance hias): All ouwtoomes
. . . . .- Blinding of oulcome ssessment {detection bias): Sell-repomed owcomes

i.|.|. | Random sequence generation (selection bias)
. .‘ '. . o Allocation concealment (selection bias)

Abteilung Fachberatung Medizin Seite 7



Studienergebnisse:

Methotrexate versus placebo

Gemeinsamer
Bundesausschuss

summary of findings 1. Methotrexate compared with placebo in children and young people with juvenile idiopathic arthritis
Methotrexate compared with placebo for children and young people with juvenile idiopathic arthritis
Patient or population: children and young people with JIA
Setting: outpatient
Intervention: oral MTX (5-15 mg/m2/week)
Comparator: placebo
Outcomes Anticipated absolute effects* (95%  Relative effect  No. of partici- Certainty of Plain language summary
(time frame of absolute Cl) (95% Cl1) pants the evidence
effects) . (GRADE)
Assumedrisk:  Corresponding (studies)
placebo risk: oral MTX
Treatment response? 243 per 1000 163 more per RR 1.67 328 (3) 11T MTX may increase the number of children and
(up to & months) 1000 (1.21 to 2.31) Lowb young people achieving treatment response.
(51 more to 318
more)
Sustained clinicallyin- — — — — — No studies reported the number of partici-
active disease® pants with clinically inactive disease.
Function - - - - - Mo studies reported function.
Pain Meanimprove-  MD 1.10 points — 114 (1) @809 MTX may have little or no effect on pain.
. . mentin pain better (0.08 Lowd
Me_an im prm_iement n with placebo points better
pain on motion from was11.5points  to 6.88 points
baseline, 0-100scale, 0 worse)
represents no pain
(up to & months)
Participant global as- 398 per 1000 92moreper1000 RR1.23 176(1) L MTX may have little or no effect on the num-
sessment of well-being (48 fewer to 287 (0.88to0 1.72) Low®e ber of children and young people with im-
(up to & menths) more) proved participant global assessment of well-
being.
Serious adverse events 14 per 1000 5 fewer per 1000 RR 0.63 328(3) aeo9 There may be little or no difference in the risk
(up to & months) (13 fewer to 112 (0.04 to 8.97) Lowb of serious adverse events between MTX and
more) placebo.
Withdrawals due to ad- 0 per 1000 32 per 1000 RR 3.46 328(3) POO There may be little or no difference between
verse events (0.60 to 19.79) Low® MTX and placebo in terms of the number of

(up to 6 months) people who withdraw from treatment due to
adverse events. We were unable to estimate
absolute effects as there were no withdrawals

in the placebo group.

*The corresponding risk (and its 95% CI) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).

Cl: confidence interval; JIA: juvenile idiopathic arthritis; MD: mean difference; MTX: methotrexate; RR: risk ratio; pedACR70/50/30: American College of Rheumatology pae-
diatric 70, 30, 50 criteria; RR: risk ratio.

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

0 Response rate measured by pedACRT0/50/30 (Giannini 1957}, or as defined by study authors.

b Downgraded once for indirectness (suboptimal methotrexate dosing in Giannini 1992 and Bharadwaj 2003, and varied definitions for treatment response in all three studies
(Bharadwaj 2003; Giannini 1992; Woo 2000}, with none using the ideal definition of pedACRT0) and once for imprecision (low event rates).

< Clinically active disease measured by Wallace criteria (Wallace 2011), or as defined by study author/s.

d Downgraded once for imprecision (small number of participants) and once for indirectness (pain assessed via motion subscore instead of overall pain).

¢ Downgraded once for imprecision (small number of participants) and once for indirectness (differences between the outcomes of interest and those reported: dichotomous
rather than continuous data).

Abteilung Fachberatung Medizin Seite 8
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Methotrexate plus intra-articular intra-articular
corticosteroid therapy alone

summary of findings 2. Oral methotrexate plus intra-articular glucocorticoid compared to intra-articular glucocorticoid alone in children and young
people with juvenile idiopathic arthritis

corticosteroid therapy versus

Methotrexate plus intra-articular glucocorticoid therapy compared to intra-articular glucocorticoid therapy alone in children and young people with juvenile idio-
pathic arthritis

Patient or population: children and young people with JiA
Settings: outpatient

Intervention: oral MTX (15 mg/m2/week) + IAGC injection(s)
Comparator: IAGC injection(s) alone

Outcomes Anticipated absolute effects* Relative effect  No. of partici- Certainty of Plain language summary
(time frame of ab- (95% ClI) {95% Cl) pants the evidence
solute effects) (studies) (GRADE)

Assumed risk: Corresponding

IAGC therapy risk: oral MTX +

alone) IAGC therapy
Treatment respon- — — — — - Ravelli 2017 did not report the number of partici-
sed pants achieving treatment response.
Sustained clinically 265 per 1000 98 more per RR1.37(0.91to 207 (1) @D0O MTX plus IAGC may have little or no effect on the
inactive diseaseb 1000 (24 fewer 2.08) Lowt number of children and young people with clinical-
(12 months) to 281 more) ly inactive disease compared with IAGC alone.
Function — — — — - Ravelli 2017 did not report function.
Pain — — — — - Ravelli 2017 did not report pain.
Participant global — — — — - Ravelli 2017 did not report participant global as-
assessment of well- sessment of well-being.
being
Serious adverse — — — — @098 We are unsure if there is any difference between
events Very lowd MTX plus IAGC and IAGC alene in the risk of serious
(12 months) adverse events, because none occurred.
Withdrawals dueto — — RR 8.75 207 (1) L] There may be little or no difference between MTX
adverse events (0.48 to 160.40) Low< plus IAGC versus IAGC alone in terms of the num-

(12 months) ber of withdrawals due to adverse events. We
could not estimate absolute effects as there were

no withdrawals in the control group.

*The correspending risk (and its 95% Cl) is based on the assumed risk in the comparisen group and the relative effect of the intervention (and its 95% Cl}.

Cl: confidence interval; IAGC: intra-articular glucocorticoid; JIA: juvenile idiopathic arthritis; MTX: methotrexate; pedACR70/50/20: American College of Rheumatology
paediatric 70, 50, 30 criteria; RR: risk ratio.

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

0 Response rate measured by pedACR70/50/30 (Giannini 1937}, or as defined by study authors.
b clinically active disease measured by Wallace criteria (Wallace 2011), or as defined by study authors.
¢ Downgraded once for risk of performance and detection bias and once forimprecision (small number of events).

d Downgraded once for risk of performance and detection bias and twice for serious imprecision (no events).
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Methotrexate versus an alternative disease-modifying antirheumatic drug

Summary of findings 3. Methotrexate compared to alternative disease-modifying antirheumatic drugs for children and young people with juvenile
idiopathic arthritis

Methotrexate compared to alternative disease-modifying antirheumatic drugs for children and young people with juvenile idiopathic arthritis

Patient or population: children and young people with JIA

Settings: outpatient

Intervention: oral MTX (0.5 mg/kg/week)

Comparator: oral leflunomide (20 kg bodyweight: 100 mg for 1 day, then 10 mg every other day maintenance dose; 20-40 kg bodyweight: 100 mg for 2 days, then 10 mg/
day; > 40 kg bedyweight: 100 mg for 3 days, then 20 mg/day maintenance dose)

Outcomes Anticipated absolute effects* (95% Relative effect  No. of partici- Certainty of Plain language summary
(time frame of absolute CI) (95% CI) pants the evidence
effects) (studies) (GRADE)
Assumed risk: Corresponding risk:
leflunomide MTX
Treatment responsed 426 per 1000 170 more per 1000 RR1.40 a4 (1) PBOS MTX compared with leflunomide may have
(4 months) (30 fewer to 469 (0.93 t0 2.10) Lowb little or no effect on the number of people
more) achieving treatment response (pediACRTO).
Sustained clinicallyin- — - - - — Silverman 2005 did not report the number
active disease® of participants with clinically inactive dis-
ease,
Function Mean functien MD 0.05 points. - 94 (1) DPBEO MTX compared with leflunomide may have
Assessed with CHAQ, 0-3  with lefluno- worse (0.20 points Lowd little or no effect on function.
scale, lower is better mide was 0.59 betterto 0.30
(4 months) points. points worse)
Pain - - - - — Silverman 2005 did net report pain.
Participant global as- Mean partici- MD 6.10 mm bet- — 94 (1) LT MTX compared with leflunomide may have
sessment of well-being  pantglobalas-  ter (14.28 betterto Lowd little or no effect on participant global as-
Assessed with 0-100 mm  sessment with 2.08 worse) sessment of well-being.
scale, lower is better leflunomide
(4 months) was 20.6 points
Serious adverse events 64 per 1000 55 fewer per 1000 RRO.14 94 (1) PHOS There may be little or no difference in se-
{4 months) (63 fewer to 108 {0.01 to 2.69) Lowb rious adverse events between MTX and
more) leflunomide.

Withdrawals due toad- 21 per 1000 14 fewer per 1000 RR0.33 94(1) o000 There may be little or no difference in the

verse events (20 fewer to 44 (0.04 to 3.09) Lowb number of withdrawals due to adverse

{4 months) more) events between MTX and leflunomide.

*The basis for the assumed risk (e.g. the median control group risk across studies) is provided in footnotes. The corresponding risk (and its 95% Cl) is based on the as-
sumed risk in the comparison group and the relative effect of the intervention (and its 95% CI).

CHAQ: Childhood Health Assessment Questionnaire; Cl: confidence interval; JIA: juvenile idiopathic arthritis; MD: mean difference; MTX: methotrexate; pedACRT0/50/30:
American College of Rheumnatology paediatric 70, 30, 50 criteria; RR: risk ratio.

GRADE Working Group grades of evidence

High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.

Moderate certainty: we are moderately confident in the effect estimate; the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.

Low certainty: our confidence in the effect estimate is limited; the true effect may be substantially different from the estimate of the effect.

Very low certainty: we have very little confidence in the effect estimate; the true effect is likely to be substantially different from the estimate of effect.

d Response rate measured by pedACR70/50/30 (Giannini 1997), or as defined by study authors.

b powngraded twice for imprecision (very few events).

¢ Clinically active disease measured by Wallace criteria (Wallace 2011), or as defined by study authors.

d Downgraded twice for imprecision (single trial with few participants, and Cl including both benefit and harm).

Anmerkung/Fazit der Autoren

Oral methotrexate (5 mg/m2/week to 15 mg/m2/week) compared with placebo may
increase the number of children and young people achieving treatment response but may
have little or no effect on pain or participant global assessment of well-being. Oral
methotrexate plus IAGC injections compared to IAGC injections alone may have little or no
effect on the likelihood of sustained clinically inactive disease among children and young
people with oligoarticular JIA. Similarly, methotrexate compared with leflunomide may
have little or no effect on treatment response, function, and participant global assessment
of well-being. Serious adverse events due to methotrexate appear to be rare. We will
update this review as new evidence becomes available to inform the living guideline.

Abteilung Fachberatung Medizin Seite 10
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Kommentare zum Review

e We have little confidence in the evidence, which may underestimate the therapeutic
effect of methotrexate due to suboptimal dosing, the low event rates, and the small
number of participants in the trials. We are uncertain of the risk of serious unwanted
events and unwanted events leading to withdrawal from treatment because of the very
small number of events.

Cagnotto G et al., 2025 [3].
Tumor necrosis factor (TNF) inhibitors for juvenile idiopathic arthritis

Fragestellung
To assess the benefits and harms of TNFi in children with JIA.

Methodik
Population:
e participants less than 18 years of age, affected by any type of JIA

Intervention/Komparator:
TNFi: abatacept, anakinra, and tocilizumab

Any TNFi as monotherapy or combined with MTX versus placebo

Any TNFi as monotherapy or combined with MTX versus MTX
e Any TNFi as monotherapy or combined with MTX versus NSAID
e Any TNFi as monotherapy or combined with MTX versus other biologics

e Any TNFi as monotherapy or combined with MTX versus tsDMARDs (like tofacitinib,
baricitinib, and upadacitinib)

e Head-to-head comparison between different TNFi

Endpunkte:

e treatment response (defined as the proportion of participants achieving the pedACR70),
pain, function, participant global assessment of well-being (disease activity), remission,
withdrawals due to adverse events, and serious adverse events

Recherche/Suchzeitraum:

e We searched the Cochrane Central Register of Controlled Trials (CENTRAL), MEDLINE
(via Ovid), Embase (via Ovid), and ClinicalTrials.gov and the WHO ICTRP from inception
to 28 February 2024, with no language restrictions.

Qualitatsbewertung der Studien:

e Cochrane risk of bias tool RoB 1
e GRADE

Ergebnisse
Anzahl eingeschlossener Studien:

e We found 9 studies involving a total of 678 individuals with JIA.

e Seven studies investigated the comparison of TNFi versus placebo, and two studies
investigated the comparison of TNFi combined with MTX versus MTX alone.
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e We pooled seven studies comparing TNFi with placebo in Comparison 1 (Brunner 2014;
Burgos-Vargas 2015; Burgos-Vargas 2022; Horneff 2013; Lovell 2000; Lovell 2008;
Ruperto 2007).The intervention was etanercept in two studies (Horneff 2013; Lovell
2000), adalimumab in two studies (Burgos-Vargas 2015; Lovell 2008), infliximab in two
studies (Burgos-Vargas 2022; Ruperto 2007), and golimumab in one study (Brunner
2014).

e We pooled two studies comparing TNFi + MTX with MTX in Comparison 2 (Alexeeva
2021; Tynjala 2011). One study compared etanercept + MTX versus MTX (Alexeeva
2021), and the other study compared infliximab + MTX versus MTX (Tynjald 2011).

Charakteristika der Population/Studien:

e The mean age of participants ranged from 8 to 15 years, and the mean duration of
symptoms ranged from 0.8 years to 6.7 years. Seven studies compared TNFi to placebo
(570 participants), and two studies compared TNFi combined with MTX to MTX alone
(108 participants).

Qualitat der Studien:

e Only two studies had a low risk of bias in all domains, while five studies had a high risk
of bias in at least one domain, predominantly other bias. Two studies were at unclear
risk of selection bias, and two studies were at unclear risk of detection bias.

Flgure 3. Risk of blas summary.

Alexeeva 2021
Brunner 2014

Burgos-Vargas 2015

Burgos-Vargas 2022
Horneff 2013
Lowell 2000

Lowvell 2008
Ruperto 2007
Tynjald 2011

. ~ . . ™ . . . . Random sequence generation (selection bias)
. ] . . ] . . . .' Allocation concealment (selection bias)
|. '. . . . . . . . Blinding of participants and personnel (performance bias): All outcomes

F

|. . . | . . . = | Selective reporting (reporting bias)

|. . ™) . . . . . .' Incompleie ouicome data (aitrition bias): All outcomes
0000000 ® ot

|. B . . . . . . | Blinding of outcome assessment (detection bias): All outcomes
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Studlenergebn I1Sse.
Table 1. Owverview of Included studles
Study ID Population Intervention  No. of par- Compari- No. of par- Co-inter- Study centers WT
ticipants S0 ticipants vention
Alexeeva 2021 2 to 1T years Etanercept 35 Placebo + i3 MTE Russia Mo
MTX
P-JIA
Brunner 2014 2to 1T years Golimumab T8 Placebo Ta MTE Ewrope, North Ameri-  Yes
ca, Brazil,
P-JIA;
Mexico, Russia
EO-JI4;
5-JIA without systemic faa-
tures;
JPsA
Burgos-Vargas =2 &to <18 years Adalimumab 31 Placebo 15 Mo Ewrope, Canada, Mo
1015 Mexico
ERA
Homeff 2013 zhkto< 18 years Etanercept 20 Placebo 13 Mo Garmany Yes
ERA
Lowell 2000 4to 17 years Etanercept 5 Placebo 16 Mo Horth America Yes
P-JIA
Lovell 2008 4to 17 years Adalimumab =3 Placebo &5 MTX Europe, USA Yes
P-JIA
Burgos-Vargas < l&years Infliximab 12 Placebo 14 Mo Mexico Mo
1022
JoSph
Ruperto 2007 =40« 18 years Infliximab =] Placebo &2 MTX Europe, Morth Ameri-  No
ca, South America
P-JIA
Tynjila 20111 4to 15 years Infliximab + il MTX n No Finland Mo
MTX
P-JIA
EQ-JIA: extended oligoarticular JI&; ERA: enthesitis-related arthritis; JIA: juvenile idiopathic arthritis; JoSpA: juvenile-onset spondyloarthritis; JPsA: juvenile psoriatic arthritis;
MTE: methotrexate; P-JIA: polyarticular JIA; 5-JIA: systemic JIA; WT: withdrawal trial
Lin Tynjals 2011, children were randomized into 2 groups: 1) inflisimab + MTX; 2) MTX alone; and 3) combination of other disease-modifying antirheumatic drugs. We did not pool
the last group in the analysis as it does not meat the eligibility criteria for the review.
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TNF inhibitors compared to placebo for juvenile idiopathic arthritis
Analysis 1.1. Comparison 1: TNF-alpha inhibitors versus placebo, Outcome 1: PedACRT0 at up to 16 weeks

TNFi Placebo Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDETFG
1.1.1 Adalimumab vs Flacebo
Burgos-Vargas 2015 17 3 3 15 235% 2.74[095,7.92] - FEaasees
Subtotal 3 15 235% 2.74 (095 , 7.92] -‘
Tatal events: 17 3
Test for overall effect: Z = 1.86 (P = 0.06)
Heterogensaity: Mot applicable
1.1.2 Infliximab vs Placebo
Burgos-Vargas 2022 8 12 1 14 7.1% 9.33[1.35, 64.34] _— @dpaees
Ruperto 2007 13 &0 7 62 36.9% 1.92 (0,82, 4.48] 1= 2292000
Subtotal (Walds) 72 76 440% 3.34[0.74 , 15.11] e
Total events: 21 &

Test for overall effect: Z = 1.56 (P = 0.12)
Heterogeneity: Tew? (DLe) = 0.73; Chi? = 2.25, df = 1 (P = 0.13); I = 56%

1.1.3 Etanercept vs Placebo

Lovell 2000c 1 x5 5 % 5% 2.29[0.93, 5.65] . o800 0
Subtotal b 26 325% 2.29 (0,93, 5.65] g
Tatal events: 1 5

Test for overall affect: Z = 1.80 (P = 0.07)
Heterogensaity: Mot applicable

Total (Waldd 128 17 100.0% 247 [1.48 , 4.14] 3

Total events: 49 16

Test for overall effect: Z = 3.45 (P = 0.0006) o h T Iy o
Test for subgroup differences: Chif = 0,19, df = 2 (P =0.91), I = 0% Favours Placebo Favours TNFi

Heterogeneity: Tau? (DLs) = 0.00; Chi? = 2.28, df = 3 (P = 0.52); 1 = 0%

Footnotes

#CI calculated by ‘Wald-type method.

vTan? calculated by DerSimonian and Laird method.
Withdrawal wial.

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D Blinding of outcome assessment (detection hias)

(E) Incomplete outcome data (attrition hias)

(F) Selective reporting (reporting bias)

(G) Other bias
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sSummary of findings 1. TNF inhibitors compared to placebo for juvenile idiopathic arthritis
TNF inhibitors compared to placebo for juvenile idiopathic arthritis
Patient or population: juvenile idiopathic arthritis
Setting: outpatients
Intervention: TNF inhibitors
Comparison: placebo
Qutcomes Anticipated absolute effects” (95% C1) Relative ef- No. of partic-  Certainty of What happens
fect ipants (stud-  the evidence
Placebo TNF in- Difference (95% Cl) ies) (GRADE)
hibitors
PedACRTO 14% 34% 20% more RR2.47 245 DECO TNFi may result in an increased
(21% to 58%) (7% more to (1.48 to 4.14) Lowa.b proportion of participants achiev-
follow-up: up to 16 weeks 44% more) (4 RCTs) ing pedACRT0 compared to place-
bo.
Pain The mean The mean 22 mm lower - 72 eSO We are uncertain about the effects
- pain in the painwith TNFi (50 mm low- (2RCTs) Very low d.2 of TNFi on pain compared to place-
VAS (0-to-100-millimeter control group  was 11 mm. erto 5.7 mm bo (SMD -0.82, 95% C1-1.84, 0.21).
scale, 0 =no pain; MCID =15 was 33 mm.S higher)c
mm)
follow-up: up to 16 weeks
Function The mean The mean 0.16 lower - 194 DESO We are uncertain about the effects
function in function with {0.39 lower to (3RCTs) Very low f of TNFi on function compared to
CHAQ (0-to-3 scale, 0 =no the control TNFi was 0.06 higher) placebo.
impairment) groupwas1.c  0.84,
follow-up: up to 16 weeks
Participant global assess-  The mean The mean 11 mm lower - 194 BEOD We are uncertain about the effects
ment of well-being (dis- participant participant {23 mm lower (3RCTs) Very low d.gh of TNFi on disease activity com-
ease activity) global assess-  global assess-  to 1 mm high- pared to placebo (SMD -0.47, 95%
. ment of dis- ment of dis- erje C1-0.99, 0.04).
VAS {O-to—lOO-mllllrmeterl ease activity ease activity
scale,0=no perceiveddis-  jnthe control  with TNFi was
ease activity) groupwas34 23 mm.
C
follow-up: up to 16 weeks mm.
Disease remissionupto 16  Nostudies reported this outcome.
weeks
Withdrawals due to ad- 1% 3% 2% more RR3.41 448 OO We are uncertain about the effect
verse events (1% to 16%) (0% to 15% {0.73t015.90) (6RCTs) Very low 1 of TNFi on withdrawals due to ad-
more} verse events compared to placebo.
follow-up: end of study
Serious adverse events 6% T% 1% more RR1.09 448 [el=le) We are uncertain about the effects
(3% to 13%) (3% fewer to {0.53t02.22) (6 RCTs) Very low kl of TNFi on serious adverse events
follow-up: end of study T% more) compared to placebo.
*The risk in the intervention group (and its 95% Cl) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% Cl).
CHAQ: Childhood Health Assessment Questionnaire; Cl: confidence interval; MCID: minimal clinically important difference; RCT: randomized controlled trial; RR: risk ratio;
SMD: standardized mean difference; TNFi: tumer necrosis factor inhibitors; VAS: visual analogue scale
GRADE Working Group grades of evidence
High certainty: we are very confident that the true effect lies close to that of the estimate of the effect.
Moderate certainty: we are moderately confident in the effect estimate: the true effect is likely to be close to the estimate of the effect, but there is a possibility that it is
substantially different.
Low certainty: our confidence in the effect estimate is limited: the true effect may be substantially different from the estimate of the effect.
Very low certainty: we have very little confidence in the effect estimate: the true effect is likely to be substantially different from the estimate of effect.
aDowngraded by one level for risk of bias: two out of four studies had either a high or unclear risk of bias in multiple domains.
bDowngraded by one level for imprecision: four studies with low sample size and wide CI.
CControl group risk was estimated from the placebo value at follow-up for pain (Burgos-vVargas 2015), function, and participant global assessment of disease activity (Ruperto
2007); SMD back-translated to mean difference by multiplyingthe SMD by the standard deviation at baseline in the control group for pain in Burgos-Vargas 2015, and for participant
global assessment of disease activity in Ruperto 2007.
dpowngraded by one level for indirectness: outcome assessed by the participant's parents.
epowngraded by two levels for imprecision: two small studies; wide Cl including both no effect and potential large effect.
fDowngraded by one level for risk of bias and by two levels for imprecision: three small studies; wide Cl including both no effect and potentially large effect.
gDowngraded by one level for imprecision: three small studies; wide Cl including both no effect and potentially large effect.
hDowngraded by one level for risk of bias: one out of three studies had unclear risk of bias in multiple domains.
iDowngraded by two levels for risk of bias: the informative study, Brunner 2014, had a high risk of other bias due to run-in design, which selected a subgroup of participants
prone to tolerate the drug.
IDowngraded by one level forimprecision: one informative small study; wide Cl including potentially moderate benefit and potentially large harm.
kDowngraded by two levels for risk of bias: four of five studies had either unclear or high risk of bias in multiple domains.
IDowngraded by one level for imprecision: five small studies; wide Cl including potentially large benefit and potentially large harm.
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TNF inhibitors + methotrexate compared to methotrexate alone for juvenile idiopathic
arthritis

e PedACR70 at up to 16 weeks: 10 out of 20 participants receiving MTX and 16 out of 20
receiving TNFi combined with MTX received PedACR70 up to week 16: RR 2.83, 95% ClI
1.39to 5.76 (Alexeeva 2021).

e Remission at up to 52 weeks: 8 out of 33 participants receiving MTX and 11 out of 35
receiving TNFi combined with MTX received remission up to week 52: RR 1.30, 95% ClI
0.60 to 2.82 (Alexeeva 2021).

e Total number of adverse events: One study involving 68 participants reported this
outcome (Alexeeva 2021). Thirteen out of 33 participants receiving MTX and 18 out of
35 receiving TNFi combined with MTX experienced at least one adverse event during
follow-up of up to 24 weeks (RR 1.31, 95% CI 0.77 to 2.22).

e Serious adverse events up to 26 weeks: 2 out of 33 participants receiving MTX and 0 out
of 33 receiving TNFi combined with MTX experienced serious adverse events up to 26
weeks (RR 0.19, 95% Cl 0.01 to 3.79).

Anmerkung/Fazit der Autoren

In JIA, TNFi may result in a higher proportion of individuals achieving clinical improvement
compared to placebo, but we are uncertain about the effect of TNFi on pain, function, and
quality of life. We are also uncertain about the effect of TNFi combined with MTX versus
MTX alone on clinical improvement and remission.

Evidence for the safety of TNFi compared to placebo or MTX is very uncertain.

There are no RCTs comparing TNFi to other treatments. More high-quality studies are
warranted to assess the benefits and harms of TNFi in JIA.

Kommentare zum Review

We have little confidence in the evidence due to the limited number of studies available

and because it is possible that people in the studies knew which treatment they were

getting, which could have influenced the results.

e 3 Studien (Burgos-Vargos et al. 2022, Ruperto et al. 2007 und Tynjadla et al. 2011)
vergleichen den OLU-Wirkstoff Infliximab oder Infliximab+MTX vs. Placebo.

e Fiir den Vergleich TNFi + MTX with MTX in Comparison 2 (Alexeeva 2021; Tynjald 2011)
werden nur die Ergebnisse zu etanercept + MTX versus MTX (Alexeeva 2021) dargestellt.
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Systematische Reviews

De Freitas P et al., 2025 [4].

Efficacy of biologic DMARDs in improving the clinical response of patients with polyarticular
juvenile idiopathic arthritis: a meta-analysis of RCTs

Fragestellung

to conduct a meta-analysis of randomized controlled trials (RCTs) to examine the efficacy
of biologic DMARDs in improving the clinical response of patients with polyarticular JIA.

Methodik
Population:

patients with polyarticular JIA

Intervention:

biological DMARDs

Komparator:

placebo

Endpunkte:

primary outcome of interest was (1) PedACR70, which measures 70% improvement in
the American College of Rheumatology (ACR) criteria for assessing treatment response
in pediatric patients.

The secondary endpoints included (2) PedACR30, (3) PedACR50, (4) PedACR90, (5)
PedACR100, (6) clinical remission, which refers to the absence of disease activity; (7)
inactive disease, which indicates the absence of active disease symptoms; (8)
PedACR30/Flare, which measures the incidence of disease flares in patients who
achieved PedACR30; (9) time to disease flare, which measures the time until a disease
flare occurs; and (10) adverse events, which are classified according to Hartwig’s
Severity Assessment Scale (HSAS)

Recherche/Suchzeitraum:

The search was performed in December 2023 on PubMed, Embase, and Cochrane
Central for RCTs comparing the efficacy of standard therapy without biologic DMARDs
to that of biologic DMARDs in patients with PolyJIA.

Keine Angabe zum Suchzeitraum vorhanden

Qualitdtsbewertung der Studien:

Risk of bias-2 tool

Ergebnisse
Anzahl eingeschlossener Studien:

9 RCTs (N=803 participants)
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Charakteristika der Population/Studien:

Table 1 Baseline characteristics of included studies
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Study

Intervention

Control

No. Of patients:
Intervention/Control

Age (y): Intervention/Control

Percentage of
female patients:
Intervention/Control

Alexe-
eva,
2021
5]
Brun-
e,
2014
n4]
Brun-
ner,
207
9]
Lovell,
2000
n
Lovell,
2008
N2
Lovell,
2008
na
Ru-
perto,
2007
n71
Ru-
perta,
2008
g
Ru-
perto,
2021
N&]
Wal-
lace,
2012
N3]

Etanercept + MTX

Tecilizumab

Golimumab

Etanercept

Adalimurmab + MTX

Adalimurnab

Infledimab + MTX

Abatacept

Tefacitinib

Etanercept + MTX + Prednisolone

Placebo+ MTX

Placebo

Placebo

Placebo

Placebo

Placebo

MTX+Placebo

Placebo

Placebo

MTX +Placebo

35/33

82/81

T&/76

25/26

38/37

30/28

58/59

6062

T2A70

42143

9.8/6.625

NR

LARFARRES

NR

11.7/108t

11141131

11.3/11.1t

123/12t

137135

99/11.11

64.71%/74.76%

NR

75.6%/75%

769%/58%

79%/81%

7T/ T1%

B3.3%/79%

72%/73%

75%1

699%/79.1%

*Intervention Arm Adalimumab + Methotrexate; MTX - Methotrexate; § IQR range; tMean SI; Total population; NR - Not Reported
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e All nine studies analyzed adverse events (AEs) via various methods. Consequently, a
systematic review will be performed without numerical analysis. No fatalities were
recorded in any of the studies. A summary table was constructed to synthesize the main
results of the included studies (Table 2).

Table 2 Adverse events of included studies

Study Intervention Total AEs - Severe AEs - Total AEs - Pla- Severe
DMARD Group DMARD Group cebo Group AEs -
Placebo
Group
Alexeeva, 2021 [15] Etanercept+MTX 5 0 3 0
Brunner, 2014 [14] Tocilizumab 147 3 121 3
Brunner, 2017 [19] Golimumab NR 7 NR 9
Lovell, 2000 [11] Etanercept NR 0 NR 0
Lovell, 2008* [12] Adalimumab+MTX 234 0 155
Lovell, 2008 [12] Adalimumab 171 0 153 0
Ruperto, 2007 [17] Infliximab+MTX 58 19 49 3
Ruperto, 2008 [18] Abatacept 37 0 34 2
Ruperto, 2021 [16] Tofacitinib 68 1 63 5
Wallace, 2012 [13] Etanercept+ MTX + Prednisclone NR 5 NR 0

*Intervention Arm Adalimumab + Methotrexate; MTX - Methotrexate; AEs - Adverse events; NR - Not Reported

Anmerkung/Fazit der Autoren

This systematic review and meta-analysis revealed that compared with standard therapy,
biological DMARD therapy is effective at achieving 70% improvement in PedACR criteria,
reducing disease flares, and increasing the time between flares, with unremarkable
differences in the occurrence of adverse effects. These findings may support
rheumatologists in their clinical judgment during practice. Further research, considering
standardized classification criteria, is necessary to gather more unbiased evidence.

Kommentare zum Review

This meta-analysis has certain limitations. Importantly, different methods for including
patients with different criteria for polyarticular juvenile idiopathic arthritis exist, as some
studies suggest the addition of other forms to this classification. This heterogeneity in
inclusion criteria may have introduced clinical variability among study populations, thereby
affecting the homogeneity of the pooled results. Some studies could not be included in this
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meta-analysis because of heterogeneous subtypes in patient analysis. Currently, the ILAR
classification is the most widespread and used in this study, but others, such as the PRISTO,
have different criteria

e Studie zu Ruperto et al. 2007: Vergleich von OLU-Wirkstoff Infliximab+MTX vs
MTX+Placebo.

3.3 Leitlinien

Australia & New Zealand Musculoskeletal Clinical Trials Network, 2024 [1 ,2].
An Australian living guideline for the management of juvenile idiopathic arthritis; v3.1

Zielsetzung/Fragestellung

An Australian Living Guideline for the Management of Juvenile Idiopathic Arthritis seeks to
present the best available, current scientific evidence to assist decision making in the
management of JIA. The guideline offers recommended courses of action subject to clinical
judgement and patient preferences.

This guideline covers the management of JIA in children and young people.

The highest priority questions include choice of DMARDs, down-titration of treatment, the
role of glucocorticoids and management of JIA associated uveitis.

Methodik

e Reprasentatives Gremium: trifft teilweise zu (Patientenvertretung unklar)
e Interessenkonflikte und finanzielle Unabhangigkeit dargelegt: trifft zu

e Systematische Suche, Auswahl und Bewertung der Evidenz: trifft zu

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt: trifft
nicht zu

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt: trifft zu

e RegelmiRige Uberpriifung der Aktualitit gesichert: trifft zu (Evidence searches
underpinning living recommendations will be conducted every three to four months and
the results presented in an evidence summary update.)

Recherche/Suchzeitraum:

e The database was initiated in early 2021 with an electronic database search of Ovid
MEDLINE, Ovid Embase and the Cochrane Central Register of Controlled Trials
(CENTRAL) (via Ovid) combining standard Cochrane search filters for 'juvenile idiopathic
arthritis' and 'randomised trial'.

LoE/ GoR

e GRADE (Grading of Recommendations, Assessment, Development and Evaluation)

e Recommendation for (Green) A strong recommendation is given when there is high-
certainty evidence showing that the overall benefits of the intervention are clearly
greater than the disadvantages. This means that all, or nearly all, patients will want the
recommended intervention.

e Recommendation against (Red) A strong recommendation against the intervention is
given when there is high-certainty evidence showing that the overall disadvantages of
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the intervention are clearly greater than the benefits. A strong recommendation is also
used when the examination of the evidence shows that an intervention is not safe.

e Conditional Recommendation for (Yellow) A conditional recommendation is given when
it is considered that the benefits of the intervention are greater than the disadvantages,
or the available evidence cannot rule out a significant benefit of the intervention while
assessing that the adverse effects are few or absent. This recommendation is also used
when patient preferences vary.

e Conditional Recommendation against (Orange) A conditional recommendation is given
against the intervention when it is judged that the disadvantages of the intervention are
greater than the benefits, but where this is not substantiated by strong evidence. This
recommendation is also used where there is strong evidence of both beneficial and
harmful effects, but where the balance between them is difficult to determine. Likewise,
it is also used when patient preferences vary.

e Consensus Recommendation (Bluish-Purple) A consensus recommendation can be given
for or against the intervention. This type of recommendation is used when there is not
enough evidence to give an evidence-based recommendation, but the panel still regards
it as important to give a recommendation.

Empfehlungen

Management of JIA with disease modifying anti-rheumatic drugs (DMARDs)

4.1 Methotrexate for juvenile idiopathic arthritis
Conditional recommendation  Reviewed, no new evidence

In children and young people with juvenile idiopathic arthritis requiring a systemic disease modifying anti-

rheumatic drug, consider using methotrexate as initial therapy at a dose of 15mg/m2 once a week (maximum
dose of 25mg per week).

Remark:
Methotrexate is preferred over leflunomide unless specific contraindications to methotrexate are present.

Evidence up to date as at 20 October 2025

While the certainty of evidence was generally low, the panel agreed that the included randomised
controlled trial evidence generally demonstrated some efficacy for methotrexate in the treatment of
juvenile idiopathic arthritis (JIA). The panel additionally considered other data from a comparative trial
comparing two different doses of methotrexate and observational data that support the use of
methotrexate. Internationally, methotrexate is generally regarded as a suitable initial treatment for many
patients with JIA [53][54][55]. Use of methotrexate has been observed to drastically improve outcomes of
JIA over recent decades [52].
From a practical perspective, the panel did not identify any major barriers such as cost, availability or
acceptability to using methotrexate.
Methotrexate related side-effects such as nausea were discussed and noted to be significant for many
patients. However, the panel agreed that methotrexate should still be considered as initial therapy in the
context of a treat-to-target approach to care where alternative treatments are available in the event of
methotrexate intolerance.
The panel also considered that in most cases methotrexate is favoured over leflunomide as the initial
choice of DMARD. This was based on the findings of a head-to-head RCT which demonstrated superior
efficacy of methotrexate versus leflunomide (as measured by pedACR30 and pedACR70) and a comparable
safety profile [40].
Referenzen aus Leitlinien
38. Giannini EH, Brewer EJ, Kuzmina N, Shaikov A, Maximov A, Vorontsov |, et al. Methotrexate in resistant
juvenile rheumatoid arthritis. Results of the U.S.A.-U.S.S.R. double-blind, placebo-controlled trial. The
Pediatric Rheumatology Collaborative Study Group and The Cooperative Children's Study Group. The New
England journal of medicine 1992;326(16):1043-9 Pubmed
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41. Woo P, Southwood TR, Prieur AM, Doré CJ, Grainger J, David J, et al. Randomized, placebo-controlled,
crossover trial of low-dose oral methotrexate in children with extended oligoarticular or systemic arthritis.
Arthritis and rheumatism 2000;43(8):1849-57 Pubmed

42. Bharadwaj A, Aggarwal A, Misra R. Methotrexate in Juvenile Rheumatoid Arthritis: Randomized, Placebo
Controlled Trial. J Indian Rheumatol Assoc 2003;11:30-34

4.2 Subcutaneous methotrexate versus oral methotrexate for juvenile idiopathic arthritis
Conditional recommendation  Reviewed, no new evidence

In children and young people with juvenile idiopathic arthritis, initial treatment with oral methotrexate is often
appropriate. However, we conditionally recommend consideration of subcutaneous administration over oral
administration in some circumstances.

Remark:

Subcutaneous administration of methotrexate is conditionally recommended when optimal bioavailability is desired, such as in those
with extensive inflammatory disease, or when a patient has experienced or is perceived to be at high risk of intolerance to oral
methotrexate.

Evidence up to date as at 20 October 2025

There were no RCTs that compared subcutaneous to oral MTX in children and young people with JIA to
help guide this recommendation. We therefore considered prospective registry-based observational
studies to provide an evidence base for guiding our decision-making process. The evidence was considered
very low certainty due to the high risk of bias for the efficacy outcomes and the very low adverse event
rates. These studies were also not useful in providing guidance on other patient-relevant outcomes and
patient preferences.

In making a recommendation, the panel also considered other important factors that may influence a
decision regarding oral or parenteral MTX as described in the Evidence to Decision Framework. The panel
agreed that the decision to start either oral or subcutaneous methotrexate should be made within a shared
decision model between clinician and a patient and/or their carer. Factors that may influence this decision
include previous experiences with subcutaneous medications, degree of disease activity,
neurodevelopmental diagnoses such as autism, access to available support to safely administer
methotrexate subcutaneously, and the willingness to administer injections.

This recommendation was also determined to be conditional due to the very low certainty of evidence
based upon observational data only.

The lack of any high-quality evidence to guide this recommendation highlights the need for further
research in this area, ideally in the form of comparative effectiveness RCTs.

4.3 Biologic and targeted synthetic disease modifying anti-rheumatic drugs for JIA-associated uveitis with
inadequate response to methotrexate

Conditional recommendation  Reviewed, no new evidence

In children and young people with JIA-associated uveitis who have not responded to methotrexate, b/tsDMARDs
should be considered. Adalimumab is recommended over other b/tsDMARDs. Etanercept is not recommended.

Remark:
Evidence up to date as at 20 October 2025

The panel considered evidence from RCTs that included patients with JIA-associated uveitis that has not
adequately responded to methotrexate, treated with b/tdDMARDs.

Conclusions were limited by low participant numbers, relatively short follow up periods, heterogeneity
with regard to outcome measures and a limited selection of bDMARDs assessed. The panel spent some
time discussing outcome measures. Ocular damage (new structural ocular comorbidities or change in
visual acuity) was highlighted as perhaps the most important long term outcome but one that is very
difficult to assess in a randomised control trial environment. Two outcomes assessing ocular damage were
deemed as being of very low certainty while the other included outcome measures were assessed as low
certainty.

The panel agreed that not all bDMARDs and tsDMARDs are equal. All of the data considered by the panel
were from patients treated with TNF-a inhibitors. The etanercept trial, albeit limited to 12 participants,
did not show any apparent beneficial treatment effect while the two adalimumab trials suggested a
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positive treatment response. These findings are supported by observational studies and there are also
physiological reasons to

explain this discrepancy.

While medications with other mechanisms of action (such as interleukin-6 inhibitors) are also used for the
treatment of refractory JIA associated uveitis, the panel did not feel confident in extrapolating the findings
from this review to non-TNF-a bDMARDs or tsDMARDs.

The panel was strongly of the view that the benefits of adalimumab treatment were easily balanced by the
burden of an injectable immunosuppressant medication, but that the decision to use it would be
influenced by individual circumstances, preferences and values, and that a continuous, open and informed
shared decision-making process should underpin any such decision. The panel considered the significant
cost of adalimumab but still favoured it as a cost effective option given the risk of permanent ocular
damage and lack of more cost effective, evidence based alternative treatments. The panel highlighted the
importance of equitable access to high quality care including such treatments.

References

1. Quartier P., Baptiste A., Despert V., Allain-Launay E., Kone-Paut I., Belot A., et al. ADJUVITE: a double-
blind, randomised, placebo-controlled trial

of adalimumab in early onset, chronic, juvenile idiopathic arthritis-associated anterior uveitis. Ann Rheum
Dis 2018;77(7):1003-1011 Pubmed Journal Website

2. Ramanan AV, Dick AD, Jones AP, McKay A., Williamson PR, Compeyrot-Lacassagne S., et al. Adalimumab
plus Methotrexate for Uveitis in Juvenile Idiopathic Arthritis. N Engl J Med 2017;376(17):1637-1646 Pubmed
Journal Website

3. Smith JA, Thompson DJ, Whitcup SM, Suhler E., Clarke G., Smith S., et al. A randomized, placebo-
controlled, double-masked clinical trial of etanercept for the treatment of uveitis associated with juvenile
idiopathic arthritis. Arthritis Rheum 2005;53(1):18-23 Pubmed Journal Website

5. DMARD Dose reduction and discontinuation strategies for juvenile idiopathic arthritis

5.1 Conventional synthetic DMARD (csDMARD) dose reduction or discontinuation for juvenile idiopathic
arthritis

Conditional recommendation  Reviewed, no new evidence

In children and young people with juvenile idiopathic arthritis who have experienced a sustained period of low or
absent disease activity, and in whom the current or potential adverse effects of treatment outweigh the potential
risk and impact of disease flare, consider a trial of dose reduction or discontinuation of csDMARDs.

Remark:
Evidence up to date as at 20 October 2025

The panel reviewed the scant evidence regarding the benefits and harms of dose reduction or
discontinuation of conventional synthetic diseasemodifying antirheumatic drugs (csDMARDs) in children
and young people with JIA. There are no randomised controlled trials (RCTs) that directly address this
question. There has been one RCT that compared two strategies for methotrexate discontinuation, which
found no difference in flare rates between people with JIA in clinically inactive disease who continued
methotrexate for a further six months versus 12 months [111]. The panel noted that there was a relatively
high rate of flare (approximately 20 percent annually) during the phase of continued methotrexate therapy
(i.e., prior to discontinuation of treatment). In this trial, inactive disease was defined by the Wallace
criteria, which do not include any patient-reported outcomes.

The panel also noted findings from two prospective [151][152] and three retrospective [149][150][153]
observational studies. All of these studies included children and young people with JIA who discontinued
methotrexate; flare rates ranged from 33% to 58%. No reliable predictors of flare were identified, although
a longer period of clinically inactive disease was associated with a reduced risk of flare in one cohort [152].
There is also limited evidence regarding the rate of recapture of adequate disease control upon
recommencement of csDMARDs in those who flare. Registry data suggest that approximately two-thirds
of children achieve a state of inactive disease within 12 months of recommencing DMARDs (including
csDMARDs and bDMARDs) [147].

Despite the lack of evidence, the panel considered it important to develop a recommendation on this topic.
Tapering and discontinuation of DMARDs in patients with JIA who have responded well to treatment is the
highest priority guideline question among Australian and New Zealand paediatric rheumatologists and
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healthcare professionals [86], however there are currently no international guideline recommendations
on this topic.

Panellists reported that in their clinical and lived experience, DMARD dose reduction and discontinuation
is a question of interest to children and young people with JIA, their families, and their healthcare team,
particularly in regard to methotrexate, and that there is likely to be variation in current clinical practice.
While there is likely to be relative uniformity in the desire to achieve and maintain a state of clinical
remission with the lowest possible exposure to medications, the balance between treatment efficacy and
harm is contingent on multiple individual factors, including the subtype of JIA, prior clinical features and
severity (including prior joint damage), a history of extra-articular disease manifestations (particularly
uveitis), the duration of clinically inactive disease, age, responsiveness of the disease to treatment,
comorbidity, and individual life circumstances, preferences, values and treatment goals.

Given the lack of evidence from RCTs and the relatively high rate of flare reported in observational studies,
the panel acknowledged that continuation of csDMARDs may be the preferred choice for many children
and young people with JIA, particularly those who have tolerated treatment well. However, it was the view
of the panel that a conditional recommendation in favour of a trial of treatment withdrawal may permit
exploration of the possibility of remission off medication, which remains a realistic possibility for a
substantial proportion of children and young people with JIA who have achieved sustained disease control
with DMARDs. As a conditional recommendation, it is highly dependent on individual factors and
preferences.

Although it remains unclear whether a prolonged period of inactive disease increases the probability of
successful withdrawal of csDMARDs, the panel noted that it is currently common practice among
Australian and New Zealand paediatric rheumatologists to favour a period of quiescent disease of at least
a year before considering reduction in therapy.

The majority of the existing observational data on csDMARD dose reduction relate to methotrexate, and
this was the primary focus of the panel discussion, however the issues considered and, therefore, the
recommendation itself, may be applied similarly to other csDMARDs.

The current recommendation applies to children and young people with JIA who have achieved good
disease control with csDMARDs alone; future living recommendations in this guideline will address the
guestion of adjustment of the DMARD regimen in people who have achieved good disease control with a
combination of csDMARDs and b/tsDMARDs, and the role of csDMARDSs in preventing immunogenicity in
people using concurrent bDMARDs.

The importance of this question and the current lack of evidence highlights the importance and urgency
of RCTs addressing this topic. This living recommendation will continue to be updated as soon as relevant
new information becomes available.

5.2 Biologic or targeted synthetic DMARD (b/tsDMARD) dose reduction or discontinuation for juvenile
idiopathic arthritis

Conditional recommendation m

In children and young people with juvenile idiopathic arthritis who have experienced a sustained period of
inactive disease, and in whom the current or potential adverse effects of treatment outweigh the potential risk
and impact of disease flare, consider a trial of dose reduction or discontinuation of b/tsDMARDs.

Remark:
Additional caution may be warranted in those with a history of uveitis.

The panel reviewed the current evidence regarding dose reduction or discontinuation of b/tsDMARDs in
children and young people with JIA. While evidence was available from thirteen RCTs of b/tsDMARD
discontinuation, the majority of these trials were designed to demonstrate efficacy and, as such, exposure
to b/tsDMARDs was relatively brief, and many of the participants had not achieved the prolonged clinically-
inactive disease that would typically prompt a discussion of treatment reduction in clinical practice.
Furthermore, there were no clinical trials of b/tsDMARD dose reduction in JIA. Therefore, the panel had
little direct evidence regarding the relative benefits and harms of dose reduction or discontinuation in
children and young people with JIA who have achieved excellent disease control with b/tsDMARDs, or on
the predictors of successful dose reduction.

Further, while the current evidence base (including data from both RCTs and observational studies)
indicates that withdrawal of therapy is likely to be associated with a risk of disease flare, the panel
recognised that many young people with JIA (and their families) desire a life free from medications and
may wish to explore a trial of dose reduction or discontinuation despite the risk of flare.
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Indeed, while there are currently no international guideline recommendations on this topic in non-
systemic JIA, tapering and discontinuation of DMARDs in patients with JIA who have responded well to
treatment is the highest priority guideline question among Australian and New Zealand paediatric
rheumatologists and healthcare professionals [86]. Panellists reported that in their clinical and lived
experience, DMARD dose reduction and discontinuation is a question of interest to children and young
people with JIA, their families, and their healthcare team, and that there is likely to be variation in current
clinical practice. In light of this, the panel elected to develop a recommendation despite the paucity of
evidence.

Given the uncertainty, and the risk of disease flare (particularly in the population of people with JIA who
have required advanced therapies to achieve disease control), the panel acknowledged that continuation
of b/tsDMARDs may be the preferred choice for many children and young people with JIA, especially those
who have tolerated treatment well. However, it was the view of the panel that a conditional
recommendation in favour of a trial of treatment withdrawal may permit exploration of the possibility of
remission off medication, which remains a realistic possibility for a substantial proportion of children and
young people with JIA who have achieved sustained disease control with DMARDs.

As a conditional recommendation, it is highly dependent on individual values, preferences, goals,
experiences and context. The panel reiterated the importance of a shared decision based on consideration
of all relevant factors, including the subtype of JIA, prior clinical features and severity (including prior joint
damage and extra-articular disease manifestations, particularly uveitis), the duration of clinically inactive
disease, age, responsiveness of the disease to treatment, comorbidity, and individual life circumstances.
The panel noted that a history of uveitis, in particular, is an important consideration due to the risk and
potential impact of a flare, and highlighted the importance of close follow-up in this group. The panel
discussed the results of the ADJUST trial [168], which showed an increased risk of articular and ocular flare
in people with JIA-associated uveitis who discontinued adalimumab after at least one year of controlled
disease, although all who flared recaptured disease control by the end of the study period.

The panel also noted that children and young people with systemic-onset JIA who have achieved a
sustained remission with treatment may be more likely to successfully withdraw from therapy than those
with non-systemic JIA, although the same caveats apply, including consideration of individual contextual
factors, the need for explicit planning in a shared decision-making framework, close follow-up, and a clear
plan for intervention in the case of disease flare.

This conditional recommendation, and the relevant individual considerations, is very similar to our
recommendation on dose reduction or discontinuation of csDMARDs. For the current recommendation,
the panel considered that the risks or consequences of disease flare may be higher in the population of
people with JIA who have required b/tsDMARDs, and therefore suggested a slightly more stringent
description of the target disease state (“a sustained period of inactive disease”) to reflect the clinical
impression that a prolonged period of inactive disease probably represents the optimal conditions under
which to undertake a trial of treatment reduction.

This recommendation applies equally to children and young people with JIA who have achieved a state of
inactive disease with b/tsDMARDs either alone or in combination with csDMARDs. It does not address
which DMARD to discontinue first in those who are using a combination of csDMARDs and b/tsDMARDs.
This will be the subject of a future recommendation.

The recommendation does not favour either dose reduction or discontinuation as the preferred method
of dose adjustment. This decision is also highly conditional and depends on a number of considerations
within the individual context. While gradual dose reduction may, in theory, reduce the risk of flare and
permit exploration of the lowest effective dose, there are concerns that dose reduction may increase the
risk of immunogenicity to the bDMARD and therefore risk loss of efficacy in the event of a disease flare
[177][178]. This may be a particularly important consideration in some settings, such as uveitis, in which
there are few effective therapies.

The importance of this question and the current lack of evidence highlights the importance and urgency
of RCTs that directly address this topic.

This living recommendation will continue to be updated as soon as relevant new information becomes
available.

6. Management of juvenile idiopathic arthritis with glucocorticoids
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6.1 Short-term adjunctive induction glucocorticoids for non-systemic juvenile idiopathic arthritis
Conditional recommendation  Reviewed, no new evidence

In children and young people starting a disease modifying anti-rheumatic drug for non-systemic juvenile
idiopathic arthritis, we conditionally recommend the short-term use of glucocorticoids for those who are likely to
benefit most, including those with prominent pain or extensive inflammatory disease. A clear plan for tapering
and discontinuation should be established when using glucocorticoids.

Remark:
Evidence up to date as at 20 October 2025

For the purposes of this recommendation, the panel reviewed the use of short-term glucocorticoid therapy
as a bridging therapy in JIA when used in conjunction with a disease modifying anti-rheumatic drug
(DMARD). Although our search strategy permitted both systemic and intra-articular glucocorticoids in the
intervention group, no randomised controlled studies were identified that used intra-articular
glucocorticoids as the glucocorticoid intervention in addition to an adjunct DMARD in the intervention
group. There is a separate living guideline recommendation that considers the choice of intra-articular
glucocorticoid in JIA, with or without DMARD therapy (see 5.2).

Only a single randomised controlled trial was identified that addressed the primary question of the use of
a bridging systemic glucocorticoid for active JIA when used in conjunction with a DMARD [65]. While this
study did not demonstrate a significant benefit of riding glucocorticoid, the panel exercised caution in
drawing any definitive conclusions based on this single study. There were also several study characteristics
that may limit its applicability to usual clinical practice in Australia. This includes the use of dexamethasone
rather than prednisolone which is more commonly used in Australian paediatric rheumatology, as well as
the dosing regimen of pulse IV dexamethasone every six weeks without any bridging oral glucocorticoids.
In addition bridging oral and intra-articular glucocorticoids were allowed in both the intervention and
control groups as needed which may have hampered the ability to detect a benefit from the intervention
if one had been truly present.

The panel discussed the likely benefits and risks of the use of bridging glucocorticoids in JIA based on the
experiences of the consumer advocates and the clinicians on the panel. Although there may be a significant
negative impact on a young person's wellbeing with prolonged glucocorticoid use, the immediate effect
that glucocorticoids can have in severely active JIA means that patients would often still choose to proceed.
There was also general consensus among clinicians from their experience that use of systemic
glucocorticoids in severe JIA, when prescribed judiciously for a limited period of time with careful
surveillance for adverse effects, is likely to be effective and generally well tolerated.

Referenzen aus Leitlinien

65. Bhardwaj U, Bagri NK, Lodha R, Kabra SK, Velpandian T, Pandey RM. Efficacy of Pulse Dexamethasone
in non-systemic Juvenile ldiopathic Arthritis: a double-blind randomised controlled trial. Rheumatology
(Oxford, England) 2021. Pubmed Journal

6.2 Intra-articular therapies for juvenile idiopathic arthritis
Conditional recommendation Reviewed, no new evidence

In children and young people with juvenile idiopathic arthritis receiving intra-articular glucocorticoid injection,
we conditionally recommend use of triamcinolone hexacetonide in preference to other intra-articular
glucocorticoid preparations.

Remark:
Evidence up to date as at 20 October 2025

Conditional recommendation  Reviewed, no new evidence

In children and young people with juvenile idiopathic arthritis receiving intra-articular joint injection, consider
use of topical and/or injectable anaesthesia based on a shared decision between patient, carer and clinician.

Remark:
See "Practical info" tab for the most important factors to consider.

Evidence up to date as at 20 October 2025
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Onel KB et al., 2022 [5].
American College of Rheumatology/Arthritis Foundation

2021 American College of Rheumatology Guideline for the Treatment of Juvenile Idiopathic
Arthritis: Therapeutic Approaches for Oligoarthritis, Temporomandibular Joint Arthritis, and
Systemic Juvenile Idiopathic Arthritis

Zielsetzung/Fragestellung

To provide updated guidelines for pharmacologic management of juvenile idiopathic
arthritis (JIA), focusing on treatment of oligoarthritis, temporomandibular joint (TMIJ)
arthritis, and systemic JIA with and without macrophage activation syndrome.

Methodik

Grundlage der Leitlinie

e Reprasentatives Gremium: trifft zu

¢ Interessenkonflikte und finanzielle Unabhangigkeit dargelegt: trifft zu

e Systematische Suche, Auswahl und Bewertung der Evidenz: trifft zu

e Formale Konsensusprozesse und externes Begutachtungsverfahren dargelegt: trifft zu

e Empfehlungen der Leitlinie sind eindeutig und die Verbindung zu der zugrundeliegenden
Evidenz ist explizit dargestellt: trifft zu

e RegelmiRige Uberpriifung der Aktualitit gesichert: trifft zu

Recherche/Suchzeitraum:
e August 2019 und Update im Juli 2020

LoE/GoR

e COCHRANE RoB

e GRADE methodology

e Interpretation of Recommendations:

Consensus required 270% agreement on both direction (for or against) and strength (strong
or conditional) of each recommendation, as per ACR practice.

o Strong: the panel is very confident that the benefits of an intervention clearly
outweigh the harms (or vice versa)

o Conditional: denotes uncertainty regarding the balance of benefits and harms, such
as when the evidence quality is low or very low, or when the decision is sensitive to
individual patient preferences, or when costs are expected to impact the decision.
Thus, conditional recommendations refer to decisions in which incorporation of
patient preferences is a particularly essential element of decision-making.

Recommendations
Active oligoarthritis (Figure 1 and Table 3)

Oligoarthritis refers to JIA presenting with involvement of <4 joints without systemic
manifestations. It may include patients with different categories of JIA (10) but who share
in common limited numbers of joints involved; guidance for patients with active uveitis,
sacroiliitis, or enthesitis can be found in the 2019 guidelines (3,4). TMJ arthritis is discussed
separately.
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DMARD = disease-modifying antirheumatic drug, HCQ = hydroxychloroguine, JIA = juvenile idiopathic arthritis, LEF = leflunomide,
MTX = methotrexate, NSAIDs = nonsteroidal antiinflammatory drugs, SSZ = sulfasalazine, TMJ = temporomandibular joint

Figure 1. Treatment algorithm for cligoarthritis.
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Table 3. Dfigoarticular JLA®
Page nofs).
Certainty of ol evidence
Recornmendation evidence PICO evidence repori(s) basis lablest
Actrial of scheduled NSAIDs is Very low PICO 1. In children with oigoarticular 1A, 649
conditionally recommended as part shiould a trial of scheduled NSAIDSs be
of imitial therapry. recormmended?
lAGCs are strongly recommended as Very low PICO 2. In children with oigoarticular |IA, 10-19
part of initial therapy. should adding 14GCs to initial therapy
be recommended?
Triamcimolone hexacetonide is sbrongly  Low PICO A. In children with oigoarticular JIA, -7
recommended as the preferred shiould a specific steroid type be
agent. recormmended for intraartioular
injection?
Oral glucocorticoids are conditionally Very low PICO 3. In children with oigoarticular 1A, 19-20
recommended gpainst as part of mitial shiould adding oral steroids to initial
therapy. therapy be recommended?
Corventional synthetic DMARDs are Loy { AT PICO 5. In children with oigoarticular 1A, 28-41
strongly recommended if there is Very low [LEF, should DMARD therapies be
inadequate response to scheduled S5, HOO) recormmended, and should there be
NESAIDS andfor WG MTX is any preferred order of treatment: MTX
conditionally recommended as a {subcutaneous or oral), LEF, 557,
preferred agent over LEF, 557, and andfor HOG?
HEG) {im that orderl.
Biologic DMARDs are stromghy Wery low PICO &. In children with oigoarticular JIA, A2-47
recommended if there is inadequate shiould biologic therapies be
response to or intolerance of NSAIDs recormmended, and should there be
anddor |1AGCs and at keast 1 any preferred order of treatment: THF
corventional synthetic DMARD. treatment, biclogic treatments with
other mechanisms of action?
There is no preferred biologic DAMARD.
Consideration of risk factors for poor Very low PICO 9. In children with oigoarticular 1A, 51-h2
outcome (e, invobsement of ankle, shiould poor prognostic features alter
wrist, hip, sacroiliac joint, andfor TM], the treatment paradigm?
presence of erosive disease or PICO 149, In children with WA with active &0
enthesitis, delay in diagnosis, elevated T arthritis, should poor prognostic
levels of inflammation markers, features alter the treatment paradigm?

sytrumetric disease) is conditionally
recommended to puide treatment

decisions.

Use of validated disease activity Very low PICO 10 Im children with olipoarticular LA, o2
measures is conditonally shiould disease acthty measures alter
recommended to puide treatment the treatment paradigm?

decisions, especially to facilitate treat

to-target approaches.
*JA = juvenile idiopathic arthritis; PICO = Patent/Population, Intervention, Comparison, and Outcomes;
N5AI0D=s = nonsteroidal antimflammatory drugs; IAGCs = imtraarticular glucocorticoids; DMARDs = disease-modifying
antirheurnatic drugs; MTX = methotrexate; LEF = leflunomide; 557 = sulfasalazine; HOQ) = hydroxychloroquine;
THFi = tumor necrosis factor inhibitor; TM] = temporomandibular joint.
I In Supplementary Appendix 3, on the Arthritis & Rheurnotology website at hitps:fonlinelibrany.wiley comdfdoif
10.1002/artA203 T abstract.

Hintergrund:

Glucocorticoids

Intraarticular glucocorticoids (IAGCs) are strongly recommended as part of initial therapy for active
oligoarthritis.

Triamcinolone hexacetonide is strongly recommended as the preferred agent.

Although the evidence is of low quality, IAGCs are strongly recommended due to low potential of adverse
effects and high likelihood of sustained response (14—16). Patients and caregivers agreed with regard to
the utility of IAGC but voiced concerns over the need for sedation in younger children and associated risks.
Despite an overall grading of the evidence as low, the panel was convinced by published randomized trials
and large observational studies (17-19) that triamcinolone hexacetonide results in more durable clinical
responses than triamcinolone acetonide, leading to the strong recommendation. Triamcinolone
hexacetonide has been unavailable in the US for several years. However, very recently, the US Food and
Drug Administration (FDA) has allowed the importation of one particular formulation of triamcinolone
hexacetonide specifically for joint injections in patients with JIA to address this identified unmet medical
need.

Oral glucocorticoids are conditionally recommended against as part of initial therapy for active
oligoarthritis.

If, despite recommendations against, oral glucocorticoids are given to quickly alleviate severe symptoms
when an IAGCis not available or feasible, or prior to the onset of action of disease-modifying antirheumatic
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drugs (DMARDs), treatment should be limited to the lowest effective dose for the shortest duration
possible (20,21).

Conventional synthetic DMARDs (csDMARDs)

Conventional synthetic DMARDs are strongly recommended if there is an inadequate response to
scheduled NSAIDs and/or IAGCs for active oligoarthritis.

Methotrexate is conditionally recommended as a preferred agent over leflunomide, sulfasalazine, or
hydroxychloroquine (in that order).

Despite an absence of comparator trials, methotrexate is the preferred agent, given the preponderance of
evidence showing its long-term safety and efficacy in children (22-24). Because the tolerability of
methotrexate is variable, additional treatment options are provided (25-28).

With regard to the route of administration of methotrexate, the 2019 JIA guidelines conditionally
recommended subcutaneous over oral administration for polyarthritis (3). This recommendation was
conditional because the supporting evidence was of very low quality and patient preferences may guide
choice of route of administration. There is little reason to suggest that methotrexate should be used
differently in oligoarthritis than in polyarthritis.

Biologic DMARDs (bDMARDs)

Biologic DMARDs are strongly recommended if there is inadequate response to or intolerance of NSAIDs
and/or IAGCs and at least 1 csDMARD for active oligoarthritis.

There is no preferred bDMARD.

Biologic DMARDs are preferred over combining csDMARDs or switching to a different csDMARD, due to a
greater likelihood that bDMARDs will yield rapid and sustained improvement in JIA (29,30). While
combination csDMARDs have been used for the treatment of rheumatoid arthritis in adults, in children the
combination appears to be less effective and less tolerable (31). For these reasons, this recommendation
is strong.

Although tumor necrosis factor inhibitors (TNFi) are the most commonly used bDMARDs in children (32—
34), other bDMARDs of proven efficacy in the treatment of JIA may be used. In the absence of head-to-
head trials in children with oligoarthritis (35), bDMARD selection may be driven by specific provider and
patient/caregiver preferences and circumstances, with the exception of interleukin-1 (IL-1) inhibitors,
which are preferentially used for the treatment of systemic JIA (29,36-38).

Referenzen:

29. Alexeeva E, Dvoryakovskaya T, Denisova R, Sleptsova T, Isaeva K, Chomahidze A, et al. Comparative
analysis of the etanercept efficacy in children with juvenile idiopathic arthritis under the age of 4 years
and children of older age groups using the propensity score matching method. Mod Rheumatol
2019;29:848-55.

30. Anink J, Otten MH, Prince FH, Hoppenreijs EP, Wulffraat NM, Swart JF, et al. Tumour necrosis factor-
blocking agents in persistent oligoarticular juvenile idiopathic arthritis: results from the Dutch Arthritis
and Biologicals in Children Register. Rheumatology (Oxford) 2013;52:712-7.

31. Tynjala P, Vahasalo P, Tarkiainen M, Kroger L, Aalto K, Malin M, et al. Aggressive combination drug
therapy in very early polyarticular juvenile idiopathic arthritis (ACUTE-JIA): a multicentre randomised
openlabel clinical trial. Ann Rheum Dis 2011;70:1605-12.

32. Lovell DJ, Giannini EH, Reiff A, Cawkwell GD, Silverman ED, Nocton JJ, et al, Pediatric Rheumatology
Collaborative Study Group. Etanercept in children with polyarticular juvenile rheumatoid arthritis. N Engl
J Med 2000;342:763-9.

33. Mannion ML, Xie F, Horton DB, Ringold S, Correll CK, Dennos A, et al. Biologic switching among non-
systemic juvenile idiopathic arthritis patients: a cohort study in the Childhood Arthritis and
Rheumatology Research Alliance Registry. ] Rheumatol 2020;48:1322-9.

34. Armaroli G, Klein A, Ganser G, Ruehlmann MJ, Dressler F, Hospach A, et al. Long-term safety and
effectiveness of etanercept in JIA: an 18-year experience from the BiKeR registry. Arthritis Res Ther
2020;22:258.

35. Horneff G, Klein A, Klotsche J, Minden K, Huppertz HI, Weller-Heinemann F, et al. Comparison of
treatment response, remission rate and drug adherence in polyarticular juvenile idiopathic arthritis
patients treated with etanercept, adalimumab or tocilizumab. Arthritis Res Ther 2016;18:272.

36. Minden K, Horneff G, Niewerth M, Seipelt E, Aringer M, Aries P, et al. Time of disease-modifying
antirheumatic drug start in juvenile idiopathic arthritis and the likelihood of a drug-free remission in
young adulthood. Arthritis Care Res (Hoboken) 2019;71:471-81.

37. Kearsley-Fleet L, Davies R, Lunt M, Southwood TR, Hyrich KL. Factors associated with improvement in
disease activity following initiation of etanercept in children and young people with juvenile idiopathic
arthritis: results from the British Society for Paediatric and Adolescent Rheumatology Etanercept Cohort
Study. Rheumatology (Oxford) 2016;55:840-7.
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38. llowite N, Porras O, Reiff A, Rudge S, Punaro M, Martin A, et al. Anakinra in the treatment of polyarticular-
course juvenile rheumatoid arthritis: safety and preliminary efficacy results of a randomized multicenter

study. Clin Rheumatol 2009;28:129-37.
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bDMARD = biclogic disease-modifying antirheumatic drug, csDMARD = conventional synthetic disease-modifying
antirheurnatic drug, GCs = glucocorticoids, IL = interleukin, JIA = juvenile idiopathic arthritis, MAS = macrophage activation syndrome,

NSAIDs = nonstercidal antiinflammatory drugs
Figure 3. Trealment algorithm for systemic juvenile idiopathic arthritis.
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Table 5. Systemic JIA without MAS*
Fage no{s).
Certainty of of evidence
Recommendation evidence FICO evidence report(s) basis tablest
MNSAIDs are conditionally Very low PICO 20. In patients with treatment-narve, 61-67
recommended as initial newly diagnosed systermic JIA without
monotherapy. MAS, should non-DMARD treatrment
Oral glucocorticoids are conditionally (NSAIDs, glucocorticoids) be used as
recommended against as initial initial therapy?
monotherapy.
Conventional synthetic DMARDs are Very low PICO 21. In patients with treatment-naive, 67-68
strongly recommended agoinst as newly diagnosed systermic JIA without
initial monatherapy. MAS, should DMARD treatment (MTX,
calcaneurin inhibitor) be used as initial
therapy, and is there a preferred order?
Biologic DMARDs (IL-1 and IL-6 Very low PICO 22, In patients with treatment-nabve, 69-71
inhibitors) are conditionally newly diagnosed systemic JIA without
recommended as initial MAS, should biologic treatment
monotherapy. (anakinra, canakinumab, tocilizumab, or
others) be used as initial therapy, and is
There is no preferred agent. there a preferred order?
IL-1 and IL-6& inhibitors are strongly Very low PICO 23. In patients with systemic |IA 72-130
recormmended over a single or without MAS who do not respond to
combination of conventional initial therapy with nonbiologic
synthetic DMARDs for inadequate treatments (MNSAIDs, glucoconicoids,
response o or intolerance of NSAIDs DMARDs), should nonbiclogic
and/or glucocorticoids. treatments be combined or biologic
treatment started?
Biologic DMARDs or conventional Very low PICO 27. In patients with systemic [IA in 138

synthetic DMARDs are strongly
recommended over long-term
glucocorticoids for residual arthritis
and incomplete response 1o IL-1 and/
or IL-6 inhibitors.

There is no preferred agent.

whom inactive disease is not achieved
despite treatment with both IL-1 and
IL-6 agents andfor who are chronically
steroid dependent, is long-term stable
steroid treatment superior o
nonsteroid treatments
(yclophosphamide or abatacept or
rituximab or IVIG or mesenchymal stem
cell transplant or bone marrow
transplant) for achievernent of inactive
disease, achievernent of partial
response, growth, ability to taper/
discontinue steroids, and minimization
of side effects/medication Loxicity?

* JIA = juvenile idiopathic arthritis; MAS = macrophage activation syndrome; PICO = Patient/Population, Intervention,
Comparison, and Outcormes; NSAIDs = nonsteroidal antiinflammatory drugs; DMARD = disease-modifying antirheu-
matic drug; MTX = methotrexate; IL-1 = interleukin-1; IVIG = intravenous immunoglobulin.
T In Supplementary Appendix 3, on the Arthritis & Rheurnotology website at https://onlinelibrary.wiley.com/doi/
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Table 6. Systemic JIA with MAS®
Page nofs).
Certainty of of evidence
Recommendation evidence PICO evidence report(s) basis tablest
Formal recommendation deferred Very low PICO 24 In patients with systemic JIA, does 130
the presence of subclinical MAS alter the
treatment paradigm?
IL-1 and IL-6 inhibitors are conditionally  Very low PICO 25. In patients with systemic JIA and 131-136
recommended over calcineurin owvert MAS, is biologic therapy superior to
inhibitors alone ta achieve inactive calcineurin inhibitors for achievernent of
disease and resolution of MAS. inactive disease and resolution of MAS?
Clucocorticoids are conditionally
recommended as part of initial
treatment of systemic JIA with MAS.
There is no preferred agent.
Formal recommendation deferred Very low PICO 26. For nonresponse or partial 137138
response to biologic therapy, is addition
of a calcineurin inhibitor superior to
etoposide or WG or plasmapheresis for
achievernent of inactive disease and
resolution of MAS?
Biologic DMARDs or conventional Very low PICO 27. In patients with systemic [IA in 138
synthetic DMARDs are strongly whom inactive disease is not achieved
recommended over long-term despite treatment with bath IL-1 and IL-6
glucocorticoids for residual arthritis agents and/or who are chronically
and incomplete respanse ta 1L-1 steroid dependent, is long-term stable
andfor IL-6 inhibitors. steroid treatment superior to nonsteroid
treatments (cyclophosphamide or
There is no preferred agent. abatacept or rituximab or MG or

mesenchymal stem cell transplant or

bone marrow transplant) for

achievernent of inactive disease,

achievement of partial response, growth,

ability to taper/discontinue steroids, and

minimization of side effects/medication

toxicity?
* JIA = juvenile idiopathic arthritis; MAS = macrophage activation syndrome; PICO = Patient/Population, Intervention,
Comparison, and Outcomes; IL-1 = interleukin-1; IVIG = intravenous immunoglobulin; DMARDs = disease-modifying
antirheurmnatic drugs.

T In Supplementary Appendix 3, on the Arthritis & Rheurnatology website at https:/fonlinelibrary. wiley.com/doi/10.1002/
art.42037/abstract.

Table 7. Systemic JIA with inactive disease”™

Page no(s).
Certainty of of evidence
Recommendation evidence PICO evidence report(s) basis tablest
Tapering and discontinuing Very low PICO 28. In patients with systemic [IA with 139
glucocorticoids is strongly inactive disease treated with oral steroids, is
recommended after inactive taper (o discontinuation of stercids
disease has been attained. superion to continuing long-term stable
dose steroids for preventing disease flare
and minirmizing side effects/medication
toxicity?
Tapering and discontinuing biologic  Very low PICO 29. In patients with systemic |1Ain clinical 140-143
DMARDs is conditionally remission with biologic monotherapy, is
recommended after inactive tapering by decreasing dosage superior o
disease has been attained. tapering dosing interval at preventing

disease exacerbation, preventing

development of antidrug antibodies, and

minimizing medication toxicity?
*JIA = juvenile idiopathic arthritis; PICO = Patient/Population, Intervention, Comparison, and Outcomes;
DMARDs = disease-modifying antirheurnatic drugs.
t In Supplementary Appendix 3, on the Arthritis & Rheumatology website at https:/fonlinelibrary.wiley.com/doi/
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Systemic JIA with and without MAS (Figure 3)

Systemic JIA is distinct from all other categories of JIA due to fever, rash, and visceral involvement and is
considered by some to be an autoinflammatory disorder (59). Disease pathogenesis and cytokine
involvement in systemic JIA are different than in other JIA categories (60—62). Up to 40% of cases of
systemic JIA are associated with MAS, a secondary hemophagocytic syndrome that is a life-threatening
complication requiring urgent recognition and treatment. MAS presents with fevers, high ferritin levels,
cytopenias, elevated liver enzyme levels, low fibrinogen levels, and high triglyceride levels (63,64). As it
may occur at any point during the disease course, careful monitoring is necessary for children with or
without MAS at presentation.

Systemic JIA without MAS: initial therapy (Table 5)

Biologic DMARDs

Biologic DMARDS (IL-1 and IL-6 inhibitors) are conditionally recommended as initial monotherapy for
systemic JIA without MAS.

There is no preferred agent.

IL-1 and IL-6 inhibitors are extremely effective and well-tolerated treatments for systemic JIA (60—62) and
have been rapidly adopted in clinical practice (65,66). Use of IL-1 and IL-6 inhibitors to treat systemic JIA
has allowed for marked reduction in glucocorticoid use (60,61,67). Patients/caregivers agreed with this
recommendation, given historical delays and limits in clinical response and toxicities from other
medications before the bDMARD era.

Some voting panelists preferred starting with a short-acting agent such as anakinra, but in the absence of
controlled studies, no preferred agent was endorsed. Patients/caregivers noted preference for fewer
injections, if possible. As response to individual agents is variable, switching among and between IL-1 and
IL-6 inhibitors when needed due to lack of efficacy or poor tolerability is appropriate.

Concerns were expressed regarding a highly fatal lung disease observed in some children with systemic
JIA, most of whom were treated with bDMARDs. Observed risk factors include younger age with MAS, a
history of reactions to tocilizumab, and trisomy 21 (68,69). The exact etiology of systemic JIA—associated
lung disease and recommendations for screening remain under investigation. Affected children often
present with acute digital clubbing, which should raise immediate concern (68,69). However, voting
panelists noted the need to balance the effectiveness and relative safety of bDMARDs with the rarity of
this serious outcome. Voting panelists were also motivated by the extent of morbidity from undertreated
systemic JIA and glucocorticoid-associated toxicities before the bDMARD era (70,71).

NSAIDs

NSAIDs are conditionally recommended as initial monotherapy for systemic JIA without MAS.

Studies suggest that a small proportion of patients with systemic JIA will respond to NSAIDs alone (72).
Patients/caregivers agreed with a short trial of NSAIDs for those children. If clinical response is not rapid
and complete, rapid escalation of therapy is recommended. Voting panelists could not agree on the
appropriate duration of initial use before escalating therapy, as many panelists prefer that the use of
NSAIDs be avoided altogether for systemic JIA.

Glucocorticoids

Oral glucocorticoids are conditionally recommended against as initial monotherapy for systemic JIA
without MAS.

In most cases, oral glucocorticoids should not be used as initial monotherapy in patients with systemic JIA
without MAS and, if used, should be limited to the lowest effective dosage for the shortest duration
possible. This recommendation is conditional, as bDMARDs may not always be immediately available, and
glucocorticoids may help control systemic and joint manifestations until IL-1 or IL-6 inhibitors can be
started.

Conventional synthetic DMARDs

Conventional synthetic DMARDSs are strongly recommended against as initial monotherapy for systemic
JIA without MAS.

This recommendation is strong despite limited evidence, as the Voting Panel noted multiple small studies
of systemic JIA that documented lack of efficacy at controlling systemic features that are typically present
at onset of disease, leading to a continued need for glucocorticoids (66,73). Conventional synthetic
DMARDSs in combination with bDMARDs can be considered for children with prominent arthritis (74). In
areas where biologic therapy is not rapidly attainable, thalidomide has been used to treat systemic JIA
(75). However, given ready bDMARD availability in North America and risks of thalidomide toxicity, use of
thalidomide was not considered as part of this guideline.

Systemic JIA without MAS: subsequent therapy (Table 5)
IL-1 and IL-6 inhibitors are strongly recommended over a single or combination of csDMARDs for
inadequate response to or intolerance of NSAIDs and/or glucocorticoids for systemic JIA without MAS.
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Most physicians and patients/caregivers preferred quickly starting IL-1 or IL-6 inhibitors for insufficient
response to NSAIDs or glucocorticoids (66). Panel members were persuaded by trials that documented
resolution of systemic signs and ability to discontinue glucocorticoids (60,76—78).

Biologic DMARDs or conventional synthetic DMARDs are strongly recommended over long-term
glucocorticoids for residual arthritis and incomplete response to IL-1 and/or IL-6 inhibitors.

There is no preferred agent.

Given the potential toxicities from long-term use of glucocorticoids (20), patients should receive steroid-
sparing treatments for residual arthritis. There are many options (e.g., adding methotrexate, switching to
abatacept or a TNFi), and ample evidence supports the use of DMARDs for systemic JIA—associated
synovitis (23,79).

Systemic JIA with MAS: initial therapy (Table 6)
Infections can trigger MAS; therefore, all persons with MAS should be evaluated for infection concurrently
with or prior to initiation of therapy (80,81).

Biologic DMARDs

IL-1 or IL-6 inhibitors are conditionally recommended over calcineurin inhibitors alone to achieve inactive
disease and resolution of MAS for systemic JIA with MAS.

There is no preferred agent.

IL-1 and IL-6 inhibitors have proven to be very helpful in the treatment of systemic JIA and MAS (82—-84).
Some voting panelists noted that monotherapy may not be sufficient for severely ill patients (83).
Biologic DMARDs combined with glucocorticoids and calcineurin inhibitors may be necessary to control
MAS in some patients (85).

Glucocorticoids

Glucocorticoids are conditionally recommended as part of initial treatment of systemic JIA with MAS.
The benefits of glucocorticoids for MAS often outweigh their risks, even in patients whose MAS is triggered
by infection. Systemic glucocorticoids may be necessary for severely ill patients because they can have a
rapid onset of action. However, although treatment with high-dose glucocorticoids may be required for
disease control, subsequent glucocorticoid therapy should be limited to the lowest effective dosage for
the shortest duration possible. Longer-term glucocorticoid therapy in children is not appropriate because
of its effects on bone health and growth (20).

Systemic JIA with MAS: subsequent therapy (Table 6)
Biologic DMARDS or csDMARDs are strongly recommended over long-term glucocorticoids for residual
arthritis and incomplete response to IL-1 and/or IL-6 inhibitors.
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4 Detaillierte Darstellung der Recherchestrategie

Cochrane Library - Cochrane Database of Systematic Reviews (Issue 12 of 12, December
2025) am 22.12.2025

verwendete Suchfilter fur Kinder:

Konsentierter Standardfilter fiir die Suche nach Population Kinder in Cochrane Library, Team
Informationsmanagement  der  Abteilung  Fachberatung  Medizin,  Gemeinsamer
Bundesausschuss, letzte Aktualisierung am 13.05.2022, mit Anderung juvenil* statt juvenile*

Suchschritt
[mh "arthritis, juvenile"]
[mh "Still's Disease, Adult-Onset"]

(adolesc* OR babies OR baby* OR boy OR boyhood* OR boys OR child* OR girl OR
girlhood* OR girls OR infan* OR juvenil* OR kid OR kids OR minors* OR neonat* OR
new-born OR newborn* OR NICU OR NICUs OR paediat* OR pediat* OR perinat*
OR PICU OR PICUs OR postmatur®* OR postmenarch* OR (post NEXT menarch*) OR
postnat* OR postneonat* OR preadolesc* OR premenarch* OR (pre NEXT
menarch*) OR prematur* OR prepuberty* OR prepubescen* OR preschool* OR
preterm* OR puberty OR pubescen* OR teen* OR toddler* OR under-age OR
under-aged OR underag* OR young* OR youth*):ti,ab,kw OR [mh "adolescent"] OR
[mh "child"] OR [mh "infant"] OR [mh "young adult"] OR [mh "puberty"] OR [mh
"pediatrics"]

4 (arthrit* OR arthropath™ OR oligoarthrit* OR polyarthrit* OR enthesit* OR
psorias*):ti,ab,kw OR rheumat*:ti

(still* NEXT (disease OR syndrome)):ti,ab,kw

(AOSD OR sJIA OR pJIA OR pcJIA OR JPSA OR (JIA AND (arthr* OR
rheumat*))):ti,ab,kw

#1 OR #2 OR (#3 AND #4) OR #5 OR #6
#7 with Cochrane Library publication date from Dec 2020 to present

WiIN |- | &

#8 with Cochrane Library publication date from Dec 2023 to present
10 #8 NOT #9

Leitlinien und systematische Reviews in PubMed am 22.12.2025

verwendete Suchfilter fir Leitlinien:
Konsentierter Standardfilter fiir Leitlinien (LL), Team Informationsmanagement der Abteilung
Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung am 21.06.2017.

verwendeter Suchfilter fiir systematische Reviews:

Konsentierter Standardfilter fiir Systematische Reviews (SR), Team Informationsmanagement
der Abteilung Fachberatung Medizin, Gemeinsamer Bundesausschuss, letzte Aktualisierung
am 01.01.2026.

verwendeter Suchfilter fur Kinder:
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Konsentierter Standardfilter fiir die Suche nach Population Kinder in PubMed, Team
Informationsmanagement  der  Abteilung  Fachberatung  Medizin,  Gemeinsamer
Bundesausschuss, letzte Aktualisierung am 13.05.2022, mit Anderung juvenil* statt juvenile*

# Suchschritt
Leitlinien
arthritis, juvenile[mh]

2 "Still's Disease, Adult-Onset"[mh]
adolesc*[tiab] OR babies[tiab] OR baby*[tiab] OR boy[tiab] OR boyhood*[tiab] OR
boys[tiab] OR child*[tiab] OR girl[tiab] OR girlhood*[tiab] OR girls[tiab] OR
infan*[tiab] OR juvenil*[tiab] OR kid[tiab] OR kids[tiab] OR minors*[tiab] OR
neonat*[tiab] OR new-born[tiab] OR newborn*[tiab] OR NICU[tiab] OR NICUs[tiab]
OR paediat*[tiab] OR pediat*[tiab] OR perinat*[tiab] OR PICU[tiab] OR PICUs[tiab]
OR postmatur*[tiab] OR postmenarch*[tiab] OR post menarch*[tiab] OR
postnat*[tiab] OR postneonat*[tiab] OR preadolesc*[tiab] OR premenarch*[tiab]
OR pre menarch*[tiab] OR prematur*[tiab] OR prepuberty*[tiab] OR
prepubescen*[tiab] OR preschool*[tiab] OR preterm*[tiab] OR puberty[tiab] OR
pubescen*[tiab] OR teen*[tiab] OR toddler*[tiab] OR under-age[tiab] OR under-
aged[tiab] OR underag*[tiab] OR young*[tiab] OR youth*[tiab] OR adolescent[mh]
OR child[mh] OR infant[mh] OR young adult[mh] OR puberty[mh] OR
pediatrics[mh]

4 (rheumat*[ti] OR arthrit*[tiab] OR arthropath*[tiab] OR oligoarthrit*[tiab] OR
polyarthrit*[tiab] OR enthesit*[tiab] OR psorias*[tiab])

5 still* disease[tiab] OR still's disease[tiab] OR still* syndrome[tiab] OR still's
syndrome|[tiab]

6 AOSD(tiab] OR sJIA[tiab] OR plJIA[tiab] OR PCJIA[tiab] OR JPSA[tiab] OR (JIA[tiab]
AND (arthr*[tiab] OR rheumat*[tiab]))
"Rheumatic Diseases"[Majr:NoExp]
"rheumatic disease"[ti:~3] OR "rheumatic diseases"[ti:~3]
#1 OR #2 OR (#3 AND #4) OR #5 OR #6 OR #7 OR #8

10 (#9) AND (Guideline[ptyp] OR Practice Guideline[ptyp] OR guideline*[ti] OR
Consensus Development Conference[ptyp] OR Consensus Development
Conference, NIH[ptyp] OR recommendation*[ti])

11 (#10) AND ("2020/12/01"[PDAT] : "3000"[PDAT])

12 (#11) NOT ("retracted publication"[pt] OR "retraction notice"[pt] OR "retraction of
publication"[pt] OR "preprint"[pt])
systematische Reviews

13 #1 OR #2 OR (#3 AND #4) OR #5 OR #6

14 (#13) AND ("systematic review"[pt] OR "meta-analysis"[pt] OR "network meta-
analysis"[mh] OR "network meta-analysis"[pt] OR (systematic*[tiab] AND
(review*[tiab] OR overview*[tiab])) OR metareview*[tiab] OR umbrella
review*[tiab] OR "overview of reviews"[tiab] OR meta-analy*[tiab] OR
metaanaly*[tiab] OR metanaly*[tiab] OR meta-synthes*[tiab] OR
metasynthes*[tiab] OR meta-study[tiab] OR metastudy[tiab] OR integrative
review[tiab] OR integrative literature review[tiab] OR evidence review|[tiab] OR
(("evidence-based medicine"[mh] OR evidence synthes*[tiab]) AND "review"[pt])
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Suchschritt

OR ((("evidence based"[tiab:~3]) OR evidence base[tiab]) AND (review*[tiab] OR
overview*[tiab])) OR (review[ti] AND (comprehensive[ti] OR studies[ti] OR
trials[ti])) OR ((critical appraisal*[tiab] OR critically appraise*[tiab] OR study
selection[tiab] OR ((predetermined[tiab] OR inclusion[tiab] OR selection[tiab] OR
eligibility[tiab]) AND criteri*[tiab]) OR exclusion criteri*[tiab] OR screening
criteri*[tiab] OR systematic*[tiab] OR data extraction*[tiab] OR data synthes*[tiab]
OR prisma*[tiab] OR moose[tiab] OR entreq[tiab] OR mecir[tiab] OR stard[tiab] OR
strobe[tiab] OR "risk of bias"[tiab]) AND (survey*[tiab] OR overview*[tiab] OR
review*[tiab] OR search*[tiab] OR analysis[ti] OR apprais*[tiab] OR research*[tiab]
OR synthes*[tiab]) AND (literature[tiab] OR articles[tiab] OR publications[tiab] OR
bibliographies[tiab] OR published[tiab] OR citations[tiab] OR database*[tiab] OR
references[tiab] OR reference-list*[tiab] OR papers|[tiab] OR trials[tiab] OR
studies[tiab] OR medline[tiab] OR embase[tiab] OR cochrane[tiab] OR
pubmed]tiab] OR "web of science" [tiab] OR cinahl[tiab] OR cinhal[tiab] OR
scisearch[tiab] OR ovid[tiab] OR ebsco[tiab] OR scopus[tiab] OR
epistemonikos[tiab] OR prospero[tiab] OR proquest[tiab] OR lilacs[tiab] OR
biosis[tiab])) OR "technical report"[pt] OR HTA[tiab] OR technology
assessment*[tiab] OR technology report*[tiab])

15

(#14) AND ("2020/12/01"[PDAT] : "3000"[PDATI)

16

(#15) NOT "The Cochrane database of systematic reviews"[Journal]

17

(#16) NOT ("retracted publication"[pt] OR "retraction notice"[pt] OR "retraction of
publication"[pt] OR "preprint"[pt])

systematische Reviews ohne Leitlinien

18

(#17) NOT (#12)

19

(#18) AND ("2023/12/01"[PDAT] : "3000"[PDATI)

20

#18 NOT #19

Iterative Handsuche nach grauer Literatur, abgeschlossen am 05.01.2026

Arbeitsgemeinschaft der Wissenschaftlichen Medizinischen Fachgesellschaften (AWMF)

National Institute for Health and Care Excellence (NICE)

e Scottish Intercollegiate Guideline Network (SIGN)
e World Health Organization (WHO)

Leitlinienprogramm Onkologie (Deutsche Krebsgesellschaft, Deutsche Krebshilfe, AWMEF)

ECRI Guidelines Trust (ECRI)

Dynamed / EBSCO

Guidelines International Network (GIN)
Trip Medical Database
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Beteiligung von Fachgesellschaften und der AkdA zu Fragen der Vergleichstherapie nach
§35a Abs. 7 SGB V i.V.m. VerfO 5. Kapitel § 7 Abs. 6

Verfahrens-Nr.: 2025-B-351

Verfasser

Name der Institution Arzneimittelkommission der deutschen Arzte-
schaft (AkdA)

Bundesarztekammer

Dezernat 6 — Wissenschaft, Forschung und Ethik
Herbert-Lewin-Platz 1, 10623 Berlin
(www.akdae.de)

Datum der Erstellung 27. Januar 2026

(Bei mehreren beteiligten Fachgesellschaften bitte mit entsprechenden Angaben.)

Indikation

Zur Behandlung der aktiven polyartikuldr verlaufenden juvenilen idiopathischen Arthritis bei Pati-
enten ab 2 Jahren. (...) kann als Monotherapie oder in Kombination mit Methotrexat angewendet
werden.

Fragen zur Vergleichstherapie

Was ist der Behandlungsstandard in o.g. Indikation unter Berlicksichtigung der vorliegenden Evi-
denz? Wie sieht die Versorgungspraxis in Deutschland aus?
(Bitte begriinden Sie Ihre Ausfiihrungen; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Die polyartikular verlaufende juvenile idiopathische Arthritis (JIA) ist eine Unterform der JIA. Bei
dieser Form der JIA sind zu Beginn der Erkrankung mehr als vier Gelenke betroffen und in der Regel
lasst sich der Rheumafaktor (RF) nicht nachweisen (seronegative Polyarthritis) (1-3). Die seronega-
tive polyartikuldre JIA betrifft etwa 25 % der padiatrischen Patienten mit JIA. Der Verlauf ist recht
heterogen, da neben groRen Gelenken auch kleine Finger- oder Zehengelenke sowie Kiefergelenke
oder die Halswirbelsdule betroffen sind. Bei jingeren Kindern mit seronegativer polyartikularer JIA
findet man haufig positive antinukleédre Antikorper (ANA-positiv). Diese Patienten weisen ein er-
hohtes Risiko fur eine Uveitis anterior auf.

Ewas weniger als 5 % der Betroffenen mit JIA haben eine seropositive polyartikulare JIA (RF-posi-
tiv). Es sind meist jugendliche Madchen, bei denen die bei Erwachsenen gut bekannte rheumatoide
Arthritis schon im Jugendalter beginnt.

Ziel der Behandlung der JIA ist die Remission der Erkrankung oder die bestmdogliche Kontrolle der
Krankheitsaktivitdt. Neben der Pharmakotherapie werden auch physiotherapeutische und ergothe-
rapeutische Behandlungen eingesetzt. Die Behandlung erfolgt standardisiert nach einer Leitlinie,
die gerade liberarbeitet wird (2).

Zunachst werden nichtsteroidale Antiphlogistika (NSAIDs) wie Ibuprofen oder Naproxen zur Ent-

ziindungshemmung eingesetzt, aber der Krankheitsverlauf erfordert in der Regel immer eine spezi-
fische medikamentdse Therapie mit Disease-modifying antirheumatic drugs (DMARDs). Diese The-
rapie soll rechtzeitig begonnen werden und als Mittel der Wahl ist das konventionelle synthetische
DMARD (csDMARD) Methotrexat (MTX) anzusehen. Bei unzureichendem Ansprechen werden dann




Hemmstoffe des Tumor-Nekrose-Faktors alpha (TNF-alpha-Inhibitoren) wie z. B. Etanercept oder
Adalimumab in Kombination mit MTX oder auch als Monotherapie eingesetzt, wenn MTX nicht
ausreichend wirksam ist oder nicht vertragen wird (2, 3). Aber auch weitere biologische DMARDs
(bDMARDSs) wurden kirzlich in der Indikation polyartikulare JIA zugelassen, wie der TNF-alpha-Inhi-
bitor Golimumab, der IL-6-Rezeptor-Antikérper Tocilizumab und die JAK-Kinase-Inhibitoren Tofaci-
tinib und Baricitinib. Seltener wird der CD80/86-Inhibitor Abatacept als Reservemedikament einge-
setzt.

Methotrexat (MTX) (z. B. Lantarel® 2,5 mg, 7,5 mg, 10 mg Tabletten oder MTX-ratiopharm 7,5 mg
Injektionslosung in einer Fertigspritze) ist in der Indikation polyarthritische Formen schwerer, akti-
ver JIA ab dem dritten Lebensjahr bei Kindern und Jugendlichen zugelassen, wenn das Ansprechen
auf nichtsteroidale Antirheumatika (NSAR) nicht ausreichend war (4). Die Anwendung der Fertig-
spritze bei Kindern unter drei Jahren wird nicht empfohlen, da fiir diese Patientengruppe keine
ausreichenden Daten zur Wirksamkeit und Sicherheit vorliegen (5). Die Dosis betragt 10—15 mg/m?
Korperoberflache pro Woche und wird einmal pro Woche verabreicht. Die Therapie sollte frihzei-
tig bei der Diagnosestellung einer polyartikuldren JIA eingesetzt werden. Das Behandlungsziel be-
steht im frihzeitigen Erreichen und der Erhaltung einer Remission oder einer niedrigen Krankheits-
aktivitat (treat-to-target). Wegen der Vertraglichkeit wird MTX nicht selten in der subkutanen Dar-
reichungsform verordnet.

Etanercept (z. B. Enbrel® 25 mg Injektionslosung in Fertigspritze oder Biosimilars) ist ein |6slicher
TNF-alpha-Inhibitor, der TNF-alpha bindet und zur Behandlung der Polyarthritis (Rheumafaktor-po-
sitiv oder -negativ) und der erweiterten (extended) Oligoarthritis bei Kindern und Jugendlichen ab
dem Alter von zwei Jahren zugelassen, die unzureichend auf eine MTX-Behandlung angesprochen
haben oder eine MTX-Behandlung nicht vertragen (6). Die Dosis betrdgt 0,4 mg/kg Kérpergewicht
(bis zu maximal 25 mg pro Dosis) zweimal wochentlich oder einmal wéchentlich 0,8 mg/kg (bis zu
maximal 50 mg pro Dosis) und die Substanz wird als subkutane Injektion verabreicht (6). Folgende
Biosimilars von Etanercept in der Dosis von 25 mg sind fiir Kinder ab zwei Jahren zugelassen: (Be-
nepali® 25 mg Injektionsldsung in einer Fertigspritze, Samsung Bioepis NL B. V.; Erelzi® 25 mg Injek-
tionslosung in Fertigspritze, Sandoz GmbH; Nepexto® 25 mg/50 mg Injektionsldsung in einer Fertig-
spritze/Fertigpen, Biosimilar Collaborations Ireland Limited).

Adalimimab (Humira® 20 mg Injektionslosung in einer Fertigspritze) ist ein monoklonaler Antikor-
per, der TNF-alpha bindet und in Kombination mit MTX zur Behandlung der aktiven polyartikularen
JIA bei Kindern und Jugendlichen ab dem Alter von zwei Jahren zugelassen ist, die nur unzu-
reichend auf ein oder mehrere DMARDs angesprochen haben. Bei Unvertraglichkeit gegentber
MTX oder wenn die weitere Behandlung mit MTX nicht sinnvoll ist, kann es als Monotherapie ange-
wendet werden (7). Die Dosis betragt bei einem Korpergewicht von 10 kg bis < 30 kg 20 mg jede
zweite Woche subkutan und bei einem Kérpergewicht von tiber 30 kg 40 mg jede zweite Woche
subkutan. Von Adalimumab sind zahlreiche Biosimilars auch fiir Kinder zugelassen.

Golimumab (Simponi® 45 mg/0,45 ml Injektionslosung in vorgefiilltem Injektor) ist ein monoklo-
naler Antikorper, der TNF-alpha bindet und in Kombination mit MTX indiziert ist zur Behandlung
der polyartikuldrer JIA bei Kindern ab einem Alter von zwei Jahren, die auf eine vorhergehende
Therapie mit MTX unzureichend angesprochen haben (8). Die Dosis fiir Kinder mit einem Korperge-
wicht von weniger als 40 kg mit polyartikuladrer JIA betragt 30 mg/m? Kérperoberflidche bis zur ma-
ximalen Einzeldosis von 40 mg einmal im Monat.

Tocilizumab (RoActemra® Fertigspritze) ist ein monoklonaler Antikérper gegen Interleukin 6 (IL-6)
und in Kombination mit MTX zur Behandlung von Kindern und Jugendlichen ab zwei Jahren mit po-
lyartikularer JIA zugelassen, die nur unzureichend auf eine vorangegangene Behandlung mit MTX




angesprochen haben (9). Die Dosis betragt 162 mg subkutan einmal alle zwei Wochen bei einem
Korpergewicht von > 30 kg und einmal alle drei Wochen bei einem Kérpergewicht von < 30 kg.

Abatacept (Orencia® Injektionslosung in einer Fertigspritze) ist ein rekombinantes Fusionsprotein
aus der extrazellularen Domane des humanen zytotoxischen T-Lymphozyten-Antigens-4 (CTLA-4)
und einem modifizierten Fc-Teil des humanen Immunglobulins G1 (IgG1), das auf der Oberflache
von antigenprasentierenden Zellen an CD80 und CD86 bindet und den kostimulatorischen Signal-
weg der Aktivierung der T-Lymphozyten so moduliert, dass die antigenspezifische Produktion von
TNF-alpha, Interferon-y und Interleukin-2 durch T-Lymphozyten vermindert wird. Abatacept ist fiir
Kinder und Jugendliche im Alter von 2 bis 17 Jahren mit polyartikuldrer JIA in einer Dosis von 50 mg
(Gewicht 10 bis 25 kg) bzw. 87,5 mg Korpergewicht (Gewicht 25 kg bis < 50 kg) zugelassen und wird
intravends oder subkutan einmal wdchentlich verabreicht in Kombination mit MTX oder als Mono-
therapie (10). Es wir nur selten in der Indikation eingesetzt und gehort trotz Zulassung nicht zur
Standardtherapie und gilt als Reservemedikament.

Tofacitinib (Xelianz® 1 mg/ml Lésung zum Einnehmen) ist ein Wirkstoff aus der Gruppe der JAK-
Kinase-Inhibitoren und zugelassen zur Behandlung der aktiven polyartikuldren JIA (Rheumafaktor-
positive oder -negative Polyarthritis und erweiterte Oligoarthritis) bei Patienten ab einem Alter von
zwei Jahren, die auf eine vorangegangene krankheitsmodifizierende antirheumatische (DMARD-)
Therapie unzureichend angesprochen haben. Tofacitinib kann in Kombination mit MTX angewen-
det werden oder als Monotherapie, wenn MTX nicht vertragen wird oder eine Fortsetzung der Be-
handlung mit MTX nicht geeignet ist (11). Die Dosis betragt 3,2 mg (3,2 ml Losung zum Einnehmen)
zweimal taglich bei einem Korpergewicht von 10 bis unter 20 kg, 4 mg (4 ml Losung zum Einneh-
men) zweimal taglich bei einem Korpergewicht von 20 bis unter 40 kg und 5 mg (5 ml Lésung zum
Einnehmen oder eine 5 mg Filmtablette) zweimal taglich bei einem Kérpergewicht von tiber 40 kg.

Baricitinib (Olumiant® 1 mg/2 mg/4 mg Filmtabletten) ist als JAK-Kinase-Inhibitor unter anderem
zugelassen zur Behandlung der aktiven JIA (polyartikularer JIA-Rheumafaktor positiv und negativ)
bei Patienten ab zwei Jahren, die zuvor unzureichend auf eines oder mehrere herkdmmliche syn-
thetische oder biologische DMARDs angesprochen oder diese nicht vertragen haben (12). Die emp-
fohlene Dosis fiir Baricitinib betragt 4 mg einmal taglich fiir Patienten mit einem Koérpergewicht ab
30 kg. Firr Patienten mit einem Korpergewicht von 10 kg bis unter 30 kg betragt die empfohlene
Dosis 2 mg einmal taglich. Bei Patienten, bei denen nach zwolf Behandlungswochen kein therapeu-
tischer Nutzen nachgewiesen werden kann, ist ein Beenden der Behandlung in Betracht zu ziehen.

Praktischen Vorgehen

Ist unter der MTX-Therapie (csDMARD) die Wirksamkeit unzureichend oder wird MTX nicht vertra-
gen, ist ein TNF-alpha-Inhibitor (Etanercept oder Adalimumab) eine gute Zweitlinientherapie und
als Mittel der Wahl fiir die zweckmaRige Vergleichstherapie anzusehen. Leider fehlen valide ver-
gleichende Studien zu den einzelnen DMARDs. Fir Etanercept gibt es bei Kindern deutlich mehr Er-
fahrung und publizierte Daten. Hinsichtlich der Wirkung und der Sicherheit gibt es fiir die polyarti-
kuldre JIA eine kleine vergleichende, prospektive Studie zwischen Etanercept (n = 33) und Ada-
limumab (n = 33) (13). Bei den wenigen Patienten sind Wirkung und Sicherheit vergleichbar.

Nach Empfehlungen der AWMF-Leitlinie (2), die derzeit Uberarbeitet wird, sollte bei der Wahl zwi-
schen Etanercept und Adalimumab das Vorhandensein extraartikuldarer Manifestationen beriick-
sichtigt werden. Bei Vorliegen einer Uveitis sollte in Ubereinstimmung mit der aktuellen AWMF-
Leitlinie Diagnostik und antientziindliche Therapie der Uveitis bei JIA (14) Adalimumab eingesetzt
werden, da dies bei MTX-refraktarer Uveitis der TNF-alpha-Blocker der Wahl ist (15).




Fiir Golimumab konnte fiir die Indikation polyartikuldre JIA keine ausreichende Wirksamkeit nach-
gewiesen werden, zudem fehlen im Vergleich zu den anderen in dieser Indikation zugelassenen
TNF-alpha-Inhibitoren Daten fiir die Langzeitsicherheit (16). Die Wirksamkeit von Golimumab
wurde in einer multizentrischen, randomisierten, kontrollierten klinischen Phase-llI-Studie bei 173
Kindern im Alter zwischen 2 und 17 Jahren mit polyartikularer JIA gepriift. Zwar hatten fast 90 %
der Studienteilnehmer in Woche 16 ein ACR-PED-30 (American College of Rheumatology Pediatric
30)-Ansprechen erreicht, jedoch wies jeder dritte Patient eine klinisch inaktive Erkrankung auf. In
der sich anschlieRenden placebokontrollierten Phase traten allerdings in beiden Behandlungsar-
men dhnliche Flare-Raten (Flare: Zeitpunkt, an dem ein Krankheitsschub auftritt) auf: 47 % unter
Placebo vs. 41 % unter Golimumab. Der primére Studienendpunkt wurde nicht erreicht (16,17).

Flr JAK-Kinase-Inhibitoren gibt es bei Kindern noch wenig Erfahrung.

Gibt es Kriterien fiir unterschiedliche Behandlungsentscheidungen in der o.g. Indikation, die regel-
haft berlicksichtigt werden? Wenn ja, welche sind dies und was sind in dem Fall die Therapieoptio-
nen?

(Bitte begriinden Sie Ihre Ausfiihrungen; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Die Schwere der Erkrankung spielt bei der Auswahl der Therapeutika eine wichtige Rolle. Biologika
werden in der Regel erst dann verordnet, wenn die Behandlung mit MTX nicht ausreichend wirk-
sam ist. Kinder und Jugendliche mit JIA werden lUiberwiegend mit Biologika in Kombination mit MTX
behandelt, wenn man die Daten aus dem deutschen Register ,,Biologics in Pediatric Rheumatology”
(BiKeR) zugrunde legt (18). Aufgrund der breiten Abdeckung und der groBen Anzahl teilnehmender
Zentren in Deutschland entsprechen die erhobenen Daten der klinischen Versorgungsrealitat in
Deutschland. In dem Register wurden von 2148 padiatrischen Patienten mit polyartikularer JIA
1464 mit einer Kombination von Biologika mit MTX behandelt und 684 mit einer Monotherapie mit
Biologika. 1650 Patienten erhielten Etanercept, weitere 357 Patienten erhielten Adalimumab,
Tocilizumab wurde 99 Patienten verabreicht, und die verbleibenden 42 Patienten wurden mit Go-
limumab behandelt (18). Die mit Kombinationstherapie behandelten Patientinnen und Patienten
zeigten einen starkeren Riickgang der Krankheitsaktivitat.

Der Vergleich adjustierter Kohorten zeigt, dass nahezu ausschlielRlich Betroffene, die mit einem
TNF-alpha-Inhibitor (Etanercept oder Adalimumab) behandelt werden, von der zusatzlichen Gabe
von MTX profitierten (18). Flr die Kombination von MTX und Tocilizumab bestand kein Vorteil in
der Kombinationstherapie. Dies zeigt, dass die Behandlung der JIA mit bestimmten Biologika durch
die Kombination mit MTX wirksamer ist. Die Sicherheit der Behandlung wird durch die zusatzliche
Gabe von MTX kaum beeintrachtigt. Die Wirkungsdauer von Biologika verlangert sich signifikant
bei der Kombination von Biologika und MTX. Besonders profitieren Betroffene mit hoher Krank-
heitsintensitat von der Kombination. Wenn mdglich sollten die Biologika mit MTX kombiniert wer-
den, da die Kombination der Monotherapie lberlegen ist (18, 19).

Somit ist die zweckmaRige Vergleichstherapie bei schweren Verlaufsformen der polyartikularen JIA
in einer Kombination von Etanercept plus MTX oder Adalimumab plus MTX zu sehen.
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Beteiligung von Fachgesellschaften und der AkdA zu Fragen der Vergleichstherapie nach
§35a Abs. 7 SGB V i.V.m. VerfO 5. Kapitel § 7 Abs. 6

Verfahrens-Nr.: 2025-B-351

Verfasser

Name der Institution Gesellschaft fiir Kinder- und
Jugendrheumatologie

Datum der Erstellung 6. Februar 2026

(Bei mehreren beteiligten Fachgesellschaften bitte mit entsprechenden Angaben.)

Indikation

Zur Behandlung der aktiven polyartikular verlaufenden juvenilen idiopathischen Arthritis bei
Patienten ab 2 Jahren. (...) kann als Monotherapie oder in Kombination mit Methotrexat
angewendet werden.

Fragen zur Vergleichstherapie

Was ist der Behandlungsstandard in o.g. Indikation unter Berticksichtigung der vorliegenden
Evidenz? Wie sieht die Versorgungspraxis in Deutschland aus?
(Bitte begriinden Sie Ihre Ausfiihrungen; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Nachfolgend sollen zuerst die Leitlinie und die, von der Fachgesellschaft publizierten
Therapieempfehlungen, anschliefiend die Versorgungpraxis in Deutschland und schlieflich
der Stand wissenschaftlicher klinischer Studien dargestellt werden.

Leitlinie GKJR

Die Gesellschaft fir Kinder-und Jugendrheumatologie (GKJR) empfiehlt in ihrer S2k Leitlinie
Methotrexat als erste Wahl zur Behandlung der nicht systemischen Verlaufsform der JIA und
schliet somit die Polyarthritis ein. (zusammengefasst unter 1). Leflunomid wird als eine
Alternative genannt, die im Vergleich zu Methotrexat schwacher wirksam erscheint.
Leflunomid ist nicht flr Kinder zugelassen.

Kann unter dieser Therapie keine Remission erreicht werden, kommen biologische DMARDs
zum Einsatz. Bei der Wahl zwischen Etanercept und Adalimumab sollten vorhandene
extraartikulare Manifestationen bericksichtigt werden, z.B. das Vorliegen einer Uveitis.
Golimumab wird als zugelassen und Infliximab als nicht zugelassene Alternativen erwahnt.
Die Behandlung mit einem Interleukin-6 Rezeptorantikorper, Tocilizumab ist ebenso eine
genannte Alternative. Januskinaseinhibitoren sind in dieser Leitlinie noch nicht aufgefihrt.

PROKIND-Protokolle

Die Fachgesellschaft GKJR hat Behandlungsprotokolle fiir verschiedene chronisch
rheumatische Erkrankungen in einem Konsensusverfahren erstellt. Das
Behandlungsprotokoll fir die polyartikulare juvenile idiopathische Arthritis ist dabei Modell.
Diese Protokolle wurden international und auch national publiziert [2,3].

Fir die aktive polyartikularen JIA ist eine Therapie mit Methotrexat unmittelbar nach
Diagnose zu beginnen. Verschiedene Behandlungsarme schlie3en die Monotherapie mit
Methotrexat oder die Anwendung von Kortikosteroiden systemisch oder intraartikular
zusatzlich zu Methotrexat ein. In allen Behandlungarmen kann bei Versagen der Therapie
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entweder eine Therapie mit einem Biologikum in Monotherapie oder in Kombination mit
Methotrexat erfolgen. Als erstes Biologikum werden gleichwertig Adalimumab, Etanercept
und Tocilizumab fir Monotherapie genannt. Fur eine Kombination mit Methotrexat stehen
die Biologika Adalimumab Etanercept Golimumab und Tocilizumab zur Verfigung.
Januskinaseinhibitoren sind in diesen Protokollen noch nicht aufgefihrt.

In dem GBA-geférderten Prokind-Projekt wurde die Funktionalitat der Prokind-Protokolle
anhand der Dokumentation der Therapie von 129 Patienten mit aktiver polyartikularen JI A
Uberprift.

Entsprechend der Empfehlung erfolgte die Therapie mit Methotrexat unmittelbar nach
Stellung der Diagnose [mediane Dauer von Diagnose bis Therapiestart 11 Tage, IQR 5,8-
30,3 Tage. [4]

Das ultimative Therapieziel war eine inaktive Erkrankung definiert als ein JADAS10 < 2,7 [5],
nach einer Therapiedauer von 1 Jahr. Zwischenziele sind das Erreichen einer maximal
moderaten Krankheitsaktivitdt nach 3 Monaten, und einer minimalen Krankheitsaktivitat nach
9 Monaten. Das Nichterreichen der Targets soll zum Wechsel der Therapie fiihren. Hierbei
war eine Monotherapie mit einem Biologikum oder die Kombination aus Methotrexat mit
einem Biologikum alternativ wahlbar.

Nach 3 Monaten erreichten 18,1 % der Patienten eine JADAS-Remission, weitere 20,8 %
eine minimale minimale Krankheitsaktivitat und 54,2 % eine moderate Krankheitsaktivitat.
Zu Monat 9 erreichten 52,4% eine JADAS-Remission, weitere 23,8% eine minimale
Krankheitsaktivitat und 21,4% eine moderate Krankheitsaktivitat. Bei nur noch 2,4% der
Patienten bestand weiterhin eine hohe Krankheitsaktivitat. Zu Monat 12 erreichten 66,7%
eine JADAS-Remission, weitere 20,7% eine minimale Krankheitsaktivitit und 13 eine
moderate Krankheitsaktivitat. Kein Patient hatte zu Monat 12 eine hohe Krankheitsaktivitat.

Somit zeigt das vorgegebene Vorgehen nach den Prokind-Protokollen eine hohe Effektivitat.
Zum Erreichen der Ziele bendétigte 56% der Patienten eine Monotherapie mit Methotrexat
und 43% eine Therapie mit einem Biologikum. Biologika wurden dabei bei 47 Patienten in
Kombination mit Methotrexat und bei 10 Patienten als Monotherapie eingesetzt.

ICON

Die Inception Cohort of Newly diagnosed patients with JIA (ICON) ist eine Patientenkohorte
neu erkrankter JIA-Patienten, die von 11 Einrichtungen in Deutschland von 2011 bis 2013
aufgebaut wurde, um die Versorgung in der Praxis und das Ergebnis der derzeit aktuellen
Behandlung Uber einen Zeitraum von 10 Jahren zu dokumentieren. [6]

Es konnten 695 Patienten mit einer JIA eingeschlossen werden von denen nahezu 75 %
zumindest eine Phase einer inaktiven Erkrankung unter Therapie mit einem DMARD
erreichten. In Abhangigkeit von der JIA Kategorie wurde dabei Methotrexat unterschiedlich
haufig eingesetzt. Bei Patienten mit einer Rheumafaktor-negativen Polyarthritis erhielten zu
Monat 6 95,5 % und zu Monat 12 88,2 % eine Therapie mit Methotrexat, bei Patienten mit
einer Rheumafaktor-positiven Polyarthritis waren dies 80 bzw. 80 %. Patient mit einer
Rheumafaktor-negativen Polyarthritis erhielten zu Monat 6 bzw. Monat 12 zu 22,3 bzw.
27,1 % eine Therapie mit Biologika, Patienten mit einer Rheumafaktor positiven Polyarthritis
zu 40 % bzw. 40 %.

Kerndokumentation
Die Kerndokumentation rheumakranker Kinder besteht seit 1997 und analysiert jahrlich die

Versorgungssituation in Deutschland. Die letzte Zusammenfassung steht fir das
Behandlungsjahr 2023 zur Verfiigung. In dieser Jahreskohorte wurden 6717 Patienten
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dokumentiert, von denen 22,8 % eine Rheumafaktor-negative Polyarthritis und 2,3 % eine
Rheumafaktor-positive Polyarthritis aufwiesen.

Patienten mit einer polyartikularen JIA wurden dabei zu 77 % mit biologischen oder nicht
biologischen DMARDs behandelt, 50 % erhielt Methotrexat, 41 % erhielten TNF Inhibitoren
und 7 % erhielten andere biologische DAMRDs. Januskinaseinhibitoren wurden nur bei
4,5 % der Patienten eingesetzt.

Dabei zeigte sich in den Jahres-Kohorten seit dem Jahr 2000 eine etwa konstante Rate der
Anwendung von DMARDS zwischen 75% und 83 % bei einem Rickgang der Anwendung
von konventionellen DMARDS von 78 % auf 52 % und ein Anstieg der biologischen
DMARDSs von 3 % im Jahr 2000, dem Jahr der Erstzulassung eines Biologikums, auf 47 %
in 2023.

In der Jahreskohorte zeigten Patienten mit einer Rheumafaktor-positiven Polyarthritis zu
27,5 % eine inaktive Erkrankung, Patienten mit einer Rheumafaktor negativen Polyarthritis
zu 37,3 % und Patienten mit extended Oligoarthritis zu 44 %.

Klinische Studien

Insbesondere fir die polyartikularen Verlaufsform der JIA wurden placebokontrollierte
klinische Studien durchgeflihrt, die zu einer Zulassung zahlreicher Arzneimittel gefihrt
haben.

Die Studien wurden in der Regel nach dem ,withdrawal“ Design durchgefihrt. Dabei
erhalten zunachst alle Patienten bei einer aktiven Erkrankung das Verum und solche
Patienten, die ein minimales Ansprechen, in der Regel PedACR30, gezeigt haben, werden
randomisiert, entweder zur Fortfiihrung der Therapie mit der aktiven Substanz oder zu
Plazebo. Primares Zielkriterium der kontrollierten Doppelblindphase der Studie ist dann ein
selteneres Auftreten von Krankheitsschiben, in der Regel definiert als PedACR30 Schiibe,
in der Verumgruppe im Vergleich zur Plazebogruppe.

Die erste so durchgefiihrte Studie hat das Praparat Etanercept geprift [7]. Patienten in dieser
Studie waren Methotrexat refraktar und erhielten eine Monotherapie mit Etanercept.

Die Ansprechraten nach den PedACR30/50/70 Kriterien in der ersten offenen Studienphase
waren 74%/64%/36%. In der doppelblinden Studienphase zeigten Patienten unter
Etanercept signifikant weniger Schibe als unter Plazebo (28% vs. 81%, py<0.001)

Der TNF Inhibitor Adalimumab wurde in gleicher Weise in einer randomisierten klinischen
Studie untersucht. Dabei wurde sowohl eine Monotherapie mit Adalimumab als auch die
Kombinationstherapie aus Adalimumab mit Methotrexat untersucht. [8]

Die Kombinationstherapie erfolgte, wenn die Patientin bei Studienbeginn bereits eine stabile
Therapie Methotrexat erhielten, die sich als nicht effektiv herausstellte.

Die Ansprechraten nach den PedACR30/50/70/90 Kriterien in der ersten offenen
Studienphase in der Adalimumab-Monotherapiekohorte waren 74%/64%/46%/26% und in
der Adalimumab-Methotrexat-Kobinationstherapiekohorte waren 87%/78%/57%/39%.

In der doppelblinden Studienphase zeigten Patienten unter Adalimumab signifikant weniger
Schibe als unter Plazebo, in der Monotherapiekohorte 43% vs. 71% (p=0.03) und in der
Kombinationskohorte 37% vs. 65% (p=0.02).

Der TNF Inhibitor Golimumab wurde in einer randomisierten klinischen Studie ausschliellich
in Kombination mit Methotrexat untersucht [9].

Die Ansprechraten nach den PedACR30/50/70/90 Kriterien in der ersten offenen
Studienphase waren 87%/79%/66%/36%.

In der doppelblinden Studienphase zeigten Patienten unter Golimumab nicht signifikant
weniger Schibe als unter Plazebo, in der Monotherapiekohorte 41% vs. 46% (p=0.41)




Der Interleukin-6 Blocker Tocilizumab wurde ebenso in einer randomisierten klinischen
Studie nach dem ,withdrawal® Design untersucht. 79% der Patienten erhielten eine
Kombination mit Methotrexat, in dem Sinne, dass eine vorbestehende Methotrexat-Therapie
fortgeflihrt wurde.

Die Studie berlicksichtigte verschiedene Dosierungen in Abhangigkeit des Korpergewichtes.
Fir Kinder mit einem Koérpergewicht unter 30 kg wurde mit einer Dosis von 10 mg/kg ein
Ansprechen nach den ACA 30/50/70/90 Kriterien bei 89%/80%/63%/31% erreicht, fir Kinder
mit einem Korpergewicht tber 30 kg wurde mit einer Dosis von 8 mg/kg ein Ansprechen
nach den ACA 30/50/70/90 Kriterien bei 93%/87%/68/25% erreicht.

In der doppelblinden Studienphase zeigten Patienten unter Tocilizumab signifikant weniger
Schibe als unter Plazebo (26% vs. 48%; p=0.0024).

Patienten, die eine Kombinationstherapie mit Methotrexat erhielten, hatten in der
Tocilizumabkohorte zu Woche 40 ein Ansprechen nach den PedACR70 Kriterien zu 67 %
und nach dem PedACR90 Kriterien zu 48 %. Patienten der Plazebokohorte hatten ein
Ansprechen nach den PedACR70 Kriterien von 47 % und nach den PedACR90 Kriterien von
28 %.

Patientin ohne eine Methotrexattherapie hatten in der Tocilizumabkohorte zu Woche 40 ein
Ansprechen nach den PedACR70 Kriterien zu 53 % und nach dem PedACR90 Kriterien zu
33 %. Patienten in Plazebokohorte hatten ein Ansprechen nach den PedACR70 Kriterien
von 24 % und nach den PedACR90 Kriterien von 6%.

Der T-Zellaktivierungs-Inhibitor Abatacept wurde ebenso in einer randomisierten klinischen
Studie nach dem ,withdrawal“ Design untersucht. Patienten wurde dabei in Biologika (TNF-
Inihibitor) vorbehandelte und Biologika-naive Patienten unterteilt.[11]

Ein Ansprechen nach den ACA 30/50/70/90 Kriterien bei den Biologika-naiven Patienten
wurde zu 76%/60%/36%/17% erreicht, bei den Biologika-vorbehandelten Patienten zu
39%/25%/11%/2%.

In der doppelblinden Studienphase zeigten Patienten unter Abatacept signifikant weniger
Schibe als unter Plazebo (20% vs. 53%; p=0.0024).

Auch der JAK-Inhibitor Tofacitinib zeigte in in einer randomisierten klinischen Studie nach
dem ,withdrawal“ Design ein Ansprechen nach den ACA 30/50/70/90 Kriterien bei den bei
92%/84%162%/29%. Bei 38% erfolgte eine Vorbehandlung mit Biologika, in der Regel TNF-
Inhibitoren. [12]

In der doppelblinden Studienphase zeigten Patienten unter Abatacept signifikant weniger
Schibe als unter Plazebo (21% vs. 53%; p=0.0031).

Der zweite JAK-Inhibitor Baricitinib zeigte in in einer randomisierten klinischen Studie nach
dem ,withdrawal“ Design ein Ansprechen nach den ACA 30/50/70/90 Kriterien bei den bei
76%/63%/46%/20%. Bei 53% erfolgte eine Vorbehandlung mit Biologika, in der Regel TNF-
Inhibitoren. [13]

In der doppelblinden Studienphase zeigten Patienten unter Baricitinib signifikant weniger
Schibe als unter Plazebo (29% vs. 53%).

Der TNF-Inhibitor Etanercept in Kombination mit Methotrexat wurde zusatzlich in einer
randomisierten Doppelblindstudie nach dem ,head-to-head“-Design versus Plazebo plus
Methotrexat untersucht. [14] Es erreichten mehr Patienten in der Etanercept + Methotrexat-
Gruppe in Woche 12 das pedACR30-Ansprechen (94,3 %) als in der Plazebo +Methotrexat-
Gruppe (61 %; p = 0,001). Auch fur das Ansprechen nach den PedACR 50/70/90 Kriterien
zeigte sich ein hoch signifikanter Unterschied (85%/58%/26% unter Etanerept + Methotrexat
vs. 41%/22%/9% unter Plazebo + Methotrexat.




Gibt es Kriterien flr unterschiedliche Behandlungsentscheidungen in der o.g. Indikation, die
regelhaft berlcksichtigt werden? Wenn ja, welche sind dies und was sind in dem Fall die
Therapieoptionen?

(Bitte begriinden Sie Ihre Ausfiihrungen,; geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Studien zur polyartikularen JIA stehen in der Regel nach dem Withdrawal-Design zur
Verfigung. Dabei zeigte sich in der offenen Phase aller Studien mit den Biologika
Adalimumab, Abatacept, Etanercept, Golimumab Tocilizumab und den JAK-Hemmern
Tofacitinib und Baricitinib ein robustes Ansprechen nach den PedACR-Kriterien.

Die Ansprechrate war in der Regel héher, wenn eine Kombinationstherapie aus dem
Biologikum und Methotrexat durchgefiihrt wurde. Diese Beobachtung ist insbesondere
deshalb wertvoll, weil ein Versagen einer vorherigen Methotrexat-Therapie in der Regel ein
Einschlusskriterium fur die Studien war. Eine Aussage Uber den Wert der Kombination einer
Therapie mit einem JAK Inhibitor mit Methotrexat kann aus den Studien aber nicht erfolgen.

Ein direkter Vergleich der verschiedenen Substanzen aus den Studien ist aufgrund
unterschiedlicher Ein- und Ausschlusskriterien nicht méglich. Dariber hinaus waren
Patienten der friheren Studien weniger intensiv vorbehandelt, weil eine solche
Vorbehandlung nicht zur Verfligung stand. Patienten der neueren Studien waren dagegen
haufig nicht nur Methotrexat sondern auch mit Biologika vorbehandelt und entsprechend
demnach einer therapierefraktaren Patientenkohorte.

Doppelblindstudien, in denen eine Kombinationstherapie mit Methotrexat + Biologikum
versus Plazebo + Biologikum untersucht wurde, stehen nicht zur Verfligung. Demnach kann
der Nutzen einer Kombinationstherapie nicht aus Studien abgelesen werden.

Daraus ist zu schlieRen, dass die Effektivitdt der Biologika Adalimumab, Abatacept,
Etanercept, Golimumab Tocilizumab und Sarilumab zur Behandlung der Polyarthritis als
gleichwertig angesehen werden missen.

Unterschiede bestehen in der Wirksamkeit gegenliber Begleiterkrankungen,.insbesondere
der Uveitis, fur die allein fir Adalimumab ein Wirksamkeitsnachweis besteht.

Da eine Therapie mit Golimumab oder Abatacept in Kombination mit Methotrexat erfolgen
muss, sind andere Biologika bei Methotrexatunvertraglichkeit zu bevorzugen.

Aufgrund des vergleichsweise haufigeren Auftretens von neutralisierenden Anti-Drug-
Antikorpern sollte bei Verwendung von Adalimumab eine Kombination mit Methotrexat
erfolgen, was bei Methotrexatunvertraglichkeit einschrankend ist. Dennoch kann die
Monotherapie mit Adalimumab als adaquat bewertet werden.

Januskinaseinhibitoren erwiesen sich in den Studien als zumindest gleichwertig effektiv zur
Behandlung der polyartikularen JIA wie Biologika. Bei Sprizenangst sind JAK-Inihibotoren
eine zu bevorzugende Alternative.

Zwecksmalige Vergleichstherapie:

In einer Doppelblindstudie erwies sich die Kombinationstherapie aus Methotrexat plus
Etanercept einer Therapie mit Methotrexat plus Plazebo als hoch signifikant Gberlegen [14].
Die alleinige Therapie mit Methotrexat kann deshalb als eine unzureichende, unterlegene
Behandlung beurteilt werden.

Die oben aufgefihrten Daten aus der klinischen Versorgung zeigen, dass Kinder mit einer
polyartikularen JIA sehr haufig, annahernd zu 50%, eine Therapie mit einem Biologikum
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bendtigen. Nach den aktuellen Therapieempfehlungen und dem Vorgehen in der Praxis
hatten diese Patienten zuvor eine Therapie Methotrexat erhalten, die entweder nicht
vertragen wurde oder nicht ausreichend wirksam ist.

Daraus ist zu schlieBen, dass die Therapie mit einem Biologikum eine adaquate
Vergleichstherapie bei der polyartikularen JIA darstellt. Die alleinige Basistherapie mit
Methotrexat zeigt sich dagegen als unzureichend und stellt keine adaquate
Vergleichstherapie dar. Dabei koénnen die Biologika Etanercept, Adalimumab und
Tocilizumab in Monotherapie gleichwertig als eine adaquate Vergleichstherapie angesehen
werden.

Januskinaseinhibitoren erwiesen sich in den Studien als zumindest gleichwertig zur
Behandlung der polyartikuldren JIA. In der klinischen Praxis nehmen diese aktuell noch
einen geringen Stellenwert ein und sind derzeit noch nicht als eine adaquate
Vergleichstherapie anzusehen.
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(Bei mehreren beteiligten Fachgesellschaften bitte mit entsprechenden Angaben.)

Indikation

Zur Behandlung der aktiven polyartikuldr verlaufenden juvenilen idiopathischen Arthritis bei
Patienten ab 2 Jahren. (...) kann als Monotherapie oder in Kombination mit Methotrexat
angewendet werden.

Fragen zur Vergleichstherapie

Was ist der Behandlungsstandard in o.g. Indikation unter Bericksichtigung der vorliegenden
Evidenz? Wie sieht die Versorgungspraxis in Deutschland aus?
(Bitte begriinden Sie Ihre Ausfiihrungen, geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Die aktive polyartikuldre juvenile idiopathische Arthritis ist eine Unterform der juvenilen
idiopathischen Arthritis. Sie kann wie die anderen Formen der JIA bei Kindern und Jugendlichen zu
einer Uveitis mit der Gefahr einer schweren und dauerhaften Schadigung der Augen bis hin zu
einer Erblindung fihren.

Die Interdisziplindre Leitlinie , Diagnostik und antientziindlichen Therapie der Uveitis bei juveniler
idiopathischer Arthritis“ (AWMF Leitlinie S2k, Registernummer 045-012) verfolgte folgende Ziele:
Verbesserung der Versorgung der Patienten, Beriicksichtigung des aktuellen Standes der
evidenzbasierten Medizin zum Thema Uveitis, Erarbeitung eines Therapiealgorithmus mit
Darstellung als Flussdiagramm und Férderung der Patientenversorgung in interdisziplinaren
Netzwerken. Darin werden nachfolgende Kernaussagen getroffen.

Grundprinzipien:

Die Behandlung der Uveitis erfolgt in Abhangigkeit von der Aktivitat der Entziindung, den
Komplikationen und den Risikofaktoren fiir eine Visusminderung. Bei der Medikation ist auch die
entziindlich-rheumatische Grunderkrankung zu berticksichtigen, welche oft eine DMARD Therapie
bereits erforderlich macht.

Statements:

Eine aktive Uveitis soll behandelt werden.

Topische Kortikosteroide sollen als initiale Therapie bei der aktiven Uveitis eingesetzt werden.




Topische und systemische nichtsteroidale Antiphlogistika sollen nicht als alleinige Therapie der
aktiven Uveitis eingesetzt werden, sondern nur zur Reduktion von topischen Kortikosteroiden.

Bei chronischer Uveitis soll eine topische Kortikosteroidgabe in moglichst niedriger Dosis je nach
individuellem Verlauf erfolgen. Wenn eine Reizfreiheit mit einer Erhaltungstherapie von <2
Tropfen taglich innerhalb von 3 Monaten erzielt werden kann, soll eine systemische Disease-
modifying antirheumatic drug (DMARD)-Therapie der Uveitis nicht erfolgen.

Wenn keine Reizfreiheit der Augen nach spatestens 12 Wochen unter topischer
Kortikosteroidtherapie mit < 2 Tropfen taglich erzielt wird oder wenn unerwiinschte Wirkungen
der topischen Kortikosteroide auftreten oder unter dieser Therapie neue entziindungsbedingte
Komplikationen der Uveitis auftreten, soll eine konventionelle synthetische (cs) DMARD-Therapie
erfolgen. Methotrexat ist derzeit das csDMARD der ersten Wahl zur Therapie der Uveitis bei JIA -
Bei sehr schwerem Verlauf der Uveitis kann ein entsprechend kirzeres Intervall gewahlt werden.
Bei sehr schwerer aktiver Uveitis mit prognostischen Faktoren fiir eine drohende uveitisbedingte
Visusminderung (z.B. Hypotonie, hohem Tyndall, massiver Vorderkammer-Reizzustand, dichte
Glaskorpertribungen oder Makulaédem), die in kurzer Zeit zu einer weiteren
Visusverschlechterung flihren kénnen, sollte bis zum erwarteten Wirkungseintritt der DMARDs
eine systemische Kortikosteroidgabe erwogen werden.

Gibt es Kriterien fir unterschiedliche Behandlungsentscheidungen in der o.g. Indikation, die
regelhaft bericksichtigt werden? Wenn ja, welche sind dies und was sind in dem Fall die
Therapieoptionen?

(Bitte begriinden Sie Ihre Ausfiihrungen, geben Sie ggf. zitierte Quellen in einer Referenzliste an.)

Weitere Statements aus der o.g. Leitlinie:

Wenn keine Reizfreiheit der Augen nach spatestens 16 Wochen unter Methotrexat-Monotherapie
und topischer Kortikosteroidtherapie < 2 Tropfen taglich erzielt wird oder neue
entzlindungsbedingte Komplikationen der Uveitis auftreten, sollte eine TNFalpha
Antikorpertherapie in Kombination mit Methotrexat eingesetzt werden. Bei einem sehr schweren
Verlauf der Uveitis kann ein entsprechend kiirzeres Intervall fiir diese Therapieeskalation gewahlt
werden. - Bei sehr schwerer aktiver Uveitis mit prognostischen Faktoren fiir eine drohende
uveitisbedingte Visusminderung (z.B. Hypotonie, hohem Tyndall, massiver Vorderkammer-
Reizzustand, dichte Glaskorpertriilbungen oder Makulaédem), die in kurzer Zeit zu einer weiteren
Visusverschlechterung fiihren kdnnen, sollte bis zum erwarteten Wirkungseintritt der bDMARDs
eine systemische Kortikosteroidgabe erwogen werden.

Bei fehlendem Wirkungseintritt oder —versagen einer Therapie mit einem TNFalpha Antikorper
(Adalimumab, Golimumab, Infliximab) sollte ein anderes Biologikum gewahlt werden. — In diesem
Therapieschritt sind Tocilizumab, Abatacept und Janus Kinase Inhibitoren eine Option, Rituximab
sollte aktuell eher nachrangig verwendet werden. - Wegen eines erhéhten Risikos von
Erstmanifestation oder Rezidiven der Uveitis sollte Etanercept nicht zur Behandlung der Patienten
mit JIA-assoziierter Uveitis verwendet werden.

Referenzliste:

Interdisziplinare Leitlinie zur Diagnostik und antientziindlichen Therapie der Uveitis bei juveniler
idiopathischer Arthritis. AWMF Leitlinie S2k, Registernummer 045-012, Version 3.0, Stand
03.05.2021, giiltig bis 02.05.2026
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