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Drug  Selectivity*
Baricitinib = JAK1, 2 + + + + + + +
Filgotinib | JAK1 + + + + + = -
Peficitinib A JAK1,2,3 + + + - - -
Tofacitinib = JAK1,2,3 + + + + + +
Upaca: JAK1, (2) + + + + + + +

citinib
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GCsKFEPMRICTCZIZEZ FEB M & I X, GCs sparing effect® V)

JAMA. 2022;328(11):1053-1062.

*randomized, double-blind, parallel-group, placebo-controlled clinical trial
o . p—— « HAMPMR(n=101)ICTCZOERNE, GCs sparing effect & &% & #&EL.

Effect of Tociiizurlnelsls on Disease Activity in Patients With

Active Polymya!gia Rheqmatica Receiving GlucocorticoidTherapy o (G Cs 12~25m g %] EA ;—S% T EFS L 7~ bi‘, GCS<10 mg-(pM R-AS>104° S(\—jg‘:(

S MTXHCQM 53

U VD o 1t M 0wt O i e « TCZ 8mg/kg q4w“6‘24w x Tk 5. GCslZPMR-ASZ R hY inta pering.

« 1st:#84&0utcome, 24w TDOPMR-AS<10&, GCs<bmgH L < [EIR—ZH 5
10mgA EDiEE, 2" :CRP/ESR PMR-AS at 24w

GCs median 10mg, TCZEEICMTXHFHAH % U (40.8% vs 21.6%)

« #4A0utcome: TCZ 67.3% vs PBO 31.4% (adjusted RR 2.3, p<.001)
« Secondary: CRP PMR-AS TCZ 7.5 vs PBO 14.9(p<0.001)
ESR PMR-AS TCZ 8.1 vs PBO 15.9(p<0.001)
« GCs dose at 24w: TCZ 3.8mg vs PBO 6.1mg(p<0.001)
« GCs off at 24w; TCZ 49% vs PBO 19.6%(aRR 2.5, p<0.001)

&b —AKHIRAEIZRARAE. TCZAFT23.A(46.9%), PBOEE T20.A(39.2%).
SB¥m L TCZEF TT A (14.3%), PBORE TLA(2.0%).
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The NEW ENGLAND
JOURNAL of MEDICINE

Percentage of Patients

Sarilumab for Relapse of Polymyalgia Rheumatica

during Glucocorticoid Taper

N Engl J Med 2023,;389:1263-1272

a phase 3, multicenter, randomized, double-blind, placebo-controlled trial

- BRMHPMR118 A ZXTER.
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- $IN¥7 E% : Sarilumab 200mg 2w 528/ +PSL 14w
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0 y s st %ﬁ#LEBMéGDﬁ% (HR 0.56. 95%CI 0.35-0.90)
40+
33
0 ” 28 ki . BERF s CDRIEGCs= (777 vs 2044 mq)
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Clinical Remission Absence of Sustained Adherence Sustained Sustained Remission
by Wk 12 Disease Flare Normalization to Prednisone Remission at Wk 52 without
of CRP Taper at Wk 52 CRP and ESR
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Study design

- randomised, double-blind, placebo-controlled, parallel-
group trial
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. BEE(TS>R), SR (6HEER)




Inclusion criteria - Exclusion criteria

fFim . GCADEHIR

-50RE | IEfE, ST, RAORE, AEBRORSE etc
SR . EERHTERE

*ACR-EULARD AR AE T2 I L CARTEROMERER (BEIEURNOEBROME AR )
B R - CREFRTIEEDERIRE (BF2, IFgiEESZet)
FENS6NARE (FRRRIE) . BRyERE

GCs{ERIRR L SHBMERGYIE(HBY, HCV, LTBI)I& &
siBRBIRIERT (EDT2BMELA) (C . RS LUEEE

GCsiaFa (T TLVRLY - SELNOEMIEEET/ 8B

e EEEDTE - <1EFELIADDbIo, SENIE = E

CRP PMREEIME R 177 (PMR-AS) H'17%#BX% | ZOit

R ETTHBAPOLE



PMR activity score (CRP PMR-AS)

-

PMR-AS = CRP (mg/dL) + 2#&VAS (0-10) + EEERVAS (0-10)
+ (BEOZHILY [9D]x0.1) + EEEZE EEERE (0-3)

1.5 BUF : E#% - CRP-PMR AS>9.35
1.5 ~ 7 IEENE - ACRP-PMR AS>6.6
7~ 17 : 1EE PMR flareDEG AR ¥ &
17 Uk : &/E8M% = UVRE /FFEE CHEE

Ann Rheum Dis 2004;63:1279-1283
Arthritis Rheum 2008;59:263-9



Intervention/Outcome
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Primary endpoint

« 12:AKFr2 CCRP PMR-AS <100 D%

Secondary endpoint
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Statistical analyses
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39 individuals assessed for eligibility

g excluded
£ 1 did not meet the inclusion criteria
n+34g i 2 dedined to participate
(&1465%), BIE35%)| | 2forotereson
h J
34 randomly assigned

v v

JSthEE

1644

18 allocated to bancitinib 16 allocated to placebo

NUSF=TE
184

1 withdrew before first infusion

18 included in efficacy analyses 15 included in efficacy analyses

& discontinued treatment
3 received rescue treatment
3 for other reasons

65 M

11 discontinued treatment
1 lost to follow-up
& recerved rescue treatment
4 for other reasons

Y h 4

11&0585%

12 completed treatment 4 completed treatment




Results

Baseline characteristics

BARI Placebo

Age, years

Mean 70-6 (5-34) 67-4(8-80)
Median 70-0 (65-0-730)  68.0 (61.5-71.5)
Gender

Woman 13 (72%) 9 (56%)

Man 5(28%) 7 (44%)
Disease duration, days*

Mean 67-7 (51-4) 52.8 (41.5)
Median 51.0 (24-0-112:0)  42.5 (20-0-84-5)
BMI

Mean 267 (7-46) 26-1(4-6)
Median 25.0(23-0-290) 245 (23-0-29-0)
CRP PMR-AS

Mean 30-1(9-9) 33.5 (11-1)
Median 28.8(20-6-381)  31.9 (257-39-1)
Patient’s disease activity on aVAS

Mean 6.6 (1-4) 6.8 (1.5)
Median 6-9 (5-8-8-0) 7.0 (5-5-8-1)
Patient’s fatigue on aVAS

Mean 5-9(1-6) 6-8 (2-1)
Median 6.0 (5:0-6.0) 7-0 (5-4-8.4)

Physician’s global assessment on aVAS

Mean 6-8 (17) 7-5(1.0)
Median 6.6 (5-4-8-0) 7-3(6-9-8-2)
Elevation of the upper 5(28%) 4(25%)
limbs <Q0°
Morning stiffness, min
Mean 127-2(86-2) 129-4 (75-5)
Median 105.0 (60-0-240.0) 120-0 (60-0-210.0)
SF-36PCS
Mean 31.7(87) 32:7(71)
Median 29.2 (26-6-37-8) 33-8(29:3-37.7)
SF-36 MCS
Mean 41-8 (11-8) 36-86 (8.7)
Median 38.2(348-464) 38.9(27-9-441)
HAQ-DI
Mean 2:1(0-5) 2:1(07)
Median 2.0(1-8-2-3) 21(1.5-2-6)
EQ-5D
Mean 0.2 (0-4) 03 (0-4)
Median 0-3(-0-1-0.5) 0-3(0-0-0-6)
CRP, mg/dL
Mean 32:0(331) 58.9 (77-8)
Median 22.2(13-0-30.9)  22.5(16.5-69.0)
Synovitis on ultrasoundt 18 (100%) 15 (94%)

1 69.15%

FAEHEARE 60.7H
CRP PMR-AS: 31.7 (£10.5)

BEIR: 97%I2BR2% /R
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Primary endpoint
CRP PMR-AS <10 »> £#0OX750AA4 FkfE

Treatment with 4 mg baricitinib or placebo

Week 2 Week 4 Week 8 Week 12 (primary
endpoint)

Baricitinib Placebo Baricitinib Placebo Baricitinib Placebo Baricitinib  Placebo }QIJ 99::7\: 14/18(780/0)
(n=17) (n=15) (n=18) (n=15)  (n=15) (n=8) (n=18) (n=15) . “
7Stk 2/15(13%)

CRP PMR-AS 9 4 14 4 15 4 14 2 .
<10 and no (53%) (27%)  (78%) (27%)  (100%)  (50%) ) (78%) (13%) U tht : 5.8
glucocorticoid

use (950/0 CI. 3.2_10.6)

CRP PMR-AS 0 0 0 1 0 3 1 8

<10 and (7%) (38%)  (6%) (53%)
glucocorticoid

use

CRP PMR-AS 8 10 4 9 0 0 3 4
>10 and no (47%) (67%)  (22%) (60%) (17%) (27%)
glucocorticoid

use

CRP PMR-AS 0 1 0 1 0 1 0 1

>10 and (7%) (7%) (13%) (7%)

glucocorticoid
use




Secondary endpoint

Treatment with 2 mqg baricitinib or placebo No treatment
Week 16 Week 20 Week 24 Week 28 Week 36
Baricitinib Placebo Baricitinib Placebo  Baricitinib Placebo  Baricitinib Placebo  Baricitinib  Placebo
(n=18) (n=15) (n=18) (n=14) (n=18) (n=14) (n=17) (n=15) (n=17) (n=14)
CRP PMR-AS 15 2 16 2 16 2 15 2 13 2
sllo andno ; (83%) (13%)  (89%) (14%) | (89%) (14%) | (88%) (13%) | (77%) (14%) JIN\USF T8
glucocorticoi .
use 36IABFR CT77%H
Ci’)’ P’\gR'AS 1 10 0 10 2 10 1 11 1 10 PSL freeZiEpk
stoand () (67%) (71%)  (11%)  (71%) (6% 77%)  (6%) (71%)
glucocorticoid
use
ng P"gR'AS 1 1 0 0 0 0 1 0 3 0
glucggor?igoid (6%) 7%) =) S
use
ﬁg : :gR'AS 1 2 > 2 0 2 0 7 0 2
dlucocoricold (6%) (13%)  (11%) (14%) (14%) (0-0) (13%) (14%)
use




Results

Secondary endpoint

Week 12 Week 24 Week 36
Baricitinib Placebo Riskratioor  Crude Baricitinib  Placebo Risk ratio or Crude Baricitinib  Placebo Riskratioor  Crude
(n=18) (n=15) difference pvalue (n=18) (n=14) difference p value (n=17) (n=14) difference p value
(95% Cl) (95% Cly (95% Cl)
CRP PMR-AS 57 (5-0) 63(6-8) -0-6 0-80 2-0(2:5)  45(52) -24 0-087 43(47) 51(59) -08 018
(-54 to 4-1) (-5-2tc 0:3) (-21t0 0-4)
CRP PMR-AS <10 15(83%) 10 (67%) 12 021 18 (100%) 12 (86%) 12 022 14 (82%) 12 (86%) 1.0 0-68
(0-9t01-8) (0-9to1-4) (0-8t012)
ESR PMR-AS 81(4-8) 5:5(51) 2:6 0-0020 3-8(31) 3:4(2-5) 0-4 0-015 48(3-9) 47 (33) 01 0-87
(1-0to 4-3) (0-1t0 0-7) (<12 to 1-5)
ESR, mm/h 222(159) 12.9(102) 92 0:020  227(137) 133(87) 95 00003 217(14-6) 14-1(122) 76 0-011
(1-4to 17-1) (43to147) (17 to 13-5)
CRP, mg/dL 04 (0-6) 12(1-8) -01 0-37 0-3 (0-4) 0-8(1:0) -05 <0-0001 0-4 (0-5) 0-9(0-4) -04 0-067
(-0-2t0 0-1) (-0-7 to-0-5) (-0-9 to 0-0)
Pain on VAS 33(27) 1.6 (17) 1.6 0-033 11 (17) 12(1-4) -02 059 17 (1-8) 17(21) -00 096
(01t 3-1) (-0-8t0 0-4) (-0-8100-8)
Fatigue onVAS 21(2-5) 21(18) -00 098 1.5 (1.7) 27(2:5) =12 028 23(2:0) 22(24) 01 0-89
(-1-9t01-8) (-3-3to1-0) (-0-6t00-7)
Disease activity on VAS 25(2:6) 1.9(21) 06 0-47 12 (17) 1.6(17) -05 027 15(1-8)  17(20) -02 054
(-0-9 to 2.1) (-13t0 0:4) (-0-8t0 0-4)
Physician’s assessment 0.9 (1-4) 19(2-4) -10 0-077 05 (07) 13(27) -08 034 11(13) 13(1-8) -02 022
onVAS (-2:0t0 0-1) (-2:5t0 0-9) (-0-6t0 0-1)
Morning stiffness 10-6(20-9) 14-0(24-4) -3-4 0-46 15(33) 100(14:3) -85 <0-0001  95(19-6) 10-0(152) -05 0-84
(-12-6t057) (-12-8 to-4-2) (-5-5t0 4.5)
Elevation of the upper 17(94%) 12 (80%) 12 030 17 (94%) 13 (93%) 10 0-51 16(94%) 12 (86%) 11 0-40
limbs >90° (0-9to 1-6) (1-0to1-1) (0-9to1-4)
SF-36 PCS 448 (1111)  42-5(9-3) 2:4 0-31 48-6 (10-3) 44-1(9-8) 4-4 00040 477 (104) 445(106) 32 0021
(-2-2107-0) (1-4t07-4) (05 to 6-0)
SF-36 MCS 51.4(8:8) 471(77) 43 0-0050 486(9:8) 441(11-6) 45 <0-0001 503(8-4) 421(111) 81 0-0005
(13t07-2) (2-8 to 6-1) (3-5t0 12-1)
HAQ-DI 1.4 (0-5) 15(05) -01 0-57 1-3(03) 1-4(0-3) -01 033 1.0 (0-6) 15(05) -02 <0-0001
(-0-3to 0-1) (-0-4 to 0-1) (-0-2 to-0-1)
EQ-5D 06(03) 05(0:5) 02 0-043 07(03) 06(0-4) 02 0.0010 08(0:5)  05(04) 02 0-066
(0-0to 0-4) (0-1t0 0-3) (-0-1t0 03)

m CRP PMR-AS, CRP

BARIEF CHER(CIKT

mESR PMR-AS, ESR, pain VAS
PlaceboZf MDA MME T

mQOLISE (SF-36, EQ-5D)
BARIBF CHEE(CHE

mEEI T —TCODBEREX(12wW)
BARIZf 11/18, Placebo 12/16

% Placebo®f(d 12wWlFsR T
F1519-23 mg/HDPSLIgS

24wWLEI[F (C2mgNIRER T B ZE#iF



Adverse Events

Baricitinib Placebo Total (n=34)
Serious adverse events (n=18) (n=16)
Immune system disorders 0 1(6%) 1(3%)
Infections and infestations 1(6%) 0 1(3%)
Metabolism and nutrition disorders 0 1(6%) 1(3%)
Musculoskeletal and connective tissue disorders 1(6%) 2 (13%) 3 (%)
Neoplasms (benign, malignant, and unspecified 1(6%) 1(6%) 2 (6%)
[including cysts])
Psychiatric disorders 1(6%) 1(6%) 2 (6%)
Total 4 b 10
Death 0 0 0

‘i b %D > =BIEF: (BARI vs Placebo)
BB RES (72% vs 25%)
BAE (33% vs 33%)
“BELFESEAR:

N FZTEE A (6%)

7 7 REE: 6] (13%)
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Discussion
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Discussion

Limitation

1. LEESHSROETE
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