Rheumatoid arthritis

Ivarmacitinib, a selective Janus kinase 1 inhibitor, in
patients with moderate-to-severe active rheumatoid
arthritis and inadequate response to conventional
synthetic DMARDSs: results from a phase III
randomised clinical trial

Jinjing Liu® ', Ying Jiang', Shangzhu Zhang', Shengyun Liu”, Jingbo Su”,

Changsong Lin®°, Xiaohong He”, Rui Wu”, Lei Yang®, Huaxiang Liu’,

Xinwang Duan®, Shengqian Xu’, Hui Luo'’, Jing Liu'', Qibing Xie® ',

Cundong Mi'”, Lin Chen'”, Ning Zhang'”, Huiping Gong'®, Jing Zhu'”,

Yasong Li'®, Hua Wei'”?, Long Qian>’, Jian Wang*', Xiaofei Shi**,

Hongtao Jin®’, Zhenyu Jiang”*, Xi Xie*”, Feng Zhan“°, Xiuqin Geng”’,

Zhaohui Zheng”®, Zhengfu Du”’, Guangchao Dong”°, Yuqi Sun”’,

Xiaofeng Zeng® '+ Ann Rheum Dis. 2025 Feb; 84(2): 188-200. PMID 39919893

R[E %% Journal Club 2025/06/10 71N &




CLIMICAL SCIEMCE

FINCH1: Filgotinib®p3 RCT
Filgotinib versus placebo or adalimumab in patients
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FIL200 FIL100 ADA PBO
(n=475) (n=480) (n=325) (n=475)
Primary outcome
ACR20, week 12
n/h 364/475 335/480 229/325 2371475
5% (95% Cl) 76.6 (72.7 to 80.5) 69.8 (65.6 to 74.0) 70.5 (65.3 to 75.6) 49.9 (45.3 to 54.5)
Difference vs PBO (95% CI)t 26.7 (20.6 to 32.8) 19.9 (13.6 to 26.2) 206 (13.6to 27.5)
P value vs placebo <0.001 =0.001 <0.001%#

* 12:BIZH 1T HACR20%ERLI-BEZDENE
Filgotinib 200mg 76.6%
Filgotinib 100mg 69.8%
Adalimumab 40mg 2B &E  70.5%
Placebo# 49.9%
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lvarmacitinib: JAK1 selective inhibitor
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Tofacitinib Filgotinib Upadacitinib / Brepocitinib Ivarmacitinib
. ICsoin cell free assays (nM) Approved doses
| Compound Primary target(s)  ----- R S s ot (Phase Il studies)
[ Tofacitinib JAK3, JAK2, TYK2, JAK1 112 20 1 34 <10 mg b.i.d. (UC)* ]
[ Filgotinib JAKT, JAK2 10 28 810 116 200 mg q.d. (UC) )
| Upadacitinib JAK1, JAK2 47 120 2300 4700 30 mgq.d. (UC) |
| Brepocitinib JAKT, TYK2 | § 6490 23 = |
[ Ivarmacitinib JAKT 0.1 09 7 42 ]
igr . . .y IC50
* lvarmacitinib: JAK1 selective inhibitor B INIEDEMEEST S
DICBLBIGRE
ngn . . . . - N s\—é— N > — r—t—
« IvarmacitiniblXFilgotinib& Y HJAKTZERENF L IC,AMELMEE AR HICIHE

Pharmacol Ther. 2023 May;245:108402.
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Methods
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188 Allocated placebo
188 Received placebo

18 Discontinued treatment
7 Lack of efficacy
(patient’s perspective)* AI
3 TEAE
| Pregnancy
1 Withdrawal by investigator
6 Other

v

170 Completed 24-week treatment

168 Received ivarmacitinib 4 mg

1085 Screened for eligibility

X

566 Randomized

Ivarmacitinib 4mg

189 Allocated ivarmacitinib 4 mg
189 Received ivarmacitinib 4 mg

8 Discontinued treatment
3 TEAE
1 Lack of efficacy "
(patient’s perspective)*
| Pregnancy
I Withdrawal by investigator

2 Other

y

181 Completed 24-week treatment

180 Received ivarmacitinib 4 mg

Ivarmacitinib 4mg

h

519 Not randomized

492 Did not meet eligibility criteria
22 Withdrew consent
1 AE
1 Lost to follow-up
3 Other

Ivarmacitinib 8mg

189 Allocated ivarmacitinib 8mg
189 Received ivarmacitinib 8 mg

16 Discontinued treatment
6 TEAE
2 Pregnancy -
1 Lack of efficacy
(patient’s perspective)*®
7 Other

A

173 Completed 24-week treatment

171 Received ivarmacitinib 8 mg

Ivarmacitinib 8mg



Methods: End Point

Primary End Point:
o 24:BIZHITHACR0EEKLI-BEFDEE

Secondary End Point:
« 24 52:B(ZHI1T5
« ACR20/50/70ZZERL-B&EDEIE
« DAS28< 2.6, DAS28-CRP= 3.2%ELI-EEFDIEI&
« DAS28-CRP. DAS28-ESR. CDAI. SDAI
o BOIhIEYDFEERHE. EEE
« QOL End point
« HAQ-DIOAR—RSA4 MM ZEAL
« SF-36 PCS. MCSOAR—XZA14UMhbDZEAE etc...
- BAEER
« RRZ EMHES. MizgA X2k MACE etc...
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Methods: Participants

B Inclusion criteria Bl Exclusion criteria

« 18-75%% .« JAKHEZEDF AR

« 20104 ACR/EULARDRAD /$ER #%H1-9 | © MBEKEE

- [ERR. E/EEEEI X ENENOBEET LI L (WBC< 3,000/uL. Neut< 1,500/uL. Hb< 9.0g/dL.
. 1%+ DcsDMARDs%E3M A LA {8 Pit< 100,000/ul.)

. ESR> 28mm/h, CRP. hs-CRP> 0.5mg/dL  FFRRERE

« 3MALIEcsDMARDsSDZEFELL * eGFR<60mL/%/1.73m?

o 4RI EcsDMARDSD SEE D EF AL

- csDMARDsD#A(F2&IFE T

« AIRDZ IILAJLFAARIEPSL 10mgtE X ETH
(Z 3L FaA O F RS, EEETFA)
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Ivarmacitinib 4mg Ivarmacitinib 8mg
Characteristics Placebo (n=188) Ivarmacitinib 4 mg (n=189) Ivarmacitinib 8 mg (n=189)
Ageyears. _____________________509%99 _______ 4976104 498+110 . N -
Female T l61(856)_ 17200 ss@ae FESIIO50ZFEE . N8~ 9F|
Time since RA diagnosis, years 9.9+7.3 10.1+8.0 9.2+7.4
>3 years 154 (81.9) 153 (81.0) 149 (78.8)
<3 years 34 (18.1) 35(18.5) 40(21.2)
ACR functional class
| 21 (11.2) 27 (14.3) 23(12.2)
11 118 (62.8) 105 (55.6) 116 (61.4)
1 49 (26.1) 57 (30.2) 50(26.5)
csDMARDs use at baseline 184(97.9)_ _______ 180(95.2) _______________ 184(97.4) __ __ _ ________ = N == =
__iﬂ;t_h_ozr;x_ﬂ_te_____________________165(56.9% 104 (55.0) 100 (52.9) CSDMARDS‘j:95%$EEF§_75\WHﬁ\ MTX‘j:5%IJ*EEF§_
Leflunomide 72 (38.3) 74 (39.2) 79(41.8)
Hydroxychloroquine 39 (20.7) 24(12.7) 25(13.2)
Iguratimod 14 (7.4) 16 (8.5) 16 (8.5)
Sulfasalazine 6(3.2) 7(3.7) 5(2.6)
Chloroquine 0 1(0.5) 0
NSAIDs 84 (44.7) 70 (37.0) 86 (45.5)
Oral glucocorticoid use 69 (36.7) 76 (40.2) 58 (30.7)
Dose, mg (prednisone equivalent) 5.9+2.6 6.1+2.7 6.24+2.7
Previous biologic DMARDs received” 50 (26.6) 52 (27.5) 43 (22.8)
TNF-a inhibitor 37 (19.7) 35(18.5) 33(17.5)
IL-6 inhibitor 17 (9.0) 21(11.1) 7(3.7)
CRP, mg/L' 15.5£17.7 18.7+20.0 19.4+18.9
ESR, mm/hour 44.5+24.1 48.24+27.7 47.5+23.6
RE-positive ______________________ 158(84.0) ______155(82.0)_ ______________155(820) _____________ RF [ T [18%] 2 F§ . ACPAJ5 T [;1:9%“ =z F§
Anti-CCP-positive _ __ _______________ 169(89.9) _______166(87.8)_______________170(89.9)______________
SJC o __ 121+64________129+78 ___ ____________119x60_ ______________
TJC o _______ 209+£116_______ 2114141 ______ 2074131 ______ o Q
PtGA, 0~100 mm VAS 61.3+19.0 60.3+21.0 61.3+18.9 HEHEFﬂEﬁ*ﬂ 'j:'] 2$EEEF§_ . Eﬁﬁ: F;g’ﬂrﬁ’!;& 'iZO*EnE B3
PGA, 0—100 mm VAS 61.6+14.3 60.9+15.7 61.6+15.3
Pain, 0—=100 mm VAS 59.6+18.7 57.5+21.0 58.1+19.5
DAS28(CRP) 5.240.8 5.2+0.9 5.3+0.9
DAS28(ESR) 6.3+0.9 6.2+1.0 6.3+0.9
CDAl _ _ o ____ 354105 _______350x122 ______________351#117_ _____________ =] ~_él_g"_ QEEJJll‘i
SDAI score 37.0£10.8 36.8+12.8 37.1+12.4 CDAI ‘iBS?EErE—C =17K % ’
HAQ-DI 1.2+0.7 1.2+0.6 1.1+0.6
SF-36 PCS 35.5+6.7 35.8+7.4 35.6+7.0
SE-36 MCS 42.1+10.8 40.8410.8 41.8+10.9
Morning stiffness duration, min 52.7+63.7 64.1+81.9 61.6+82.2

Morning stiffness severity, 0—100 mm VAS 45.7+24.1 45.4+25.7 46.5+25.5




Results: Primary End Point
Efficacy endpoints at week 24 in the full analysis set

Endpoints

Placebo (n=188) Ivarmacitinib 4 mg Ivarmacitinib 8 mg
(n=189) (n=189)
Primary endpoint
ACR20response e 20404 133004 142(750)
Difference vs placebo, % (95% CI) — 30.1 (20.6 to 39.7)" 34.8(25.4to 44.1)*

24;BIZH LV TACR20EERLI-BEDEIE
* Placebo 40.4%
 Ivarmacitinio 4mg 70.4%

 Ivarmacitinibo 8mg 75.1%

« lvarmacitinib 4mg. 8mgldPlacebo &L E L THEE A /RS- (P< 0.0001)



Results: 24;:8MDACR20/50/70%zZk LI-FE& DI G

(A) ACR20/50/70 responses at Week 24
= ACR20 = ACRS0 = ACRT70
80 70.4*
70 . ; :I: .
)
£ 60
L)
= "9:0'}
£ 50 :
-
=
T 40
=
4=
£ 30
[=H
=]
a 20
10 4
¢ Placebo Ivarmacitinib 4 mg Ivarmacitinib 8 mg
Number with response/ 76/ 29/ 13/ 133/ 87/ 42 142/ 108/ 60/
Total paticnt number 188 188 188 189 189 189 189 189 189

24581281+ HACR50, 70ZERLT=

24;B(ZHVTACRS0ZERLI-EEHEDES

* Placebo 15.4%
* Ivarmacitinib 4mg 46.0%
 |[varmacitinib 8mg 75.1%

24;B(ZHVTACR70ZERLI-EEHEDE|S

« Placebo 6.9%
* Ivarmacitinib 4mg 22.2%
« Ivarmacitinibo 8mg 31.7%

BEDE|E X, Ivarmacitinib 4mg. 8mg&HI1Z
PlaceboZt L LLERL THEEE M RSN T=(P< 0.0001,

ZEREL)




Results: 52:BZF TMHACR20/50/70%EZLT-EZNDES

ACR20 ACRS0 ACR70

Ivarmacitinib 8mg
i : 100 - 60 - o

- - i 50 - /’_H
] L e — il 5 ——h P
e : 4 — = TN
A a— . 70 | W 3 40 L Ivarmacitinib 4
//:—1! - 60 / = ® |/ g
' i : —— = ; -—
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Results: DAS28-CRP. CDAI. SDAIZEBIT5E#. EEE ;TS

DAS28(CRP) <2.6 9(4.8)
Difference vs placebo, % (95% CI) -

DAS28(CRP) <3.2 29 (15.4)
Difference vs placebo, % (95% CI) -

CDAI €2.8° 2(1.1)
Difference vs placebo, % (95% CI) -

CDAI <10° 28 (14.9)
Difference vs placebo, % (95% CI) -

SDAI <3.3' 2(L.1)
Difference vs placebo, % (95% CI) -

SDAI <11° 27 (14.4)

Difference vs placebo, % (95% CI) -

24 BIZH 15

DAS28-CRP<2.6. DAS28-CRP=3.2

CDAI= 2.8, CDAI= 10

SDAIS 3.3, SDAIS MZERKLI-EEDEIE
lvarmacitinib 4mg. 8mg& ¥ PlaceboffLLLERL TEE

56 (29.6)
249(17.7t032.1)
87 (46.0)

30.8(22.0t0 39.5)

22 (11.6)
10.7 (5.8 to 15.5)°
73 (38.6)

23.8(15.2t0 32.4)’

25(13.2) _
122(721017.3)
74(39.2)

249(16.4t0 33.5)

74(39.2)

34.3(26.7 t0 41.9)'

108 (57.1)

41.7 (33.0 t0 50.4)’

30(15.9)
14.8 (9.4 t0 20.2)
92 (48.7)

33.8(25.0 t0 42.5)

32(16.9)

15.9(10.3 t0 21.4)

94 (49.7)

35.4(26.7 to 44.1)’

= ARENT=(P< 0.001, B2

8 EREIL)



Results: DAS28-CRP. CDAI. SDAIDOZ 1t
DAS28—-CRP CDAI SDAI
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Results: Patient-reported outcomes(PRO)

HAQ-DI improvement of >0.22%
Difference vs placebo, % (95% (1)

HAQ-DI improvement of >0.3 *
Difference vs placebo, % (95% 1)

HAQ-DI <0.5°

Difference vs placebo, % (95% 1)

SF-36 PCS LS mean (95% CI), mean di fference from baseline

Change vs placebo, LS mean (95% (1), mean difference from baseline
SF-36 MCS LS mean (95% CI), mean difference from baseline

Change s placebo, LS mean (95% (I), mean difference from baseline

24 BIZHEI1+5

837172 (48.3)

66,166 (39.8)

45(23.9)

1.78 (.67 to 2.89)

=0.22 (=1.68 to 1.25)

Ivarmacitinib 4mg

1217176 (68.8)
20.7 (1.5 to 30.8)
110/173 (63.6)
24.1(13.8 to 34.3)
B0 (42.3)

18.7 (9.5 to 27.9)

5.62 (452 tn 6.71)
3.84 (257 to 5.10)
2.85(1.40 to 4.29)

3.06 (139 to 4.73)

Ivarmacitinib 8mg

12517 2(7L7)
24.5(14.5 to 34.5)
1127164 (68.3)
28.6(18.4 to 3B.9)
BB (46.6)
227134 to 32.0)

6.43(5.33 to 7.53)
4.65(3.39 to 5.91)
4.04 (2.58 to 5.50)
4.26(2.58 to 5.93)

HAQ-DIA0.22L0 £, 0.3LL ERZEL-BEDEIE. HAQ-DI<0.5Zm-9 BEDINEG
SF-36 PCS(BAZEXRNER). MCS(HEHEZDH/R)DE/IN_F

lvarmacitinib 4mg. 8mgé&t,Placeboft L LLE L TR EEITRINT=

(P< 0.0001. £ EFHEEAL)

limli




Placebo-controlled period (weeks 0—24)

Results:

Extension period (weeks 24—-52)

==
|

Placebo Ivarmacitinib Ivarmacitinib Placebo-Ivarmacitinib  Ivarmacitinib Ivarmacitinib
TEAESs, n (%) (n=188) 4mg(n=189) 8mg(n=189) 4mgn=168) 4mg(m=180) 8mg(n=171)
TEAEs 149(79.3) 154(81.5) 171.(90.5) 137.(81.5) 143(79.4) 145(84.8)
Mild 103 (54.8) 99 (52.4) 112(59.3) 84 (50.0) 102 (56.7) 95 (55.6)
Moderate 43 (22.9) 53 (28.0) 53(28.0) 45 (26.8) 34 (18.9) 47 (27.5)
Severe 3(16) 2(1.1) 6(3.2) 8(4.8) 7(3.9) 3(1.8)
Treatment-related TEAEs 92 (48.9) 107 (56.6) 121 (64.0) 99 (58.9) 86 (47.8) 109 (63.7)
TEAEs leading to dose discontinuation 5(2.7) 3(1.6) 7 (3.7) 2(1.2) 3(1.7) 1(0.6)
TEAEs leading to dose interruption 9(4.8) 15(7.9) 20(10.6) 9(5.4) 18 (10.0) 12 (7.0)
Infection-related TEAEs 64 (34.0) 76 (40.2) 77 (40.7) 49 (29.2) 59 (32.8) 58 (33.9)
TESAEs* 5(2.7) 8(4.2) 12(6.3) 13(7.7) 8(4.4) 9(5.3)
Prespecified TEAEs of special interest 0 2(1.D 3(1.6) 2(1.2) 4(2.2) 1(0.6)
Serious infection’ 0 0 1(0.5) 0 0 0
Any systemic opportunistic infection’ 0 0 0 0 0 1(0.6)
Newly diagnosed malignancy. 0 1.(0.5) 0 0 2(1.1) 0 o
Thromboembolic event® 0 0 1(0.5) 1(0.6) 0 0
MACE 0. 0 1.(0.5) 1(0.6) 0. 0
Liver function abnormality ** 0 1(0.5) 1(0.5) 0 2(1.1) 0
Other TEAEs of special interest
Herpes zoster 4(2.1) 3(1.6) 5(2.6) 3(1.8) 1(0.6) 4(2.3)
Haemoglobin, g/L —1.7+12.1 5.4+10.2 7.4+11.0 7.54121 6.8+11.2 7.4+11.5 L]
Grade 3 anaemia, n (%)* 3(1.6) 0 1(0.5) 0 2(1.1) 1(0.6)
Neutrophils, 10°/L —0.3+1.6 —-0.9+1.6 -1.1+1.6 —0.6+1.6 —-0.9+1.7 -1.0+1.9
Grade 3 neutrophil count decreased, n (%)* 0 0 3(1.6) 1 (0.6) 1 (0.6) 3(1.8) ®
Grade 4 neutrophil count decreased, n (%)* 0 0 0 0 1(0.6) 1(0.6)
Lymphocytes, ]09/L 0.0+0.5 0.1+0.5 0.2+0.4 0.0+0.5 0.0+£0.5 0.0+0.4
Grade 3 lymphopenia, n (%)* 1(0.5) 1(0.5) 5(2.6) 1 (0.6) 4(2.2) 7 (4.1)
Platelets, 10°/L —5.2451.1 —54.94+63.5 —68.8461.3 —46.7+51.9 —57.2465.4 —65.8460.8
Grade 3 platelet count decreased, n (%)* 0 1(0.5) 0 0 1(0.6) 0
Grade 4 platelet count decreased, n (%)* 0 0 1(0.5) 0 0 0 [ ]
White cell count, 10°/L —0.3+1.7 —09+1.7 —1.0+1.7 —0.6+1.6 —-1.1+1.9 =1.14+2.0
Grade 3 white cell count decreased, n (%)* 0 0 1(0.5) 1(0.6) 1(0.6) 2(1.2)
[ J
[
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Discussion
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Limitation
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