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Janus kinase—targeting therapies in rheumatology: a mechanisms—based approach
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JAK inhibitors for the treatment of rheumatoid arthritis
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Preferable outcome of Janus kinase inhibitors for a group of difcult—to—treat rheumatoid arthritis patients:
from the FIRST Registry

Group 1 (%) : Rapid responders (RERGE)

EADFIRST Registry 52128 /&8 L. 2005 T RALE KL, D2T RAZ#E
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Glucocorticoid sparing effect of Janus kinase inhibitors pared to biologic di modifying anti-rheumatic
drugs in rheumatoid arthritis, a single-centre retrospective analysis
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Rheumatology (Oxford) . 2025 Apr 1;64(4):1698-1704
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Achieving Pain Control in Rheumatoid Arthritis with Baricitinib or Adalimumab Plus Methotrexate: Results from
the RA-BEAM Trial

RA-BEAMZER & (NCT0170358):
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J. Clin. Med. 2019, 8, 831
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The Jak/STAT pathway: A focus on pain in rheumatoid arthritis

Cytokines mediate RA pain in the following locations:
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L.S. Simon et al. / Seminars in Arthritis and Rheumatism 51 (2021) 278-284
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Association Between Janus Kinase Inhibitors Therapy and Mental Health Outcome in
Rheumatoid Arthritis: A Systematic Review and Meta—analysis

SF-36MCSASEIES NI 19DAERIZH 115, DEMREREDALT TR

JAKSMTX Placebo/DMARD MeanDiff.  Weight
Study N Mean SD N Mean SD with 95% CI (%)
Wallenstein, G.V_2016 31600 388 11.35 3600 -0.07 12.42 - ®—  395[-029,820] 665
Schift, M_2017 20700 500 1150 20200 240 1090 = 260( 043, 477 2311
Genovese,M_2018 50600 543 968 8600 470 890 — M—— 0.73(-133, 279) 2529
Strand_2019a 37600 570 989 34900 440 1002 i | 1.30[-0.15, 2.75] 44.95
| overait — 163[ 052, 275 |
Heterogeneity: 1" = 0.17, 1" = 12.33%, H = 1.14
Test of 8 = 6; Q(3) = 2.84, p = 0.42 Poor mental health | Better mental health

Testof =0:2=2.87,p=0.00

2 0 2 4 8
Incremental mean change in SF-36 MCS score
Random-effects Hedges model
Sorted by: |
Fig. 4 Forest plot showing the results of pooled mean difference of incremental mean change in mental health component
of short form-36 questionnaire score between JAK combination therapy and placcbo/DMARDs

Shamail GMH, et al Rheumatol Ther (2022) 9:313-329
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a real-world study
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Patient-related factors influencing the effectiveness and safety of Janus Kinase inhibitors in rheumatoid arthritis:
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Sci Rep. 2024 Jan 2;14(1):172. Chat GPT

JAKBHE R DR % Finn ICB%
ER

BRERINIC K 2 HIEIE, FEICK

EEBEEERFICEERZ LR LD T

LEFBOONELEATLT,

6 5MALTIEBEEERICLZ2HPUEAINZ WV ERTLT,

17
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Identification of two tofacitinib subpopulations with different relative risk versus TNF inhibitors:
an analysis of the open label, randomised controlled study ORAL Surveillance
High-risk patients (7' 27 #3¥) Low-risk patients ({£Y) 2% #3)

65 L or CRAEMF 65RELAT T IFRIEE
(tofacitinib, N=1895; TNFi, N=926) (tofacitinib, N=1016; TNFi, N=525)

— Tofacitinib —— TNFi
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Kristensen LE, et al. Ann Rheum Dis 2023;0:1-10. doi:10.1136/ard-2022-223715
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Selectivity of Janus Kinase Inhibitors in Rheumatoid Arthritis and Other Inmune-Mediated
Infammatory Diseases: Is Expectation the Root of All Headache?

TRTHOIAKTEERRRJEETRBEBOEERNLLEMZ L —HT,
ERCEREES. MRELED)RIF2EMITEWIZ oA TNS

Table S Safety profiles of JAKinibs

Adverse events Tofacitinib [56, 62] Baricitinib [57, 63]  Upadacitinib 58] Peficitinib (18] Filgotinib [59)
& IERRIE 2.7(2.5-3.0) 28 38(3.14.7) 25(1.9-32) 100 mg 3.3,
200 mg 1.7
RV vior2 39(3.642) 33 37(3.045) 6.5(5.5-1.7) 100mg 1.1,
200 mg 1.7
B 02(0.1-0.3) 02 0.1 0 ND
5 09 (0.8-1.0) 08 0.9(0.5-1.3) 09 (0.6-1.3) 100 mg 0.5,
B REBNVSORE < 00 me 05
UFAY:: ] 0.1(0.1-0.2) 0.1 <0.1 3 cases out of 1052 ND
patients®
JHIEBEFTL 0.11 (0.07-0.17) 0.04 (0.01-0.13) 02 02(0.1-0.5) ND
iﬁ’[}&= 0.58 (0.39-0.88) 0.5 0.6* (0.4-1.0) 0.5(0.3-09) 100 mg 0.6,
= 200 mg 0.3*
PARMASIREE ND 05 0.6 (0.3-1.0) 0 100 mg 0.1,
o 200 mg 0.2
FRERRPARIMAZTE 0. 0-03) 04 ND 0 ND
e EE 0.1 (0-0.4)" 0.2 ND 0 ND
0.2(0-04)
100A/4E
SHIEBEZEA DA 1000A /4

Harigai M, et al. Drugs (2020) 80:1183-1201
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KRAELRD ZENTE itf/wb\ EOERITHIERICEMERZRET 5 A
100 A4 7-10.1~3.8 A (100N/F) BETT,
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-—RREIE R RN D FEESRD: 0.4/100A - £
SIOFUFZTHREABRANDFEEERY:  74/100N-F
(25 [:43/100A %)
YR T IR EEEY 2.3/100\ -4
CIARILETMEEEEY 2.9/100 A -5
1) Toyama N.et al. J Med Virol 81(12):2053,2009
2) Nakajima A.et al. Mod Rheumatol 25(4):558,2015
3) Wollenhaupt,et al. J Rheumatol 41(5):837,2014

4) Nishimoto N,et al. Mod Rheumatol 20(3):222,2010
5) Takeuchi T,et al. Mod Rheumatol 25(2):173,2015
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EYFRELE L JAKBEEFIOBIERIZLLE > THY . L IFRERETT,
ZDHRTH, JAKBEEAIZ L 2BEPIETEL VO IREL TT,
FRBELZORIDEIEEERADEHATT, ZDH. X714 FD L5 HKEBED
KN HOLNBNVEAEFENE T,

HRICA> THBLEITOTEEENICHIREL F9,

—MRAOICEE L TIAKEZEF DR EE2Z (T TW 5 HARAITEIRES ICRE
PTVWEEbLNTVWET, HRENICATEHAA, BEAICERBEBZORE

EABMERICH Y 5, BlEE A > TLEHA,
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Real-world comparison of herpes zoster risk among five Janus kinase inhibitors in rheumatoid arthritis:
the ANSWER cohort study

Table 2. Incidence of herpes zoster during treatment with five JAKi

Variable TOF BAR PEF UPA FIL
(n=223) (n = 364) (n=128) (n = 245) (n = 136)
BADS ML YN THBANSWERT- M5,
Number of HZ cases, n (%) 25 (11.2) 35 (0.6) 5(3.9) 21 (86) 2(15)
o 765GIDRAEE
Total exposure time (person- 5133 6761 1582 3414 1390 o 1096412
months) o THEHEIIM
Incidence rate of HZ per 100 5.84 6.21 3.79 7.38 173 o Xitsa1%
person-years (95% CI) (378863)  (433864) (123885  (457-1.28)  (0.21-6.24) * FHRREMB2HA
Treatment discontinuation after 7 (28.0) 9(25.7) 4(80.0) 5(23.8) 1(50.0) ENRLLEBSMIMRMRTT.
HZ. n (%)

REE (100AEHREY)

E ] REE LT BRI
24V IF=7 173 JAVIFZTERE (HR=1) ELTHEITBL,
K457 379 o HR

(257 o= 7.68
(2 v 584

UM% =) 635
NP > 621

IFyF=T 475
IFYF=T 738

RI4vF=T HEELEL

RIPSF T (EIVIYR) EINUSFZT (ALZIVMR) Hadl VIS F_IhROIEE

Joint Bone Spine . 2026 May 26:106080.

JAKBEEZER S EBEICIIHRBEORERNBIEHE LSV EANAEDNLTL
FIH. JAKBEEEDOR THEHRBLZOREBXRIZENDHD ZENH-TETL
£9,

CORBTIZ. b7 7Y FT (ELvye) ERNYSF—T (FLIT
he) NEL. 74 LTV FZTHREHERTL L,
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JAKIREZFE AN SSHLWEER

JCR2024 BHER9RFEBEAARS (Y
ZHARAE CIEITNFIEE REJAKEEED F AR XIXERZELN,
Rt ett ERZBEOEAIOEYMFNETER.T S,

JAKIREH| D &£ 45T

TILv e 858

FILZTUR® 934

ARA5T% 204

Yoty oe 155

SHLAh® 8.3%F
JAKIHEZEDABENSSHLWWEEREDODNSEE
RETHMEINES LECEHHBEOETHIESENDS
MTX%E DcsDMARD D A H # THEIBREN D EL A
BE7F D csDMARD. £ ¥ EEI IS O BB R
EEEHMEICLEL TR, B BRRORINA
ESAEMNECTHIREZBEENDF
REHERGETEYENREFORENHLLA

L 2K 2R JBR 2R N 4

EARRIC I

REAZ M | £YFHEFLH20E 0 EERE, JAKEEE(ZHI0EDEA
)

EEREE | EYFIEANCLEAN TS

DE R 5bDMARD (AR HHED) MMEEIND SN TWET,
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