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ADA: 7 XV L~ 7 /Adalimumab

AEHEFR /Adverse Events

AS: TRIEEHBHER / Spondylarthritis Ankylopoietica
BCVA: i Ri&1EMR /] / Best-Corrected Visual Acuity

BD: *X—F = v M /Behget's disease

CFT: H & DJE X/ Central Foveal Thickness

CMT: #HEH.OHERDJE X/ Central Macular Thickness
CsA: ¥ 7 1a AK Y v A/Cyclosporine A

CS: anrFaxs7uA4 L /Corticosteroid

CS-sparing: 2V F 3 A7 8w 4 FA~_T Y v 7/Hi#] / Corticosteroid-sparing
CZP: &)L} Y X~ 7~ /Certolizumab pegol

GOL: =V <7 /Golimumab

GRADEpro GDT: GRADEpro Guideline Development Tool
HLA: t } HIMEPTE / Human Leukocyte Antigen

INF: 4 v 71U %2~ /Infliximab

IL-6: 4 v & —mwu £ * -6/ Interleukin-6

JIA: MR FEMEBIAT A / Juvenile Idiopathic Arthritis
LogMAR: fx/IN Bt O X#UE / Log of the Minimum Angle of Resolution
LP: %5 / Light Perception

MD: “F¥)7 / Mean Difference

NIU: FRRGM: S L 9 % / Non-Infectious Uveitis

NLP: J%® 7 L /No Light Perception

PsA: HZBETERE A / Psoriatic Arthritis

PRISMA: Preferred Reporting Items for Systematic Reviews and Meta-analyses
RA: Y v <7 /Rheumatism

RCT: 7 v & 2t H#GAE% / Randomized Controlled Trial
ROB: 4 7 2D f&klE / Risk of Bias

SD: #5#Ef 7 / Standard Deviation

SO: ZREAPFEMENRSE / Sympathetic Ophthalmia

SpA: HHERHE 28 / Spondyloarthritis

TCZ: b+ Y X~ 7 /Tocilizumab

TNF-a: FEEESEIKT--a / Tumor Necrosis Factor-alpha



ARTF VLR BIEROWMERLE S AT~<T 4 v 7L Ea—L, REHATSC
X VWIS T 2 TR TH D, T—XDILE o TWB I LT v ADEE %l
L. 0V @meze s vy 22 ERICRIET 2 2L 2 HIWE LT 5,

KRGS TIFIERBYNE S &) B NTU) I 3 % AP0 35 golimumab (GOL) &
tocilizumab (TCZ) D FEEIC DO WT, BT 21T o 72, Bl RITIZ, T @ 2 HEH D FEANIL,
REIERICHT 2EA IRV 7R & B ENTRAR I N TRV, EEHE T ORI
Whmo—Béka b ziffan Tz, Kifstid. choOREFOHEHEEZ XA L2 TF Y
¥ ADFEE O THIT L. NIU ~D )G BEVE % & I FET L 72,

B—FETII NIU ICH 3 % GOL O BREIC D W TREIT L 72,

B R TII NIU ISR 2 TCZ O FE R IC O W TET L 72,
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SIS ERIE IRERD 585 EE Ik 2 2 1 2 &0 3 RAE T, KT o F 5K o —
DTH 5,2005 FHRFE CORMBToRE SRR DEMFRAIELEZTLIL 10 TAD=Y 17
~52 N, BRERIZ 10 TADHD 38~714 ATH Y., HREMNICE T2 2009 FF S0 BH
Bl 3060 NTH o7z 1D, BRI, BYPAE L IFRREIC I NG, WORE A E &
TR C IR OIFBRMESR LI BEEANIUIT L Y K Ao 39, 285 BRSO 67-
0% % i 5 LML INT VS I, HIE, NIU OFFRHESL A 7 =X L3 E TR CHEHI T
WA, —REIC X, IRERICRTEL Z A CREEEOM, *—F = v MEBD), HMEHE
HEAR(AS), FFEMERFFVERIEI R (JIA), BEET Y 7~ F (RA). RIEMBRE R o280 AD
R RIER R L BT 5 L FE 2 LN T W5,

NIU J6#E 0 HER 1. HAIOREIER Z i KIRICHT 2 2235 IREJERZ 2~ Fr— L, fiJ)
FRGET 22 CH L HMEOE HEERIarFaxTu L FCSHEZEHWLZLTHD
B, ZORIZ, arvFaxRTaf FBREMO, T3 RA T4 FEET HLENRD B EE
D7D DGIENHIFICH B, L L, 2hbDHEFORKECIX, RPEHDREIER DY
R DBEET O NIz, BRORELRKD LN TS,

ULAE, BB f-a (TNF-a) 78 & D RIED T 2 B & L 72 VAR AT hSE S . H
L2 7 200 MiflEl e U<, BFEOEOEIS 5 2GE CRITERICH 2 5k w»
NIU BF I LT, HHIN S X 51Ckh>TE 7, ZDOH T, infliximab (INF) & adalimumab
(ADA)SHAR T E T W3, Z oo IHIECH R Tw 3,

INF D3#)G T BD 1€ X 2 AWM S L 5 L TH V. ADA 1TBLAF DIREE CRIR 54
o e IR O R, SRR, U &) R NEIG L o T\ b, T TIC, R
HERRP A ZTF V) U RICE Y, INF & ADA OFMM: & REWEAPHER S TWw» 5 612, ADA
SOV, TEEIE NIU, FEEEIE NIU, RIARGE O BF 20t g, aREicE cofE o
MR, #bioERK, arF axT a4 FRRT Y v 7(CS-sparing) S, NG R EDH
DR 47z 95 INF ICD W T, i, HARTITO N7 10 FH O BPRFHE A A5 X 4,
HERTED BD 25 NIU ICh 3 2 AEHFEMEOIH] & RN RE O ARG T hTw 23
B, X5, HAWEEIZCS, areF v, 272K V(CsA) L L DL L T
ELMETH B LRI N 1,

INF & ADA DAMCIA < b 3T s 24T TNF-a 31T (3, etanercept, certolizumab pegol (CZP),
golimumab (GOL; Fig. 1)?D 3 fJHA 5 5, etanercept I3, NIU DEFRICEIED v, 721380
EBENC EDRHEEI T VB 419, CZP & GOL AR E S Tw 323, FiE IRRER
P72, GOL 1F INF ® ADA & MR L T, IR D R Y X 7 2K A 1 DT %
G230[ReTH %, GOL 12N E TIZ, RA, BEMEKRIGR % & DHEIGE . BHFDIREE TR
RS EBE 2N RICKE I NP, NIU ~OBEIGIF 2 AGE IR Tuawn, LaL,
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GOL iZRMicH 7 2 FHIK G5 L v, EF D QOL M E2HAfFCZ 5, NIU x93 % GOL
Dt 2 AZNEZ A D 2T T 2 D H 5, RWIFTHE T T, SBITHIERD ADA D 5L H
JER~DRhR & LD X 2T F U 2 X, TNF-a ® BD DXL S ER~DEHRED X 27 F )

Y AERSEIC I, GOL D NIU I3 2 AR ZFHEIS 2 20 ICv AT<T7 4 v 7L K
2= ARXRTFY U RET, BET 2T v RARRMEL 7%,

NIU IS0 LT, TNF-a 7 & ORI T 2R & L 7BV RARZHT L WS 7 2D
SNSRI LA EINE LS IchoTETCWB I i LidoEY TH 2, ZD—F T,
TNF-a A Z R & L 72 B BFNIC S B L AE T o T B,

WA, JEIEREEDOIRNEICA v 2 —u 4 X V-6(IL-O)BEETNTVWE I &b, IL-
6 BERE I RERDIFKICEI G LT Z L HL 2T 272 92, 72, NIU BEFICHT 5
TCZ DI L= L BAME T T b 3,

TCZ 1. IL-6 ZARMICH T 28Tz v Mebie b2/ 2o —FaditkTch b, H
AT, Bffi) v~ F ORERE L TKRI N T2 30D, NIU OBEIGIE IR F72&R S
Tz,

Z T TNIUICH3 2 TCZ DRl AMEZ L 21T 2 0803 H 5 L5 2, AIFEEHE
BETlE, TCZ O NIU IS T 2 BRMEZGH T 272 DICv AT ~vT 4 v 7Lt a—LXXT
F VL%V, B#HT v T v A ERREL 72,

Fig. 1 Crystal structure of the human
tumor necrosis factor (TNF) in complex
with golimumab Fv (golimumab (GOL):
Red and Yellow, TNF: Brown), PDB ID:
5YOY.
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[HH] Z @ Preferred Reporting Items for Systematic Reviews and Meta-analyses (PRISMA )#EHlL
DYATT A4 v 7L Ea—EAXTF )T ATIE, FEREEMERE S ERNIU)ICHT 3
Golimumab (GOL)D B h1E% G-I 32 & & # H & L 7=,

(/7] PubMed. Cochrane Library, ClinicalTrials 7 — & X —27%5 2021 48 H 31 HE T
DT — X HUF L 7z, ERFHEERE X RIEO R L L 72, BIXHY 2GR IX. S8 9 KK
DEFFEAFOBDZAL, mBIFIEHI(BCVA), EHHLHOE X (CMT), BLUoagta
NFART A FRART Y vV IEHE(CS-sparing X)) & L7z, FIRFEHEICIZ, 7 v X 21Lkt
BERBRRCT) E 72 3B (T — A v ) =X &2 &), GOL HAPEE X I 2704 FE721%
fth D IELEY E R IR & 0FH L € NIU o3R#E. FHlifEEIE A7 &b 1 D& HIE L,
FERBEAIEDS 6 20 H 2 2. Wi S G Z SR ICEOE L 7z, MR, JEBIERE . ATERRITIT.
RESCER, B X OCBEE D R WiIfZE(F — 7 — F Tk v b L2 8SARE ISR e WIFFE R iR
B L T b LRI L B RSN ED) IR R E Lz, FIREE. TV XL
MBEETALERCTHEAG L7z, XA T AD Y A2 % JBI Critical Appraisal > — v % F\» CEF
fii L 7zo GRADEpro |%. #A5ROMEEMELZ NI 2 72D ICfHEHL 72,

[FEHR] AEtT. 172 ADBRFEUA3 6% BLIE)YD 8 DD7r — 22 ) —XHINETE 7=, EfR
ﬁ?(}\*ﬂz) 75% (95%CI : 56-87%)TdH o7z, EFD 42% (0.12-0.80)23 ) DLEHEE R L

o 7 CMT DI 13 38 um (-56.51-18.54) TH > 7z, A INzLHEarFaxs
oA PO EERED ZRL T

[Fiim)] AR O EIZ, JERCT THA v Offifll, v 744 X0FIR, X% xR
TR EDHIRD B o 7228, GOL 28 NIU I L TR TH 5 2 L BRB L7z, 7272
L, L2238 OWMBPHETH -7, (B4 : 72 L; PROSPERO & & 5 -
CRD42021266214)



Hiy
NIU x93 GOL DE &% §Fli$ 2,

7k

RYATRT Ay 7L a—BXUXXTFY T RE, PRISMA #A4 F 74V ic#EHLL
TG - EME X N7z 29 (Table S1), 71 F 24 lE, PROSPERO 7 — & X — ZICEHKL 7=
(CRD42021266214),

T—X Y —REBRBESE

PubMed. Cochrane Library, ClinicalTrials D7 — & X — 2T, 2021 £ 8 H 31 HE TDOX
Mz, 2 NDWIFEE (KO & YZ)D3 L L TR L 72, FEZRFEF —7 — Pt "golimumab" &
"uveitis" T H B (FEM R MRS IC D W T, TableS2 25 M), K7 4 — L Fid, &4 bk
PPERNICIRIE L 72, BFZE DL PRISMA ICHERLL 72 7 00 —F % — M I & & 9 72 (Fig. 2).



Records identified through databases
searching (n = 68):
PubMed (59), Cochrane Library (7), and
ClinicalTrials (2)

Records excluded (n =1):
Duplicates (1)

Records after duplicates removed
(n=67)

Records excluded per titles and abstracts (n = 33):
Not in English (2); Unrelated (hit by Generalized
Linear Models) (1); Not human study (1); Case reports
E— (n = 3) (5); Review or meta-analyses(17); Letters (5);
Conference Abstracts (2).

Records after titles and abstracts screened
(n=34)

Not related records were excluded per full-text
reading (n = 14):

Uveitis was not the target disease, but outcome or
—_——— > exclusion criteria (9); GOL was not used or used as
previous/post drugs (5).

Records after unrelated ones removed
(n=20)
Records without extractable data were excluded (n
=12):
Clinical trial (No results reported or on-going) (2); No
—» defined outcome was reported (2); Reported with other

TNF inhibitor (GOL only patients = 3) (4); Evaluate
outcomes from multiple TNF inhibitors together, other
than GOL alone (4).

Records included in quantitative synthesis
(meta-analysis)
(n=8)

Fig. 2 Wf56EIRD 7 v —[¥
Research Article: The efficacy of Golimumab against non-infectious uveitis: a PRISMA-compliant systematic review and meta-

analysis & U 5[F



BT ¥4 v e AJT

Wt oA ANFEHEIZ, DA & L7z,

(1) RCT. 7zl =2+ — PIECAEGDIIAZE, 77— X2 U — X3 HILA 1) 7x & O BIZTFE.
(2) GOL Z 2 7= NIU QiR %, HEI L7213 270 4 Feftio JEEYE ez inkF & 6
FA L T L 72055

(3) GOL o HMEICET 27w b A 4(TRd B0 FHETERE] 250> b0 a b
1 D& L 79,

4) 74w =T v 7H6 AU LD,

BE OFER, ML MBI, K. e b AIERURHLA B G T O fEEE, BE
ZIRBICOWTIRHIRZZT Ao/, BELZT — 2 RBRART — 2 I L 72, 25
Wik, L& — FEGFIEREG HILLT). HREt. AERRITZE. £ 72 3B R wig(r — 7 —
FCty b LEBSKEICERER R WIFRCIEREL 7V b Ao LRI & Bir 2 5%
S L7z. (Fig.2) o

B2 D FHEfE R

BEIVED EEFHIEH (X, GOL 6D 7 + v —7 v FHARFIc, IROKAENLEM L 72 H
HREBORE LTz, ERE X, X&) ER DML FEOERE I W, IRBRE D KAEAS
FTRICHEHINTHWE L, FRRIEIERPRERTH S & & L, BIRGFHIGEH I3,
R—2 74 VFE GOLBEEE TRICE T 2 100 NED 72D 08589 R OFFE - BIEDOF

., GOL {GEHICSEE L BEE. R— 274 VKL GOL R4 THRFIC B 1T 5 BCVA,
CMT. &5 ® CS BFFEOZAN R &L Lz, A7 BCVA {HIFEHEN A AL L v F v —
P2 b3 HN72D DT, LogMAR (log of the minimum angle of resolution)IC 224495 Z & 23°C
%7, HiotEs L 0EL, PR HOBAR 2 51k o 2 (T bbb 10
ETIRDIBAST2E) L ER LT, CMT 12, FEOFEIC 20 53, T bifEst
ZHWCHIE L7z, CS-sparing F1#R (X, 7L F =V v vo¥ | HESEmg)lE L Tl
HIN, TREFBHETELI DL L,



HEOER L 7 — 2 i

2 NDOWIZEE(TO & YZ) g PR IC DWW T 2B IR L 7=, EROMEIZ. 3 AH
DIFFRHE(YST) L DEELEWTIR L7z, 7 — & 1E, — ADWFFEE (TO) HREEF A DIFSE 0>
S - AL, b )~ ADWHFRENZ)PHELEL 720 LT DA — it > TV D D&
#fTolze AFATVL =V E VORI, SAFFELTCTL F= Vo v IcE L, AR
5513304 THlo T 1 HEGRICHE L7z, o FEfie SD a2 R 3 2Eic, R
FLP)LHH 7 LINLP)FEORE IIHFH 2RI 720, AL ad o7z, R—2X 74 VIFRIC
DWTIE, MR E R ZMRDOLUT OF M L 72, (DFHGERT). QN ATTE. )5
BFOR—=ZTA VM, @7 ru—T v 7HIR., O)FERMA,

S TRA

X5 & L7z RCT B X CBIZME D 7% 4 v Ehe, #5 1%. Cochrane Collaboration @ Risk
of Bias (ROB) Y — V235 X U JBI Critical Appraisal 7 — /VICHDWTITH & & 20% Gl L 72,
L2L, RCTBEEN T adoTelcd, BEDAZFHM L 7z, KL OHIZ, 1 AOWFFE
FYST)255 M L. Bl oHseE (YZ) 3 REE L 72, X 51C, GRADEpro Guideline Development
Tool(GRADEpro GDT)? % Fiv> T, 2 ADWFEE(YST & YZ)H3 5l 4 Ic = v F v A DHfEE M %
Al L 72

7 — & OffE L b

TRCOMEHRFER DS, 74 LA BIR 77434070y FOEK)IZ. RV 7+
7 = 7 D Meta (ver.4.18-2)F X UF metafor (3.0-2)-~ v 7 — (http://www.r-project.org/) % > T
Tole AXTFILRITIE T vV XLMRET NV E VT, BEOEMR, IRO RAE D TLfE
. HBF D BCVA OUGEERICOWT, R LEHEXHEC)THRA L7z, HRGEE)DREAEER
. ~NF—Flte CI THAE L7z, #HifigT — 2D CMT & 25 CS-sparing DAL % 7%
(MD) & CI THEA L7z, BEMEIT PG W CEH L. 30%~60% % AR, 50%~90%
EEOCEEELE Lz, HIRASA 7T RO W Tk, 77 24071 v & Egger D RlIRt#RIE %
WCEH L 720 RN A 7 ADEET 2561, rim-and-fill fiilEZ 1T o 72, SCHRERDS IR &
NTWITzd, 7 70 =TT e A 2 ARIZITHh R0 o 7z, BEMITIZ, & RE oM
HAECTZ 2560 HFEML 72,



R

PR DRR & 558

PO TlE, ARl 68 fF(PubMed, 59 £, Cochrane Library, 7 £, ClinicalTrials, 2 )
DXHRDF O N Tzo HRD £ 4 b L D8R A RGT L 724558, \EEL 72 1 e 33 fFoiftst %
MR L 720 &30 ML 725, BIEM o v 14 fEofge & | RBEATRER T — 2 2872\ 12 7F
DIFFEZIRINL 720 AT, 8 DD T — AL ) —ARZDRARZRTF VL ADNRL e o7
2839, (Fig. 2)

BEE 172 ZDEEA3.6% DB L) DBIIR & 7o 72, PRI 6 ZA»S 24 H
HT. 1 DOWE ClFEaBIsAR O hudEs 252 7 H EiEI T2, BRI,
AS. BD, JIA TH o7, » BHFFETIE, HLA-B27BENIU & 9 7 — 7 EHRSI LT
72 (Table 1), 72, 1 DDMETIZ | HOLMEFE P EESMEREZHRE L. 3 » HUNIC
GOL iBEZ Ik L 72, BRI 272720, COBREDT —Z B AXTF VL ADH
FRALL 72,
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Table 1 NRIFFXDX— 25 4 VL T iR

Research Article: The efficacy of Golimumab against non-infectious uveitis: a PRISMA-compliant systematic review and meta-analysis & Y 5|F

Calvo-Rio V
(2016)*Y

Cordero-Coma
M (2014)*®

Fabiani C
(2019)*”

Lanz S (2021)*

Miserocchi E
(2014)*¥
Palmou-Fontana
N (2018)*

van Bentum RE
(2019)3V

Yazgan S
(2017)*

Study Type

Retrospective case series; Multicenter;

Retrospective case series; Multicenter;

Retrospective case series;

Retrospective case series; Single site;

Retrospective case series; Single site;

Retrospective case series; Multicenter;

Prospective Case series (GO-EASY

Study); Multicenter;

Retrospective case series; Single site;

Ethnicity
NA

NA

NA

NA

Caucasian patients

NA

90 caucasian patients; 3

others

NA

Type of Non-Infectious Uveitis

Refractory uveitis

Refractory uveitis

8 anterior uveitis, 1 intermediate
uveitis, and 4 panuveitis

1 unilateral anterior uveitis; 1
unilateral posterior uveitis, and 3
bilateral panuveitis (six eyes).
Refractory uveitis:

7 anterior uveitis, 3 panuveitis

NA

Refractory uveitis

Acute anterior uveitis

Recurrent anterior uveitis

No. of patients (affected eyes), F/M, disease
15 (18), 2/13, SpA (8 AS, 6 PsA)

13 (22), 5/8, 4 JIA, 2AS, 2 Behget, 2 PsA, 2

Sarcoidosis

5 (8), 3/2, Behget

10 (17), 10/0, JIA

17 (34), 11/6, 13 JIA and 4 HLA-B27 SpA
associated uveitis

7(13), 5/2, JIA

93 (NA), 32/61, AS

12 (15), 7/5, AS

(1 female patient with bilateral affected eyes was

discontinued due to AE)



continued

Study HLA-alleles Age Drug dose Length of follow-up (months)
Calvo-Rio V HLA-B27 39 (Range: 31-48) 50 mg/4 weeks, subcutaneously 24
(2016)*¥ 11 positive; 39+6
4 negative
Cordero-Coma HLA-B27 30 (Range: 20-38; IQR: 23-34) 50 mg/4 weeks, subcutaneously =6
M (2014)*® 4 positive; 28.8+6.4
Fabiani C HLA-B51 50.4+8.8 50 mg/4 weeks, subcutaneously 12
(2019)* 4 positive; (for one patient, a dose was decreased
1 negative to 50 mg/3 weeks)
Lanz S (2021)3” | NA 14.3 +£ 6.7 (Range: 3.25-21.92) 50 mg/month, subcutaneously in Median 25.2 (Range: 6-66)

patient weighting =40 kg;
30 mg/m2 body surface area in patients

weighting =40 kg.

Miserocchi E HLA-B27 Overall: 29.8 £ 10.4 50 mg/4 weeks, subcutaneously 219+5.5
(2014)>® 4 positive; JIA group: 25.4 £ 6.0
13 negative HLA-B27 group: 44.3 + 8.5
Palmou-Fontana | NA 21.7+7.5 50 mg/4 weeks, subcutaneously 6 for CME outcome; 16.8 £ 11.4 for
N (2018)% remission outcome
van Bentum RE = HLA-B27 44 £+ 13 50 mg/month, subcutaneously 12
(2019)3Y 69 positive;

21 negative;

3 NA.
12



Study HILA-alleles Age Drug dose Length of follow-up (months)
Yazgan S HLA-B27 55 (Range: 21-65; IQR: 45-55) 50 mg/month, subcutaneously 13.3+£6.7
(2017)*» All positive 477+ 14.1 *discontinued patient was not included.

Remission (No of patients, Relapses (attacks/100 patient-year) CMT (pm) Systemic steroid amount (mg/day)
eyes)
Calvo-Rio V 13 patients, NA (at least 14 = Before 500; Baseline: 295 .0 £42.2 Baseline: 34.4 £ 19.4
(2016)*Y eyes). After 50; Last Visit: 259.2 £ 10.3 Last Visit: 9.2 £7.3
Cordero-Coma M 12 patients, NA (at least 20 | NA Baseline: 317 £ NA NA
(2014)*® eyes). Last Visit: 261.2 = NA
Fabiani C (2019)*” 4 patients, 7 eyes. Before 220.0; NA Baseline: 12.0 £ 12.0
After 20; Last Visit: 1.2 £2.2

The amount of methylprednisolone was transformed
to prednisolone by *5/4. The monthly dose was
transformed to the daily dose by dividing 30.4.

Lanz S (2021)3” 4 patients, NA (at least 5 NA NA (median (range))
eyes). (19 flares in aggregated 248 treatment Baseline: 0.19 mg/kg (range 0-0.52)
months; 6-month: 0.07 mg/kg (range 0-0.35)
the attacks in pretreatment were
unknown) Mean daily used amounts are NAs.
Miserocchi E 12 patients, 24 eyes. NA NA Baseline: 12.5 + 12.0
(2014)>¥ Last Visit: 3.5 + 5.5

13



Palmou-Fontana N

(2018)*

van Bentum RE

(2019)°)

Yazgan S (2017)%?

Remission (No of patients,

eyes)
4 patients, NA (at least 7

eyes).

NA

11 patients, 13 eyes;
discontinued patient was not

counted.

Relapses (attacks/100 patient-year) CMT (pm)

NA Baseline: 313.6 + 77.05
Last Visit: 261.4 +75.10

Before 11.1; NA
After 2.2; (reported in the paper)

Before 10.8;

After2.2;

(calculated by events/observational

years *100)

Before 381.8; NA
After 0;

*discontinued patient was not counted.

14

Systemic steroid amount (mg/day)

Baseline: 34.4 + NA

6-month Visit: 16.39 +NA
12-month Visit: 9.98 + NA
Baseline 4 patient

During the study period 1 patient

Amount data are NAs.

Baseline: 34.9 +34.9
Last Visit: 1.5+3.2

*discontinued patient was not counted.



Visual Acuity (Decimal fraction) Supported by pharmaceutical companies or not

Calvo-Rio V Mean BCVA =+ SD (Baseline-Last Visit), 0.62 +£0.3 | 1 renal carcinoma No
(2016)*Y - 0.84 £ 0.3 [Unknown unit; perhaps in decimal

fraction].
Cordero-Coma M Mean BCVA (Baseline-Last Visit), 0.60 - 0.68 2 mild and local skin reactions No
(2014)*® [Unknown unit; perhaps in decimal fraction].
Fabiani C (2019)*”  Mean BCVA + SD (Baseline-Last Visit), 6.93 + No AEs No

4.34 -7.32 +3.87.
[Unclear unit; reported as decimal fractions, but out
of the normal range; perhaps 0.69 to  0.73 in
decimal fraction].
Lanz S (2021)3” Mean BCVA £ SD (Baseline-Last Visit), 0.20 + One viral infection, including herpes genitalis and No
0.28-0.23 +£0.31 (LogMAR) reactivation of cytomegalovirus.
[Approximately 0.63 to  0.59 in decimal fraction].
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Miserocchi E
(2014)3

Palmou-Fontana N

(2018)*

Visual Acuity (Decimal fraction)

Improved 4 patients, 4 eyes;

Stable 13 patients, 30 eyes;

Worse 0 patient, 0 eye;

(defined as improved: improvement >= 0.3
LogMAR; worse: deterioration >= 0.3 LogMAR;
Stable: others.)

Mean VA + SD (Baseline-Last Visit), 0.32 £ 0.32
- 0.26 £0.34 (LogMAR)

[Approximately 0.60 to 0.67 in decimal fraction].

*LP and NLP were not used for calculating means
and SDs.

Mean BCVA (Baseline-Last Visit),

0.5-0.62 [Unknown unit; perhaps in decimal

fraction].

1 pulmonary infection;

1 skin reaction.

2 transient and mild skin reactions at the site of

injection

16

Supported by pharmaceutical companies or not



van Bentum RE

(2019)*)

Yazgan S (2017)%?

Visual Acuity (Decimal fraction)

NA

Improved 7 patients, 7 eyes; Stable 4 patients, 6
eyes; Worse 0 patient, 0 eye;

(defined as improved: improvement >= 0.3
LogMAR; worse: deterioration >= 0.3 LogMAR;
Stable: others.)

Mean BCVA + SD (Baseline-Last Visit), 0.58
0.42-0.12 £ 0.08 (LogMAR) [Approximately 0.26
to 0.75 in decimal fraction].

*discontinued patient was not counted.

12 SAEs:

5 hospitalization,

infections, exacerbation of ulcerative colitis, large
intestinal ulcer hemorrhage, hypovolemic shock
after hemorrhage, prostate cancer, cellulitis, bursitis,
acute coronary syndrome, and cardiac failure

AEs:

80% of the patients exhibited usual side effects of
TNFi, such as mild infections, and injection site
reactions.

1 psoriasis.

One female patient reported malignant hypertension
and terminated GOL treatment in a three-month

follow-up.

Supported by pharmaceutical companies or not

No

SpAHHERIET 28, ASRIETEEMHER . PsASCREVEBAEI 2. JAE MR FEIERIATI 2. AE A HFRR, CMT: #HH.LHOJE X
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EINRX NI HBIT 554 7 2o fEkENE

WRE LR IR, RiAZEE2BEBAAZDTr —22 ) —XTH o7z, FHIRAJHEZR RCT
RO 6 o7z, €5 T, JBI @ Critical Appraisal V¥ — V%W TANA TADY 27 %
Al L 720 % DR, TRTOWFEIR, XA T ADY A7 IO L2 DD H - 72,
13 & A EDIARE R RS 3 7 L IS AN BHRE T BH o 72 (Table S3), % 72, & DOHFSE b BB A
D% % 521 T 722> o 72(Table 1),

ARTF U ROBR

B DR & RO RAE

A& N7 B3 AN EfFR(ERRE)) & IR O B R (R (RE)) X, =hZh
75% (95%CI : 56~87%)& 73% (53~87%)CTdh -7, HHEMEIC OV T, HEREALK)L
EIRREREOD Z N E N P=47% & 70% T & - 7= (Fig. 3a, 3b), Egger DBE Tl HIR-A4
T ADIFHEIRTR S N7 o 7z (BRI 1 t=1.83,p=0.13, EEEWRE) : 1=1.3,p=0.25)
(Fig. 4a-4b),
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Study Events Total Proportion 95%-Cl Weight
Calvo-Rio (2016) 13 15 = 0.87 [0.60;0.98] 16.0%
Cordero-Coma (2014) 12 13 ; = 0.92 [0.64;1.00] 11.1%
Fabiani (2019) 4 5 L 0.80 [0.28;0.99] 10.1%
Lanz(2021) 4 10 i 0.40 [0.12;0.74] 18.6%
Miserocchi (2014) 12 1% - 0.71 [0.44;0.90] 21.5%
Palmou-Fontana (2018) 4 7 = : 0.57 [0.18;0.90] 15.9%
Yazgan (2017) 11 il ; 1.00 [0.72; 1.00] 6.9%
Random effects model 78 _— 0.75 [0.56; 0.87] 100.0%
Heterogeneity: /12 = 47%, 1 = 0.5634, p = 0.08 | | | |
04 06 08 1
Fig.3a) BEOEMEOEMBEEDO 7+ L A P 7 r v b
He T N7 BE N D ERR (E R (AEO) IF. 75%(95%CI : 56~87%)Tdh -7z, BHEPEICOWTIZ, EREKAE) 12=47%TH > 7=,
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Study Events Total Proportion 95%-Cl Weight

Calvo-Rio (2016) 14 18 — 0.78 [0.52: 0.94] 16.5%
Cordero-Coma (2014) o0 22 ; = 0.91 [0.71:0.99] 13.9%
Fabiani (2019) 7 8 - 0.88 [0.47:1.00] 9.8%
Lanz (2021) 5 17 = 0.29 [0.10;: 0.56] 17.0%
Miserocchi (2014) 24 34 = 0.71 [0.53:0.85] 19.4%
Palmou-Fontana (2018) 7 18 = 0.54 [0.25:0.81] 16.7%
Yazgan (2017) 13 13 1.00 [0.75;1.00] 6.8%

Random effects model 125 : 0.73 [0.53; 0.87] 100.0%
Heterogeneity: /12 = 70%, 1> = 0.8946, p < 0.01"
02 04

Fig.3b) HORIEDHMEEDO 7+ LA+ T my b
Mt & 7z B O IRO D EARE (B (IRB0) 13, 73%(53~87%) TH o 7z, BHEMEICOWTIE, EAFKHRED) 70%TH - 72,
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After Before Incidence Rate
Study Events Time Events Time Ratio IRR 95%-Cl Weight

Calvo-Rio (2016) 50.0 100 500.0 100 0.10 [0.07;0.13] 28.4%
Fabiani (2019) 200 100 220.0 100 i 0.09 [0.06; 0.14] 28.1%
van Bentum (2019) 22 100 108 100 : 0.20 [0.05; 0.87] 24.9%

Yazgan (2017) 00 100 3818 100 —=— 0.00 [0.00;0.02] 18.6%

Random effects model ' 0.05 [0.00; 1.38] 100.0%
Heterogeneity: 1° = 71%, t° = 3.7270, p = 0.02 | | | |
0.001 01 1 10 1000
Less incidence rate More incidence rate

Fig.3¢c) BREDZ7 + LA+ 7u v b,
A I N7z GOL BEZDOBHEGFEIE) ¥ — FHIZ 0.05(95%CI : 0.00-1.38) TH > 7=, T — X IZFEFKCEIE), /100 £F - £ LTHEE Lz, 22 TlE. M0
BU2=71%)23B0 bz, —J7. WO 2RS4 7 2 (6= -0.806, p = 0.48) 13 H X 1172 %> - 7= (Fig. 4c),
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Study Events Total Proportion 95%-Cl Weight

Miserocchi (2014) 4 17 = 0.24 [0.07:0.50] 51.1%
Yazgan (2017) 7 11 ; = 0.64 [0.31:0.89] 48.9%

Random effects model 28 : 0.42 [0.12; 0.80] 100.0%
Heterogeneity: /2 = 76%, t° = 1.1509, p = 0.04 |
02 04

Fig.3d) BCVAWEH GO 7+ L AP 7T a vy b,
RNEEZEDEI R ITOCTIIT 2T o 72, A SINEEZFOEE X, 0.42(95% CIL: 0.12 - 0.80; 12=76%) & 7z - 7=,
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Last Visit Baseline
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight

Calvo-Rio (2016) 18 259.20 10.30 18 295.00 42.20 -35.80 [-55.87;-15.73] 89.5%
Palmou-Fontana (2018) 13 261.40 7510 13 313.60 77.10 — -52.20 [-110.71; 6.31] 10.5%

Random effects model 31 31 ' -37.53 [ -56.51; -18.54] 100.0%
Heterogeneity: 1% = 0%, = 0,p=0.60 ! ! ! !
-100 -50 0 50 100
Lower thickness Greater thickness

Fig. 3e) #IHLHES LD 7+ LA 7By by,
HA SN2 CMT @ MD 13-37.53 um(95%CI : -56.51~-18.54, 12=0%)T&H - 7=,
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Last Visit Baseline
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight

Calvo-Rio (2016) 15 9.20 7.30 15 34.40 19.40 -25.20 [-35.69; -14.71] 26.6%
Fabiani (2019) 5 1.20 2.20 5 12.00 12.00 -10.80 [-21.49; -0.11] 26.3%
Miserocchi (2014) 17 3.50 5.50 17 12.50 12.00 § -9.00 [-15.27; -2.73] 32.6%

Yazgan (2017) 11 1.50 3.20 11 34.90 34.90 = -33.40 [-54.11; -12.69] 14.5%

Random effects model 48 48 ' -17.31 [-27.38; -7.25] 100.0%
Heterogeneity: /12 = 72%, <> = 70.5041, p = 0.01 ! |
40 -20 0 20 40
Systemic CS-sparing Not systemic CS-sparing

Fig. 3f) 285D CSHROE{ D7+ LA+ Fuy b,
HELZCSEREFR(TL F=yu v 48)D MD 1%-17.31 mg/day(95% CI: -27.38 to -7.25; 2= 72%)TH - 7=,

Fig.3a) BEDHEMHE, b) HORIEDOEME, o FHIE, d BCVAUEEIG. o HEHPLHES LN, ) 250 CSHROE D7+ LA Ty b,

Research Article: The efficacy of Golimumab against non-infectious uveitis: a PRISMA-compliant systematic review and meta-analysis & 9 5[ F
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Standard Error

0.0

0.5

1.0

1.5

Proportion estimate: 0.75 [0.56, 0.87]
Egger's Test: t=1.83, p=0.13

O 0.1>p>0.05
O 0.05>p>0.01
O p<0.01

Misérocchi (2014) @

Lanz(2021)®

Palmou-Fontana (2018) ® Calvo-Rio (2016) ®

Cordero-Coma (2014) @

Fabiani (2019) ®

Yazgan (2017) @
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0 2 4

Logit Transformed Proportion
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Standard Error

0.0

0.2

0.4

0.6

0.8

1.0

1.2

14

Proportion estimate: 0.73 [0.53, 0.87]

Egger's Test: t =1.30, p =0.25

Lanz (2021)
®

Palmoq.—iéon.tana (2018)Calyo-Rio
..

O 0.1>p>0.05
0 0.05>p>0.01
O p<0.01

Fabiani (2019)
[ ]

Yazgan (201
[ J

|
N

|
0

Logit Transformed Proportion
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Standard Error

0.0

0.2

0.4

0.6

0.8

1.0

1.2

1.4

IRR estimate: 0.05 [0.00, 1.38]
Egger's Test: t =-0.86, p = 0.48

O 0.1>p>0.05
O 0.05>p>0.01
O p<0.01

Log Incidence Rate Ratio




Standard Error

0.0

0.2

0.4

0.6

0.8

1.0

1.2

1.4

IRR estimate: 0.05 [0.00, 1.38]
Egger's Test: t =-0.86, p = 0.48

O 0.1>p>0.05
O 0.05>p>0.01
O p<0.01

Log Incidence Rate Ratio




Standard Error

10

15

20

25

30

Mean difference estimate: -37.53 [-56.51, -18.54] O 0.1>p>0.05
Egger's Test: t = NA, p = NA O 0.05>p>0.01
O p<0.01

Palmou-Fontana (2018) @

| | I I I I
-80 -60 -40 -20 0 20

Mean Difference




Standard Error

© Mean difference estimate: -17.31 [-27.38, -7.25] O 0.1>p>0.05
Egger's Test: t =-1.86, p = 0.20 O 0.05>p>0.01
0 p<0.01

I I I I I
-40 -20 0 20 40

Mean Difference
Fig. 4a) BEDOEMAE, b) HORIEDOEMHE, c) HFHHE., d)BCVA OUGEEIG. e) WHHT.OHOEZ DL, ) 2HD CSHROELICODVWTD T 7

$ 78 v b, Research Article: The efficacy of Golimumab against non-infectious uveitis: a PRISMA-compliant systematic review and meta-analysis & 9 5| F



golimumab JEIFRTEE DT FENF) D '— NI

A & N7z GOL IR R O HFERFEIF) -~ ¥ — FHIZ 0.05(95%CI : 0.00-1.38) T & - 7= (Fig.
3¢)e T — X IZEFGEIE), 100 B - FEL LTHEE L, 22T, MOBREEEE=71%)2"
RO HLNTz, —F, HL R4 T A (= -0.806, p = 0.48) I3 H & 1172 %> > 72 (Fig. 4¢).
Yazgan b O Tld, BGHHEZRE 720 BEEIIELE D 72 © OEFEFIEFI(1 2) I3 A3
ricEEnTurnp, ZoEFRRBEHIERICHEEL 2, 202 o5 2RIL L. oL
=L A, AP — FHIZ 0.10 (95% CI: 0.07-0.15) (I2=0%) & 72 U . GOL iAE#KR D IZ
HEICEK W Z & AR X L7z (Fig. S1).

RBRIFIEHTNBCVA) DZETE & RBRAGIEHT)(BCVA) 25K L 75 DEE

BCVA 3. 7 2D Clilx DEED T — 2 b - 3BH I Nz, 2 DD TIX
BEHERZ(SD)S G S L CTH H 3. BCVA LD HE— I LT\ o 7z, BCVA OHED
WCZ OMEDHALA—I N2 e, REMEH iz Xz 22 Th b 639, K
72T d BCVA DHEMAK—INTHhARWnI 2Ick ., —HoMEHEL MM+ 2 2 &2
WEECH -7z, & HIC, BEAR AR 2 729, BCVA DA T 2EEMN KL 2> T
Wb, ZD®, REFNTICIHE VT, BCVA Ofi% Table 1 ICF &5 72FICIEE D, HiAd
Liadr o 7e, EEMEA RIS d 2200 b3, 7T DD TR TITHE W T, GOL iAEERIC < —
274 v e LT BCVA DSERZED LT,

KT, HNTELEE DERICONTIEN 21T o7, T— 2%, 4 DBREOHNIBHE T
72 0DWMELSHMHE L7z, 22Tk, AR bR HDHIIA 0.310gMAR ML ESGE L 72
it e IUGER LIER L 7. A I N7 8EEF DEIG 1L, 0.42 (95% CI: 0.12 - 0.80; 17=76%)
& 7 o 72(Fig. 3d). fITSGEHE OEE T2\ T, Miserocchi (2014)*) & Yazgan (2017)2D 2 D
DHFED A TH o770, B4 T RIBETTE 0o 72,

HBIHDFED/E Z(CMT) DAL & 2 G EDanF axTaf FAXT Y v 7 (CS-sparing) &)
LBz o T

A E N7z CMT @ MD 13-37.53 pm (95%CI : -56.51~-18.54, F=0%)T& - 7=, GOL iA
Btk iZ CMT BERICIHD T 5 2 & 28R & 7z (Fig. 3e)e CMT (CB L Tid, Calvo-Rio
(2016)*» & Palmou-Fountana (2018)*Y®D 2 D DIFFED K TH o 72729, HRAA T A &3
5203 TE Do, L7z CS EWERB(IL F=Yr v YE)D MD (3-17.31 mg/day
(95% CI: -27.38 to -7.25; I ’= 72%)TH b, GOL RBERICHERICHA L L BRI v
(Fig. 3, HMNA 7 R I3 & e b > 72(1= 0.2, p = 0.20) (Fig. 4,
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pEtyia

BRI NGB CHE SN2 LS Table 1 ICE L D7z, 1 DOH[A 2 BT,
ABE, BERYIE, BEERGR ORE, R, Higo Mgl > = v 7, Jiazik
. BEERAR, MT R, [MOEIEMERE, O R, B XUk 7% TNF-o [HEFIBLED AE %
G0 R OEELRAFERERVME I N, £, ZofttoFERTiE, EEEIIELE 16, &
FE 1B, BEGYRE 1 P, PSR~V R ALY A AT 0 T AN ZADOBEELR ED Y A LR
REIYE 1 B, OG5 Bl25 e & iz,

IEFRDE
GRADEpro GDT ( X 0 Ffii & 1L 7= 5501 D'E % Table S4 IS8 3, KL CMT IZDW»

TIIHERTED R & B X A, FERR(IRED) IS 0 W TURREREAME - & FHil X 7z, % DD
i e 3 R DB I & BT & 7z,
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ZE

ARF (X, GOL D NIU i3 2 A% EE O FHIHERE 2> bR L 720D T A X T F )
VATH D, HEFTTIT, NIU XT3 TNF-a [HEFIDO X 27 F 1) o 20830 D085 &
NTW53, Y2168 L 1FE A EDIFETIE. ADA. INF, 713 TNF-a [HEAIZ 5>
FFICHHT LT3, GOL Zf LT JIA ICfE) R IR EZREL., RIEDa v b o—
AL BCVA DEIEAWET ZIIRTELTHE I ERREALZTF ) L RATIRENEZ 1D,

KIENTC. GOL 1B % 3\ 72 B 1% 75% DFfED G O 11, GOL iG#H D FAFFRER MK
WEANCH 2 Z e eI NTz, £/, RO AR —RICEZ THHEUAEEIE SN, X
— A7 4 v EHB LT, BCVA DEINLER L o7, Lo L, TR & L 72 JTE
T 31T 2 HE ST ECHRENA 7 5720 BCVA D2 LREZHMAET 5 L FTIETE X
Do Tz, 2 DDWFED LA L 7-8GEE DEILIT OV T, #42% D EE T 0.3LogMAR L
D BCVA ERR SNz, NIU (213 L A EOBEOEGHETHORETH Y, HBFEIHh
TOHEMET 25 &R IR D 2 L 2EET 2 L, SHFERIZ GOL 51 X vk
ELARVETHLELZBCVA MG LNz, EHIC, CMT A 375 um KT L2 &h b,
GOL i X 2 IZMEDMFINE b R X Nz, £ 72, A INFER IR, 281 CS HHED
BRI LCEY., CSERD AE DG DAREMNED H 5 LB X iz,

WO OBEFZE L. GOL LAt TNF-o FHEAI%Z % &£ D THE 2 Tz, KFTIC
GINTwRvn, flziE, GOL & CZP 2 X L TE 2 B TIE. 7+ v —7 v 7HHH
I 30 AR 24 IR2SGE & 72 13MERF S v, RIEXZ A EICHD 247, #IC, BCVA fEDZALIC
AEAZITAONRD > 72, Fabiani 513, TTD TNF-a FHEH % £ & o THAE L 28 E.
TNF-a [HER I RIEZHEICHHD E 4, BCVA #HFREICE{LE T, CSEEZEKTI®LL
DFERDMF L N7z 29, GOL OZNEIFHFITIZFHI & TR nds, Th b OfERIZAHFSE
DFERLFEI L AMEZ R L TWE, 72278 4 FOfEFHEICD W T, Palmou-Fontana & 3.
R T a4 FEBR—ZA T4 VED 344mg/H2 5T 6 » AR DZERFC 16.4mg/
H. 12 » A DOZERHIC 10.0 mg/HICHHA L72(SD 7 L)L 5 LT % 3, 7= 2 AKfig# T <
ESD BAFTERWT —AV ) =X @B ARXTFIV LV RALLBRIAINTEY, COXI BT
— 2V —R@FARTF IV ATHATEILIETERD2>72bDD, ZNHDRRITA
ARTF Y ADFEFR L —E L Tz,

GOL #5776 X H 1 Bl F 72 13 4 BRI O CR T HER 2179 720, b HEICHE X
N7z AE (380 FHEIICTH 572, T2, BAMEHTESLTr —2A 2 ) —XTlL, HE
PRI, B, IEYE 7 &3R5 1, GOL D% ik X2 28 hVWEHE D »
72 0, ZDfth, TNF-a {GHIC X 2HEY Y A 7 OHEINCO W TIERED ST 7nn 404D
ADA DHEFITH 355, BRI T L 72 VISUAL I RERTDH 4 <~ v i 1.3/100 BEETH -
7o, KT CIEIINOHD AE & GOL L OREFFRZ F7ZHET L2 LiFTE RV idw
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Z. INHD AE BEEKRRG TERBINLIREBDTH L, HATIX, GOL 1ZBEHiY v~
F L EBEERGROBICICKZE I NTE Y, 2L hiE 100 mg % 4B 1[H] & [H)H
Fe 50512 200 mg, #IEHES 2 8212 100mg] DHE & 7% 4, Sl NIU ~D#E)t ik, Jh
EOWIEA. [50mg % 41 1[0 CEHINTW, BffiY) v~F L EEEREROE
JGE R, AR D Lo Tw 5, B v~ F LB RER OGO R EHT
5% L &S S N EIER I, sIREEZ . ERGERRGE, RS RLBE, fEAS. % 5
FERK, SREEE) 25H 0, EEREIER & LTt ERYE, BIEMEMZR. ik, DS,
BEERIMKEE, 5 oMEOARE ERMEINTHE D, SRR E LD HEOT I,
R % WG I NEIER O BRI TH Y, T bic, () BEYYE, S ErbEmRE,
DAL ESME I N0, i, GOL DERMARICHIRT 2EIER & K& hzERp
v, L LS EIOSHTld, %4 OWIEDOMEB DV 7 L FIER R &2 RD by,
AR X 50, FrCHIRZE - 2 & d, 1 floEEEIELED HIR T, GOL o 5-Hik & 7 -
2l eThh, EEENTELE GOL OREFEFLAHTH 5720, SHBLVIFEHTRELHE
ZAbib,

AMECEMLIZAZTF I 2 2T L O0DBRRED 572, 3. RCT 137852 7,
F o, A INERIZTRTEENREL T — AL ) =X CHEIWTEY I T v R
ZINT 72D DB R T2 b0 Tz 2 DR DOE ML THY, TV b A LICK T, i
FEEMEN LTI NZDDEH Y, A T ARBIFEET B AHENED B 3, - T, SEIcHR
HAINSRERAERERICHY #bR TNk SR\, GOL & 7 7 1 R fthd TNF-o BHEH %
B L 72 RCT B ETH 5, B, MRBHED R, By ITAF A XN I 0D, #it
BAINTAEROEEIHELEZ T 3RMELEDH 2, F=10, HiREL—-EL T 7,
ARTFVLRATIEay b a— L TERDP o7, RO BT EEEEICEFE R <. NIU
ICH4 2 GOL RIEDO %2 G+ 2 2 & TH o 7208, BERERER S 2 L TRy —
DEL ZAHENER S 2, T3 T — 2 BB o, EEEBR O3 7 70— TN 247 5 X
XTHD, FIUC, 1FLA DI TIE, ftid TNF-o [HEACRITE L 028 O RE
FNAEYOPRIC X BRERER D o7, 2D [F 2V —F—"—] & [LFI—8hR] I1Z,
ARIMEDRER I E 2 52 2[R H 5, wBRIC, Fln, &5 RO, HLA X7
BRT AR S ofhoRiEs, fE—Egl R s H 5, L, b
DERZ X LICHWTT 2 1Cid 07T — 2230\, S OfENTTlx, BCVA O&ERIcE 1T
BHEIEFEPCBRENELEL o T2, W OPDIFERRAN I NZ, 2D L&it,
BCVA DFHIIC 8 % KT T AREMWEA S 5. TNF-0 I RIE 7' 7 & R ICEE R 5E5 % F 7z
LT3 7%, ADA. INF, GOL 7 & DHFANIER OBICIEICEN T2 Z &8 TE 5, il
NEBHTHEETHLNIUDZD—DTH %, HTEE TICT, ADA & INF 23% DREICHR)
THDHIEDFAHINTY 5, ADA IZINIU EFICBWT T 7k & I L CRIELRKRD Y
A7 IS E L LR E N, ADABICBIT 2 EHELRAERROBEY A 71377
RO 2ETH L L I HED D B INFOIRNKIET Y b r =D 7= HHIT 95%,
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HEZAEERRICOW T, BEBEUED 2.6% (13/500 H) . EHERELED 2.4% (12/500
Bl . HCORZERED 1.8% (9/500 i) . #EYD 0.6% (3/500 i) T Y. EEARIEH
RO b ozMEINT VD, T2 HBGEBRAFEEL 7\ 72, INF & ADA XY
A F LA LHEIRT 5 2 L IFTE 2w, WG L ZZFHliER I L Th 2 0ES %
Bfficiho 3 2 L3 TE R0, HMUICEE R % & INFADA (ZFHlifEEIC R L <@
BiEzHL w3 Bbhd, "2 D~ GOL IZ~ v R-t b F X F7%/ 7 u—F APk
BKICH % INF L ¥4 v P b TNFa £/ 7 0 —FAPREIEICH % 720, 8FIC
N APUAEB KA TE T wWOTRAVW,LEELZONS, $7- ADA KT % & 2 D%
G253 4 BIc—RITH 2720, FFENOCFEDOHERROBEIIVP VO TR RnheH
AbND, 2T NDRICONTH ZNEZFHEL T W5 R, 72 2 E TICiE
SN TR, FFED XA T7ORBERKICL ed o720, RIFREFICAE B FAELED
T ERMEINTED 41449 INF ° ADA & 1Z% 7% TNF-a [HEH 2 KD 5T
2, ZOHHMHLTDH, INFRADA L L TOINE2BENTHEI2E NI LD, »
THOHEAD 100%AFEAEER D D Tld WM L, BiffoarFaxsaf FTHELEN
o2 EBEM, INF 2 ADA 253 Tk D, T HICZD X 5 RIREET INF #° ADA I
IR WA O LDEIIBRICH v, 20 X ) RGE it o TEIRNE % fefik 3
LB TELLNIZLICEERDLD L LEDND, EHF, CTLAGIg(T "Xt 7 M5 L
7B Y v~ FIC X BEIRAEIC GOL 2SAZTH o 72 & W O SEFIHRE 235 » 4D, NIU Icxfd
% GOL o FHM»FEHEINT WS, RO AXTF Y ATIiE, GOL ® NIU i£x{9 % H
PERI I N, BidD kS ic, IVE DI TF vy 2% G201l BDOE RCT
L LV L DR T 70 —FBUETH 5, milt, TNF-o [HFEAZ %5 3 iz NIU BF
23, REYLFRIC COVID-19 1Cxf 3 2 B R 2 /8 L7z & D235 O . TNF-a FHE A o Bk
WIEIS D ATREVE SRS S iz 8 B, Sl X X 3T oA TH B, Sk, NIU % COVID-
19 BEYUE 7R & DIREB Z AHF L 72 NIU 12xf 3% GOL iR IO W THiEH L7\,

fiam e L <. GOL IX NIU ixf L €, BEf#, BCVA U CMT D, CS-sparing & W 9 £
THELRMIRZRITARELEH 5, Ll GROA 2T F Y XA TEEITORLZ X5 %2R
BRDH 2720, E6hDIECTVARLETH D,
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BB JERYPESR E S RRICH S 3 tocilizumab O BRI

B

[HW] covRT~T74v 7L a—bAXT7F Y RTIE, NIUKRNT 5 TCZ DHEF)
MEFHIT2 e 2HBE Lz,

(/7] PubMed. Cochrane Library, ClinicalTrials 7 — & X —27%5 2021 48 H 31 H¥ T
DT —2ERISG L7, FRiHITEERIIRIEOEMR L L /-, IR HEiEEE . FHIREE
IEf1(BCVA), EHEEHLE(CMT)DJE X, FLEDE X (CFT) B L0 egtkarFaxra
A FRAXT Y v 7 EHR(CS-sparing B & L7z, ERILAEICIE, T v X L ALHBGER £ 72 13
BRI (T — AL ) — X% ET), TCZ HANREXIZ AT v 4 F ¥ 72 i3 fth D IEEY A1) iz
INHEE & OFF L€ NIU oiR#, FHiifEEE Iz D7 < &b 1 D2 HIE L, 55 i IdaGEIca
TE L7z, #RE. FEFIERE . RIRERITZE. IKESCHR, & X CBEM: @ 2o WIFSE IXBRI SR & L
oo BIREIF, FVv X LIRETAZTHCCH ALz, N4 T ADY X7 % JBI Critical
Appraisal Y — v 7%\ CEHIi L 72z. GRADEpro (3. &#5ROMEFNEZ 53 2 720 IcfHH
L7z,

[FE5HR] &AEtT. 170 ADEH(68.8% 1K) D 11 @7 — 22 ) —X Lk 1 250D RCT 2IE
TE 72, BRI 66% (95%CI : 56-74%)TH - 7=, BEDHIIZLGEHETITH - 7=
-0.19 (95%CI : -0.37-0.01), VR 2 EHHEHLEOJE X, FLEDIE X OZAL1Z-110.29 um (-
195.16--25.42), -182.04 um (-350.56--13.53) CTH - 7=, A Iz HfEarFazxsaf ¥
DEMA S HE WD ZRL 72,

Uiam] R OfSHRIL. SR <L F v TAF A4 XOFIR, B X V% HE 7 iR 7
EDHIRD D o 7225, TCZ 25 NIU IZH L CTHIRTH 5 2 LRI, 27ZL, ¥H
72 B & T BT H o Tz,
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H#EY

NIU iICi9 3 TCZ DBF#MEZ G2 2 L AHMTH 3,

Tidh

B ICHE L T, TCZ ICD W IR 24T - 770

T—X Y —REBRBESE

PubMed. Cochrane Library, ClinicalTrials %7 — & X — 2T, [llas 5 2021 4F 8 A 28
HE COXMMREZIT > 72, EaMEF —7 — F i "tocilizumab" & "uveitis" T & 5 (Table S5
DM ZRBA L 7 7V — %S, MER74—AFiE, T7AMZ 7 P24 FPAANTH
%, HIEDERIZT 7 v —F v — Mg & ®72(Fig. 5).
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Records identified through databases
searching (n = 128):
PubMed (105), Cochrane Library (18), and
ClinicalTrials (5)

Records after duplicates removed
(n=124)

Records excluded (n = 4):
Duplicates (4)

Records after titles and abstracts screened
(n=43)

Records excluded per titles and abstracts (n = 81):
Conference abstract (8), Letter (1), Case reports (n =
3) (23), Review or meta-analyses(48), Not related (1)

Records after unrelated ones removed
(n=38)

Not related records were excluded per full-text
reading (n = 5):

Uveitis was not the target disease or not the only target
(3); TCZ was not used or used as previous/post drugs

Q).

Records included in quantitative synthesis
(meta-analysis)
n=12)

Records without extractable data were excluded (n
=26):

Clinical trial (No results reported or on-going) (9); No
defined outcome was reported (9); Reported with other
TNF inhibitor (TCZ only patients = 3) (6); Duplicated
data with previous reports (2).

Fig. 5 WIFGERD 7 v —[X
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BT ¥4 v e ATTE

Wt oA ANFEHEIZ, DA & L7z,

(1) 7 v & L MLHEGRER(RCT). £ 7213 2 4/ — PR SRAEGINIBIFZE, 77— 22 ) — X3
BILL )7 & DEEE.

(2)TCZ %\ 7= NIU D%, HEI £ 7213 2 7 0 4 F et JEAEY) 0 ez ikF & of
FA L T L 72055

(3) TCZ DENEICBT 27 v b A1 A(TEAMEDOFHITEIRIC S D 5 A e d 1
D &R L 72 E,

BEOER, WL IR, RE, © F BIERPURHLA)SLE R T O FERE, B3
BIRBICOWTIIHIR AR T R o7z, BE L 727 — 2R ARERART — 2 IZBI L 72, ¥4
Wik, L& — FEGFIEREG HILLT). HREt. AERRITZE. £ 72 3B R wig(r — 7 —
FCty b LEBSKEICERER R WIFRCIEREL 7V b Ao LRI & Bir 2 5%
GBI L 72, (Fig.5)

B2 D FHEfE R

AEVED FEFHEEH X, TCZ HEDO 7 +u—7 v ZHAMAFIC, IRO RAEAEfE L 72 B
HREBORE LTz, ERE 13, X&) ER DML FEOERE DT, IRBRE D KAEAS
TRICHEINTHE 2L, REIRRBNERTH D L L L, BIKFHEEE X, ~—
AT A VL TCZ G TIRFICE T 5 BCVA, CMT, CS-sparing, 0L E DJE X (CFT)D %
ft7e & & L7, %172 BCVA fEIZEENZAAI VL Y Fr =20/ b0 H DT,
LogMAR ICZ5#33 2 Z L 3T &E 7z, CMT &, FEOERIC 220 63, HTHWIEE % H
WCHIE L7z, CS-sparing Z1%: 13, 7L F=v v 1 Q5 Eme) i L Tl X
Nz, $3ETE 30 L L,

HEOER L 57— 2 i

B L AR, BRI HEIC DO W TR A BIR L 72, R— X 7 4 VIFBRIC O W T,
W L 7 DD LT O M L 72, ()EFEFEESE). QN ATE. Q)SMEDR— R
T A VEE. )7 v —T v THIL, G)ERMA,
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L= R

55— & [AfR1C., IBI Critical Appraisal 7 — LI HE-DWs T VBRI %2 17 - 72 (KO & YST),
X 512, GRADEpro Guideline Development Tool(GRADEpro GDT)*"% FH\» T, 2 NDOHEH
(KO & YY)Dl 2 lc e T v ADREFEMEZFHI L 72, RCT (Z—#lD & 22> AE St T —
2 & T & e d o 72729, Risk of Bias (ROB)Y — L % {#ib 7205 72,

7 — & OffE L b

B LFERIC, T—2DfEIE. R Y 7 Y =7 D Meta (ver.4.18-2)F X U metafor (3.0-
NN T =V EHCT T2, AZTFIV VYRR T VX LMBEET LR,

BH DRI L IRO RIED FIAERICOWT, R L EFEEXECHTHRA L7z, @7 — &
D CMT, 451 CS-sparing, BCVA fi. CFT 2 1%, F¥HZEMD)E Cl THAEL 72, BE
TEIE P et 2 CCEHI L. 30%~60% % HREE D BE M, 50%~90% %z =\ EE ML L
72o WS4 7 21D WTIE, 77 A7 vy b & Egger D nllaHE % AV CEHli L 7z, H
oS A 7 ADBFETET 25613, trim-and-fill #1IEZ1T 272, XHEDR O N Cnwiz720, &
T TN —TIRNT & A 2RI T D IR o Tz,

R

PR DRR & 558

Y] OBER TIE, AFF 128 fF(PubMed. 105 . Cochrane Library, 18 ff. ClinicalTrials. 5
YD HRDF DTz LT L 72, BIEMED 7\ 69 RO & | MERWIRER 7 — X
D372\ 15 R DRFFE R BRIN L 72, BRAIKEIC, 11 D7 — A2 Y —X L IRCTARZDRAXT F Y
L ADKRE 7572 19959, (Fig. 5)

AEF 170 Z D EE 688 L M) ABIIR & /e o 72, FHFLEBBIRIITZ 6 ZA»S 24 H
H<Th 2z, HEEEEIZ, AS, BD, RA, JIA, Vogt-Koyanagi-Harada JEf&ERE, ~S— F> = v b
IRASHEEAE . AR 28, Fr Rt ERIR K . RUIRIRASHR A 72 & CTH o 7z, (Table 2)

40



Table 2. SRIFFEDOX—RZ 7 4 VR & F kbR

Study Type

Ethnicity

Type of Non-Infectious Uveitis

No. of patients (affected eyes), F/M, disease

Papo (2014)*”

Deuter (2017)3

Silpa-archa
(2016)"”

Tappeiner

(2016)"V

Calvo-Rio

2017y

Retrospective

Retrospective

Retrospective

Retrospective

Retrospective;

multicenter

NA

NA

Caucasian: 8
Native
Hawaiian: 1
Asian: 1

NA

NA

Severe and refractory non-

infectious uveitis

Non-infectious uveitis complicated

by chronic ME in at least one eye

Severe non-infectious

and refractory anterior,
intermediate,

posterior uveitis or panuveitis

Chronic anterior uveitis

Uveitis was bilateral in 22 patients.
Cystoid macular edema was present

in 9 patients.

41

8 (NA; at most 16), 4/4,

birdshot chorioretinopathy (1),

Behget disease (1),

idiopathic bilateral panuveitis (6)

5(8), 3/2,

JIA (2)

ankylosing spondylitis (1);

rheumatoid arthritis (2).

10 (18), 9/1,

NA (this study only reported underlined diseases pacentage of all the patients included

uveitis, sclertis and orbital pseudotumour. No details for only uveitis).

17 (30), 14/3,

JIA-associated chronic anterior uveitis

25(47), 21/4,

JIA-associated uveitis



Study Type Ethnicity Type of Non-Infectious Uveitis No. of patients (affected eyes), F/M, disease

Mesquida Retrospective NA Refractory uveitis-related macular 12(16), 10/2,

(2018)%» edema JIA associated, uveitis (6),
birdshot chorioretinopathy (2), idiopathic panuveitis (2),
sympathetic ophthalmia (1),
ankylosing spondylitis (1)

Sepah (2017)%9 RCT; White: 31 Noninfectious intermediate uveitis | 37, 22/15,
multicenter Asian: 2 (6), posterior uveitis (5), or Sarcoidosis (2),
Hispanic or panuveitis (26). Vogt-Koyanagi-Harada syndrome (2),
Latin: 2 Birdshot retinochoroidopathy (2),
African Punctate inner choroiditis (1),
American: 2 Behget disease (1),

Tubulointerstitial nephritis and uveitis syndrome (1),
Idiopathic (28).
Ozturk (2018)%¥ | Retrospective NA Refractory Behget uveitis 5(10), 3/2,

Behget uveitis

Atienza-Mateo Retrospective; NA Refractory uveitis associated with 11(20), 4/7
(2018)%® multicenter Behget’s disease BD-related uveitis
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Vegas-Revenga
(2019)57

Wennink

(2021)%®

Maleki (2021)%

Study Type

Retrospective

Retrospective

Retrospective

Ethnicity

NA

NA

NA

Type of Non-Infectious Uveitis

Refractory and Noninfectious
Uveitic Cystoid Macular Edema
panuveitis: 9

anterior uveitis: 7,

posterior uveitis: 5,
intermediate uveitis: 4.

Bilateral refractory

idiopathic IU: 5

panuveitis: 2

Types of uveitis included anterior

uveitis (14 eyes) and intermediate

uveitis (4 eyes). FA showed

papillitis in 5 eyes and vasculitis in

9 eyes and OCT demonstrated

CME in 4 eyes of three patients and

ERM in both eyes of another

patient.

43

No. of patients (affected eyes), F/M, disease

25 (49), 17/8,

JIA (9),

Behget disease (7),

birdshot retinochoroidopathy (4), idiopathic (4),

sarcoidosis (1).

7, (3/4)

8(14), 7/1,

JIA associated uveitis.



HLA-alleles

Drug dose

Length of follow-up (months)

Papo (2014)*”

Deuter (2017)3
Silpa-archa
(2016)"
Tappeiner
(2016)V

Calvo-Rio
(2017)%»

Mesquida
(2018)%»
Sepah (2017)%9

Ozturk (2018)%

Atienza-Mateo

(2018)%

NA

NA
NA

(HLA-B27)
Positive: 2
Negative: 15
(HLA-B27)
Positive: 1
Negative: 24
NA

NA

NA

(HLA-B51)

Positive: 10

Negative: 1

median (IQR): 41 (31—
47)

42.6 (Range: 23-57)
34.10 + 13.41 (Range:
14-58)

15.3 £ 6.9 (Range: 7-30)

18.5+£8.3

34.6 (Range: 15-62)

43 +17.0 (Range: 18-85)

254+3.05 (Range:

21-29)
35 (Range: 22-50)

8mg/kg/4 weeks, intravenously

8mg/kg/4 weeks, intravenously, infused for 1 hour
an initial dose of 4 or 8 mg/kg every 2 or 4 weeks, intravenously, infused
for 1 hour

8mg/kg/4 weeks, intravenously

8mg/kg/4 weeks, intravenously (n=21), 8mg/kg/2 weeks, intravenously
(n=2), or 8mg/kg/8 weeks, intravenously (n= 1), or 2.9 mg/kg
subcutaneously every week (n=1).

The TCZ dosage regimen was 8 mg/kg IV every 4 weeks.
18 patients were randomized to Group 1 (4 mg/kg) and 19 patients were
randomized to Group 2 (8 mg/kg).

8mg/kg/monthly

8 mg/kg/i.v./4 weeks (n = 10) or 162 mg/s.c./week (n = 1).
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8 (Range: 6-25)

16.8 (Range: 4-35)
11.8 +10.3 (Range: 2-32)

8.5

6 months (24 patients);

3 months (remained patients
discontinued due to AE)

24

months 6—12, not reported in this
manuscript

10.6 = 5.77 (Range: 5- 19)

9.5 £8.05
(Range: 1-24)



HLA-alleles

Drug dose

Length of follow-up (months)

Vegas-Revenga
(2019)57

Wennink
(2021)%®
Maleki (2021)5

NA

NA

(HLA-B27)
Positive: 0
Negative: 4
NA: 4

33.6+18.9

6.4 +2.82 (Range: 3-11)
age at diagnosis

16.8 + 11.2 (Range: 7—
40)

A standard 1-hour intravenous infusion of 8 mg/kg TCZ was given to 23 of
25 patients at 4-week intervals. One patient with JIA received an
intravenous infusion of 8 mg/kg every 2 weeks, and the patient with
sarcoidosis was treated with 162 mg (sc)/week.

8 mg/kg monthly

IV-TCZ: 8 mg/kg monthly;
SC-TCZ:162 mg weekly.
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12.7+8.34

v
o

28.6 £24.6



Study Type

Ethnicity

Type of Non-Infectious Uveitis

Remission (No of patients,

eyes)

Papo
(2014)*
Deuter
(2017)50
Silpa-archa
(2016)"

Tappeiner
(2016)V
Calvo-Rio
(2017)%»

Mesquida
(2018)%
Sepah
(2017)5

Retrospective

Retrospective

Retrospective

Retrospective

Retrospective;

multicenter

Retrospective

RCT;

multicenter

NA

NA

Caucasian: 8

Native Hawaiian:

1
Asian: 1

NA

NA

NA

White: 31
Asian: 2
Hispanic or

Latin: 2

Severe and refractory non- infectious uveitis

Non-infectious uveitis complicated by chronic ME in at least
one eye

Severe non-infectious

and refractory anterior, intermediate,

posterior uveitis or panuveitis

Chronic anterior uveitis

Uveitis was bilateral in 22 patients. Cystoid macular edema

was present in 9 patients.

Refractory uveitis-related macular edema

Noninfectious intermediate uveitis (6), posterior uveitis (5),

or panuveitis (26).
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6 (NA; at least 6)

4(5) (ME)

5 (NA; at least 5)

10 (NA; at least 16 eyes)

19 (NA; at lesast 34 eyes)

12 (16) (ME)

NA

NA

NA

NA

NA

Baseline 401.7 = 86.8

Month 6 259.1+£39.5 (p=0.012)
Month 12 252.5+£30.1 (p=0.027).
NA

Mean change: —83.88 = 136.1 um



Study Type

Ethnicity

Type of Non-Infectious Uveitis

Remission (No of patients,

eyes)

CMT (um)

Ozturk
(2018)%
Atienza-
Mateo
(2018)%0

Vegas-
Revenga

(2019)"

Wennink
(2021)%®

Maleki
(2021)%

Retrospective

Retrospective;

multicenter

Retrospective

Retrospective

Retrospective

African
American: 2

NA

NA

NA

NA

NA

Refractory Behget uveitis

Refractory uveitis associated with Behget’s disease

Refractory and Noninfectious Uveitic Cystoid Macular
Edema

panuveitis: 9

anterior uveitis: 7,

posterior uveitis: 5,

intermediate uveitis: 4.

Bilateral refractory

idiopathic TU: 5

panuveitis: 2

Types of uveitis included anterior uveitis (14 eyes) and

intermediate uveitis (4 eyes). FA showed papillitis in 5 eyes
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NA

8 (NA; at least 8 eyes)

14 (NA; at least 27)

NA

5(8)

Baseline: 324.7 £ 36.6 um

EOF: 280.2 £34.1 um

No Mean and SD

The median (IQR)

Baseline: 356 (260—398)

EOF: 241.5 (235-243) (p<0.01).

Baseline 415.7 + 177.2
12 months 259.1 £499.5 (p
=.00009)

Baseline 321 (314-384)
6 months 295 (255-312) (p
=.043)

NA



Study Type Ethnicity Type of Non-Infectious Uveitis Remission (No of patients, CMT (pm)

eyes)

and vasculitis in 9 eyes and OCT demonstrated CME in 4
eyes of three patients and ERM in both eyes of another

patient.
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Systemic steroid amount Central foveal Visual Acuity (LogMAR) Supported by

(mg/day) thickness (CFT) (pm) pharmaceutical
companies or not
Papo Baseline: 18.1 £ 8.11 NA Baseline 0.71 £ 0.75 Bronchitis (1), Not reported.
(2014)* EOF: 16.6 +17.7 EOF 0.61 £ 0.77 Grade 1 leukopenia (1),
Improved: 4 patients Thrombocytopenia (1).

Stable: 4 patients.

Deuter NA Baseline: 678 + 127 Baseline 0.71 + 0.53 Thrombophlebitis at the infusion site | No, but yes for other
(2017)%9 EOF: 379 £ 233 EOF 0.63 £ 0.44 (1). Common cold on two occasions | work

Improved: 3 patients (3 eyes), (1).

Stable: 3 patients (3 eyes), No severe drug-related side effects.

Worsened: 2 patients (2 eyes).

Silpa-archa NA NA No data for Uveitis only. No data for Uvietis only. Not reported.
(2016)'” Baseline 0.30 + 0.50 (28 eyes) Serious side effects including

Month 6 0.27 £+ 5.00 (20 eyes) neutropenia, unacceptable dizziness

Month 9 0.36 £0.51 (14 eyes) and nausea, severe angioedema and

Month 12 0.19 £ 0.25 (7 eyes). severe abdominal pain: (4).

Minor side effects including chest
tightness, fatigue, nausea and blisters

on the hands and limbs: (4).

Tappeiner NA (No Mean and SD) NA Baseline 0.59 + 0.72 No AEs Not reported.
(2016)°V Systemic corticosteroids or EOF 0.60 £0.69 (p=0.84).
immunosuppressives could be Improved: 2 patients.
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Calvo-Rio

2017y

Systemic steroid amount

(mg/day)

spared in 7 patients.

Baseline, mean dosage 3.0 mg/day
(range 0-20) in 14 patients.

NA (No Mean and SD)
Prednisone (or equivalent)
Baseline 10 mg (IQR 0-20)
Month 6 2.5 mg (IQR 0-5)

Month 12 0 mg (IQR 0-5) (p =
0.001 for both comparisons)

Central foveal
thickness (CFT) (pm)

NA

Visual Acuity (LogMAR)

Not used due to unclear unit.
Baseline 0.64 £ 0.32 (Snellen chart
score 12.8 +6.4/20)

Month 6 0.56 +0.35 (Snellen chart
score 11.2+7.0/20) (P<0.01)
Month 12 0.61 £ 0.34 (Snellen
chart score 12.2 + 6.8/20) (P <0.01
versus baseline).

The following explanation is
unclear.

For best-corrected visual acuity,
20/20 vision (normal vision) is
expressed as 1.0, and 0/20 vision is
expressed as 0.0. Values are the

mean.
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Supported by
pharmaceutical

companies or not

Severe autoimmune No, but yes for other

thrombocytopenia (1), Pneumonia, work
autoimmune anemia and

thrombocytopenia (1),

Viral conjunctivitis and bullous

impetigo (1).



Systemic steroid amount Central foveal Visual Acuity (LogMAR) Supported by

(mg/day) thickness (CFT) (pm) pharmaceutical
companies or not
Mesquida NA Baseline: 516 + 55, Baseline 0.78 £ 0.18 (Snellen Grade 1 neutropenia (1), Not reported.
(2018)%» Month 12: 274 £ 13 (p= | 20/120 + 20/30) Community-acquired pneumonia (1).
0.0004), Month 12 0.42 +£0.17 (20/52 +
Month 24: 274 + 14 (p= | 20/30) (p=0.0001)
0.00039). Month 24 0.40 £ 0.17 (20/50 +
20/30) (p = 0.0002).
Sepah NA (No Mean and SD) No NA for LogMAR Low absolute neutrophil counts No, but yes for other
(2017)%¥ (Baseline: EDTRS Letters) (ANC) (2), work
4mg/kg 34.28 + 15.39 Intraocular pressure (IOP) (3)
8mg/kg 41.11 £ 14.98 (p=0.18)
Mean change in BCVA

Month 6 +8.22 +11.83 (p <.01).
Group 1: 10.9 + 14.6
Group 2: 5.5+7.8.
Ozturk NA (No Clear Satement of the NA Baseline 0.19 + 0.21 A slight elevation of the total No, but yes for other
(2018)% amount of CS at the onset of TCZ EOF 0.13 £0.15 cholesterol level (1). work
for some patients)
Medications that were continued

concurrently with TCZ included
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Systemic steroid amount Central foveal Visual Acuity (LogMAR) Supported by

(mg/day) thickness (CFT) (pm) pharmaceutical

companies or not

oral CS (5 mg/day) in three

patients.
Atienza- No Mean and SD NA NA Severe infusion reaction (1), No, but yes for other
Mateo Prednisone dose ( the median IQR) Arthritis impairment (1). work
(2018)%9 Baseline 30 (IQR: 20-30)

EOF 0 (0-5) (p = 0.005)
EOF: 0 (8 patients), 5 (3

patients); no detailed amount at

baseline.
Vegas- (Dose of prednisone) NA NA for LogMAR Nausea (1), No, but yes for other
Revenga Baseline 15.9 + 13.6 Baseline 0.39 + 0.31 Viral conjunctivitis and bullous work
(2019)°” Month 12 3.1 +£2.3 (p =.002) 12 months 0.54 + 0.33 (p =.0002). = impetigo (1).
Wennink Baseline 8.2 + 10.5 NA NA for mean and sd NA No
(2021)® Month 12 2.1 +4.7 Baseline 0.15 (0.00-0.22)
6 months 0.05 (=0.08-0.22) (p =
0.786)
12 months 0.02 (0.00-0.30) (p =
0.5)

BCVA improved in five eyes and

52



Study Systemic steroid amount Central foveal Visual Acuity (LogMAR)

(mg/day) thickness (CFT) (pm)

Supported by
pharmaceutical

companies or not

worsened in one eye due to

cataract.
Maleki NA (No Mean and SD) Baseline: 320 + 57.6, Baseline: 0.69 + 0.88
(2021)% EOF: 280 + 16.5. Last visit 0.51 + 0.55.

AEHERR, CMT: SEEHR.OEOE X JIA A E R B &
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NA

No, but yes for other

work



EINRX NI HBIT 554 7 2o fEkENE

MR ELEWRDIZE AL X, FiMEEAIBRAMEDT AV —XTHo72, IBID
Critical Appraisal V —VZ W ToANA T AD Y R 7 Z il L 72, % OFER, T X TOMIEIL,
NATADY ZAZICDOCTH L P DD B o 72, 13 L A EDIHMERRE 2 7 < | FHI2A AR
HHTfEC & o 72(Table S6). F 7z, & DHFFE D WER A DR % % 1F T va7x > o 72(Table 2),

ARTF U ROBR

B DR & RO RAE

A &N BB A B R (ERRE)) & IR B O B R (R (RE)) X, 2hZh
66% (95%CI : 56~74%)& 54% (42~65%)TH »7-, HEMEIC OV T, FHEREAK)L
TIERRBOD Z N Z N P=0% & 59% TH - 7-(Figs. 6a-6b), Egger DIE Tlix, Hik- 4
T ADIFHERTR I N7 D o Tz (BRI 1 1=2.15,p=0.07, EEEERE) : 1=0.21,p=0.84)
(Figs. 7a-7b),
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Study Events Total

Papo (2014)

Deuter (2017)

Silpa-archa (2016) 10
Tappeiner (2016) 17
Calvo-Rio (2017) 25
Mesquida (2018) 12
Atienza-Mateo (2018) 11
Vegas-Revenga (2019) 25
Maleki A (2021) 8

Random effects model 121
Heterogeneity: I = 0%, = 0,p =046

Fig. 6a) BFDOEALRD 7 + L A b T u v b,

|
0.2 0.4

Proportion

0.75
0.80
0.50
0.59
0.76
1.00
0.73
0.56
0.62

0.66

95%-Cl Weight

[0.35; 0.97]
[0.28: 0.99]
[0.19; 0.81]
[0.33; 0.82]
[0.55; 0.91]
[0.74; 1.00]
[0.39: 0.94]
[0.35; 0.76]
[0.24: 0.91]

6.2%
3.3%
10.3%
17.0%
18.9%
2.0%
9.0%
25.5%
7.8%

[0.56; 0.74] 100.0%

A XNz B N ERR(ERRAE))IE. 66%(95%CI : 56~74%)TH > 7=, BEMICONTIE, EREEAB)I2=0%TH > 7,
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Study Events Total Proportion 95%-Cl Weight

Papo (2014) 6 16 — 0.38 [0.15;0.65] 10.9%
Deuter (2017) 5 8 - 0.62 [0.24;0.91] 7.4%
Silpa-archa (2016) 5 18 = 0.28 [0.10;0.53] 10.7%
Tappeiner (2016) 16 30 = 0.53 [0.34;0.72] 14.3%
Calvo-Rio (2017) 34 47 0.72 [0.57;0.84] 15.3%
Mesquida (2018) 16 16 1.00 [0.79;1.00] 2.6%
Atienza-Mateo (2018) 8 20 — 0.40 [0.19;0.64] 12.2%
Vegas-Revenga (2019) 27 49 0.55 [0.40;0.69] 16.3%
Maleki A (2021) 8 14 0.57 [0.29;0.82] 10.4%

Random effects model 218 : 0.54 [0.42; 0.65] 100.0%
Heterogeneity: I° = 59%, t> = 0.2907, p = 0.01
02

Fig. 6b) HORIED TR DO 7+ LA+ Fa v |,
HEIN-EBEOROB D EMRR(EMFRERE)) T, 54%(42~65%)TH > 7=, BEMEICOWTIE, EELERE)59% TH - 72,
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Last Visit Baseline
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight

Calvo-Rio (2017) 47 252.50 30.10 47 401.70 86.80 -149.20 [-175.46; -122.94] 40.7%
Ozturk (2018) 10 274.00 14.00 10 324.70 36.60 i -50.70 [-74.99; -26.41] 40.9%

Vegas-Revenga (2019) 49 259.10 499.50 49 415.70 177.20 = -156.60 [-305.00; -8.20] 18.4%

Random effects model 106 106 —_— -110.29 [-195.16; -25.42] 100.0%
Heterogeneity: /12 = 93%, > = 4432.0155, p < 0.01 b b
-300-200-100 0 100 200 300

Fig. 6 ¢c) EHHHF.OHEIOE{LD 7+ LA+ 7 u vy b,
it 7z CMT O MD 12-110.29 um(95%CI : -195.16~-25.42)CTH 5 7z, mWEEEP=93%)035580 b i7z23, HkoS A 7 R i3k & vind> - 72(¢=0.22, p=0.86) (Fig.
7¢)
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Last Visit Baseline
Study Total Mean SD Total Mean SD Mean Difference MD 95%-Cl Weight

Deuter (2017) 8 379.00 233.00 8 678.00 127.00 -299.00 [-482.88; -115.12] 25.9%
Mesquida (2018) 16 274.00 14.00 16 516.00 55.00 § -242.00 [-269.81; -214.19] 37.1%

Maleki A (2021) 14 280.00 16.50 14 320.00 57.60 -40.00 [-71.39; -8.61] 37.0%

Random effects model 38 38 : -182.04 [-350.56; -13.53] 100.0%

Heterogeneity: /% = 98%, 1° = 19726.9522, p < 0.01 ! ! ! !
400 200 0 200

Fig. 6d) T LOEOEIDZLDO 7+ LA+ Fry |,
A SN/ CFT ® MD (3-182.04 um (95%CI : -350.56~-13.53) TH > 7=, EEEME(12=98%) 25300 b=, WA 72 e -72(t=0.22,p =
0.86) (Fig. 7d).

58



Last Visit
Study Total Mean

8 16.60 17.70
25 310 2.30
7 210 4.70

Papo (2014)
Vegas-Revenga (2019)

Wennink (2021)

Random effects model 40
Heterogeneity: /1° = 40%, > = 12.8662, p = 0.19

Fig.6¢e) 25D CSHRDZENDO 7+ LA P T r v b,

AL CSEBER(TL F=Yr v 4 E) 0 MD i2-869 mg/day(95% CI: -14.98 to -2.39; 72= 40%) T 1 .

7€),

SD Total Mean SD

Baseline

Mean Difference

8 18.10 8.11 5
25 15.90 13.60 ——+—

7 8.20 10.50

40

I [ [
-15-10 -5 0

59

5

MD 95%-Cl Weight
-1.50 [-14.99; 11.99] 17.1%
-12.80 [-18.21;-7.39] 50.4%
-6.10 [-14.62; 2.42] 32.5%

-8.69 [-14.98; -2.39] 100.0%

HRRoN 4 7 23 & iz > - 72 (t = 4.07, p = 0.15) (Fig.



Study

Papo (2014)
Deuter (2017)
Tappeiner (2016)
Mesquida (2018)
Ozturk (2018)
Maleki A (2021)

Random effects model 55

Last Visit

0.61 0.77
0.63 0.44
0.60 0.69
0.40 0.17
0.13 0.15
0.51 0.55

Heterogeneity: 1% = 35%, 1> = 0.0154, p = 0.18

Fig. 6 ) BCVA DZ{LD 7+ L A F 7m v b,

Total Mean SD Total

8
5
17
12
5
8

55

Baseline

Mean SD

0.71 0.75
0.71 0.53
0.59 0.72
0.78 0.18
0.19 0.21
0.69 0.88

Mean Difference

MD 95%-Cl Weight
-0.10 [-0.84; 0.64]
-0.08 [-0.68; 0.52]
0.01 [-0.46; 0.48]
-0.38 [-0.52; -0.24]
-0.06 [-0.29; 0.17]
-0.18 [-0.90; 0.54]

5.3%
7.6%
11.4%
40.9%
29.2%
5.6%

-0.19 [-0.37; -0.01] 100.0%

it & 7z BCVA @ MD fiEi1%-0.19 (95%CI : -0.37-0.01) TH - 7=,

Fig. 6 a) BEDEMHE, b) HORIEDOEMHE, o) HHPLIHE X OE(, d) FLEOREI LN, ¢) 25D CSHHEDZE(, HBCVA DE{LD 7+ LA+ T v b,
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Mean difference estimate: -110.29 [-195.16, -25.42]
Egger's Test: t =-0.22, p = 0.86
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Mean difference estimate: -0.19 [-0.37, -0.01] O 0.1>p>0.05
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Fig. 7a) BHEDEME, b) HORIEDOTME, o) HIPOFIE S DL, d) PLEDE DL, o) &HD CSHRDOLZIL, HBCVADELD 7 7 A1 T H Y b,



BB DIE E(CMT) DAL, HFLEDES(CFT) DAL & 2H DI FaXTH L F
AT Y VT (CS-sparing) BIRIZ D> T

A X N7z CMT D MD (3-110.29 pm (95%CI : -195.16~-25.42) T & - 7z (Fig. 6¢)o =\ 5

BV =93%)25380 b= 25, A 7 2 3 H & e o 72(1=0.22, p=0.86) (Fig. 7c)o
A X N7z CFT @ MD (3-182.04 pm (95%CI : -350.56~-13.53) T & - 7z(Fig. 6d), =\ HH
TE(P=98%) 25388 b7z, HANA 7 2 I3 & N2> o 72(1 = 0.22, p = 0.86) (Fig. 7d).
CFT ¢ CMT OEWEE IR ZNENOHEEORERIHI R 2 2 L 8ERO—D2 L&
bivd, MALZ CSEFR(ZTL F=V 1 v YE)D MD 1%-869 mg/day (95% CI: -14.98 to -

2.39; 1°=40%)TH Y (Fig. 6e). HNA 7 2RI X 725> 5 72 (¢t = 4.07, p = 0.15)(Fig. 7e).

BREFZIEHIT)(BCVA) DAL IZ D0 T

A &7z BCVA @ MD fil13-0.19 (95%CI : -0.37-0.01) T & - 7= (Fig. 6f), #H—E D GOL
DFEFR LB, TCZ DEfr. % { D BCVA X LogMAR B CIRE S Wiz, e T5C
EBTE T, TCZ DG HIHZR O T, AELREDNRD bNH, HIREOHRERIT/NE
Do 7z, BHL DI HRANA T A (1= 1.58, p = 0.19) I H X v7x 2> o 72 (Fig. 7)o

paEtyia

BRI NGB TG SN2 L MEHRIE Table 2 ICE & 072, EEZRENWEMN & LCiE
fifizg, EEOIKECHE5K, MEFHE, Bk &PHE SNz, o, MmEREIMmEK, JI]l
IR AR ER)IRAE & IRIE EA S RoNzz, Zofth, 7 A v ZPERIER 3 X OOREMENR
B, Woak, R, EREKIC, B, BIFiREE, L 27e - R R Y
BH DTz,

ILEFXDE
GRADEpro GDT I & Y &l 7= F X1 DE % Table S7 IC/RT, aAFIATHA PR

7 Y v Z7(CS-sparing) SR & CMT 12 TIRFEFEM: 2 E > & 3l & ., ERRERED) I 2 »
TIIHEFRMEAME S & G-l X L7z, % Ot DS IT PR OREENE & FF-li & iz,
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ZE

AKX, TCZ D NIU IS 2 HMEE A 27 F ) o AT L 72, % DFEH, TCZ B
R BEIX 66%DEMMBIFONIz, T/ TCZHE51CX 5, CMT & CFT DK T 232
TN TCZ 1T X 2 IFEDOMHIIE A HER I Nz, HANARICKEI NS Z LR TE
B IREDNE otz BFEarFazxTof FOfHEBLERCHILTEY, F—
BD GOL LAk, TCZ b arFaxTuf FE#HO AE Ol O TREME 2D 5,

BN N7-illiA OME S 7z AE & TCZ ORMCEICEE S v 2 BIEH % bk 3
%L, NIU ~DOHBEIGKHICHIRL T3 AE %< i3, TCZ DMFOHEIGTHEI T D
D LHBTTE B0 2 F HASEEICIE, a L R P r— L 08 (4.9%) ., (BRI (4.5%) .
ffige (3.3%). M/IMRIRA (2.1%). FFHERIRD (1.6%). M. FXUERRSC 1%). A5
PRSI Z I, AR, K. Mame. V2. MR, WS AP, BRI, SRR ROG(1 %A
). A7 &8N T3 0, TCZ O NIU ~DJEH I T 2 ket i+ 2 oic, X
DEE A T A I L A B A, BFo#ESCHl R TR K& KR 2 2 L3R
WBeblahrolz, Lo L. NIUIGEIGT 21, IRE LR ORED D -7z, FHREOHEDA]
RETED H 0| BIfEFH L WIE L 2 Nin s, S ORRIRITSE CHEICIMER 3 2 B, EET
xEZLND,

INHLDAZTF IV RAIF L DD DRALD 572, 3. FHEIIKD RCT 1 1 ]k
BB o708, SEOFEHLZERICBEL T, kAL L ClE#ER R ikEThH 72, 2D
o, MAESINLHBRICET, MO T VY AERT OO HBENRE D> 72, GOL &[H
B TCZ T, 77k RKLMD TNF-o FHER % HELL 72 RCT B0 ETH 5, F T, W%
BoDal v I AF A XS/NT 0o A I NMERORBEICGEE L 5 2 CT\» 5
WD s, HEIC, BERER B LTELT, A4 T7FV v ATIEavyba—1TEap
> 7z AWFFE D HIF IR EICEIR R <. NIU X3 2 TCZ IGO0 G MEZ 535
ETH o, HEREDP R 5 2L TRE—MERE L VRS H 5, 07T — 255
b, BEERE DY 77N — T 21T & TH 5, FHMUIC, 13L& A LDWFETIE,
ftttd> TNF-a [HEAICRFTE X 025 ORITKE s VvE Y OHHIC X 510 ERH 72,
DIFr Y =A== [vFV—2hR] X, AEORRICGHEL 52 2 HEERH 5,
BB, Fl, S BEROMME, HLA M7 BT, REER Coftoftss, £¥E—
HxELIZRIFTAREELD 2, LA L, TUOLOEREZ I LICHITT 5iICiE 07T — 25
A
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aE

NIU 120 2 B o Rtk iconT, Y RATF<T 4 v 7L Ea—tAXTF )Y
VAR X YR 2 T o T2

H— Gt NIU IS 3 % GOL OB O WTHENT L. GOL 1BiE% 52\ F 72 B 1L 75%
DEfAR, GOL BB D FIERERMENERICH 5 2 L AURE N7z, BCVA OFE, CMT
DIET . FHEOMEIFIR R I N, 2o rFaxTu 4 FoHAESHEREICE D L
7z

TGl NIU ICH3 3 TCZ DEZIEIC O TN L. TCZ 8% 2 F 7- 251 66%
DT, CMT & CFT DX T, OGN R MR S e R VFaXTH L PO
=D AEICHD L 72,

INF %° ADA 7% £ O 3 TIC & &) JER B % 15 T\ 2 8| & AT RS & 72 - 72 GOL,
TCZ s 2 &, % O FHEE O RCT DIFFEEE NI HE T K T iE T oA TTHE
THDLEDHD ADA DPEIREND L) DIFINETH 5, GOL ICBI L Tik ADA & [AERIC
BETETHY, ZOMENR4BIC—ETH2r-0, BBT2L5A0I VBT v 2K
Hob, —F. TCZ FE» I siEE L FRTcEd b0, 20T Fu—FFEse b
fthie P IL-6 L2 72 —F 7 7 m—FAHUKTH Y | INF ®° ADA ORIRD WG TH I
T2, RTHIDBSHIEEIERICH LT, BWAZE 2 20213 Z OWEEETENIE
EHAHETZ 201> TL B LBDLNED, FIEA N = RXLICAHBER DL WL K
RITHT LT, BRI 25T 2 LI ARIC E o CHERKERE CH 3R A%
FLRTHOERIRZVIDLEDLNS,

MAEINERRERTRTBEENESL T — 22 ) =SB, I TF Yy 2%
NI 2O DHENRE . ERROEY A OWT IV E Dz e T v A% B 57
DI, BOEW RCT R L V% DERKRINT 70 —F 2308 TH 5, flic GOL & 77+
R Lfthd TNF-o FHEHI % LK L 72 RCT 302 TH %,

F MR EDR D, Y TAT A XIDB/NI T & BBV OREEICHE L T3 L& X
b, fICHMERE, v, S5 BER O, HLA MNiZEET. fREREI LIk 2
FEREBE T2 L TERL o7z, IHITIEEA DI TR, hd TNF-o FHEHFI)E
Fis & g oRIRKE R LE Y OHFRIC X 21RERERS o 12720, BE OIRBEEL, AH|
DHMEDFERICHE % 52 T B A[HEED D %,
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Supplemental Information

Table S1
a) PRISMA 2020 Checklist for Chapter 1

Location where item

Section and Topic Item # | Checklist item
is reported

TITLE
Title 1 | Identify the report as a systematic review. P.5
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. Table S1b
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. P.3
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. P.3
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. P.8
Information sources 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify | P. 6 & Table S2

studies. Specify the date when each source was last searched or consulted.
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. P. 6 & Table S2
Selection process 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many P.9

reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details
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Section and Topic

ChecKlist item

Location where item

is reported

of automation tools used in the process.

Data collection

process

Specify the methods used to collect data from reports, including how many reviewers collected data from each report,
whether they worked independently, any processes for obtaining or confirming data from study investigators, and if

applicable, details of automation tools used in the process.

Data items

10a

List and define all outcomes for which data were sought. Specify whether all results that were compatible with each
outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to

decide which results to collect.

P. 8 & Table 1

10b

List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding

sources). Describe any assumptions made about any missing or unclear information.

P. 8 & Table 1.

Study risk of bias

assessment

11

Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many
reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used

in the process.

Effect measures

12

Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of

results.

Synthesis methods

13a

Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study

intervention characteristics and comparing against the planned groups for each synthesis (item #5)).

13b

Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary

statistics, or data conversions.

13¢

Describe any methods used to tabulate or visually display results of individual studies and syntheses.
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Section and Topic

ChecKlist item

Location where item

is reported

13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was P.9
performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software
package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, Not applicable
meta-regression).
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. P.9
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). P.9
assessment
Certainty assessment 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. P.9
RESULTS
Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number | P.10 & Fig. 2
of studies included in the review, ideally using a flow diagram.
16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were Not applicable; (All

excluded.

the studies can be
judged according to

the criteria.)
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Section and Topic

Item #

ChecKlist item

Location where item

is reported

Study characteristics 17 | Cite each included study and present its characteristics. P.10 & Table 1
Risk of bias in studies 18 | Present assessments of risk of bias for each included study. P. 18 & Table S3
Results of individual 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect Fig. 3
studies estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
Results of syntheses 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. Table 1 & Table S4
20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate Fig. 3
and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups,
describe the direction of the effect.
20c | Present results of all investigations of possible causes of heterogeneity among study results. P. 31 & Fig. S1
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. P. 31 & Fig. S1
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. Fig. 4
Certainty of evidence 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. P.32 & Table S4
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. P. 33
23b | Discuss any limitations of the evidence included in the review. P. 34
23c | Discuss any limitations of the review processes used. P.34
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Location where item

Section and Topic Item # | Checklist item
is reported
23d | Discuss implications of the results for practice, policy, and future research. P.35
OTHER INFORMATION
Registration and 24a | Provide registration information for the review, including register name and registration number, or state that the review | P.5 & P.6
protocol was not registered.
24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. P.5&P.6
24c¢ | Describe and explain any amendments to information provided at registration or in the protocol. Not applicable
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the P. 69
review.
Competing interests 26 | Declare any competing interests of review authors. P. 69
Availability of data, 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data P. 68
code and other extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.
materials

From:

Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/
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b) PRISMA 2020 for Abstracts Checklist for Chapter 1

Section and Topic Item# Checklist item Reported (Yes/No)
TITLE
Title Identify the report as a systematic review. Yes
BACKGROUND
Objectives Provide an explicit statement of the main objective(s) or question(s) the review addresses. Yes
METHODS
Eligibility criteria Specify the inclusion and exclusion criteria for the review. Yes
Information sources Specify the information sources (e.g. databases, registers) used to identify studies and the date when each was last Yes
searched.
Risk of bias Specify the methods used to assess risk of bias in the included studies. Yes
Synthesis of results Specify the methods used to present and synthesise results. Yes
RESULTS
Included studies Give the total number of included studies and participants and summarise relevant characteristics of studies. Yes
Synthesis of results Present results for main outcomes, preferably indicating the number of included studies and participants for each. If meta- | Yes
analysis was done, report the summary estimate and confidence/credible interval. If comparing groups, indicate the
direction of the effect (i.e. which group is favoured).
DISCUSSION
Limitations of Provide a brief summary of the limitations of the evidence included in the review (e.g. study risk of bias, inconsistency Yes

evidence

and imprecision).
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Section and Topic Item# Checklist item Reported (Yes/No)

Interpretation 10 | Provide a general interpretation of the results and important implications. Yes
OTHER

Funding 11 | Specify the primary source of funding for the review. Yes
Registration 12 | Provide the register name and registration number. Yes

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/
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¢) PRISMA 2020 Checklist for Chapter 2

Location where item

Section and Topic Item # | Checklist item
is reported

TITLE
Title 1 | Identify the report as a systematic review. P. 36
ABSTRACT
Abstract 2 | See the PRISMA 2020 for Abstracts checklist. Table S1d
INTRODUCTION
Rationale 3 | Describe the rationale for the review in the context of existing knowledge. P.3
Objectives 4 | Provide an explicit statement of the objective(s) or question(s) the review addresses. P.3
METHODS
Eligibility criteria 5 | Specify the inclusion and exclusion criteria for the review and how studies were grouped for the syntheses. P.39
Information sources 6 | Specify all databases, registers, websites, organisations, reference lists and other sources searched or consulted to identify | P. 37 & Table S2

studies. Specify the date when each source was last searched or consulted.
Search strategy 7 | Present the full search strategies for all databases, registers and websites, including any filters and limits used. P.37 & Table S5
Selection process 8 | Specify the methods used to decide whether a study met the inclusion criteria of the review, including how many P. 39

reviewers screened each record and each report retrieved, whether they worked independently, and if applicable, details

of automation tools used in the process.
Data collection 9 | Specify the methods used to collect data from reports, including how many reviewers collected data from each report, P. 39
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Location where item

Section and Topic Checklist item

is reported

process whether they worked independently, any processes for obtaining or confirming data from study investigators, and if

applicable, details of automation tools used in the process.

Data items 10a | List and define all outcomes for which data were sought. Specify whether all results that were compatible with each P. 39 & Table 2
outcome domain in each study were sought (e.g. for all measures, time points, analyses), and if not, the methods used to

decide which results to collect.

10b | List and define all other variables for which data were sought (e.g. participant and intervention characteristics, funding P. 39 & Table 2

sources). Describe any assumptions made about any missing or unclear information.

Study risk of bias 11 | Specify the methods used to assess risk of bias in the included studies, including details of the tool(s) used, how many P. 40
assessment reviewers assessed each study and whether they worked independently, and if applicable, details of automation tools used

in the process.

Effect measures 12 | Specify for each outcome the effect measure(s) (e.g. risk ratio, mean difference) used in the synthesis or presentation of | P. 40
results.
Synthesis methods 13a | Describe the processes used to decide which studies were eligible for each synthesis (e.g. tabulating the study P. 40

intervention characteristics and comparing against the planned groups for each synthesis (item #5)).

13b | Describe any methods required to prepare the data for presentation or synthesis, such as handling of missing summary P. 39-40

statistics, or data conversions.

13¢ | Describe any methods used to tabulate or visually display results of individual studies and syntheses. P. 40

13d | Describe any methods used to synthesize results and provide a rationale for the choice(s). If meta-analysis was P. 40

performed, describe the model(s), method(s) to identify the presence and extent of statistical heterogeneity, and software
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Location where item

Section and Topic Checklist item
is reported
package(s) used.
13e | Describe any methods used to explore possible causes of heterogeneity among study results (e.g. subgroup analysis, Not applicable
meta-regression).
13f | Describe any sensitivity analyses conducted to assess robustness of the synthesized results. Not applicable
Reporting bias 14 | Describe any methods used to assess risk of bias due to missing results in a synthesis (arising from reporting biases). P. 40
assessment
Certainty assessment 15 | Describe any methods used to assess certainty (or confidence) in the body of evidence for an outcome. P.40
RESULTS
Study selection 16a | Describe the results of the search and selection process, from the number of records identified in the search to the number | P.40 & Fig. 5
of studies included in the review, ideally using a flow diagram.
16b | Cite studies that might appear to meet the inclusion criteria, but which were excluded, and explain why they were Not applicable; (All
excluded. the studies can be
judged according to
the criteria.)
Study characteristics 17 | Cite each included study and present its characteristics. P.40 & Table 2
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Location where item

Section and Topic Checklist item
is reported
Risk of bias in studies 18 | Present assessments of risk of bias for each included study. Table S6
Results of individual 19 | For all outcomes, present, for each study: (a) summary statistics for each group (where appropriate) and (b) an effect Fig. 6
studies estimate and its precision (e.g. confidence/credible interval), ideally using structured tables or plots.
Results of syntheses 20a | For each synthesis, briefly summarise the characteristics and risk of bias among contributing studies. Table 2 & Table S6
20b | Present results of all statistical syntheses conducted. If meta-analysis was done, present for each the summary estimate Fig. 6
and its precision (e.g. confidence/credible interval) and measures of statistical heterogeneity. If comparing groups,
describe the direction of the effect.
20c | Present results of all investigations of possible causes of heterogeneity among study results. P. 65
20d | Present results of all sensitivity analyses conducted to assess the robustness of the synthesized results. Not applied.
Reporting biases 21 | Present assessments of risk of bias due to missing results (arising from reporting biases) for each synthesis assessed. Fig. 7
Certainty of evidence 22 | Present assessments of certainty (or confidence) in the body of evidence for each outcome assessed. Table S7
DISCUSSION
Discussion 23a | Provide a general interpretation of the results in the context of other evidence. P. 66
23b | Discuss any limitations of the evidence included in the review. P. 66
23c¢ | Discuss any limitations of the review processes used. P. 66
23d | Discuss implications of the results for practice, policy, and future research. P. 66-67
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Location where item

Section and Topic Item # | Checklist item
is reported

OTHER INFORMATION
Registration and 24a | Provide registration information for the review, including register name and registration number, or state that the review | P. 68
protocol was not registered.

24b | Indicate where the review protocol can be accessed, or state that a protocol was not prepared. P. 68

24c¢ | Describe and explain any amendments to information provided at registration or in the protocol. Not applicable
Support 25 | Describe sources of financial or non-financial support for the review, and the role of the funders or sponsors in the P. 69

review.

Competing interests 26 | Declare any competing interests of review authors. P. 69
Availability of data, 27 | Report which of the following are publicly available and where they can be found: template data collection forms; data P. 68

code and other

materials

extracted from included studies; data used for all analyses; analytic code; any other materials used in the review.

From:

Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/
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d) PRISMA 2020 for Abstracts Checklist for Chapter 2

Section and Topic Item# Checklist item Reported (Yes/No)
TITLE
Title Identify the report as a systematic review. Yes
BACKGROUND
Objectives Provide an explicit statement of the main objective(s) or question(s) the review addresses. Yes
METHODS
Eligibility criteria Specify the inclusion and exclusion criteria for the review. Yes
Information sources Specify the information sources (e.g. databases, registers) used to identify studies and the date when each was last Yes
searched.
Risk of bias Specify the methods used to assess risk of bias in the included studies. Yes
Synthesis of results Specify the methods used to present and synthesise results. Yes
RESULTS
Included studies Give the total number of included studies and participants and summarise relevant characteristics of studies. Yes
Synthesis of results Present results for main outcomes, preferably indicating the number of included studies and participants for each. If meta- | Yes
analysis was done, report the summary estimate and confidence/credible interval. If comparing groups, indicate the
direction of the effect (i.e. which group is favoured).
DISCUSSION
Limitations of Provide a brief summary of the limitations of the evidence included in the review (e.g. study risk of bias, inconsistency Yes

evidence

and imprecision).

90




Section and Topic Item# Checklist item Reported (Yes/No)

Interpretation 10 | Provide a general interpretation of the results and important implications. Yes

OTHER

Funding 11 | Specify the primary source of funding for the review. Yes
Registration 12 | Provide the register name and registration number. Not applicable

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron I, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated guideline for reporting
systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/
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Table S2. Search strategy

No. Query

Medline (PubMed)

#1 "uveitis"[ Title/Abstract] AND "Golimumab"[Title/Abstract]
#2 "uveitis"[ Title/Abstract] AND "GOL"[Title/Abstract]

#3 "uveitis"[ Title/Abstract] AND "GLM"[Title/Abstract]

Cochrane Library

#1
#2
#3

uveitis:ti,ab,kw AND Golimumab:ti,abkw
uveitis:ti,ab,kw AND GOL:ti,ab,kw
uveitis:ti,ab,kw AND GLM:ti,ab,kw

Clinical Trials.gov

#1

#2

#3

Condition or disease: uveitis
Other terms: golimumab
Condition or disease: uveitis
Other terms: GOL
Condition or disease: uveitis

Other terms: GLM
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1. Were there

clear criteria

for inclusion in

the case series?

Table S3. Quality assessment of studies

2. Was the
condition
measured in a

standard,

reliable way for

all participants
included in the

case series?

a) JBI Critical Appraisal Checklist (Case series)

3. Were valid
methods used
for
identification of
the condition
for all
participants

included in the

4. Did the case
series have
consecutive
inclusion of

participants?

5. Did the case
series have
complete
inclusion of

participants?

6. Was there
clear reporting
of the
demographics
of the
participants in

the study?

7. Was there
clear reporting
of clinical
information of
the

participants?

8. Were the
outcomes or
follow up
results of cases
clearly

reported?

9. Was there
clear reporting
of the
presenting
site(s)/clinic(s)
demographic

information?

10. Was
statistical
analysis

appropriate?

case series?

Calvo-Rio (2016) ucC 1 ucC ucC ucC 1 1 1 0 1
Cordero-Coma (2014) ucC 1 1 ucC ucC ucC 1 ucC 0 1
Fabiani (2019) ucC ucC ucC ucC ucC 1 1 ucC 0 ucC
Lanz (2021) ucC 1 1 1 1 ucC 1 1 1 1
Miserocchi (2014) uUC 1 ucC 1 ucC 1 1 1 1 ucC
Palmou-Fontana (2018) | UC 1 1 ucC ucC ucC 1 1 ucC 1
van Bentum (2019) 1 ucC ucC 1 ucC 1 ucC 1 1 1
Yazgan (2017) 1 1 1 1 1 1 1 1 1 1

1: Yes; 0: No; UC: Unclear.

93



b) Explanation of the scores in the quality assessment

1. Were there clear criteria for inclusion in the case series?

1: the study specified the inclusion/exclusion criteria, such as the status of uveitis and refractoriness to previous treatment;

0: no information about the inclusion/exclusion criteria is mentioned;

UC: the inclusion/exclusion criteria are not clearly specified.

Author (year)

Score: reasons or the statements in the original paper

Calvo-Rio (2016)

Cordero-Coma (2014)

Fabiani (2019)

Lanz (2021)

Miserocchi (2014)

Palmou-Fontana (2018)

UC: “SpA-related uveitis”;

“refractory to previous standard synthetic immunosuppressive drugs and in some cases to at least one anti-TNF-a agent.”
UC: “different types of active immune-mediated uveitis”;

“resistant to local and systemic corticosteroids.”

UC: “BD-related uveitis”;

“resistant to conventional therapy and with at least two recent (< 12 months) relapses of ocular inflammation treated with GOL”.
UC: “JIA-associated uveitis”;

“proved refractory to at least one cDMARD and to ADA.”

UC: “JIA-associated and HLA-B27-associated uveitis”;

“an inadequate response in controlling intraocular inflammation to one or more TNF-a blockers or other biologics.”

UC: “JIA-associated uveitis”™;

“partial or no response to corticosteroids and refractory to at least one standard synthetic immunosuppressive drug and, in most

cases one anti-TNF-a agent.”
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van Bentum (2019) 1: “a previous diagnosis of AS”;
“exclusion criteria were the use of an investigational biological or chemical agent within 30 days or 2 half-lives (whichever was
the longest) of screening or prior use of GOL.”

Yazgan (2017) 1: “AS patients who applied to our outpatient unit”;

“HLA-B27-positive ankylosing spondylitis patients with recurrent anterior uveitis accompanying severe spondyloarthropathies
resistant to known treatment protocols who referred to rheumatology and ophthalmology clinics and applied golimumab
treatment were included to the study. The patients with additional rheumatologic diseases were excluded from the study (One

patient with Behcet’s disease and one patient with systemic lupus erythematosus).”

2. Was the condition measured in a standard, reliable way for all participants included in the case series?

1: the study measures the uveitis conditions of participants reliably included;
0: the condition of uveitis is not mentioned,;

UC: the uveitis conditions of participants are mentioned but not clearly described.

Author (year) Score: reasons or the statements in the original paper

Calvo-Rio (2016) 1: “uveitis was classified anatomically according to the International Uveitis Study Group (IUSG) classification. The degree of

intraocular inflammation was evaluated according to ‘The SUN Working Group.””

Cordero-Coma (2014) 1: “Anterior chamber was graded according to the classification established by the standardisation of uveitis nomenclature;

whereas the national eye institute system was adopted for grading vitreous inflammation.”

Fabiani (2019) UC: “BD related uveitis.”
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Lanz (2021) 1: “JIA was diagnosed according to the International League of Associations for Rheumatology classification. Uveitis was

defined and anatomically classified according to the recommendations of the SUN Working Group.”
Miserocchi (2014) 1: “disease activity was graded in accordance with the SUN criteria.”
Palmou-Fontana (2018)  1: “Uveitis was anatomically classified according to the Standardisation of Uveitis Nomenclature (SUN) Working Group.”
van Bentum (2019) UC: “acute anterior uveitis (AAU).”

Yazgan (2017) 1: “grading of activation of uveitis was according to SUN criteria.”

3. Were valid methods used for identification of the condition for all participants included in the case series?

1: the study identifies the conditions for all participants, including optical coherence tomography (OCT), best-corrected visual acuity (BCVA), and

remission or relapse, by valid methods and definitions;
0: no information about the identification is mentioned;

UC: the conditions for all participants are mentioned, but the methods of identification are unclear.

Author (year) Score: reasons or the statements in the original paper

Calvo-Rio (2016) UC: “Macular thickness was measured by OCT. The BCVA was determined using the Snellen test. However, no definition of

clinical remission or relapses was reported.”

Cordero-Coma (2014) 1: OCT was used to determine CMT. Remission (control of inflammation) was defined by the authors as grade 0 cells in both

anterior and posterior segments in addition to the absence of other signs of intraocular inflammation. BCVA was defined as

“best-corrected Snellen VA.”
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Fabiani (2019)

Lanz (2021)

Miserocchi (2014)

Palmou-Fontana (2018)

van Bentum (2019)

Yazgan (2017)

UC: CMT was measured by OCT. Although the authors mentioned that BCVA was determined using a standard Snellen chart
in decimal fractions, we can not understand the values without the measuring distance. Relapses were defined as “when ocular

inflammatory manifestations occurred after a period of remission.” The definition of clinical remission was not reported.

1: Complete response(CR) constituted achieving inactive uveitis, defined as 0+ cells in the AC (grade 0). Relapse of uveitis was

defined as active inflammation after at least 3 months of inactivity. BCVA was determined using a Snellen chart.
UC: visual acuity rather than BCVA was reported.

1: remission was defined as the presence of inactive disease for at least 3 months. MT was measured by HD-OTC. BCVA was

using the Snellen test. Relapses were not reported in this paper.
UC: AAU attacks were reported. The definition of attacks was not reported.

1: BCVA was evaluated via Snellen chart. Grading of activation of uveitis was according to SUN criteria. Remission was defined

as “the disappearance of the anterior chamber cells (ACC) and anterior chamber flare (ACF).”
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4. Did the case series have consecutive inclusion of participants?

Did the case series have consecutive inclusion of participants?

Studies that indicate a consecutive inclusion are more reliable than those that do not. For example, a case series should state the period of the inclusion
of participants.

1: the study reports the consecutive inclusion, i.e., the period of the inclusion of participants;

0: the consecutive inclusion is not mentioned.

Author (year) Score: reasons or the statements in the original paper

Calvo-Rio (2016) 0
Cordero-Coma (2014) 0

Fabiani (2019) 0

—

Lanz (2021) : All patients were recruited between March 2010 and May 2018. Patients were followed until April 2021.
Miserocchi (2014) 1: from March 2011 to July 2013.

Palmou-Fontana (2018) 0

van Bentum (2019) 1: between December 2012 and April 2014.

Yazgan (2017) 1: between May 2013 and October 2015.
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5. Did the case series have complete inclusion of participants?

1: the study indicates a complete inclusion, i.e., the period of the follow-up of participants;

0: the complete inclusion is not mentioned.

Author (year) Score: reasons or the statements in the original paper

Calvo-Rio (2016) 0

Cordero-Coma (2014) 0

Fabiani (2019) 0
Lanz (2021) 1: All patients were recruited between March 2010 and May 2018. Patients were followed until April 2021.
Miserocchi (2014) 0

Palmou-Fontana (2018) 0
van Bentum (2019) 0

Yazgan (2017) 1: all the AS patients who applied to our outpatient unit.
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6. Was there clear reporting of the demographics of the participants in the study?

1: the study clearly presents a table of the relevant baseline characteristics;

0: the baseline characteristics are not presented;

UC: partial information is presented.

Author (year)

Score: reasons or the statements in the original paper

Calvo-Rio (2016)
Cordero-Coma (2014)
Fabiani (2019)

Lanz (2021)
Miserocchi (2014)
Palmou-Fontana (2018)
van Bentum (2019)

Yazgan (2017)

1: Table 1.

UC: Table 1. No HLA.

1: Table 1.

UC: reported age and gender. No HLA.
1: Table 1.

UC: reported age and gender. No HLA.
1: reported age, gender. HLA-B27.

1: reported age, gender, and HLA-B27.
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7. Was there clear reporting of clinical information of the participants?

1: the study clearly reports the characteristics of eyes involved, the numbers of affected eyes, associated diseases, and previous interventions/treatment;
0: no information is reported;

UC: partial information is reported.

Author (year) Score: reasons or the statements in the original paper

Calvo-Rio (2016) 1: associated diseases (SpA), the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs were reported.

Cordero-Coma (2014) 1: associated diseases (JIA, AS, BH, PsA, Sarcoidosis), the affected eye, the location of uveitis, and previous treatments were
reported.

Fabiani (2019) 1: associated disease (BH), characteristics of eyes involvement (the affected eye and the location of uveitis), and previous

treatments were reported.

Lanz (2021) 1: associated disease (JIA), the affected eye, the location of uveitis, and previous treatments were reported.
Miserocchi (2014) 1: associated diseases (JIA and HLA-B27 associated), the affected eye, the location of uveitis, and previous treatments were
reported.

Palmou-Fontana (2018)  1: associated diseases (JIA), the affected eye, and previous treatments were reported. The location of uveitis was not reported.

van Bentum (2019) UC: associated diseases (AS), the location of uveitis, and previous treatments were reported. Information on the affected eye

was not reported.

Yazgan (2017) 1: associated diseases (AS), the affected eye, the location of uveitis, and previous treatments were reported.
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8. Were the outcomes or follow-up results of cases clearly reported?

1: the study clearly describes the reported outcomes, adverse events (AEs), and failed treatment progress results if any,

0: no outcomes are reported;

UC: partial information of some outcomes is reported.

Author (year)

Score: reasons or the statements in the original paper

Calvo-Rio (2016)
Cordero-Coma (2014)
Fabiani (2019)

Lanz (2021)
Miserocchi (2014)
Palmou-Fontana (2018)
van Bentum (2019)

Yazgan (2017)

1: outcomes and AEs were clearly reported.

UC: the unit of BCVA was not clear, and the mean CMT was reported without SD value.
UC: the unit of BCVA was not clear.

1: outcomes and AEs, and failed treatment progress results were clearly reported.

1: outcomes and AEs, and failed treatment progress results were clearly reported.

1: outcomes and AEs were clearly reported.

1: outcomes and AEs were clearly reported.

1: outcomes, AEs, and failed treatment progress results were clearly reported.
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9. Was there clear reporting of the presenting site(s)/clinic(s) demographic information?

1: the study reports the geographic regions and populations (e.g., sociodemographic variables between countries);

0: no such information is reported,

UC: partial information is reported.

Author (year)

Score: reasons or the statements in the original paper

Calvo-Rio (2016)
Cordero-Coma (2014)
Fabiani (2019)

Lanz (2021)

Miserocchi (2014)

Palmou-Fontana (2018)

van Bentum (2019)

Yazgan (2017)

0
0
0

1: All patients were evaluated at the outpatient clinics of the uveitis unit and of the pediatric-rheumatology service

at the Medical University of Graz / Austria.

1: all patients attended the Pediatric Rheumatologic Unit at the “‘Istituto Ortopedico G. Pini’” and the Ocular Immunology and
Uveitis Service at the San Raffaele Scientific Institute in Milan, where they were always under the care of the same uveitis

specialist (EM). Caucasian patients.
UC: patients were studied at the outpatient clinics of the Uveitis Units of several referral centers.

1: the Amsterdam Rheumatology and Immunology Center (locations VU University Medical Centre and Reade) and 9 large
outpatient rheumatology clinics in the Netherlands. The white of all ethnicity was reported as 90 (97) in Table 1 of the report.

1: Bulent Ecevit University, Department of Internal Medicine, Division of Rheumatology and Department of Ophthalmology,
Zonguldak, Turkey.
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10. Was statistical analysis appropriate?

1: the statistical analysis mentioned is appropriate;

0: the statistical analysis mentioned is not appropriate;

UC: the statistical analysis is not mentioned.

Author (year)

Score: reasons or the statements in the original paper

Calvo-Rio (2016)
Cordero-Coma (2014)
Fabiani (2019)

Lanz (2021)
Miserocchi (2014)
Palmou-Fontana (2018)
van Bentum (2019)

Yazgan (2017)

1: properly stated in the Statistical analysis section.

1: properly stated in the last paragraph of the method section.

UC: only descriptive mean and SD were reported without hypothesis testing.
1: properly stated in the Statistical analysis section.

UC: only descriptive mean and SD were reported without hypothesis testing.
1: properly stated in the Statistical analysis section.

1: properly stated in the last paragraph of the Materials and Method section.

1: properly stated in the Statistical analysis section.
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Table S4 GRADEpro GDT assessments of the efficacy outcomes

Certainty assessment Ne of patients

Ne of Risk of Certainty
. Study design " Inconsistency | Indirectness | Imprecision Other considerations [intervention] | [comparison]
studies ias

Remissions of patients (follow up: range, 6 to 24 months; assessed with: proportion)

7 observational | not not serious not serious serious * all plausible residual confounding 60/78 - L)
studies serious would reduce the demonstrated (76.9%) MODERATE
effect

dose response gradient

Remission of eyes (follow up: range, 6 to 24 months; assessed with: proportion)

7 observational | not serious ® not serious serious ° all plausible residual confounding 90/125 - ®dO0
studies serious would reduce the demonstrated (72.0%) LOW
effect

dose response gradient

Relapse rates (follow up: range, 6 to 24 months; assessed with: HR)

4 observational | not not serious | not serious | not serious | all plausible residual confounding 125 - CIISTE)
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Certainty assessment Ne of patients

Ne of Risk of Certainty
. Study design " Inconsistency | Indirectness | Imprecision Other considerations [intervention] | [comparison]
studies ias

studies serious would reduce the demonstrated - - HIGH

effect

dose response gradient

Improved proportion (follow up: mean, 17.6 months; assessed with: proportion)

2 observational | not serious ¢ not serious | not serious | all plausible residual confounding 11/28 - L)
studies serious would reduce the demonstrated (39.3%) MODERATE
effect

dose response gradient

Central macular thickness (follow up: mean, 15 months; assessed with: mean difference)

2 observational | not not serious | notserious | notserious | all plausible residual confounding 31 - OOOD
studies serious would reduce the demonstrated HIGH
effect

dose response gradient

Systemic corticosteroid-sparing effects (follow up: range, 6 to 24 months; assessed with: mean difference)
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Certainty assessment Ne of patlents

Ne of Risk of Certainty
Study design Inconsistency | Indirectness | Imprecision Other considerations [intervention] | [comparison]
studies bias
4 observational | not serious © not serious | not serious | all plausible residual confounding 48 - Sl
studies serious would reduce the demonstrated MODERATE
effect

dose response gradient

CI: Confidence interval

Explanations

a. The definition of the remissions in patients is not very clearly defined and may relate to the follow-up duration.
b. The heterogeneity is substantial (1> = 70%)

c. The definition of the remissions in eyes is not very clearly defined and may relate to the follow-up duration.

d. The heterogeneity is substantial (7> = 76%)

e. The heterogeneity is substantial (I = 72%)
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Table S5. Search strategy

No. Querry

Medline (Pubmed)

#1 "uveitis"[ Title/Abstract] AND "tocilizumab"[Title/Abstract]
#2 "uveitis"[Title/Abstract] AND "TCZ"[Title/Abstract]

Cochrane Library

#1 uveitis:ti,ab,kw AND Tocilizumab:ti,ab,kw
#2 uveitis:ti,ab,kw AND TCZ:ti,ab,kw

Clinical Trials.gov

i Condition or disease: uveitis
Other terms: tocilizumab

Condition or disease: uveitis

Other terms: TCZ

#2
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Table S6. Quality assessment of studies

a) JBI Critical Appraisal Checklist (Case series)

Papo (2014)
Deuter (2017)
Silpa-archa (2016)
Tappeiner (2016)
Calvo-Rio (2017)
Mesquida (2018)
Sepah (2017)
Ozturk (2018)
Atienza-Mateo
(2018)
Vegas-Revenga
(2019)

Wennink (2021)

1. Were there
clear criteria for
inclusion in the

case series?

ucC

ucC

ucC

2. Was the condition
measured in a
standard, reliable
way for all
participants
included in the case

series?

3. Were valid
methods used for
identification of
the condition for
all participants
included in the

case series?

ucC

ucC

4. Did the case
series have
consecutive
inclusion of

participants?

5. Did the case
series have
complete
inclusion of

participants?
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6. Was there
clear reporting of
the demographics
of the
participants in

the study?

uc
ucC
ucC

ucC
ucC
ucC

uc

uc

7. Was there
clear reporting of
clinical
information of

the participants?

ucC

ucC

ucC

ucC

ucC

8. Were the
outcomes or

follow up results

of cases clearly

reported?

9. Was there
clear reporting of
the presenting
site(s)/clinic(s)
demographic

information?

uc

10. Was
statistical
analysis

appropriate?




1. Were there

clear criteria for

inclusion in the

case series?

Maleki (2021) 0

2. Was the condition
measured in a
standard, reliable
way for all
participants
included in the case

series?

3. Were valid
methods used for
identification of
the condition for
all participants
included in the

case series?

4. Did the case
series have
consecutive
inclusion of

participants?

5. Did the case
series have
complete

inclusion of

participants?

6. Was there
clear reporting of
the demographics
of the
participants in

the study?

7. Was there
clear reporting of
clinical
information of

the participants?

8. Were the
outcomes or
follow up results
of cases clearly

reported?

9. Was there
clear reporting of
the presenting
site(s)/clinic(s)
demographic

information?

10. Was
statistical
analysis

appropriate?

1: Yes; 0: No; UC: Unclear.
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b) Explanation of the scores in the quality assessment

1. Were there clear criteria for inclusion in the case series?

1: the study specified the inclusion/exclusion criteria, such as the status of uveitis and refractoriness to previous treatment;

0: no information about the inclusion/exclusion criteria is mentioned;

UC: the inclusion/exclusion criteria are not clearly specified.
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Author (year) Score: reasons or the statements in the original paper

Papo (2014) UC: “severe non-infectious and refractory posterior uveitis or panuveitis and/or retinal vasculitis and/or chronic macular
oedema”;
“resistant at least one immunosuppressive drug”

Deuter (2017) 1: “To be eligible for treatment with tocilizumab, patients had to suffer from non-infectious uveitis complicated by chronic ME

Silpa-archa (2016)

Tappeiner (2016)

Calvo-Rio (2017)

Mesquida (2018)

Sepah (2017)

Ozturk (2018)

Atienza-Mateo (2018)

in at least one eye. Furthermore, ME had to be resistant to previous immunomodulatory treatment of adequate dosage and

duration. Patients had to complete a minimum follow-up of at least 3 months after initiation of tocilizumab treatment.”

UC: “We included patients with a diagnosis of severe non-infectious and refractory anterior, intermediate, posterior uveitis or
panuveitis and/or retinal vasculitis, anterior/posterior scleritis, and orbital pseudotumour. Study subjects were categorized into

three main groups, including uveitis, scleritis and orbital pseudotumour.”
0

1: “To be included in the study, JIA patients had to have refractory uveitis with partial or no response to corticosteroids,

conventional synthetic immunosuppressive drugs, and biologic therapy, including at least 1 anti-TNF agent.”
0

1: “Patients (aged > 18 years) with active noninfectious intermediate uveitis, posterior uveitis, or panuveitis (posterior >
anterior) who were treatment-naive or were being treated with systemic or regional corticosteroids and/or immunomodulatory

therapy (IMT) were enrolled in the study.”
0

UC:” patients diagnosed with BD-related uveitis with partial or no response to corticosteroids;”
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Author (year) Score: reasons or the statements in the original paper

“Patients were required to be refractory to at least one standard synthetic immunosuppressive drug and, in most cases, to another

biologic drug, usually an anti-TNF-a agent.”
Vegas-Revenga (2019)  UC: “refractory noninfectious uveitis”

Wennink (2021) UC: “children with visual threatening idiopathic IU and panuveitis (onset before 16 years of age) with severe leakage on the
fluorescein angiography (FA) and refractory to treatment with a combination of systemic corticosteroids, one or more

immunomodulating treatment and TNF-qa inhibitors (adalimumab) or with relative contraindications for TNF-a inhibitors”

Maleki (2021) 0
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2. Was the condition measured in a standard, reliable way for all participants included in the case series?

1: the study measures the uveitis conditions of participants reliably included;
0: the condition of uveitis is not mentioned;

UC: the uveitis conditions of participants are mentioned but not clearly described.
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Author (year)

Score: reasons or the statements in the original paper

Papo (2014)

Deuter (2017)

Silpa-archa (2016)

Tappeiner (2016)

Calvo-Rio (2017)

Mesquida (2018)

Sepah (2017)
Ozturk (2018)

1: “Based on the criteria recently reported by the standardisation of uveitis nomenclature working group, improved activity was

defined as a two step decrease in the level of inflammation or decrease to grade 0.”

1: “Uveitis was defined and anatomically classified according to the recommendations of the Standardization of Uveitis

Nomenclature (SUN) Working Group. ”

1: “Standardization of Uveitis Nomenclature Working Group criteria were used for uveitis classification and inflammation
grading. Connective tissue disorders were diagnosed according to the guidelines published by the American College of

Rheumatology.”

1: “JIA was diagnosed according to the International League of Associations for Rheumatology classification, and the
Standardization of Uveitis Nomenclature (SUN) classification was used to diagnose and grade the associated uveitis and its

activity.”

1: “JIA was diagnosed according to the International League of Associations for Rheumatology revised 2001 classification

criteria”;

“The degree of intraocular inflammation was evaluated according to the method of the Standardization of Uveitis Nomenclature

(SUN) Working Group.”

1: “Inflammatory activity was graded according to the Standardization of Uveitis Nomenclature (SUN) Working Group grading
schemes for the anterior chamber (cells and flare) from Grade 0 to 4, representing the level of active inflammation. A modified

version of the National Eye Institute system for grading vitreous haze as proposed by the SUN working group was used.”
1: “Active uveitis was defined as having = 1+ vitreous haze (VH; SUN Scale).”

1: “We also reviewed fluorescein angiography (FA) images and spectral-domain optical coherence tomography (OCT) scans.

A complete ocular examination was performed at each visit, including visual acuity (VA) using Snellen charts, slit-lamp
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Atienza-Mateo (2018)

Vegas-Revenga (2019)

Wennink (2021)

Maleki (2021)

biomicroscopy, tonometry, and indirect ophthalmoscopy. Anterior chamber cells and vitreous haze were graded based on the

SUN classification system.”

1: “Uveitis was anatomically classified according to the Standardization of Uveitis Nomenclature (SUN) Working Group.

Remission was defined as the presence of inactive disease for at least 3 months.”

1: “Macular thickening was defined as central macular thickness of >300 pm on optical coherence tomography (OCT), and
CME included the presence of radially oriented cystoid spaces in the macula, visualized by OCT. Uveitis was anatomically

classified according to the Standardization of Uveitis Nomenclature (SUN) Working Group criteria.”

1: “Reported outcomes are changes in disease activity scored by anterior chamber cells according to Standardization of Uveitis
Nomenclature (SUN) classification and was graded by the ophthalmologist specialized in pediatric uveitis, central macular
thickness (CMT) on optical coherence tomography (OCT) image and FA scores according to Angiography Scoring for Uveitis
Working Group.”

1: “Data including demographic characteristics, previous treatments and previous surgical procedures, best corrected visual
acuity (BCVA), anatomical classification of uveitis based on SUN classification, severity of uveitis such as anterior chamber
(AC) reaction and vitreous haze, retinal vascular and optic nerve involvement on dilated fundoscopy were extracted from the

charts.”
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3. Were valid methods used for identification of the condition for all participants included in the case series?
1: the study identifies the conditions for all participants, including optical coherence tomography (OCT), best-corrected visual acuity (BCVA), and

remission or relapse, by valid methods and definitions;

0: no information about the identification is mentioned;

UC: the conditions for all participants are mentioned, but the methods of identification are unclear.
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Author (year)

Score: reasons or the statements in the original paper

Papo (2014)

Deuter (2017)

Silpa-archa (2016)

Tappeiner (2016)

Calvo-Rio (2017)

UC: “measured with optical coherence tomography (OCT)”;

“Ophthalmologic examination included measurement of the best-corrected visual acuity (BCVA), tonometry, and slip-lamp
examination. Funduscopy was performed to assess vitritis, retinal hemorrhages, vasculitis, papillitis, and retinal ischemia.

Fluorescein angiography was performed in all cases”;
Remission was not clearly defined but discussed.

1: “measured by optical coherence tomography (OCT) at each visit. Response of ME was defined as a reduction in central foveal

thickness (CFT) of at least 25% from its baseline value”;

“BCVA was measured by European decimals and converted to logMAR for analysis. According to the SUN recommendations,

improvement/worsening of BCVA was defined as a change (decrease/increase) of at least 0.3 logMAR (3 lines).”
Remission/relapse was not discussed in this paper.

UC: “A complete ocular examination was performed at each visit, including best-corrected Snellen visual acuity, slit-lamp

biomicroscopy, tonometry and indirect ophthalmoscopy™;
Remission was not clearly defined but discussed.

1: “Results were evaluated from slit-lamp examination, applanation tonometry, ophthalmoscopy, and other ancillary tests

including optical coherence tomography (OCT) and fluorescein angiography”;

“Visual acuity [in logarithm of the minimum angle of resolution (logMAR)] and any uveitis-related intraocular complications

were documented”’;
Remission/relapse was not discussed in this paper.

1: “Macular thickness was measured by high-definition optical coherence tomography (OCT)”;
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Mesquida (2018)

Sepah (2017)

Ozturk (2018)

Atienza-Mateo (2018)

“The best-corrected visual acuity was determined using the Snellen chart”;
“A relapse was considered to be present if an asymptomatic patient experienced a new flare of uveitis.”

UC: “Baseline visit included best-corrected VA (BCVA), slit-lamp examination, indirect ophthalmoscopy, and measurement of
central foveal thickness (CFT) by spectral domain optical coherence tomography (Cirrus HD, Model 4000; Carl Zeiss, CA).

The macular cube 512 x 128 protocol was used to obtain the spectral domain optical coherence tomography analysis.”
Remission was not clearly defined but discussed.

1: “Ateach study visit, evaluation of the patient included a detailed history, assessment of BCV A, IOP by applanation tonometry,
slit-lamp biomicroscopy, indirect ophthalmoscopy, spectral-domain optical coherence tomography (OCT), and evaluation of

adverse events. Fundus photography and fluorescein angiography were done at baseline and at months 3, 6, 9, and 12”;
Remission/relapse was not discussed in this paper.

UC: “We also reviewed fluorescein angiography (FA) images and spectral-domain optical coherence tomography (OCT) scans.
A complete ocular examination was performed at each visit, including visual acuity (VA) using Snellen charts, slit-lamp
biomicroscopy, tonometry, and indirect ophthalmoscopy. Anterior chamber cells and vitreous haze were graded based on the

SUN classification system”;
Remission was not clearly defined but discussed.

1: “Uveitis was anatomically classified according to the Standardization of Uveitis Nomenclature (SUN) Working Group.

Remission was defined as the presence of inactive disease for at least 3 months”;

“Macular thickness was measured by high-definition optical coherence tomography (HD-OCT). All HD-OCT scans were
performed using Cirrus HD-OCT (Carl Zeiss, Dublin, CA, USA). Scans were obtained using the 512 X 128 scan pattern.
Macular thickening was defined as a macular thickness >250 mm, and CME was considered to be present when it was >300

mm. Visual acuity was expressed as the best-corrected visual acuity.”
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Vegas-Revenga (2019)

Wennink (2021)

Maleki (2021)

1: “Macular thickening was defined as central macular thickness of >300 pum on optical coherence tomography (OCT), and
CME included the presence of radially oriented cystoid spaces in the macula, visualized by OCT. Uveitis was anatomically

classified according to the Standardization of Uveitis Nomenclature (SUN) Working Group criteria”;

“Remission was defined as no disease activity for at least 3 months”;

“A relapse was defined as the appearance of a new flare of uveitis after > 3 months of inactivity without treatment”;
“Visual acuity was assessed according to BCVA and determined using the Snellen chart.”

1: “Reported outcomes are changes in disease activity scored by anterior chamber cells according to Standardization of Uveitis
Nomenclature (SUN) classification and was graded by the ophthalmologist specialized in pediatric uveitis, central macular
thickness (CMT) on optical coherence tomography (OCT) image and FA scores according to Angiography Scoring for Uveitis
Working Group. Other outcomes are best corrected visual acuity (BCVA), dose of systemic corticosteroids and ocular and

systemic complications and/or side effects”; remission or relapse was not reported.

1: “Positive findings on ancillary tests such as fluorescein angiography (FA) (disc and vascular leakage), indocyanine green
angiography (ICGA) (choroidal involvement), and optical coherence tomography (OCT) (CME, with the definition of central

foveal thickness > 300 microns on OCT thickness map) were also noted before TCZ employment and during follow-up”;

“Remission was defined as AC reaction <1+, no vitreous haze related to active vitreous inflammation, no disc leakage, and
improvement in vascular leakage (gradual improvement during three consecutive months without corticosteroid employment)
on FA and normal or near normal macular structure and contour on OCT for a period of 3 consecutive months without any

corticosteroid treatment (systemic, local, and topical)”’;

LogMAR BCVA was used.
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4. Did the case series have consecutive inclusion of participants?

Studies that indicate a consecutive inclusion are more reliable than those that do not. For example, a case series should state the period of the inclusion

of participants.
1: the study reports the consecutive inclusion, i.e., the period of the inclusion of participants;

0: the consecutive inclusion is not mentioned.
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Author (year) Score: reasons or the statements in the original paper

Papo (2014) 1: “between 2011 and 2013

Deuter (2017) 0

Silpa-archa (2016) 1: “between April 2010 and March 2015”

Tappeiner (2016) 0

Calvo-Rio (2017) 0

Mesquida (2018) 1: “January 2012 to December 2015 were included in the study. In all cases, uveitis was quiescent and ME was the principal

cause of impaired VA.”
Sepah (2017) 0

Ozturk (2018) 1: “at least 5 months between December 2014 and March 2017 at the Uveitis Service, Istanbul University, Istanbul Faculty of

Medicine, Department of Ophthalmology”
Atienza-Mateo (2018) 0
Vegas-Revenga (2019) 0

Wennink (2021) 1: “between 2016 and 2018 at the department of ophthalmology of the University Medical Center of Utrecht and St.
RadboudUMC Nijmegen, tertiary reference centers in The Netherlands.”

Maleki (2021) 0
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5. Did the case series have complete inclusion of participants?

1: the study indicates a complete inclusion, i.e., the period of the follow-up of participants;

0: the complete inclusion is not mentioned.

6. Was there clear reporting of the demographics of the participants in the study?

1: the study clearly presents a table of the relevant baseline characteristics;
0: the baseline characteristics are not presented;

UC: partial information is reported.
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Author (year)

Score: reasons or the statements in the original paper

Papo (2014)

Deuter (2017)
Silpa-archa (2016)
Tappeiner (2016)
Calvo-Rio (2017)
Mesquida (2018)
Sepah (2017)

Ozturk (2018)
Atienza-Mateo (2018)
Vegas-Revenga (2019)
Wennink (2021)

Maleki (2021)

UC: Table 1. No HLA.
UC: Table 1. No HLA.

UC: Table 1. No HLA.

1: Table 1.

1: Table 1.

UC: Table 1. No HLA.
UC: Table 1. No HLA.

UC: Table 1. No HLA.

1: Table 1.

UC: Table 1. No HLA.

UC: Table 1. No HLA.

1: Table 1.

124



7. Was there clear reporting of clinical information of the participants?

1: the study clearly reports the characteristics of eyes involved, the numbers of affected eyes, associated diseases, and previous interventions/treatment;
0: no information is reported;

UC: partial information is reported.
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Author (year)

Score: reasons or the statements in the original paper

Papo (2014)

Deuter (2017)

Silpa-archa (2016)

Tappeiner (2016)

Calvo-Rio (2017)

Mesquida (2018)

Sepah (2017)

Ozturk (2018)

Atienza-Mateo (2018)

1: associated diseases (Birdshot, Behget, AS), the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs

were reported.

1: associated diseases (JIA, RA, AS), the location of uveitis, ocular involvement, and previous immunosuppressive drugs were

reported.

1: associated diseases (JIA, Sarcoidosis, Lupus nephritis, RA, Inflammatory bowel disease), the pattern of uveitis, ocular

involvement, and previous immunosuppressive drugs were reported.
UC: associated diseases (JIA), previous immunosuppressive drugs were reported.

1: associated diseases (JIA) , the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs (Table 2) were

reported.

UC: associated diseases (JIA, Bird shot, Idiopathic panuveitis, SO) and previous immunosuppressive drugs were reported. The

pattern of uveitis was not clear.

UC: associated diseases (Sarcoidosis, Vogt-Koyanagi-Harada syndrome, Birdshot retinochoroidopathy, Punctate inner
choroiditis, Behget disease, Tubulointerstitial nephritis and uveitis syndrome, Idiopathic) and the location of uveitis were

reported.

1: associated diseases (Behget disease), the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs were

reported.

1: associated diseases (Behget disease), the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs were

reported.
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Vegas-Revenga (2019)  UC: associated diseases (JIA, Behget, Birdshot, Idiopathic, Sarcoidosis), the pattern of uveitis and previous immunosuppressive

drugs were reported. Previous biological agents were not clearly mentioned (shown in number).

Wennink (2021) UC: the pattern of uveitis and previous immunosuppressive drugs were reported.

Maleki (2021) 1: associated diseases (JIA), the pattern of uveitis, ocular involvement, and previous immunosuppressive drugs were reported.
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8. Were the outcomes or follow-up results of cases clearly reported?

1: the study clearly describes the reported outcomes, adverse events (AEs), and failed treatment progress results if any;
0: no outcomes are reported;

UC: partial information of some outcomes is reported.
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Author (year) Score: reasons or the statements in the original paper

Papo (2014) 1: Outcomes and AEs were clearly reported.
Deuter (2017) 1: Outcomes and AEs were clearly reported.
Silpa-archa (2016) UC: Patient remission rates, remission rates of ocular inflammation and AEs were clearly reported. No numeric data for uveitis

of BCVA at the follow up were reported.

Tappeiner (2016) 1: Outcomes and AEs were clearly reported.

Calvo-Rio (2017) UC: Outcomes and AEs were clearly reported. For BCVA, the unit was unclear.
Mesquida (2018) 1: Outcomes and AEs were clearly reported.

Sepah (2017) 1: Outcomes and AEs were clearly reported. For BCVA, the unit was not LogMAR.
Ozturk (2018) 1: Outcomes and AEs were clearly reported.

Atienza-Mateo (2018) 1: Outcomes and AEs were clearly reported.
Vegas-Revenga (2019) 1: Outcomes and AEs were clearly reported.
Wennink (2021) 1: Outcomes were clearly reported. For BCVA, no mean and SD were reported.

Maleki (2021) 1: Outcomes and AEs were clearly reported.
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9. Was there clear reporting of the presenting site(s)/clinic(s) demographic information?

1: the study reports the geographic regions and populations (e.g., sociodemographic variables between countries);
0: no such information is reported;

UC: partial information is reported.
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Author (year) Score: reasons or the statements in the original paper

Papo (2014) 1: “at La Pitié-Salpétriére university Hospital in Paris and Dijon university Hospital, France”

Deuter (2017) 1: at the authors’ institution.

Silpa-archa (2016) 1: “at Massachusetts Eye Research and Surgery Institution”

Tappeiner (2016) 0

Calvo-Rio (2017) 0

Mesquida (2018) 1: “at the Ophthalmology Institute of the Hospital Clinic of Barcelona, Spain”

Sepah (2017) UC: “5 clinical sites in the United States”

Ozturk (2018) 1: “at the Uveitis Service, Istanbul University, Istanbul Faculty of Medicine, Department of Ophthalmology”

Atienza-Mateo (2018) 0
Vegas-Revenga (2019)  UC: “in 11 referral centers in Spain”

Wennink (2021) 1: “between 2016 and 2018 at the department of ophthalmology of the University Medical Center of Utrecht and St.
RadboudUMC Nijmegen, tertiary reference centers in The Netherlands.”

Maleki (2021) 0
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10. Was statistical analysis appropriate?

1: the statistical analysis mentioned is appropriate;
0: the statistical analysis mentioned is not appropriate;

UC: the statistical analysis is not mentioned.
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Author (year) Score: reasons or the statements in the original paper

Papo (2014) UC: only descriptive median or mean and SD were reported without hypothesis testing.

Deuter (2017) 0

Silpa-archa (2016) UC: the method for hypothesis testing was not stated.

Tappeiner (2016) 0

Calvo-Rio (2017) 1: properly stated in the Statistical analysis section.

Mesquida (2018) 1: properly stated in the Statistical analysis section.

Sepah (2017) UC: As the STOP-Uveitis study was an exploratory, pilot phase 1/2 study, the sample size was not chosen based on statistical
calculation.

Ozturk (2018) 0

Atienza-Mateo (2018) 1: properly stated in the Statistical analysis section.
Vegas-Revenga (2019) 1: properly stated in the Statistical analysis section.
Wennink (2021) 1: properly stated in the Statistical analysis section.

Maleki (2021) 1: properly stated in the Statistical analysis section.
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Table S7. Quality assessment of studies

Certainty assessment Ne of patients

Ne of Certainty

; Study design | Risk of bias | Inconsistency | Indirectness | Imprecision Other considerations [intervention] | [comparison]
studies

Remissions of patients (follow up: range, 6 to 24 months; assessed with: proportion)

9 observational | not serious not serious not serious serious * all plausible residual 83/121 - el
studies confounding would reduce the (68.6%) MODERATE
demonstrated effect

dose response gradient

Remission of eyes (follow up: range, 6 to 24 months; assessed with: proportion)

9 observational | not serious serious ® not serious serious © all plausible residual 125/218 - edO0O
studies confounding would reduce the (57.3%) LOW
demonstrated effect

dose response gradient

Central macular thickness (follow up: mean, 15 months; assessed with: mean difference)

7 observational | not serious not serious not serious | not serious all plausible residual -110.29 -- CDDD
studies confounding would reduce the HIGH
demonstrated effect

dose response gradient

Central fossa thickness (follow up: mean, 15 months; assessed with: mean difference)
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Certainty assessment

Ne of patients

Ne of Certainty
; Study design | Risk of bias | Inconsistency | Indirectness | Imprecision Other considerations [intervention] | [comparison]
studies
3 observational | not serious serious ¢ not serious | not serious all plausible residual -182.04 - SO
studies confounding would reduce the MODERATE
demonstrated effect
dose response gradient
Systemic corticosteroid-sparing effects (follow up: range, 6 to 24 months; assessed with: mean difference)
3 observational | not serious not serious not serious | not serious all plausible residual -8.69 - DODD
studies confounding would reduce the HIGH
demonstrated effect
dose response gradient
BCVA improvement (follow up: range, 6 to 24 months; assessed with: mean difference)
6 observational | not serious serious © not serious | not serious all plausible residual -0.19 - el
studies confounding would reduce the MODERATE
demonstrated effect
dose response gradient

CI: Confidence interval

Explanations

a. The definition of the remissions in patients is not very clearly defined and may relate to the follow-up duration.
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b. The heterogeneity is substantial (> = 70%)

c¢. The definition of the remissions in eyes is not very clearly defined and may relate to the follow-up duration.
d. The heterogeneity is substantial (2 = 76%)
e. The heterogeneity is substantial (I = 72%)
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After Before Incidence Rate
Study Events Time Events Time Ratio IRR 95%-Cl Weight
Calvo-Rio (2016) 50.0 100 500.0 100 —'— 0.10 [0.07; 0.13] 69.3%
Fabiani (2019) 20.0 100 2200 100 —— 0.09 [0.06; 0.14] 27.9%
van Bentum (2019) 22 100 10.8 100 — 0.20 [0.05;0.87] 2.8%
Random effects model <|> j j - 010 [0.07; 0.15] 100.0%

Heterogeneity: = 0%, = 0,p =0.58
0.1 g5 1 2 10
Less incidence rate More incidence rate
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Standard Error

0.0
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IRR estimate: 0.10 [0.07, 0.15]
Egger's Test: t=1.13, p = 0.46
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