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¥alasans nwlng nsussiuduuesTaUseloniuaznansenuaiuIuUTEnuYeInsinwE U
lsadedniaulunsivaimaluanadalidoinisniesdamudndaenissneiuinsgiusuiu
e133ng

Folasens A19199ng e Cost-utility and budget impact analysis of using biologic agent as an
add-on therapy to standard treatment for refractory non-systemic juvenile idiopathic arthritis
in Thailand

1. NANMSUAINANA

Tsadadniauludin (uvenile arthritis) ifunildlulsaiFessiinuvssianlutoin taedaumn
lagUszananyindu 1 au siowdin 1,000 au dmsulsatedniaulinsivanngluiin ¥58 juvenile
idiopathic arthritis UIA) Wunssufurestosnaviiidnuasunansrsiudafntulnglavsuang
roufifisazengasu 16 U iluszeznatednaties 6 dUansi (1) :innsvumulssunssueg1ady
52UV (systematic review) 184 Thierry S. wazamz Fevinisanyilulsa JIA AATIEVTRLAAINYN
(prevalence) 310 29 unauly 16 Yseine wazgUAnisal (incidence) 910 33 unaauly 14
Usgina nunrminuazgiRnisalves JIA Sy 205 se 100,000 Ussrnsveadinengsiinit 16
T (95%Cl: 19.8, 21.3) uag 7.8 o 100,000 UszyInsvauinergiiniy 16 T (95%Ck: 7.6, 8.1)
Ay (2) 15a JIA @nansautsesnidu 2 nguudn Ae ngud laiflenn1smie systemic (non-
systemic juvenile idiopathic arthritis; Non-sJIA) LLazmjuﬁﬁmmimﬂ systemic (systemic juvenile
idiopathic arthritis; sJIA) ’Luﬂim‘mml‘mEJmm'w:ﬁcjjﬂaaﬁqaaaﬂq'miuﬁmdau%’asJaz 66.2 LAY 33.8
AR (3)

dmsunuanianissneilse JIA Tudszmalneg erdudniauiilaldafiosess (nonsteroidal
anti-inflammatory drugs; NSAIDs) gnglfgsesaviasiadniarsuuseniu (systemic corticosteroids)
waze1UsuUd sunisadulsaguinesad lulya159301m (non-biologic disease-modifying
antirheumatic drugs; DMARDs) tJugwdniildlunissnenlsadananuazaseungulaevandseiu
gunnuvend saudussqeglutydemdnuviewid (4) egralsiini euvarlddedidnludu
Usednna Na1Ae 81ngu NSAIDs dnalileaussinie1n1stingd dedldenaegeiaiilos wagduae
JIA WiB9 25%-33% Wintiuiineuauessiae1ngy NSADs waglasundudUae JIA wiia oligoarthritis
dwiuenlungu corticosteroids fifednrintuisesamatinAssiisuusuloldfndotudunaiuiu
WU N3NAAALAU (immunosuppression) N154a3ayLAULATN (growth retardation) n1gnsEANNIY
(osteoporosis) mmﬁulaﬁmq& AonTzan (cataracts) LarHan1UUAIUBAN (Metabolic effects)

a | . . a a a ' v o v a o a o )

UaUr N8 1NGY non-biologic DMARDs HUsedinSuareutednin 8ne e1u19dndauianangiunia
a aal ! IS % a a o
NIAUNMANIEIeBuiuUsEanSalunsinwm (5)

JagtunseunwniAnieiunsinulse JIA danuieiteiuendying (biologics) Baivianenay wu

interleukin-1 (IL-1) receptor antagonists, interleukin-6 (IL-6) receptor antagonists, TNF-QU
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inhibitors uay T-cell co-stimulation modulator LHusu eglsfinudeyaiferfuuszaninanas
anulaenfereedaingratssiindsdeudiediia sasiisiaeideudiags Snvis Tuuunves
Uszinalnedndudesdnsusedumuduamaasvgeamanivesnisliondainginwilse JIA Lile
Uszneunsindulainnsanendngtydemdnuieni Saduiinveshiensisesnan

2. nguszenA
2.1 ADNNUIY
1) nslde3a3nnFnundUae non-sIA iilineuaussiensinwanasgiuiiay
AUAMALATEgANanSanssaguluusunvesUsewalnevs el
2) nsl¥eT2Tng$nu e non-sJA 7 lineuausssenissnwmIAsgILdl
HansEVuAUsUUsEINainle
2.2 I9QUszaAUIY

(Y [ 4

1) ielnsivrduyuesaUsylevivesnisitendiing SnuwiUae non-sIIA il
MBUAUBINBNITINYININTFIY
2) WodATeHansEnuAuIUUTEInaveIn sl ing Snwidtie non-sJiA lu

MRUAUBIADNITINYININTIU

3. NINUNIUITTUNTTY
3.1 lsavisadyvnguam
ANNAYeINITIANLIA
we1sindnveslsadslidaiou nquiildsunissensuanniian Ao 1Anan
nszvIum s iiduiud adunaunandadonieduinden wazaruuanAamnsiugnssy 1
human leukocyte antigen (HLA) B27 uag HLA tissue du 9 SwAnsAnde Wy MsRnmeniaiy
811113 (enteric infection) parvovirus B19 #alyassiu (rubella) A19ya (mumps) Wisadusniaud

(hepatitis B) Epstein-Barr virus mycoplasma iag chlamydia (6)

nszvaunIeRdutuAndu Ae Sdansedu T-lymphocytes wagvinl¥iAans
W& cytokines Wlgn1svinanede (joint destruction) LaznIINa @3t (mediator) 1un1s
ﬂﬁzﬁﬂﬁ macrophage aadaduresnssniay (pro-inflammatory cytokines) wu interleukin (IL)
1, IL-6, tumour necrosis factor (TNF)-0L 1114 q'ﬂﬁl,ﬁlwﬁyu‘ua\‘i C-reactive protein (CRP) &y
erythrocyte sedimentation rate (ESR) Faflun1snevausswassrinmesenissnay wasiilmande
Snausauiuiitnladio (synovial fluid) Windu Tnednwarvasngladodniay (synovitis) Aetinnis
wuninarnsAedenusnaieidelate (subsynovial tissue) Fsdnwazdnaazyiliiianis
SniauiFeemuin wenanii dadauves T-lymphocytes lutinledaiy unnseiululse JIA usaz
viln Georadunisdlumanaiiviilinsnevaussienmssnwivesiiielsn JIA usasaiauandnaiu (6)
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81N 15UAZBINITUAAN
International League of Association for Rheumatology (ILAR) Lo i e1u71 JIA
#io lsndedniauiintulngimsuaog ludadeufifiheasennasu 16 U uazasegfunatagiedon
6 dUnwi Uaguuanunsaduun JA L 7 nqueos uazusiaznguuenasndniuegIunnuin (mutually
exclusive) Faeunasiang q Ao S1uautedildSunanseny ennsuansfiiiniuuends uavnans Mg
#oaURURANISH 9 1u rheumatoid factor (RF) way HLA-B27 faseawidenlumasiei 1 (7)

(1) Systemic Arthritis (sJIA) 15a JIA windiintulumandgazimameii 4
fu waziAnd uldyngasnailutodn lnetademanimansiinarednaiuves sJA de JIA dnwme
d1Ayuedlsn Ao 81N15V79 systemic (systemic features) dUaeaziionnisdedniausaududldidu
429 9 Saufuenisdu q egrefeent seee Iun fu typical rash) sloutinid asla (generalized
lymphadenopathy) @uiinala (hepatosplenomegaly) w%a@iaﬁjuai’mzé’mau (serositis)

(2) Oligoarthritis 15a JIA ¥iladifurdadi nuund aalutseimaiauiuda
Taeilunuluingudsengtiosnii 6 ¥ aunsouvadu 2 ngudes o persistent Eduudod
#$unansgnutioondn 4 4o nasaszozinarfiiiulsai) was extended dsanidulsn 6 1fou
Fruudeildsunansznuinnnit 4 4o wnms29 RF Tugvae oligoarthritis wWUNAAU VAN
M373 ANA WuRaUINTaeay 70-80

(3) Polyarthritis (RF-negative) (PJIA) 1811984 polyarthritis JIA A Todniay
daus 5 Fotululugag 6 Weuusn anuilunmaislsatuduiiadomsgimand uay JIA wliadnuun
Tudnguds ornsiinude 14 q dndnan waslinnzidonans uenanienanuensiusiale
sEauTuLTIlasfaUIunae wazdUlgeialienn1siiulailauni (srowth retardation) polyarthritis
JIA aansanudlalu 2 ngu anunansdv RF ngu RF-negative wusnnlu 2 92901y i 2-4 T uaz 6-
121

(4) Polyarthritis (RF-positive) (PJIA) denutazansaizsd 9 U9 polyarthritis
JIA uansfsiate (3) ludauvesnga RF-positive 290187 LAALsALANGAT9A1NNG Y RF-negative
namfe nuludiihevesiaiinuay Taguannnd

(5) Psoriatic Arthritis (JPSA) anuinausives ILAR fenuves JIA iiadl Ao o
SniauTiuiuiuasfinidy wielanedeluiedeios 2 wiasuiu lduA 1) dactylitis 2) nail pitting
e onycholysis waz 3) yfanensudulspaziinidu nansenuiiindudesis o deutrsainwane
FusiauuUdLINasiuTaruman Tdautemsiiauuullanuinsiuteauinlvgvessenendiuans
LLaﬂuﬁqmmﬁ]Lﬁmﬁu seropositive rheumatoid arthritis

(6) Enthesitis Related Arthritis (ERA) 15a JIA siiniifund dlutssidudinuns
wdanlsaden ondesdusnniige dlesanniivisdnuae JIA uaz juvenile spondyloarthropathies

(%

lnglspiifidoiiunAeudienainnais A131 ERA 11970 Durban classification Tsafiwuludngwed
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o w I

911NN 6 U dnwarddny Ae Hansaa RF uay ANA Luay saufuflonisaniigadaduldy
(enthesopathy) wazdedniauuuulyauuins (asymmetric) fiss1ard@1uans (lower extremities)
Tnglawzesbeiiuasdoui il anunsanunansia HLA B27 Wuuanlsfesay 65-80

(7) Undifferentiated Arthritis Ao Tsadesniaud luiduluaiuinmednis

NA5UNV09 JIA 919 6 ¥DATN99U VSeTanwaeAnAulany JIA faws 2 sdaduld

dmiunuamanisidedelsa JA e 7 viln 91915 UR91TUI9IN01NTN
systernic Wil RadauensJA sanain JIA sindun MU T e YIS HATHANTIAN
¥osUAN156ns 9 9ufls theumatoid factor Faguil 1 uananil 1ud a.e. 2019 179 American
College of Rheumatology (1) ladanauiUaslsa Non-sJiA Tuivdu 3 ngu leun 1) polyarthritis
population 2) sacroiliitis population iag 3) enthesitis population Faflnnssau JA flidernismng

systemic Waleiuaudenslunised 1
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[Typical systemic manifestations
Psoriasisb in child or
first-degree relative

[ No |

o

| Male over age 6 years }
JIA
HLA B-27 or first-degree
relative with HLA-B27 disease
[ =4 joints first & months } [ves| > ou?nl-
[After 6 months still <4 joints ]
E'hj Persistent Extended
Oligoarticular Oligoarthritis
JA JIA
Y
Rheumatoid factor (RF) »{Yos | ——»[ AR
positive Polyarthritis
JIA
| RF—Polyarthritis JIA |

FUT 1 wuaneanisitiadelse JIA udasvila (8)

( 77}:1/7: https.//www.springer.com/gp/book/9783319130989)
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715799 1 Be1UaTHUININ15IRAL5A Non-sJIA uiazvila (7)

e
Oligoarthritis Arthritis affecting one to 4 joints during the first 6 months of disease. Two subcategories are recognized:
1. Persistent oligoarthritis: Affecting not more than 4 joints throughout the disease course v
2. Extended oligoarthritis: Affecting a total of more than 4 joints after the first 6 months of disease
Polyarthritis (RF -ve)** Arthritis affecting 5 or more joints during the first 6 months of disease; a test for RF is negative. v
Polyarthritis (RF +ve)** Arthritis affecting 5 or more joints during the first 6 months of disease; 2 or more tests for RF at least 3 months apart v
during the first 6 months of disease are positive.
Psoriatic Arthritis Arthritis and psoriasis, or arthritis and at least 2 of the following:
1. Dactylitis

2. Nail pitting or onycholysis
3. Psoriasis in a first-degree relative

Enthesitis Related Arthritis and enthesitis, or arthritis or enthesitis with at least 2 of the following:
Arthritis 1. The presence of or a history of sacroiliac joint tendermess and/or inflammatory lumbosacral pain
2. The presence of HLA-B27 antigen
3. Onset of arthritis in a male over 6 years of age v v v

4. Acute (symptomatic) anterior uveitis
5. History of ankylosing spondylitis, enthesitis related arthritis, sacroiliitis with inflammatory bowel disease, Reiter’s
syndrome, or acute anterior uveitis in a first-degree relative
Undifferentiated Arthritis Arthritis that fulfills criteria in no category or in 2 or more of the above categories. NS NS NS NS NS

UG *a. Psoriasis or a history of psoriasis in the patient or first degree relative,; b. Arthritis in an HLA-B27 positive male beginning after the 6th birthday.; c. Ankylosing spondylitis, enthesitis related
arthritis, sacroiliitis with inflammatory bowel disease, Reiter’s syndrome, or acute anterior uveitis, or a history of one of these disorders in a first-degree relative.; d. The presence of IgM rheumatoid
factor on at least 2 occasions at least 3 months apart.; e. The presence of systemic JIA in the patient.

**RF: rheumatoid factor

AnuYadaIn: Petty RE, et al. The Journal of rheumatology 2004;31(2):390-2. (T)
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715797 2 fienavaslsn Non-sJIA AMLLUINIIUES ACR guideline 2019

Term Definition
Polyarthritis Children with JIA and non-systemic polyarthritis (=5 joints ever involved); may
population include children from ILAR JIA categories of polyarticular (rheumatoid factor

positive or negative), extended oligoarticular, enthesitis-related arthritis,
psoriatic arthritis, and undifferentiated arthritis.

Sacroiliitis population Patients with active sacroiliitis who will most likely be classified within the
ILAR categories of enthesitis-related arthritis, psoriatic arthritis, and
undifferentiated arthritis, but may include patients in any of the ILAR JIA
categories.

Enthesitis population Patients with enthesitis (inflammation at tendon-to-bone insertion sites) who
will most likely be from the ILAR categories of enthesitis-related
arthritis, psoriatic arthritis, and undifferentiated arthritis, but may include

patients from any of the ILAR JIA categories.

Naansluszezena (long-term outcomes)
13 JIA nnnguanansavilinun ndinvesUisanauasidessian1iztagninaiennds siuddsnes
AsegaunseNaEthedd iy dwalilinanennanmuasaunwddnunnsesegwaiile (1)

3.2 LUINIINITSNEI

1) Nonsteroidal anti-inflammatory drugs (NSAIDs)
81nqa NSAIDs 9atdu adjunct therapy #11LWINI9983 ACR guideline 2019
\eanunmuemdngumsinnmsaeudiee safsdidetnavesiinonazdguaiiediueinis
Hrafesiianannisldonduil Tneviald snduillidnunueinis Tnsamzesaidluaaiunie
U5un3nudae DMARDs u3eedaTng el Taianansald NSADs ilusndsafiesnunnglade
é’mauﬁya%’w?amaqﬂm (1) mﬂq'uﬁyﬁli*sﬁ’ﬂaaiuiiﬂ JAl@wA naproxen, ibuprofen wag

indomethacin (6)

2) Corticosteroids

pIng U Sadunissnaugaiian wifidedialunisléidesnninadiafes
Furuninuazszdnsualunisdesdunisiateden nsdnend19e (intraarticular
slucocorticoids) §avdu adjunct therapy AM3kuIN19V8I ACR suideline 2019 1w v 04970
Aun B ANg WMIATIMsAutisuazyliRnAIEUUIR ndsenaszsedliiaausausie
ACR guideline 2019 wuziilviansndrdelunsdiilsndamanonislidinuszsriuviesdaanisnuay
Tspviuil waziuzilild triamcinolone hexacetonide 11nn31 triamcinolone acetonide @113
141 corticosteroid wWUVAANIBTUUTENIUAITIALUY bridging therapy wagdnfnszeziian Ao Uee
i1 3 1ieu TnsuuzthdmsumsinudUasiiflannglsasuussurunansisomn (1) edisludsyime

Ine laun methylprednisolone wag prednisolone
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3) Non-biologic disease-modifying antirheumatic drugs (DMARDs)
Eﬂﬂﬁq'iJ non-biologic DMARDs %38 conventional DMARDs fuuzilnldlulsa

JIA lown methotrexate, sulfasalazine wag leflunomide Tagdls1eazidennall

Methrotrexate (MTX) §ipaluedadanusndmsugUaalsa JIA o1 MTX 10y
folic acid analogue 8angn3 Inaud sduiy dihydrofolate reductase agauysal vnliiians
SUNIUNITZUIUNITAI purine ey DNA 5?117?@ MTX é’adammﬁmzﬁu adenosine %QL%a’i’]Lﬁquﬂ
Tunalndunssnau MTX fdeudddidunssheisuduves oligoarticular uaz polyarticular JIA Tu
nydifianglsadnuiunienisnensallsalif egrdlsAnu MTX Snagldidumadenddud 2
(second-line therapy) #8431nA195N81A28 NSAID LHig30819LAY7 Lay/13e 1aIInTn¥IA18e12n
199 (9)n11 ACR guideline 2019 wuginlld methotrexate WUU subcutaneous 11ANITLUY
Sudsenu (1) sudsedvdua (efficacy) MTX Suszavsralunisinwigithelse JIA Anssniauves
Topgniey 3 To NMsAnwmeaddnuuy RCT Tud A.a. 1992 wudn Feay 63 VealdnTaun1sAny
fl#suen MTX fenmsfiduedreiifddymsadfidefoutunguitlalésuen uenand msfinw
WUU RCT Bnns@inunndiafinudn MTX SUseaninad mdu extended oligoarticular way systermnatic
JIA Wufy fumnuasnss (safety) Tasvluguassinnuseeinisiradsases MTX 1e Tagennns
fsnamenaieadestugaantisiu folate vos MTX nilslupinisiradesfinutes Ao e1nsves
mMadues W Taunereaarrduld drueinslifisUszasddu q fenanuld wu walutes
U1n mmLﬁmaﬂL%aqq%ul,ﬁmmﬂmﬁamauﬂ’aﬂmﬁﬁmﬁ’u (immunosuppressive effects) uananil
MTX fipaandfiduiwnodukazeraviliiineinislaiauszasdnisszuuidonla (liver and
hematologic toxicity) American College of Rheumatology Fduugtlinsiafaniuaiuauysal
Youdalann (complete blood count; CBC) toulasidy (liver transaminase) wagseaun3tofiu
(creatinine) Apwldouaznn o 12 daviszninadilden (9)

(%
LYY

Leflunomide (LEF) §usian1sadne pyrimidine dawalinisifivsivinveadiniden
mmﬁmﬁﬂ%ﬂ%ﬁﬁgﬂmzﬁu (proliferation of activated lymphocytes) anas wena1nii LEF Sseen
guisannsasslalalay (cytokine) Fudaeulwilvisgulawa (tyrosine kinase) uazdfudanszuiuns
leukocyte-endothelial adhesion %qa‘]@mauﬁ’alﬂu immunomodulator 91nA15ANYLUY RCT il
FaUSpuiiisuuszavdnaves LEF Au MTX Tugithe JIA wudt guedildsu MTX Sevas 89 nouauss
sensSnwIAaLnA ACR Pedi 30 Fageninnguilldsu LEF (Gevas 68) seailddaymneadia 8n
msfnwmdedadunuy open-label study Fohiiudn LEF 91asuszaAnsnaluUae polyarticular JIA
AlY MTX laildwavSonusioonlils Tagnudn fesas 50 vosUrer1unMeT ACR Pedi 30 71 26
dUA19 (9) mu ACR guideline 2019 wuzilild LEF Wuemiadonsesain MTX TugUae JIA
$2AU polyarthritis (1) vauzld LEF fUaemislasunisnsiafiamuanuauysalveadiaibon toulsd
#iu (liver transaminase) kag3EAUAILERALY (9)
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Sulfasalazine (557) 1§ uouus (analogue) ¥94 5-amino acid LA 2t a9y
sulfonamide gVsRuMsSRIAUTeY SSZ enaiiatestunalnnissudimsasyivinveuuaiise
N153UNIUATAS Y prostaglandins Wag leukotrienes WagN15azANYBY adenosine 81 SSZ N
wuzililgsnelsa JIA il enthesitis-related arthritis #169371n NSAID Wag/#38 glucocorticoid
¥iiadadnde arnnnsfinwiuuy RCT wils wanslidiudannaaendouasusyaninanes Sz Tuns
FnwigUae JIA ¥ila oligoarticular wag polyarticular arthritis lngwutiadftyves overall articular
severity score, global assessment LLazNam’g’im’mﬁawﬁﬁ'amﬂurwq'm‘ﬁ‘lﬁ%u8’1 SSZ AUAINY
Uaensty Insdnwmilanudn flhedosas 29 emsthadssauduaimglifemyaen Ssz dwmiu
anshifisszasd Wun maseomanaiues Ay Weadensi (cytopenia) uazunalutosin vns
141 557 fuaeesldsunisasaafaniuauauysalvedaidon teuleddu (liver transaminase)
WaZITAUAILDATIY

#1lunqu non-biologic DMARDs #8u 9 lédwn azathioprine, cyclosporine,
hydroxychloroquine, penicillamine, tacrolimus, thalidomide EJ’lmdﬁﬁjﬁﬂHJLaW']ﬂu refractory
disease nisovauldfivay 1y JUeLin macrophage activation syndrome Faduemsunsndou
Y04 JIA wila systemic (sJIA) aegslsiany Jagiudiaslifinisuuzihviosusosedrstmanlunislden
nauidusnGusunissnulan JIA

4) Biologic agents

Tugssseziaanndt 15 U msldendringrilinanissnulse JIA fAduegiaun
Tugaiiinisldondaing shnsviaedevesiiasanasuagmamenisaiisdy saeiunugiag
foglunmzlsnasuifisnnndu uunsUidRdmiunisinulen JIA 11 ACR guideline 2019 (1) 14
wUIN153nw1 U8 Non-sJIA eanilu 3 naunan A (1) JIA and polyarthritis (2) JIA and sacroiliitis
LAz (3) JIA and enthesitis (:nwazidundenulsnnuntsned 2) lasteuuzihdnilngseylildonds
Smgrfugumspunadlalfidunsimundfunsn snduunansd wu flhelimnudssgsienisgn
Fanevesdoaulianansaldnisld (disabling joint damage) wonannid m%ﬁmqﬁﬁau%ﬂamamqu
ns3nwilsa Non-sJIA usiazviiafe &1ngu TNF-alpha inhibitors faseaziBenlum1s1ei 3 eenalsh
A1 ACR guideline 2019 Idna1afiss1da¥nganun 4 na'u Ae (1) TNF-OL inhibitors 18w
adalimumab etanercept golimumab wag infliximab (2) IL-6R antagonist A® tocilizumab (3) T-

cell co-stimulation modulator Aa abatacept (4) B-cell depletion @@ rituximab
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A15799 3 wuaNN13TnElsa Non-sJIA MAgadasiun1sldendaing nsalisuduuaznsainly
MBUHUBIRBNITINEILIA (initial and subsequent treatment) AULWIIVUHUAVBY American
College of Rheumatology/Arthritis Foundation U a.f. 2019

JIA groups Initial therapy Subsequent therapy
JIA and Initial biologic therapy may | Low disease activity (cJADAS-10 <2.5 and =1
polyarthritis | be considered for patients active joint)
with risk factors and Escalating therapy is conditionally recommended
involvement of high-risk over no escalation of therapy.
joints (e.g., cervical spine, ®  Escalation of therapy may include:
wrist, or hip), high disease Intraarticular glucocorticoid injection(s),
activity, and/or those optimization of DMARD dose, trial of
judged by their physician to methotrexate if not done, and adding or
be at high risk of disabling changing biologic.
joint damage. Moderate/high disease activity (cJADAS-10 >2.5)

If patient is receiving DMARD monotherapy:

®  Adding a biologic to original DMARD is
conditionally recommended over changing to a
second DMARD.

®  Adding a biologic is conditionally
recommended over changing to triple DMARD
therapy.

JIA and In children and adolescents with active sacroiliitis despite treatment with NSAIDs:

sacroiliitis Adding TNFi is strongly recommended over continued NSAID monotherapy.

JIA and In children and adolescents with active enthesitis despite treatment with NSAIDs:
enthesitis Using a TNFi is conditionally recommended over methotrexate or sulfasalazine.

3.3 WuINMSINElsA Non-SJIA Meedringuasuszmelne

auwuIansldanstinnludrelsedesnaulinsuanmglunn lngauiaugun
AaduursUszmalng mssnwgUae JIA Alifiernisnis systemic 1Fuainnnsldeangsu NSADDs,
steroids uay DMARDs minluinauausssenisinwivand visldsunadradesainet uusiiliiuld
g1323ng (FUA 2) Besonguendainganansoldldlugiaseng 2 D3UlU Tneruasasdodldsunis
Aedelsn JIA munasives ILAR waziiifeuladu 9 saudieetiates 1 4o e 1) T active disease
139 2) linauausiman1ssneIu1nsgIu (NSAIDs wag DMARDs) #50 3) liaiuisaanauing,
wsnillalau (prednisolone) ldnmidming ude 4) indnsrunisiaisvesteannmisdvnsd
losunissnm
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JIA without systemic features

Y

JaInLEy Way/Yi3a enthesitis < 3 oy 17010 > 3 oau
NSAIDs + 80 corticosteroid 1118 dnshatvvesteanamisd
+ prednisolone NSAIDs, early DMARDs
lmavauns
A v
FRUALDY Tdydauay

DMARDSs = 2 a7if luau1msn e >

Uszdiufuseesy

limavuauns
A v
Yedlvodniau/enthesitis Way/¥50 elevated ESR waz/ysa a¥unadnaLAeann DMARDs
i1 uveitis haz/130 Liawsaanuua prednisolone 10 Wiy liver toxicity lalansnsaldensola

l

Biclogic agent *

|

Primary joint response | HHADUALD lulonalwassly | mndalaildmadn Tiasan

i 24 dUan p _ biologic agent 8nwiln | Biologic agent ¥lindu

3U 2 wuanmanisidansdaninlugUaelsa JIA nsallaisiann1anig systemic

WoduAutayaiiuinieInuteudldvaendaing e 4 ngu saunmue 7 Yeandy

aa Y 1

1381 wudn erddeusldlulsn JA Taglasuniseyd@iann U.S. FDA fid1wiu 4 Tu 7 vl (aniiu
golimurnab infliximab wag rituximab) Tngdulugseylildlugiieeny 2 ¥ duld deseazdunly
#1599 4 dwsulseinealnedendiingdwau 5 Tu 7 vdandunvideuludeusdddmsulse JIA

[ 1 1 v Y

(N infliximab Wag rituximab) Y193 NSEUIUNISHANYITIINDADUTITULDU NISHANLASLALULUY

q
U ¥ =

Tssadrsnaniaingfuuuutu wansuriildgnindu “o1dringadrends” (biosimilar) ilasanlsl
annsaidsunvuliiniloutuld anmsduduteyasiaiagfiadetddlulsn Non-siia iaendatag
Funuunarandringadiends TnsfinnsanndeasiymeifiortunussasBeang Dousiiau
nedoulutssnalng wiowisdeyars q MiAetostiseandenlunsed 5 dalagtu (n.e.2563)
neifeue abatacept lignanidnuds Felufiansaneingu T-cell co-stimulation modulator Tu
ddeil uenani flesnndwiugtiae Non-sJiA filimevaussionissnmdeeminsgiudeudig
tiow fsvyuddwlddmdoielidofniiudelasssnsisodleTuil 6 Tutau na. 2563 uawi
Ussguanigiaulszanumanisinnsaneludydomdnuienalumsussguusssnfewdetud 14
SUI1AN W.A. 2563 Fal TR0 AUTBLALNAITUTLTUANMUANAIMIAATUFAIEAS A1 TUA LA T
Non-sJIA %3 6 subtypes 1@y ety nsuszdiug Tuaded F9MITUNANIZEINGY TNF-alpha
inhibitors Lﬁaamwszﬁw%wa%mmﬂdu IL-6R antagonist waz B-cell depletion lausansaunqy

n33nwlsA Non-sJIA 713 6 subtypes e 39lifia1sanen tocilizumab wag rituximab Tusuided
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#1599 4 nguen 1801581 dausldnlasuniseydfain U.S. FDA uaz d1tinesuanznssunisarmsuasen (10)

U.S. FDA approval

Category Medications . . FDA Thailand approval*
Approved indications Pediatric use
1. TNF-Q Adalimumab  Ankylosing spondylitis n/a ° Iﬁﬂﬁaﬁmﬁuqumagﬂﬂuéﬂmmj
inhibitors Crohn’s disease (M to S)# 6 y/o or older ¢ Lsadadnaulinsuameriafidnissnauanede uavlsadesnaulusumisiddudulinmetu
Hidradenitis suppurativa (M to S) n/a AsEAn
Juvenile idiopathic arthritis 2 y/o or older o lsadenvgnduvdsniauriinfingn uaglsansegnduvdssnauiilinundngmuannsmeuadluglvg
Plaque psoriasis (M to S), Chronic n/a o sedesniauiiifeanazinduluglneg
Psoriatic arthritis n/a o o ,“
/ o spaziaiuvdaiumnludluguazidn
Rheumatoid arthritis (M to S) n/a A oo da ¥ g o . - v o o
o Lsmiwmtlsdniauninguazizeddluglvey uaeilonnsiinandeuyuuagiiiamies
Ulcerative colitis (M to S), Active, refractory n/a . da o - , o da - -
— o Tsalasviu (sandimssniauresssuumaiuens) udlvguasiniifiony 6 17 Y
Uveitis n/a e y X .
o Usadlddnauduuasesaluglue
o siumsnauilildinennnsinde Weusasiumeaumnds
Golimumab Ankylosing spondylitis, Active n/a ® 15A709NEdUI LIRS
Psoriatic arthritis, Active n/a [ Iﬁﬂsﬁaé’ﬂlﬁuaglﬁmﬁu
Rheumatoid arthritis (M to S5, Active, n/a ¢ lsndansegnduvdsununandniau samdlsadensegndundwniauriingain uaglsatensegndunda
Ulcerative colitis (M to S), Active n/a wnunasdnieutininmaneddlinumsdniauvedierenszgnidinsu
o spnldluwejsnauSeSadunsaien
o Lsadadniaunanedaikinsruawmaludn (Polyarticular juvenile idiopathic arthritis) dw3uwi nidl
Uwidnegsies 40 Alansu
Etanercept _Ankylosing spondylitis n/a ® aneIMskareIMIuans waedudimsvhaelassasaiuuluUlelsadesniauginnesn oty

Juvenile idiopathic arthritis (M to S)

2 y/o and older

Plaque psoriasis, chronic (M to S)+

4 y/o or older

Psoriatic arthritis

n/a

Rheumatoid arthritis (M to S)

n/a

Uwuaawﬁawuwamﬁm‘%mé’fu, Tngld53iU methotrexate (MTX) 5ol leagaiRen

e ano1msuazenIsiansvedlsad s niaulud il linsuannad af eadeatutes evanede
(polyarticular-course juvenile idiopathic arthritis) i3] mm?ﬁv’uﬂmﬂmqﬁnguLLiﬂu@ Uaeiildend TWFIN
Aaduiiusudsunsdiiuls (OMARDs) uilsuileviernnninudilyinalsifine

® apemsuazenisuansadsadednaunnisraniaduluiUselsadedniauginnesnnnisnasintu
ansnsalisaiu methotrexate IilugfUreTineuaussiomsld methotrexate wiesegnaiedlsifine

® aneNsuazIMIUERIvBdl At UVABNEURnEn

o snwrjUaedlve) (19187 viennndy) Aidulsraninduiumndfonmsdulunauasd ol
uus Fadufinedidonmssmnieyriudignizuaden (systemic therapy) wiamstlindouas

12
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U.S. FDA approval

Category Medications FDA Thailand approval*
Approved indications Pediatric use
Infliximab Ankylosing spondylitis n/a 1. lsadednaugumens (Rheumatoid arthritis) munslsatadniauzinnesd lng

Crohn's disease, Fistulizing n/a O anpIMSazaINISHERY

Crohn's disease (M to S)# 6 y/o and older 0 dJesiumademevssdenamsdnnsounazdaeinveslosounUa)

Plague psoriasis, chronic (Severe) n/a o U%’*uﬂjamiﬁmﬁwﬁmamsmﬂuﬁﬂaaﬁﬁmsuﬁmaaﬂﬁuaﬂiﬂ wieglisunmssnemewlnm

Psoriatic arthritis n/a snuam uavitheninisuanseanvedlsafiliiingldsumssnuiiewininsnian

Rheumatoid arthritis (M to S)$ n/a 2. Tsadenszgndumnadniauinga (Ankylosing spondyitis)

Ulcerative colitis (M to S)# 6 y/o or older
2. IL-6 Tocilizumab  Cytokine release syndrome 2 y/o or older ° Iﬁﬂ%’ﬁ]é’ﬂ[ﬁugﬂ’]maﬂﬁ (Rheumatoid Arthritis)
receptor Giant cell arteritis n/a o TsadesniauiFesdludin (Polyarticular Juvenile Idiopathic Arthritis wag Systemic Juvenile
antagonist Polyarticular juvenile rheumatoid arthritis 2 y/o or older Idiopathic Arthritis)

Rheumatoid arthritis (M to S)* n/a

Systemic onset juvenile chronic arthritis 2 years or older
3. T-cell Abatacept Juvenile idiopathic arthritis (M to S), 6 y/o or older, IV; 1. Tsadednaugumesniug ey (Adult Rheumatoid Arthritis : RA)
co- active, polyarticular 2 y/0 s or older, subQ O uUssmennsuaalsa RAImmj";mjaaamiﬁwmaimda%wuaﬁaLLaasu";aiﬁ%aﬁmuiﬁﬁuﬁlwﬂmg
stimulation Psoriatic arthritis n/a fivhedulsa RA 4 M to S eneeeldiduend gwiali T ueINgL DMARDs eniiugngs TNF
modulator Rheumatoid arthritis (M to S) n/a antagonist

2. Tsndasnusuisasdluiin Uuvenile Idiopathic Arthritis : JIA)
0 uvsawmemsvedsalufthedinoedus 6 mutuly dmsuinwlsa JA feiifesnaunasdetu
M to S eliluenidenviseldisauiu MTX

4. B-cell Rituximab B-cell lymphoma Yes (no minimum age) 1. Non-Hodgkin's Lymphoma
depletion Chronic lymphoid leukemia n/a o BEI’J’JSJ low-grade 1530 follicular, CD20 positive, B cell non-Hodgkin's F14 lymphoma finduduld

Granulomatosis with poly angiitis (GPA)

2 y/o s or older

Lupus nephritis, refractory

n/a

Lymphoproliferative disorder following
transplantation

n/a

Microscopic polyarteritis nodosa

2 y/o s or older

Non-Hodgkin's lymphoma n/a
Pemphigus vulgaris (M to S) n/a
Rheumatoid arthritis (M to S) n/a

VeTineenssnvdeniitra

O e follicular lymphoma sveed 34 uardillwels sumsinuilag mneu neldisuiuaiivhin

O U follicular lymphoma dmsuns$nwuuassyay Meviaasemmeuaueswonssnwdnt

O & Uaeiifl CD20 positive diffuse large B cell non-Hodgkin's lymphoma tneldsaufuiaivasiin
CHOP

2. wwdadindentnaviin Lymphoid o5 (Chronic Lymphocytic Leukaeria)

0 winideusdddidunguousndmsuinuiisundafadoavnvia Lymphod Fo3s

(Chronic Lymphocytic Leukaemia : CLL) Tnglgsiufivegiedivntn

Note: M to S = Moderate to Severe; y/o = years old; * In patients who had an inadequate response to disease modifying antirheumatic therapy; # In patients with an inadequate response to conventional

therapy; + In patients who are candidates for systemic therapy or phototherapy; $ In combination with MTX
*nsdifindndaeininnit 1 Fomsidentdteyaanudasusiduwuy ndadarinlasunstunesfeudududuusn viendn
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A151971 5 Jayansilsuenirinquazdvingadteadmlasuniseylinandrinmuanznssunisarmsuasenvasdsenalne (11)

. dousldludszmealng*
vnzilou

Ioe

UELLY RA JIA AS | PsA| Ps | PP uUC | D | Hs | uv | pa | py | N
/CLL
1. TNF-OL 1. Adalimumab |® HUMIRA SFI | 1C 31/61 (NBQ) *  Zuelig 4 = - - - - - - - - - - -
inhibitors Pharma
*  AMGEVITA SFI | 1C 15049/62 (NBS) |®  AMGEN v v Vi v o v vV VIV ivio o
UIA, pJIA, ERA)
*  Exemptia SS | 1C 6/61 (NBS) *  Mesa ? ? 72 N A R T A T A T A T R
*  HYRIMOZ SFI | 1C 2/63 (NBS) *  SANDOZ v v vV v vV vV v o
2. Etanercept  |®  Enbrel SP | 1C 16/53 (NB) e PFIZER Vi Yown | VIV Y-
*  ENBREL (PFS) Ss | 1C 15/53 (NB) * PFIZER VI Yew [V -|[Y|-|-|-|-1]-]-]-
* ERELZI SFI | 1C 1/63 (NBS) *  Novartis v v \Z0 15 2 IR I (A B I
3. Infliximab *  REMICADE LP | 1C 27/56 (NB) ®  JANSSEN v - vVil-l-1-1-1-1-1-1-1-1-
* IXIFI PC | 1C 15048/62 (NBS) |®  PFIZER v - vV VIV VI v v oo
*  Remsima PC | 1C 18/63 (NBQ) e CELLTRON | ¥ - VI ivIvV]-|Y|Y|-|-|-1|-]|-
4. Golimumab  |®  SIMPONI SFI | 1C 15009/62 (NB) |®  JANSSEN Vi YVew |V YooYV
*  SIMPONI (SFI) SS | 1C 1/57 (NB) *  JANSSEN v - VI iy - -1-1-1-1-1-1-1-
2. IL-6R 5. Tocilizumab |®  ACTEMRAGR) CSl | 1C 15/52 (NB) *  ROCHE v v S I T D e R B S
antagonists (pJIA & sJIA)
o ACTEMRA (PFS) Sl | 1C 18/60 (NBC) *  ROCHE ? ? 2l 2222222222
3. T-cell co- 6. Abatacept ®  ORENCIA SP | 1C 11/54 (NBQ)- ®  BRISTOL- ? ? ? ? ? ? ? ? ? ? ? ? ?
stimulation gNLan MYERS
modulator
4. B-cell 7. Rituximab *  MabThera (SC) SFI | 1C 4/60 (NB) * ROCHE - - N I I R B '
depletion 1C 4/60 (NBC)
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- Jausltlulszindlne*
. o o Y wunziou
nguen Yoe FaN1341 sUnuy o o NHL
AuEN RA JIA AS | PsA| Ps | PP | UC | CD | HS | Uv |PA PV |

®*  MabThera SS | 1C 34/55 (NB *  ROCHE v - A I R R Y R e B I I V4
®  RISTOVA CSI | 1C 38/61 (NB) *  ROCHE v - N IR I (R D R (R R R R V4
®  Redditux CSI | 1C 2/62 (NBS) e DRREDDYS |V - N I D I I I R _
*  RILIXIVA CSI | 1C 15107/62 (NBS) |®  EXELTIS v - e A R A
®  Rixathon unk | 1C 1/62 (NBS) ®  Novartis ? ? ? ? ? ? ? ? ? ? ? ? ?
*  TRUXIMA SFI | 1C 1/61 (NBS) ® CELLTRION v - S U U T I I IR I R R R4

Note:

1.  DISEASES

AS : Ankylosing spondylitis, CD : Crohn’s disease, CLL : Chronic lymphocytic leukaemia, HS : Hidradenitis suppurativa, JIA : Juvenile idiopathic arthritis, NHL: non-Hodgkin lymphoma; PA : Polyangiitis, pJIA
: polyarticular Juvenile idiopathic arthritis, PP : Plaque Psoriasis, Ps: Psoriasis, PsA : Psoriatic Arthritis, PV : Pemphigus vulgaris, RA : Rheumatoid Arthritis, sJIA : systemic Juvenile idiopathic arthritis, UC :
Ulcerative Colitis, Uv : Uveitis

2. PHARMACEUTICAL FORMULATIONS
CSI : concentrate for solution for infusion, LP : lyophilized powder, PC : powder for concentrate for solution for infusion, PFS : pre-filled syringe, SFI : solution for injection/infusion, SP : sterile powder, SS
: sterile solution

3. OTHER abbreviations => ? : unknown/ no data
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3.4 N13IANAANS (outcomes measurement)

nsUssilivanniglsauazTanaawsluUae JIA anunsavilavaisds annnisduau
ToyanuIN N15ANYINIAATN (clinical trials) fgudn primary outcome fe ACR paediatric (ACR
pedi) response criteria Usgnaunae 6 Aaulsnan (core outcome variables) tawn 1) Physician
global assessment of disease activity (PhGA) 2) Patient/parent global assessment of well-being (PtGA)
3) Active joint count (AJO) 4) Limited joint count (LJC) 5) Acute phase reactant (Erythrocyte
Sedimentation Rate; ESR) wag 6) Function (Childhood Arthritis Assessment Questionnaire; CHAQ) 1
n1sTANaaNs A28 ACR pedi response LOun15UsIiulsedns anlaneusoulfiou (relative
efficiency) Ao fansandadiunisiUasunUasiingy 1wy 30% 50% waz 70% 93ansa lalldasiou
annglsafiguioduey egralsfnu $35nsinnadndiamisavsvonaniglsaveaiaeld o
Juvenile Arthritis Disease Activity Score (JADAS) Usenaumie 4 @u Ae PhGA, PtGA, AJC wag ESR
seazfenvesisnmstanadns sinfeaauduazqasou wansiamased 7 (12) uenand nsin
nadnsAdudmanefid dafe anaglsaacy (inactive disease) wazniswieannlsa (remission) &4
p3AlsENOUNSUSEIIUUNTDAAEARIAU ACR pedi response wag JADAS Lazdn1siansaniienis
1§ $usuaznIngnenImiiedn1s197 6 (6) dmdunansznuluszezen w3esilendsiansa
han¥anadwsldda Juvenile Arthritis Damage Index JADI) 1A% psilof i¥nqUsrasdiil atseiiiu
GUEJULﬂﬁ]ﬂ@ﬂﬂ?igﬂﬁ’]ﬁ’]ﬂﬁlﬁ@“ﬁu (damage) iuudmmmiLU?{suLLUmﬁmagjLﬁunmmumqmaimﬂ
AMIEMIEITINGT NSEUIUNSNNDTEINEN Wionsvhauvessiesne Tnedanariidunannnie
TsafiiAndunount ngunandeuannsdnw uienne/lsnsaueng q wagasegedietion 6 ey
LLﬁ’iﬂazlé’iumi%“ﬂmi’mﬁamEJmWLLazmiﬁuwj adl audesmesenangniad uuuuanas
(irreversible) wagazas (cumulative) fatiu Azuuy JADI Tedluuldufivsgelunionsiidusses
nauu waenlanaslaluuansamnalnisa n1suseidiusie JADI wuseenidu 2 @ fe articular
damage (JADI-A) kaghuu extra-articular damage (JADI-E) (13)

t:l' = ad a [ 4 aa Y }2 . .
A1599 6 ’i']‘c’]ﬁ%l,'e]EJﬂ'Jﬁﬂ’]i‘ﬂi%ﬁLﬁJUNaaWﬁﬂﬁﬁﬂa‘uﬂ‘UaﬁE;!‘U’JEJ JIA @28a12215AdIU (inactive

disease) wazn15118AINL5A (remission)

Paediatric response criteria Definitions of disease efficiency

Clinically inactive disease All 6 sets should be met:
1. No active joint will be present
2. Fever, erythema, serositis, splenomegaly, diffuse lymphadenopathy will
not be present
3. No uveitis will be present
4. ESR and CRP will be normal
5. Morning stiffness will last less than 15 minutes
6. Physician VAS will be the lowest value in the scale used
Clinical remission with medication Inactive disease for longer than 6 months under treatment
Clinical remission without medication Inactive disease for longer than 12 months after the end of treatment
AnuUasaIn: Balkan Med J. 2017 Apr 5;34(2):90-101. (6)

16 Version 2 Date 20-05-2564



#1579 7 Seaziden Yaulaazgnsauvasisnisussiiunadnsnienainuasduiae JIA 428 ACR pedi response waz JADAS

Disease activity or

outcome measure

Definition

Strengths

Weaknesses

The ACR paediatric 1. ACR Pedi30: three of any six of the core set criteria® improved by at least 30% @  High sensitivity, specificity and Cannot be used to define an
response criteria (JIA with no more than one worsening by >30% face validity. individual patient’s disease status
definition of 2. ACR Pedi50: three of any six of the core set criteria® improved by at least 50% o  Allows the standardized at a single point in time.
Improvement) ) )
with no more than one worsening by >30% assessment of changes in disease Cannot be used to compare one
3. ACR Pedi70: three of any six of the core set criteria* improved by at least 70% activity over time, an important patient with another.
with no more than one worsening by >30% outcome in interventional trials. Not easy for patients and families
JIA core set criteria (variables) ®  Allows comparison of study to understand.
1. Physician global assessment of disease activity (PhGA)
results. A definition including levels of
2. Patient/parent global assessment of well-being (PtGA)
improvement (e.g. low,
3. Active joint count (AJC)
moderate, high) may be more
4. Limited joint count (LJC)
meaningful in the clinical setting.
5. Acute phase reactant (Erythrocyte Sedimentation Rate; ESR)
6.  Function (Childhood Arthritis Assessment Questionnaire; CHAQ)
The Juvenile Arthritis Linear sum of four components: ®  Good construct and discriminant Further validation studies are
Disease Activity Score (i) PhGA: 0-10 cm VAS validity with good responsiveness indicated to ascertain the validity
UADAS) (i) PtGA: 0-10 cm VAS to change. of JADAS in the clinical setting.
(i) Active joint count assessed in one of three ways: ®  Allows comparison of current Extra-articular features such as
®  JADAS-10: any involved joint up to a maximum of 10 disease activity or responsiveness systemic features and uveitis are
®  JADAS-27: 27 joints including cervical spine, elbows, wrists, first to third between two patients or two not captured by this index.
metacarpophalangeals, proximal interphalangeals, hips, knees and groups of patients.
ankles °

®  JADAS-71: all 71 joints
(iv) (iv) ESR: Normalized on a 0-10 scale using the formula below to avoid

excessive weight in the overall index: [ESR (mm/h)-201/10

Has the potential to standardize
care across different clinical

settings.

*aakUa991n McErlane F BM, Baildam EM, Thomson W, Hyrich KL. Recent developments in disease activity indices and outcome measures for juvenile idiopathic arthritis. Rheumatology (Oxford). 2013 Nov;52(11):1941-5

(12)
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3.5 NMIUTUAMUANAMIGLATEFAAASANSISUgYTUANIUsEIMA

[y

INNINUNILITIUNTTULINUNTUTEEUAINANATY 209n15TYenTringSnwidUae Non-
sJIA veaUsemelng uinudeyanenailusiausema 311U 4 n15fnw) AIWI5999 8 Farinisuseidiu
Tugaal f.6. 2002-2016 Tuans1ve119ns wAUIAT wazsade n1sAnwidiulng 3 Tu 4 19353519
AuvuesTaUselevd BnntlinsAnunldisusediusunuusesdning Yssvnsnaguidvanevesudaznisfinem
dlnedudUae JIA nqu polyarticular arthritis uslianwauzuanseiu wu weldsunselineldsunis
o Y ! o v ol = = & 1w = I3 = =
Shwisieeunsgiuinney dmsumalulagnfnwiuasiUTeudisuiwuiy venisAnyiduniswseuiieu
seINeTIngmeiu vImsfineSeuiiguiumssnnansguvsesviaen il Fuegiuinguszad
VDIFRLNITANYY YUNDILY AD JUUBIVDITFUUFVAIN Uay/138 YUNBINNFIAN VUETILUUTIADIN
LAISHFAIENT NTDULIAT WATILELIAIWRITBUABUTINMAINUAIBLALUANFNAY wanaINT NsAnwdulng
Lilddnaueteyadnsiuivan dmsunadnsauaunm drulvngaseuaquiavn1ig (QALY) Wesnlyls
Usziluduueassauselovi diunsfinuildisussliviunuussansratiu Tinadnsamuguain Ae 31uu
H U287 noUaNDIs a8 1ALNMYT ACR Pedi30 Niudunal ludiuvestoyalsednsua (efficacy) nn

= v = aa = = e vy =
nsAnwlddeyaainnsfinymieadinuuy RCT wazlluenisAinwflddeyaannnisAneiuu non-RCT
$e8 dmsunan1sUssliumuAuA Wy Mmsfnwdulnglilafiveasuegnatamu dieenisfinwives

Shepherd wagAnuzNazUin N5 adalimumab AnuduAdelUSeuieuiun sinwInsgu
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No.
Type of article

1

Full text

A157991 8 HAN1TNUNIUITTUNTTUINBFUAUYBYALNEINUNITUTHEUAMUANAINILATEFAEAASAIT1 TUEUVDEN T

2

Full text

s o

q

3

Abstract

(Y4

Inaansulsa Non-sJIA

Full text

Journal name

Health Technology Assessment

American College of

Rheumatology

Pediatric pharmacology

American College of

Rheumatology

Year of publication

2002

2011

2012

2016

Authors

Cummins C et al. 2002.(14)
[Industry submission found in

review]

Ungar, Costa et al. 2001 (15)

Shepherd, Cooper et al. 2016 (16)

[Russian study in a review]

Luca, Burnett et al. 2016 (17)

Setting and location

UK

Canada

Russia

Canada

Study design

Cost-utility analysis

Cost-effectiveness analysis

Cost-utility analysis

Cost-utility analysis

Target population

Children with polyarticular
juvenile rheumatoid arthritis

Polyarticular-course JIA patients
with a prior inadequate response

or intolerance to DMARDs

Patients aged 4-17 years with JIA

Newly diagnosed Polyarticular-
course JIA patients, who were
naive to nonbiologic and biologic
DMARDs.

Intervention(s) Etanercept Etanercept, adalimumab, Adalimumab Etanercept as first-line treatment
abatacept, infliximab
Comparator(s) Placebo Methotrexate or other DMARDs Methotrexate Etanercept as second-line

treatment

Study perspective

Health-care system

Societal

Health-care system (base model)
and societal (secondary model)

Healthcare system

Choice of model Not clear Separate decision analysis model | Markov model Markov model
Time horizon Lifetime 1 year 7 years/lifetime 5 years
Cycle length 3 months, 6 months and 1 year, | 6 months 4 months 1 month

then yearly intervals over the

life-course

Currency

UK pounds (GBP, £)

Canadian Dollars (CAD, $)

Russian roubles (RUB)

Canadian Dollars (CAD, $)

Discount rate

6% for costs and 1% for benefits

N/A

N/A

3%
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No.
Choice of health

outcomes

1

CHAQ and mortality, cost per
HAQ point; QALY

2

Additional ACR Pedi 30
responders at 1 year

3

CHAQ scores, HUI2 utility values;
QALY

QALY

Measurement of

effectiveness

Clinical trial (18)

RCTs (18-22) and observational
studies

RCT(19)

Systematic review of RCT and
non-RCTs(23)

Cost-effectiveness
threshold

N/A

$23,000

380,000 roubles

$50,000

Incremental costs

and outcomes

ICER - £16,082 per QALY gained

etanercept - 26,061 CAD
adalimumab - 46711 CAD
abatacept - 16,204 CAD
infliximab - 31,209 CAD

ICER - 1,571,500 RUB/QALY

ICER - $88,815 per QALY gained.

Conclusion

Unclear

(A cost-utility model of the use
of etanercept in JIA uses a model
designed to model outcomes for
adults with RA. There is
insufficient data to construct a
model for JIA, and little is known
about health-related quality of
life in JIA)

Biologics are more effective than
MTX in achieving a short-term
response in JIA patients with prior
inadequate responses to
DMARDs, however, this comes at

a high annual cost.

Relative to conventional non-
biologic therapy, adalimumab
was assessed to be cost-effective
when used to treat JIA patients
whose disease severity was
comparable to that of
participants in the adalimumab
RCT.

First-line therapy of ETN and MTX
is relatively expensive compared
to MTX alone but may be
economically attractive for more
severely affected patients. More
research is needed regarding the
efficacy of first-line anti-TNF
agents.
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4. NIBUKUIAANTSTIVY (Conceptual framework) (24)

\leanninensuazsulszanasnuasisaguilegosisdnin msdnassliiAnuszansam
geandedludotondunisussidiuainud uaIMIBATEgAIansa1515dY (health economic
evaluation) 1uadesiiolunisilSsudisunadonsia q lnensuszdiudinaninisinnsandede
dntis 2 Fu fo suyuuezsadwsiiu Fadndu full economic evaluation Fautaiu 4 Ussinngoy
1fun Malieszvidunuefian (cost-minimization analysis: CMA) M33LATIZvRUUNaLS (cost-
benefit analysis: CBA) mﬁmi”]zﬁﬁunuﬂizﬁﬁn%ma (cost-effectiveness analysis: CEA) Lagns
AATIERAuUeTIaUsElevd (cost-utility analysis: CUA)

No Yes
Examines only Examines only
effects cosls
No 1A Partial evaluation 1B 2 Partial evaluation
. Outcome description | Cost description Cost-outcome description
Is there comparison of

two or more
alternatives? 3A  Partial evaluation 3B 4 Full economic evaluation

Cost-minimization analysis

Yes Efficacy or Cost analysis Cost-effectiveness analysis
cffectiveness (CEA)
evaluation Cost-utility analysis (CUA)

Cost-benefit analysis (CBA)

Are both costs (inputs) and consequences (outputs) of the alternatives examined?
JUM 3 MsuuasznnnsUssiiunegunin (24)

MyIAsIsduuessaUseleml (cost-utility analysis, CUA) lunsuszfiumufuaInig
\Asugmansassaauiemaisuiisumaluladifiaulafumeluladifudsenadunssnun
wmsgruvselilinisinwiiae Tneiiansaundiusiadumnu (incremental cost) WiguiudIuneves
Useavisea (incremental outcomes) daglugvasnuam@iniiisidosiuguaim (health-related
quality of life) 19l wen1sinnunmiafifsadestuguawidesldde Daune (Quality-
adjusted life years, QALYs) @sanunsaianadnsldoganseuaquiiadnuuiuinuagamnm n1s
naueransusziliuanuduAmaasygatansais saguuanadudnsdiusunulssdninadiu
i (incremental cost-effectiveness ratio, ICER) %ﬂmﬁLmﬁzﬁﬁunuaiia‘dizi&lsdﬂé'ﬂﬁﬂiﬂmﬂu
nMsissuifisunanisuszifiuanuduens senindlsandeneymsguamiiuansieiuls iesann
nadnsiuguamgnuiuliegluguvesiaunnzmiloudu Taan ICER uansfsdunuiidesldsenss

Yavangiadu 1 mie
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wonand wan1sUsziiuanudueng amsouanslussuiudunulszdndua (cost-
effectiveness plane) Iflguiu Tagiduszuruiinansnnnuduius vosd1us1adumu (incremental
cost) uardAILA19waIUTEANBHA (incremental outcomes) Tnsfunuiauansdiusnsvosiuyunay
uNUUDLLANIAIUAIEsUsEAVEHA uazulszutveaniiu 4 Audl Ae (1) ﬁunuqﬁuuaﬂﬁ
UsyAvBuafinau (2) Munuitgnasudlissaninaiiitu (3) dunuiignasuasliissdvinaiiugas uay
(a) Funuigeruudliuszavdnadiugas snnmaluladlmiliszavsuaininludunuiignnin uansi
wellaglmldusninneluladiduede¥aau Sierafinrsanduneluladiu 4 W4 uwimaluladd
Uﬁzﬁw‘ﬁwagﬁu dau‘tmpjﬁﬂﬁé]’unuﬁ@ﬁmﬁuﬁu Femsiansauswiudadedu q iedsznounis

sndulanaly
F.
A
[ Treatment Amore
Treatment A more
costly and more
e an1d foss effer:tTve: analyse
niﬁfﬂéﬁ B the ICER versus
i maximum
Increasing ‘ Hominazs) ||| acceptable ICER
[ N N Y.
difference < : &
in costs l entment iless

Treatment A less

(Ca-Cg) costly and less costly and more

effective: analyse

the ICER versus [trzf:f::;; A
maximum dominates)

. acceptable ICER .

v

Increasing difference in

effectiveness(E,-Eg)

FUT 4 szunudunulszndiua (cost-effectiveness plane)

o/ [

5. selBulsIdeuaznIsAiiueu

n15An T TUN15USITUAMLAUAIMIUATUEAIANS 1515 UAVAEN1TTATIZA A U
psaUselovd wasnansenuauIulszunnvein1sidendiing snwilsa Non-siiA TugUaedly
MOUAUBIONTTTNHININTFINUUNUTIUNSITUUUTIRRIMNINATYEANERS (model-base economic
evaluation) kagaiiunsidemuwuIniesaiiensusziiumalulagauavandmsulszinalneg

atufl 1 uazatuil 2 (25)
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5.1 Yszvnsnguidvang
1) anwarUssrininguitviuig
(1) oesiaud 2 T uly
2 lasunisidadeidulsatedniauldvsivanmgludnialifionnisnida
Wudln %39 juvenile idiopathic arthritis UIA) without systemic features au
LA International League of Associations for Rheumatology (LAR)
classification of JIA (7) 1@ wn" polyarthritis RF-negative, polyarthritis RF-
positive, oligoarthritis, enthesitis-related arthritis (ERA), psoriatic arthritis e
undifferentiatedl %3amsLnael Classification criteria for JIA & awaunlng
Pediatric Rheumatology International Trials Organization International
(PRINTO) Consensus hilkn RF-positive JIA, enthesitis/spondylitis-related JIA,
early-onset ANA-positive JIA, other JIA uag unclassified JIA (26)
(3) femseghatios 1 Te duwteldil
. UOPNEUeL Uy 1 U9
%. Enthesitis 981910y 1 AR
A. 3 uveitis
@ limeuausisiomssnwiuInggIu o
. n1335nwIRdee1d 1us niaud Lty @i esess (nonsteroidal anti-
inflamsnmatory drugs; NSAIDs) Suumﬁmﬁuazmﬁmgma AfUSuaeums
G‘hLﬁuIiﬂmmg’m (conventional disease modifying anti-rheumatic drugs
%58 csDMARDs) Turundne » 2 silalunsaidesnaudussevnaium
P890 6 LAoU %o > 1 vllalunsdl enthesitis/sacroilitis/uveitis LUU
STUTAUILEE WY 3 oy wisliannsanunseimMtiafeInele
9. Waunsavenen prednisolone #seanyld < 0.5 un./nn./Ju anelu

SrEvlIan 6 Wou Uay/vive dnatiufgsnetlunguaiiesess

2)  YoyanNIzuININg]
ToyanuynuazgUAni15aivedrUie Non-slIA 7 linauauednonissne
wnsgiudndudensliaszinansznuiusudssananeldnseusseziaan 5 U doyanananilaun

Y

(% >~ = = (-2 I L3 [ - 1A
INNITNUNIUITIUNTIUAIATITING 9 BIUAUYANINY 345 51¢ HASRUANTITUNINY 35 91899U
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A15299 9 U SIA Nlinauauasranisshwninsgiululszmealne

AU (AY)

wto Sowasz . eNaN99148s
AINYN auAn1Tal

ﬁi’lmuﬂi%‘mﬂiLﬁﬂlWﬂﬁﬁmqﬁzﬂLLﬁi 2-17¢ 100 12,597,816 12,597,816 (@27
Anugnvastsadednaulinsvaimgludn UIA) 0.02 2,520 - (28)
guAmsalvadlsatodnauldvsiuamaiuin UIA) 0.002 - 252 (28)
5@?1'114@1]3815?1%%Lauﬁyai”ﬂhimmmmqimﬁﬂ 66.2 1,668 167 (3)
wiaflaifionnismia systemic (SJIA)

dnduUglineuansianissnuwisie NSADs, 37 345 35 (3)

steroids kag DMARDs

5.2 msinudaya (data collection) wazasesssun1siveluau
At dunsinudeyadUisauununisaifivenuluzui 5 Ussneusie 2 da

van fio 1) MIMumMIINTIy edududeyaniuniazvesnsiasuanzaunlunsdideya
nnvsedeuliiiome suwdduiudeyanisszuinineivedsa Non-sIA uay 2) Msivdayadin
Tsameruia loun dayansaniesnisunngaingiuteyalsameiuia deyanisiiullsnazuszifnis
Snwannvsadou wasdoyaduyunsailildnmsunmduasfuyumsdonannisasuniugtisuas/
v3ofua lnen1sAnwiidunisinundadang laifinsdnnszsh (intervention) AerUaeLiiafiny

nAaed wazn1sAnwlagsiiiun1sveniansanatessiumsidsluaulazasivinydvsveangusiiogng

Y 1

leguadlvimaudsinguizasAuastunaun1saniuaueedasinITIde SIUDRLEENNauaAI8EI9

aunsaguseanvseUfiasnisdnsilasinisialaglidwarianissnnnguaelasu nsdiingudieen

9

Bugoudnunisfinuazdesawuliilundngiu sl mssenudeyailiannguiedisazeylu

sULuun T slilanunsassuinuriensitinanudemennnguiiegiela

Aulslunuudana nsinTidoya

FEmaivisyauasundstoya

(Data Collection & Sources) (Input Parameters) (Data Analysis)

Prevalence/ Incidence pansEUATY | | AsnuduAIYng

*  All-cause mortality Uiz IFTWEAIANE
1) | wuvuassunssuuazenas }—' *  Transitional Probabilities (B1A) (cuA)
(if necessary) i T

* Efficacy & safety "Em'e'lz‘ﬁ'foa‘:n';" 2w

Ardaniiomunas

Anduasdnaan

Tifayannnsfnmnaumi
¢ dayariliieiion

Direct Non-medical Cost }7

YOATIUDUATIZALD
—|

YATIN .
*  ldeiedlvuing

3

MUUTIABIUATYGAEARS

(economic model)

i

Direct Medical Cost

iudayalunysadouvesie
* doyaialy

*  doyalsa

¢ dayansinm

4

Transitional Probabilities | |

(survival analysis)

¢ dayanunmingle

aaunudauaiths (wiugauany)
L Rguay

5

4.|.

Utility Score

},

FU7 5 wnunisanfivaudmsumsinudoya
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1) ngusI9e199191n13AN )
WNAUNNITAALYT

(1) fiheiifdnungdu q fil
n. maivdeyalunvssidow fUreddnvauemuserinsnguidimueg
AsuYNYa
9. Mafvaunndin: gUieddnvagaudsyeinsngudmuglude (1)
way (2) Wueeatoy
(2 fiheegluanmugguneeluil
n. 1nme active disease
V. AOUAUDIADNITSNB NN ACR30 response
A, AOUAUBIRONITINININLNMUIA ACRTO response
3. {n1g inactive disease
3. 1a717% remission
2. 1@88730 (death) laeslnyszidoudvsunisnuniudeyan1ssney
doUNAS
(3) fUreiiusgIRnmsindnnumsing (follow up) egstios 2 ade sniiunsdl
Hetiin

=

(@) lideya 1w weusl ad vierauanUle wazkthe usenlvtoya

LNINNISANBBAN

[

(1) fiheldfuendringRaudldsunisidadeindulsa Non-sJA (awizniaifiu
Toyalunvszilou) nande Wsunssnwedringneuinniie refractory
FslainsamudnvazvesUszvnsnguiiang

2) Jlitaya 1wy Weudl g1f wiedquad e was Ui tuwamned 1

A [ o v av
aqﬂqiﬂaaaqiﬂqﬁqlﬂﬂ‘l@l Wi@lﬂaﬂﬁ{[ﬂLﬂqiﬁﬂiﬂiﬂﬂqiﬂﬂﬂ

2)  wmEdTmnsAnY) (subjects)

a A

nnsUszguiiiaulddiudadielitefniudelasesniniedde NUszyudy
Tianfdunisfnwlulsaneruiadiuau 3 wie taun lsane1uiasiuisud Tsane1u1adssiy wae
Isanenviagmasnsal iesnndulsmeuiainudeyadUieiioUsziliununast ACR response

uay JADAS HansérmiateyaiUesiu nuduiugUielsa Non-sJIA fesgazidenlun1s19i 10
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715799 10 31U U2815A Non-sJIA Tulseneruand 3 uvs 3uunAY subtype WagnIs

MBUAUBIABNITINWIABEIUINTFIY

Fuudte JIA (FuudUan refractory JIA)

Subtypes FW.3IUIBUR SW.A3Y IN.QWIRINTAL
Systemic arthritis (sJIA) 81 (17) 43 (12) 23 (14)
Enthesitis-related arthritis (ERA) 70 (18) 49 (7) 11 (4)
Polyarthritis rheumatoid factor positive (RF+) 19 (7) 10 (3) 8(5)
Polyarthritis rheumatoid factor negative (RF-) 18 (4) 15 (5) 5(3)
Oligoarthritis 31(7) 23(0) 6 (0)
Psoriatic arthritis (PsA) 1(0) 0(0) 0(0)
Undifferentiated arthritis 1(0) 6 (2) 0(0)
$1ududiae JIA sivsluusdas s, 221 (53) 146 (29) 53 (26)
$1uruditlae Non-sJIA fiavunluudas w. 140 (36) 103 (17) 30 (12)
$1urugian Non-sJIA sauits 3 Tw. 273 (65)

[

dmsunsAaTIuIuNguiieg1ldgnsues Lemeshow wazmny (29) fall

2 2
N = Z1-a/29
= d2
lne n = sample size le—a/z = level of statistical significance
o? = standard deviation d = effect size

TagAnnAsgI Z1-/2 = 1.96 uazimunnuranedsufiseniuld (d) wirdy
0.07 dwfuArdrnudsavunpsgiuiinaiiaznululszeing (0) wsmmaniuggunwvosUaelu
wuudnaee neusegndlda O 91nn1siudeyaessnusslesivesiUae systemic juvenile idiopathic
arthritis (sJIA) Fsvhmsinuludszmalne (30) ilesnlainudeyann 0 :nmsUszliunNuduAmM
FsugmansansnsgIUeINIsinwilsn Non-sJA msizdnlng menusmemiuaaaindousn gy
(standard error; SE) A1 O dMmIUAnULEUNN active disease = 0.28 @nTULgdUNMN ACR30 response
ae ACR70 response = 0.15 Imﬁl‘dizqﬂmsﬁjﬂ"l‘«]’mamuzqsumw inactive disease U94lATINT SJIA
Lﬁaﬂmﬂ‘mﬂ‘ﬁayja A01ULHUVNIN inactive disease = 0.15 LATADTULHVNIN remission = 0.12 il

aunsnasUInnunguileg1wsemsdmsulassnsilanam s 11
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M15997 11 agUduaunguflageudsnisinudeya

Bmsiudoya IUUNGUAQDE1Y
1. mMsnumunyseideu 65*

2. Msdun1ual (FWUneLEn1uEaInINn)

(1) Active disease 63
(2) ACR30 response 19
(3) ACR70 response 19
(4) Inactive disease 19
(5) Remission 11
(6) ATV 131

*$uunguilegeaina1eainsusuiuliosandeyanlaannisdrsiadilinseunaudUiseguinnit 18 U
B9 INANTINANIBURUNNLTIYNTTH

5.3 wmalulagnAnwuazilsuiieu
walulagnd@nw Ae N3N UieaivenInggIu (Aes1en1senlum1sned 12) Suiveniiing

q

a o

(add-on therapy) f4518n1581luA757997 13 dwsumalulagniuniuisuiieu fe nmssnwgdae

AILENUINTTIUNEIDENLAEN

A159991 12 518N UIATFIUANNTYTLMANUYYIR W.A. 2562 (4)

Hydroxychloroquine sulfate

Cyclosporin

2

Leflunomide

GGHEY Youn Toyen
nguendusnauitlilyaiesesd (NSAIDS) Naproxen Joy® n
Ibuprofen Jeya n
Indomethacin Jeya n
ngueEfiesaEn Methylprednisolone Ty @
(steroids) Prednisolone Jeya n
nguenUFuaBunsaiulsn Sulfasalazine Joy® A
(DMARDs) Methotrexate Jey @
Jey @
Joy 4

%

g

de de
e
o)

Azathioprine

&

[

A5 13 $19N158133990

9

nguYn Houn
nquen TNF-QU inhibitors Adalimumab
Etanercept
Infliximab
Golimumab
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5.4 NATWSNNFHUN W

1) UszAnSwaluguuuuswiuldia (lfe-years) 1y S1uudiindisnmlild (fe-
year saved; LYS) s Taiifinty (ife-year gained; LYG)

2) UsgaAnsualuzuuuuduaulguaiaz (quality adjusted life years; QALYs)
feo Sl i fUasazdgunmanysaiudanse Feduaaldannisiien
Fuudilesidinegquiuaessausslowd (utility) Fauduriuansdaninudia
ol (preference) maqqﬂﬂaﬁiaamazqmmwﬁuﬁmé?qLwi 0 (anmeTiugianvde
Fedin) 89 1 @nngiudussauysaiian)

5.5 3Ju129Y8IN15ANW
n133AeRaunuesTauselovdnnglayuuesvesdany (societal perspective) @4
FATUNATEUAGUIIAUNUN A TITIARTUAUEIIUINT wagiununImsasneNiinduiug e

warILATIEiNanTEnUAuIUUsTIN AN ela LN eE SURAtauA1uIuUTEIN (budget holder

perspective) Fulusununanssiiintuiugliuinis

5.6 NTAULIA
N13MMUANTOULIATUNTILATIERAUN LTI UTElEvlATOUARUY I IANADAT I

voerjUhe (lifetime) uagdmSunansenuimusuUssanammuansaulalunsinseivinbu 5 Y

5.7 9n51U5Uan
MsAnwRinsaunantunIsIATITIUNUessaUseleriuinnit 1 U 3einisusuan

q

vossuyuLaznadns it ulugaswiaiwandeiuliiduyaniiagdu Wnelddnsanvindu 3%

a81915A01 Taifin1sUSUanluNITIATIZRRNANTENUAUIUUS LU UL DAL DUNANTEN UL

5.8 LUUTIADINNATEFANENS
1 doyariluvesuudiaesmauasygmans

Ainsesiteyauuiiuguresuuuiaownaasegaanidelusuny Microsoft
Excel 2016 Tnglduuudransansaen (Markov model) S1av3an1uzgunMUeIUefagui 6 39
wtadu 6 antuz 1dun aniuzaunind 1 Active Disease (Ingluanuzaunmiasdimsuseifiuns
MRUAUBINBNITINYINILEININTFINTNAUENTITnglasldinasinisuseiliunu ACR30 response)
amuzqmmwﬁ 2 ACRT70 response amusqmmwﬁ 3 Inactive disease amusqsumwﬁ 4 Remission
LaranILzAUnINg 5 Death Tasdeumasurazaniuyaunm wanaiam 15197 14 vail Snsfinnsan
amzunsndeuiiinainlsauazeinishifislsrasdane iildlumsinwsue dmiuszesnade

59U (cycle length) Wiy 12 UM% (139 3 Lhow)
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Decision Tree

Active
Disease @ “  Response Disease

@ = Markov Model #1

Std.Tx

<®

ACR30: no response

<@

Std.Tx + BA

ACR30: response

<®

e

ACR70 Inactive — Remission

Death

@ = Markov Model #2

FUT 6 UUUTIa8INIATHFAITNT

A157991 14 sauggunwlunuuinaeuasiinuvasudazanusgunIw

HOUSHINN
Active Disease
ACR30 Response
ACRT70 Response
Inactive Disease

Remission
Death

Ueu
Alleiienn1sneadiln uagwieiid ESR/CRP Hauni*
HUneneuauawian1sSNwINNLLNMeITes ACR30 response
HUnenauauawian1sSNwINNLLNMeITeY ACRT0 response
AUaglsifiennsmnemdiin A1 ESR/CRP agluszauund* uazegniglinissnw
MIBEIVIENYALILAT WdmgnenliaTu 12 Whou
HUaesin1e inactive disease 1MNNIMTBWINAY 12 LADU NHIIINNEALN
AUaeLdeTIn

*Normal values: ESR < 20 mm/h; CRP < 0.8 mg/dL

2)

AULAFIUTDILUUTIABY (Model assumption)

(1) anudraziduvesnisidedinaanlsa JIA: Felifisreaundaauieadu

UBAUAINGT wiaInNsnumuIssainssunuiIite JIA Slenadedin
wiriuauund FelauuigiuingUasluaniugavnin inactive disease way

remission fiAnuunaztdulunsidedIawminduaulng (16)
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(2) AzuuunuAMTInvesUae JIA 7l refractory disease: Lipsanduiy
Ftiae Non-sJIA §d1uautios msfinwiifausufgiuinguasfid refractory
disease finzuunannMAauazdunuaseiilalananisunng (direct non-
medical cost) lalunnsnaanngvae JIA Waluiegluaniuzauamdediu

LAINUIUASIVDINITEINSUNITS NWITLSINEIUALANANSAU

5.9 fiauusnlglunuuinass
1) ﬂqwu";azzf/uwaqmm/ﬁyuut/man'zuzzy?/mw (transitional probability)
NATILUNTINITTOATN (survival analysis) LKUUNITUURZAD (Parametric) fg

Joyanpdinfinuanneszsidoulazidongluuunisnszany (distrbution) vesdoya lnaiansan
A1UA1 Akaike information criterion (AIC) Lag Bayesian information criterion (BIC) 289215841

91ndnwaiznsIW (graph visualization) ¥AI9INIATISHAIUAUNIIANITING 15

A159991 15 aun13a1nsuIaTzrinissandunianisnszatevasdayainaldlunisasuudas
anuzguamluluuInges

Distribution Survival function/ S(t) Cumulative hazard/ H(t)

Exponential exp{-At} At
Weibull exp {-AtV} AtY
Gompertz exp {-a/B (exp{B+-1})} a/B(exp{pr-1})

S(t): survival function which is the probability of survival as a function of time; H(t): the cumulative hazard; A (lambda): the scale parameter
which is estimated from this formula: A = exp(constant + (age*age coefficient)); t: time in 3 months; « (alpha), B (beta) and y (gamma): the
shape parameter.

* The transitional probability of each event during the cycle, tp(u), is therefore estimated from the following formula (where u is the cycle-
length of the model): tp(u)=1-exp{H(t-u)-H(t)}.
a =
2) Uszansuavae

numwIssaunssueg 1 lussuuiiefnwussdnsnavesedringurazyialy

nssnwlsa Non-sJIA IagldismsduAudeyanudunausaluil

(1) Yumaulunsdududaya (search strategy)

=) ¥ v

dududoyaiiinadesiifeglugiudeyadouisuinisinuvesendringuaassinlugiudeya ua
sauaanaidenundn PICO fall
n. Uszyns (population): Qﬂ’saﬁlﬁ%’umﬁﬁaﬁa’hL“fJuIiﬂGﬁaé’maUI@a
Linsvanmaludnudalal systemic (Non-sJiA) filsineuausssanis
INNNTFIY
Y. N1353n¥7 (interventions): NM33N¥1UIMIFIU (standard treatment)

oA #ngu NSAIDs, systemic corticosteroids &z DMARDs
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A. N15IN¥NUSEUINEY (comparators): N135N¥1119551U (standard
treatment) SauAUENTITng

4. WAaWs (outcomes): NINBUAUDIN BN13TN®IAINAT ACR response/
ACR Pedi uaznadnsiialusuuuudu 9 wu n1iglsaasu (nactive)
nsmeanlsn (remission) AunmAiniiuty maandasmsiilse
wnsngau wsensideTin 1usu

(2) gﬁu%’@yja (database)

N

[y

FyagynsAuAuTeayaNgINTELANINITHANE I 2 §1uteya lakn Medline wag Embase

Y
Y [y

PNUUARUNANAGIAUEEA (deduplication)

@22

(3) NSANUAAIAUNT (search terms)

iielinsAumunaudvszaninauazaseuaquitgn §Idsagiarsanldndnnisld subject
headings lun1s@dunilaeldins esfie 019 “Map Term to Subject Heading” wag “Explode
function” lag@A1ALNT (key terms) IINIUNUNILITTUNTTUTHIULT F9F@umIaL PICO search
strategy Ié’ﬁqmiwﬁ16LLa31é’ﬁﬂwumﬁﬂﬁu1ugﬂLLUU mesh term LAY Lﬁ@lﬁﬂsamqmmiﬁﬂm

Migtoslauniandws19i 17

mi’Nﬁi 16 PICO search strategy

Uszinm Afiieadas
Population (P) Juvenile idiopathic arthritis, JIA, juvenile rheumatoid arthritis, JRA
Intervention (1) TNF-QL inhibitors, Adalimumab, Etanercept, Infliximab, Golimumab,
Comparator (C) Placebo, nonsteroidal anti-inflammatory drugs, NSAIDs, systemic

corticosteroids, corticosteroids iag disease-modifying antirheumatic drugs,

DMARDs

Outcome (O) ACR response, Juvenile Arthritis Disease Activity Score, JADAS, quality-adjusted
life year or quality-adjusted life-year, QALY, life-year, Lys, inactive disease,
remission

Study design (S) Clinical trial, randomized controlled trial, RCT

M15797 17 search strategy

Fudaya A79819AAL
Medline juvenile idiopathic arthritis.mp. OR juvenile rheumatoid arthritis.mp. AND TNF-alpha inhibitors.mp. OR
adalimumab.mp. OR etanercept.mp. OR infliximab.mp. OR golimumab.mp. OR anti-interleukin-6.mp.
OR tocilizumab.mp. OR b-cell depletion.mp. OR rituximab.mp. AND ACR response.mp. OR juvenile
Embase arthritis disease activity score.mp. OR JADAS.mp. OR quality-adjusted life year.mp. OR quality-adjusted
life-year.mp. OR QALY.mp. OR life-year.mp. OR Lys.mp. OR inactive disease.mp. OR remission.mp.
AND clinical trial.mp. OR, randomized controlled trial. mp. OR, RCT.mp.

31 Version 2 Date 20-05-2564



(4) NMISANNTDIUNAIN LNAUNANLTILALANDDN
PAIDINNITAUNILAL LA UNAINULA TUADUA B LUNINISANNTDIUNAINUIINT DA UNA AL DYDY

UnAIY (title and abstract screening) Ined3duegtios 2 Audulfnnses aunaeidssaluil

Y

n. MIANYILUY randomized controlled trial (RCT) uag non- randomized
controlled trial (non-RCT) fifiRaiiduniwndsnge et lllg fmuadd
AL vRIUNAIY
v. msAnwlugithefldsunsidadeindulsadesnaulnglinsvamg
Tudn 01A)
A, msanwlugtae JIA Aldsumssnwsesdiing
(5) nsUuiindaya (data extraction)

=

JUNBUABD IUNFINNAANTDIUNAINY ADNITNINTUIBIUANUUNNINUADEAZLBEA (Full text) vl

a Aa N 1% 3 v & &
Wﬂ']im’]UV]ﬂ'ﬂ']lW]llﬂ']']gJLﬂEJ'JsU'ENLLa3LUUITJI@WWSﬁqulﬂUﬂqimijuqﬁﬁmﬂiiﬂJ Iﬂﬂlu%u@]@uu?ﬂgu

msasauunstiufindeyadmsunisiiudoyaanunanuiisausule
(6) NM3AATIEVdaYALATUTHEUAMAINIILIY

mMslAesidoyaUsransamuesndrinquaazviadenldnsfnuiuuy RCT vasinnsiins e
Toyaarudasadelidouaninns@nusiauuy RCT uag non-RCT (MuufifiUseuamgyay
Uszanuwansinnsanglutyemdnuisnilunisussyuiilotud 14 Suneu we. 2563) daunns
Usziflununimenuddefiiausaildaylduuamisues Cochrane collaboration faifiuidnisuseidiu

AN MTIIATUNITERNTUABUTINEY AuATaUARY wardin1sUsEliuntaau

(%

3)  Aunu (cost)
nsfnwlldyunemiadeny Fadudunuiavdiu1lnseiluluudnasmig
LASEgAENS LN AunumsaieItunsmg wagauuasanlidineatunisunnd Jasisrsauiu

q

l ° L. a a o &
ANMUDIUNISUNTSINEIUNE (311U Visit) Tnelisneasdennadl
(1) Aununeassitiganunsunng (direct medical costs)

SUAANIINTIIIRY N1ssnw ey nssnwideilies nsiunaussanw uaznssnwssey
gaving (terminal care) MAndusluan uneIuTa (institutional care) N13aUan U (home care)

N5P0LIAULDY LAZNITINWILUUNINEGDN

(2) dununensailineanunsuwng (direct non-medical costs)

£

Aunuaenarninduainnisiiullsnaznissne waldliidudiuniaveinissnew wu Anfunis
A19115 wazANveE Urekavad Tun1slusunissnen Adedua 9unIninisguieniIy

1 U ¥ v Y Y v < L 3 U = 1 (=
avnan wu nsuFuugtwinlvdteldsaduld siumsandenavenisauasgraliilunienisiag
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gAvIeLiiauY (informal care) FenannisaeuauselaigayidsainnisvinnuiiienigUlguiny

WMEgautiavang uag/vm3e ieguagUie it
(3) AuRlUNsALIINEIUIA (number of visits)

N1374AT18M V0L AAUNVBINITUITUNITINBINEIUIALAETILUNAURKNUN T UI8U1SUN1 TN
(HUhelw/dUaeuen) wasmssnuingUelasy

v a

Tunsiieesidoyadunuazfiansanduyusng 9 MiAaanlsa Non-sJA uaz
amzunsndoudifaysing o lnesiusiudeyadnnnsnumunssideu (medical record review) wag
giudeyavedlsimeuna (hospital database) (nwazBeafauuudoyaduanismansunme) s
thieyasnmsnulusdsludiuvesmsdunualfauagUaefstualddess q wldlunsdnw
il Tnsutsdumusing 4 suanuzaunniigtioduedluvneiy eddlsfiom nslesegideyadunu
fananisiuliteyannundsdoyaiiunndiudsuiudeadensotoyavesithoudaz melunsias
pdimssnuidieliaenadosiuaniuraunmuesiiisnarannsnihdeyasunuilldannisiege
g ieneilunuudassmaasugmansl Ssesinnisteyading 4 lasiamzegradadoyanis
rddinannvssifounasdoyanlditeangudeyavedsmenuia Inefuumanisdnanisfagui 7

na1afe UnIdeiiduyaainslulsameiviaduduyaainsmienisunvdidud dmdenyUasidng

Y

msfnwmunasinisAndiuasfnesnuaziugidndloyasiadtie (HN) uarsiadidnsulasnis
(study D) (Veyayait 2: Asadmsun1siinfslng excel) sudaduduszaunuiudguagiutoya
iednnisideudeya HN W study ID newdsdayanfwingiudeyaliunaneidenuulouisnis

ShwinnuauvettayaduuAna MNULANELITETREIAMITayaiaWSeuNMTIATIEN (Vayayad 4)

yadioyai : 1 2 3 4

Arpdnnus : Hospital_Database |1D_record I MedRec_Review Data_for_Analysis
hn hn ————|study_id study_id medicines_standard
enc_id study_id sex sex biologics_tnf
sex jia_subtype age_yrs biologics_other
age_yrs admit_date jia_subtype diagnosis
admit_date department admit_date order_diagnosis
discharge_date main_dx discharge_date procedure
insurance arthritis_status insurance order_procedure
diagnosis phga_score department product_name
order_diagnosis ptga_score main_dx charge_df
procedure aje_no arthritis_status charge_diag
order_procedure ljc_no phga_score charge_diet
product_name esr_lab ptga_score charge_drug
charge_df chag_score ajc_no charge_lab
charge_diag acr_response lic_no charge_nurse
charge_diet health_state esr_lab charge_other
charge_drug disability chag_score charge_proc
charge_lab cause_death acr_response charge_rehab
charge_nurse infection health_state charge_room
charge_other medicines_standard disability charge_supply
charge_proc biclogics_tnf cause_death charge_xray
charge_rehab biologics_other infection sum_charge
charge_room
charge_supply
charge_xray
sum_charge

whdstoua : Whae Iy msiamslayaTIng MTBNATEY TH. UasMIVUYIUITIzIoY

fifisdoyn : fidefdhiyaanseas sn. e

FUA 7 wwanamsdanisdeyadidnnseiing
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TunsdlinuanuRnunfvesioyanngudoyavedsmeuaazdimsusanunuivg
fleteyaiil onsraaeuang ndeaaz S UL W Iz an mndes alsiasuiau (missing data) tafu Taiszy
arlfinelumssnededu wlifimaindeyadend maniesedt edndlsimumndeyalinuinuasideya
liwigane wislilamnsaideyadldaeangiudeyavedlsmeunaundngsi i muimunssesia
sidilesins eaiiTeeiieseiteyalnglitoyaansensfuunesguiensUssdiumealuladsiy

4UnM (31) NAUVIUTBLARINAT

3t Yayanlddnenamungnuiualmlusunulud we. 2563 lagldduisan

Y

%

A uSlaa (consumer price index; CPI) (32) TunuinA1nsiasnyinazaten wazusulianldanodu

Y

€

¥

AUNUAEAIENTIEIUALT T8 DA U UYINAY 1.63 (25) SUTIA818 WBRINTIANENUT ¥Laue
dsuiunelouluUsemalneviarngd Ua@emd nuiand $3uiesmennuuseMaRaen S5un1swmnN

STUULAIIR 1589 MUUATIAINANEN WA, 2563 (33)

4) avessavselevid (utility score)
Joayanrassalszlevivesd Uigludniusauninmig o \usIusINeINAIT

Funwalweus fuUnases wierguariUae uaziUie lasasununuaniuzauandsiedueglu
Yauzty warfinnsandenmzunsndeusing q ssnnzunsndeuiionsanlunsanunil dud 1) false
(tuberculosis) 2) 158 AL enaid unielaaduuud desdnwnalulsimeiuia (UR with
hospitalization) 3) miam?gagul,m (serious infections) 4) A1AUDNLEU (hepatitis) il w3eile
FldfAeuuulszdiu EQ-5D-3L %30 EQ-5D-Y fignimuntiulne EuroQol Group Tuatiunwilne iy

M3UsEIUMIE Visual Analogue Scale (VAS) Bsiiansananuetgvedgiig el

a < v 1 ¢ Y
A15197 18 wuamslunisiiudeyariassauselevivasdulsnieny

218va45U28 vilavaauwuuyszidiu Hlidaya
Weenin 18 U EQ-5D-Y uag VAS FunugUae
18 U yuly EQ-5D-3L Hae

6. N15AATIZNVOUA

Y

6.1 NM3AATIWAUNURITaUSE Y
mleTgiduuessnUstloviilowSouiisudunuuasnadndvnagunnvesn1sinwEae Non-
sJIA Alineuaussdonsinuunnsgiufoyadonsine q wasinfuumsasausiugy
UsgAvBNadULN (incremental cost-effectiveness ratio, ICER) Wieusgiiiunnuduailuuiunues

Usznelne lngldinaeinnuduef 160,000 unselauniie

6.2 N15A5129IAN IFIMSUAN U NaUVD IR USTEY LULUUINaBS
mMsaszieLbhdmsuanulusuueureswdsibolukuuinasd own
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(1) n1s3asrzrianulyuyuaunuuliandealruyazidy (one-way

sensitivity analysis)

mMshesermulduiveusuuliendeanuunrsdufenistuesmuusiiaulafiars udfvuali
AsuUsay q luwuushaesdiaaed Trsmsiuudsefudsildlunsineilie nmsfuiatisey
Ferulne3snsussunasietiauuy Bayesian interval method fuunszdiumsdesuiidosas 95
(95% confidence interval: 95%Cl) Ue3iuUT @ 9azvinlinsuindanysuravsadsnsnauntes
wisdlasiorn ICER waglunsalfilaifian 950%C1 1dadusosas 30 unu 95%CI Madnauonasglugy
989031 tornado diagram 5’;3J17;Jjﬂa’1ﬁ]ﬁﬂ'1ifst,ﬂiwﬁ two-way sensitivity analysis #38 multi-way
sensitivity analysis @95uiauUsu1ea wazdinnsinsziaullpenisiuseudisusswinansdld

#9153 tas LN SNAUYLINIeNT UMY (25)

(2) n1sAasgsiaulanuuandenduunasidy (probabilistic sensitivity

analysis, PSA)

A153LAs1zY AL uUaFeA U9z T uAan15vi1 Monte Carlo simulation 91U Ua8 19U BY
1,000 A59 Fadunsduarduusianualuiuuiaetlunion | funudnuasssuRnIsnszausm
%aﬂsﬁaaﬂa LLazﬁﬂLauawamﬁmiwﬂugﬂmmﬂﬁw cost-effectiveness acceptability curves LLans

AudLTUSIENIsTAUAMINANAuazIN A NALATIAIALlaTese 1 Taunig Miiiudu (25)

6.3 NFIATIZIWITNINA (threshold analysis)
nsfiinan1TIATIERAunuesTaUTElevinuteluinuAuAluuIunveIUssnalny a8vinig

ATILWTIALNTAUANAT ) INaTiANANAaIUsEIMALEN 160,000 UM Aalguniig (25)

6.4 NISIAIITINANTTNUAUIUUTEU
NMFIATIINANTENUAWIUUTZIN AL NBAIAUTEINUNTAINTTEMUNTRUYeS Jivuauleuy Lay/

w30 Sguna mnfinsaduayuen@ringiieldidumadeniunisshendiae Non-sA Tilineuaussse

N3snwnnsgu Ineussananslugasssesig 5 U (25)
7. YAULUAYRINITIVY

n1sfnwiaseuaguanizn1sinwIR Uiy JIA ngu non-systemic (Non-sJIA) @ aflianya 6 vila
dmfungunienn1sne systemic (sJIA) anunsafnynan1sUsEiuANUANAT LIS www.hitap.net
(http://www.hitap.net/en/research/174535) (30)

8. 338219AINTANTUIIY

1ASINSULSLoLIAINTAMIUINUNILR 8 LhDU
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9. LNUNIIALUUIUY (Action Plan)

MuLuImensadunuidenaielalassnmsiauidydemanuisialunismivguaves
ANEINAUIUATYIAaRS ATl te i rualraiuuITelussesiia 6 ey AT
Uszanaumsauuszsanaveslasansidedissoriaan 6 Weu andlsfiny Wosnnsdudunuide
o1eidadeiimuaulaile Wy szeznailunisinnsanddesssunsideluaunazsuudithefiuniums
Snwniflsmeruna aneiselcussmnumsssesnadidunuionmn 8 Weudumsed 19 fisd enq
finsverwszeznandu 12 ifou nsdifsndudesvesszozinariniuanu auediduazsoau
ANUMIMTLAZYENNTOUIRAIINAMLTINUAULATYEAAN TS TUAULAL AT UNOUATIUNS
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#7579 19 wHunN1sAtHUULazsZEzIaIAlulATING

AANTFU/AUNBUNTTANAUIIY

1Y

Wnaneg/aa39m

i1
Aoy
6 | 7 | 8 ISV

1) vumwissunssuuazienansiieides Anfiun1Iwen
2 Wawlasesenside AU
3)  daussyuiildnlsdudaiolidorniiusielasesnaniside AU
4 uwdlalasssanmsidemudefniiuannisussyuiauladiude AU
5 Unauslass N dude A IUAUATYEAENTY ALIUNITUE
6) uilalasessansidemudefniiuresnnerinauiusygamans ALIUNITUE
7 dawsuuazduienansiiovefiansaniiesssunsiseluuyue lpfueuliAlvisiunsfinmainangnIsun1sasesITuNTg
Felunyud
8) dnwBsuenansuazlszanunuiilioveiudaya lasuouamliivdoya
9) audumsiivleya* annsaivteyaldetsiosfosay 50
10) dan1steyauazrinzvideya I¢duadeluiiognetosdosas 80
1. fuuslunuudiasy (parameters)
. deyauszavsua (efficacy)
. %a;ga survival analysis
A FwUsiu 9
2. wuuiaemaAsegmans
11) Fauszyuifidnlddudaieidefniurosudslutudiaoem IgtoRnuiuuas dolauonuganiiuss
12) \@eunenumansinuieiu Iienunan1sfinwatuig
13) dnvssuiidnlddudeiolitoRaiutonantsiny o IgtoRnuiuuas dolauonuganniiussyu
19) uflvserunamsfnuidesiunudefaiuannisussadiidulddude Ifenunanisfinwiaduauysal
15) davhenuatvanysaliazdweuliunuasu desnenusanisinuaduauysaiuasionansiieidos

Ivifuumasu

*anla Tulumusainsaniduaudniudosvergseeei1a1910959
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10. @i Naass wsensnudaya

[y

A0NUNYININIFIFLUTENDUAY 4 MUNYITUNAN A9l

3101 lasensussiliumaluladuazuloviodiugunin HITAP) daduniisaiuves
anzie Saduanuimdnlumsdniunu
3.10.2 Tswmerunaduduanuiivhinisdne (study setting) Tnspaizd3duaziiufeyannn
N InumMuUYsEilouves Uiy NM5UedoyalINgIuTeLAYelINgIUIA LALAIS
funwalftisuasdaua Tssmenuiasis 3 s ldud
1) 151185105 UA
2) 5mMeIUaAIIY uae
3) lssmeg1u1agaensal

11. aunsalnldlun1sive

(%
a

gunsainldlulasensidell wialu 3 Ussnnuan dil

Uszinm Jagunsnl

1) gandwIsszuuUURNg (operating system) Windows 10

2) wevdwIsUszyns (application) Stata/MP
Microsoft Excel 365
EpiData 3.1.1
EndNote X8

3) \nTesneNfiumesazgunsaireving AoufimasRslfe (desktop computer)
moufiumasldnln (notebook computer)
\3asiusinnna (mobile printer)
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12. Uszleminanninazlasu

auuleuny n1siAN3anadTeluldlunseuiun s dydemdn
wisnd Tneifudrunilwesdoyauszneunsindulatihendn
glinyTomdnuisnd muduszasdiileainaaiuszuunisld
Y10Y NAUMAHALALABAA DI UNANLATUFNANBL e

ATUAIGITUE msmunuiietinanuddelvldlunssuiunisiau vl
grudnuvsrAdenszuaunmadinaruind uiteusylvives
FipuuazUszrmuiill nevnTewimiidunalanidunns
duaduszuunsldevesUszina eliliisonsride
Pdulunsteaiuwazudlaliygmasninvesaulng

O funnediwd -

O fuguvuuaziiuil = -

ANUIVINT nsthesdanuianianuidluifiuilunsasivinisiie
g3 szidgulsiTenaznan1sinugansisae vilvaans
fimunuauinnng laslannzegied anisussifiuain
AuAnaATIgmansassuguitinnAsatesiuendaing
wazlsamenndadulsuiuivimeluaniunisaliagiiu

13. mrgauglduselevianauide

[

AuzoynsINM ALY T mdnuinAdadaaesrhnuiiieates feil
(1) AMEYINUANULATETANANTANTITGY

(2) AszIuUTTAUNaNIITNANTUNe Ul T AN WA

(3) AuzvhnusesesIMeLieUTII T Tendnuviana

14. wadws (outcome) / Wanadn (output) NAaNIUIWY

- o . AYIN
HANEA/NAANS = =
Welsuna LBInUAN
enuatuauysal 1 adu ausadeanseasidenvadlasanisiiunyanaiaulala
wenansiauleune (policy brief) 200 aty ausedeasuazainsmnudilaliunginvuaulevield

msthiauenamsAnydedimuauleovis | ogaties 1 et | fimunulsuisanmnsniamsfinyuasdolausuunds
weugllduszneunisiiansandadulaszavuleungla
WU NI NIg Uy ¥ manuviand n13sese9
51181 1 Jusiu
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15. WaNTENUINIUIILY (Research Impact)

o uldslinansznulusuag o deluillaetels vsla
O wansznudruinerdans laun sy

M NANTZNUNLATEGANEAT Laln Sy
wm‘wumuT,ststmmmmamiaLﬂswmmﬂmmm‘vmmwﬁmammmimamay

M uansznumedrudeau loun 52y
mamﬁﬁﬂmuamaLauau,uyLsmuiamamﬂﬂ'ﬁﬁﬂmu mmamnsﬂmﬂw:ﬂamammm

M wanszmumqn'\sﬁﬂun'ﬁaau loun g2y
waqmﬂauammsﬂﬂm mammwmmmuﬂﬂmmLﬂuaamsl,saumsaaummums

o nsdhdunmsasimdniugiuazian aunsal \3esile Tusunsy azanunsntmanuluidy
ARLRRATER] R
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A fidusuinandululduslowilugannglyg vsemeveondgnamnssy
wsely agals

Id a o dy . 1 Y o = =~ a (3
minilusAdeiugu (Basic research) lusaseyldvinmsfinwiiieiiunuess
ausluaviviuiieduiugiilunsfinwdeluegnsls
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