Articles

Dual JAK and ROCK inhibition with CPL'116 in patients with "} ®
rheumatoid arthritis with inadequate response to
methotrexate: a randomised, double-blind, placebo-

controlled, phase 2 trial

Maciej Wieczorek, Bartfomiej Kisiel, Dorota Wiodarczyk, Piotr Leszczynski, Iryna V Kurylchyk, lvan Vyshnyvetskyy, Izabela Kierzkowska,
Piotr Pankiewicz, Michat Kaza, Martyna Banach, Joanna Kogut

BIRiR - UDJ<YFAEournal Club
2025.07.29

Lancet Rheumatol. 2025:52665-9913(25)00060-8. FWE K EX



Rho - RhoFF—t(ROCK) & (Z

O Rho

INIGTPiES S > )\ OE(GTPase)dD—F&E, RhoAD(EFHRacl, Cdc42ZzE=HCRhoT 7= U—(CET D
MRBRICBTEL. MRS S DT F) Lz ICmZE UMFZRZRE

ZREDHIENCE S
O Rhox+7F—v

(ROCK : Rho-associated coiled-coil containing protein kinase)

+Rho D7 =V -S> )NODTFRICAIE T DSer/Thr7F—t

» POF ARS8 OTIENC K DUNHE - B2E - 18JE - 125 - TR ERA IR OEE /IR EIEKEE (CHS
+ FRERANN SR K TZE < DRI CIRIL < FR

(BTJ5417)

ROCK- —J— .

, - 1354
. ROCK1 : B8, FORR. ¥581, MMBETHLAULCRE  [65%  92% 55% 66%
AR T (MR MRS A S/ BIC/BTE ROCK- — I — - — 1388
RhoDSEMAL (T4 > CT—EBAHRERR (CFB1T S = e
S g bmE el (— —t% coiled-coil§ Rhof& &%
. . w\ . =, 7—\ “? _ i
ROCK2 gﬁﬂ@%ﬂg(ngggééémb/\}b( e PH (pleckstrin-homology) $&1 B &5 AT/

https://bsd.neuroinf.jp/wiki/ROCK & D5|FH
ya7K =1 Rho-kinase &#R#E(L; MME Vol.39 No.4, 2016, 133-141.



https://bsd.neuroinf.jp/wiki/ROCK

ROCKZRDEERSO EAEHI

BRRZ ISR D ILICIEE
¥
EHEEIRhoH ROCKDRhofEE R X > (RBD)(CHEE
FF—TERENFER
|

[ l
MLC(S AS > 8288)D T OF A ST BRES )
U > BN TLE - ERM family : {82 (CE5
l LIMFF— : RE(LICES
77T = A S ARED =N U CHIR BE DB R 2 5

ARLRAT 7 A )N—HZRk

v IMEREEHOEINGE v BEEFDRRFE(L
. 58 DUETUSY S8BT
A 50 . BT ‘
R Ll s . B s
‘ R e
PN A PR

- BRAIE : SRR FBURHE

RADUST 4 T 7EHEHPLDSIA -
FAIRNEHHPL D51 A



ROCKZIRDIEERES @ ER{ELDLIC XS ARZ i RigE

LDL

r ~
Cuz+(C KBIEERNEL URFS45F—E(LPO)EE
\l/ \1/ oM 0
POVPCX°PGPCiX &ED HETE .
4D >ng§ feE x;—q T—4— LDLA B b ENd &, ROCKEREgEZITLIE

\x SESEHI S ) AGIE (T L S T I BRI S
A sesazses i e v
g IRAS £31))

FEEREIEORMA T CEIIRECREDER (CES

RhoAb“%@iﬂﬁ'llZl?(RhoGDI 1)H S hERE LB L

%
ROCK#ZHDEME(E

\%
p-Akt

1
p27 kip1

v
& MABIARPIRZHEAE (HAEC) (DI

Am J Physiol Cell Physiol 2017;313: C340-51.



CPL'1160D4%5K

CPL'1 16(=CPL409116)@9’]¥ESLE®?UZ:E;‘)L_C‘*§§E Journal of Pharmacological Sciences 145 (2021) 340e348

Coments Ests available at ScienceDirect \/ T Cel I / B CEl Iﬁﬁd)l j I 0 Q _*%% %}[l] ﬁgu
Journal of Pharmacological Sciences o .
— F— = 250+ =
n<a;“ —~ - journal homepage: www.elsevier.com/locate/iphs Eg 2.09 § — g
fm g : IC5058.69nM & 200 2
Full Paper -'é°15' ﬂﬂ
A novel JAK/ROCK inhibitor, CPL409116, demonstrates potent efficacy  m) =S !ll.TE 1891 b
in the mouse model of systemic lupus erythematosus e 8 2 1.0 < s il
Maria Dulak-Lis * ', Anna Bujak *', Kamila Gala *, Martyna Banach *, Urszula Kedzierska *, = cc_» N N by
Joanna Miszkiel ’.jognna Hucz-Kali(oYYska ', Michat Mroclzkiewicz ", Bartosz Sgy‘pik ! + ‘§ 0.54 1T| 50+ QI
aﬁiﬁts\f/izg‘éfs 1;?;';::;:‘:14}15”"52” Dubiel °, Beata M. Zygmunt *, CELCi)N PHARMA g % e d ) - d
:r‘:m Merma SA, Preciinkal rx;\rv.vn- w:u: s Kepin, m{w_:anmxj Poderd U 5. 'v.z 6 i 4 é - " > > o
Celon Phorma SA. Medicinal Ohemistry Department. Molra 41a, Kiepin, 05092, Lombanki, Peland S &> D Q @
’ ¥ log(Concentration) nM % pog Q&'G N 4 @°°° ‘@(’\ Q&(’\ il 4 \690
—_—— | — > | ’ Y8 ’ SEB PL’11 JEE
v JAK1/3(CEVERANME. ROCK1/2([CETIREDEEEM CPL'116iRE CPL116GiEMR CPL116iRE
Dru Kinase IC50 (nM SD(N=3 2.0+ 2.0
> S S IC502749 M LR
CPL409116 Jak1 0.95 0.0741 ) =
CPL409116 Jak2 5.36 0.5225 Eﬂs 1.5 > 1.54
CPL409116 Jak3 0.87 0.4295 ﬁR ﬁk
CPL409116 Tyk 63.21 1.424 G 1.0+ Q 1.04
CPL409116 Rock1 110.6 11.9 LN ' (@)
CPL409116 Rock2 106.7 26.1 N O
Tofacitinib Jak1 2.46 037 O 0.5 8 0.5
Tofacitinib Jak2 2.23 0.18 O
Tofacitinib Jak3 1.30 043 0.0 . . . . 0.0 : : § »
Tofaflitlinib 'lyl(k 39.35 142 2 0 2 4 6 2 0 2 4 6
Fasudi Rock1 4533 922 é :
Fasudil Rock2 4502 175 log(Concentration) nM log(Concentration) nM
TOF. Fasudil&EICs,fEZ LEER - = — =
50 - JAK1/3, ROCK1/2([Cx U TR VSR IEERMNEZIFDO_EHEH

v' STAT1/3, MYPT1DV > (b= HIH| - T/B cellt#BED _EHIEIN IEEIR REHIFHIZE & U TDRIEEMESD D




CPL'116M55 1tH5 5%

t h*ﬂ@?ﬁ%%ﬁﬁﬁ Front. Pharmacol. 16:1583723.

® cret e First-in-human study of O PDfEEE
OPEN ACCESS CPL'116 - a dual JAK/ROCK STAT1 STAT5 MLC
St Tceonet, | inhibitor — in healthy subjects 10%
:::l'(:f‘v:l'{:::’(,‘:’.n!l". G. dAnnunzio Chiets and + 30/0
Piotr J. Rudzki @ **, Katarzyna Jarus-Dziedzic @ ?, 0%
Z“l‘:"”‘::’","J"':’;_’”T"';‘,‘:‘:_'_I”[f;‘)("“r_ju Dorota Wtodarczyk®, Michat Kaza @ *, Piotr Pankiewicz®,
;Eaf:'c.mr - _ Agnieszka Gierczak-Pachulska @ *, Martyna Banach®,
s v s s g ko Beata Zygmunt®, Cezary Piwowarczyk @ *, Pawet Zero ® *, -10% o -8% -7%
odzk Daniel Rabczenko @ *, Agnieszka Segiet-Swiecicka @ * and -10% -13% -129%
gz cetonphans Maciej Wieczorek @ * -20%
26 February 2025
-30%
1 - O,
O =gE |§|E aome 2P -39%
- 300mgECTDLT(AEFIESEM4)/AL >MTD(mAMAZE)RRE o, -44%

. BREREESR(SAE)RL BEMET o -52%
. HEE% : BR(28% CHRSE). T-Bil LS, WBCIE%, CKES(&n=2) e oavi Javi pavt pavt
- FI2 CAEFAER & DR (CEE24ER2 L(OR: 0.997, p=0.658)

- ek, FFERZF(CEARINESERL X BECEAUTEERRUL

CPL'116 240mg = 75tz

v CPL116DZEFRH{EA (JAK/ROCK)Z & hTHIsO THERERY (CHEED
v R SR EZ R (CHIE CE DEANTH D EVWDIBENWEZFFT DR




AHRAFRDE=

vRAEZEEBTCIHEBEAELLE LT
DMEA RS MU X IT7148%. 8T X TH'50%50)

ZR : [BIERAERRE.

MERFHREDES. -

Ann Rheum Dis 2012; 71: 1524-29

Lancet Rheumatol 2021; 3: e58-70.
Reumatologia 2019; 57: 27-36.

— SABEEREE U ODMESHEIC B R BB A EDMENNE

v JAKBEEZ (FRAICE T DBENE (SRS TLDH.

BEFER - CKLS

L&D TZEIE]

I (C K Dkt

A

2R DRI BFE

Clin Rheumatol 2022; 41: 677-88.



CPL'116DFE & & & PICO

CPL'116 : JAK/ROCKZEPHZEHAI (JAK1/3, ROCK1/2)

MTXEEIT(IaBEATIIRARS
_ NN N NH,
MTX+CPL'116 J

MTX + ISR L n

CPL409116MDiEiE
12:B5 R CHDDAS28-CRPOZELE LT EE




RSB > O W& - #HAHPANES

Zitisy. —EaR. SRR, 524 AMELLEREE24HHER

(R—5> K - 95540509 DOEEHLE)
O MWE : 18~75mDPFIE~EIERAZE
- ACR/EULAR RADEE#2010% B2 T
- FAERFERTZ 16/%. AU ——> TR CoMEL_EDTEREARE
- MTXTODRE(CX] I 3ENF+5
- DSIC26/e3 @TIC26,65 DDAS28-CRP> 3.2 ZE IR TH=T

MTX®DsEMHF € D1t

» RO VU—=">Jr112Wl E(CHED - GCHADZES., ROU—-Z_78100 1< EE48RE
RO/ T /55F T15-25mg /B7% fk %t PSLIEET10mg/BU T TDIR5I(C

- JABREIREISWIL L (CHTeD T - NSAIDstHRADIHZE. XU ——_2JD4AL LaiTh 5ZEEIRXL
RS IR FREIICEEN R - SASP, HCQ(F& AT (C 1L LTI

sfFAPBEITORENSDIHSICIRD . cyc, TACEREE ISR
fEMRE(210mg/w)EH] - TNFi, TCZIZSELMA T CIBEERIEE. T fbBiolHERIRRIH



HBRT- U1 > 2 €t

O EIDFT - IR
- 1:1:1:1DLEERTABE(CPL'116 60mgEf, 120mgE, 240mgat, TStREE)(CEID4t+
- iREE(X1H2[E], B TARA

O BRAET
 INTOBEESER(AE)ZINE
aEPIIEE, BESR/ERBBEESBR(SAE)DREXRTCE. BEE Z Ml

- JAK/ROCKIEER WO EAWFENSUTORERESBRNIREIT DI IR TI=Z
BEUVERNICE=ZSY—

BEERBEER(SAE) WEBEZEESR(Targeted Medical AEs)
- BB E 23 ERDfGH MedDRASIZT)L— T H3EE : Mg - ZE4LAE
- ABREEFARIEBOIEE MedDRAXRFE4E | BES KUFERA
RIS - e B (D DSAETHSED)
AIRNISE - WERS B (R - =i - R8)
- EREREFICEIHERSE

B5oHEE | HILESFFL. BE. MERE



O EEFHmIA
DAS28-CRPON—XS1 2 h512iEH(Day85)F COEIL=

O F—ERB[aEIRFHEIER

- DAS28-CRPOONAR—RX S A1 WS DE(LE

- DAS28-CRPODERE( <2.6)

. ACRRRIGZ(ACR20. ACR50. ACR70. ACR90)

+ TIC/SICONR—RXSA M5 DZEAL,

O ZEeA(CHITDaIRFHMEIER O EDAMDEIRENIR 7T b A A
- BESERBIUVERERBESER(SAE) EEf/ BE K5 (Physician/Patient Global Assessment).
- fERIRE(CBC. HFE&#ae. IBE) FLEHVAS. HAQ-DI. SF-36. FACIT-fatigue score. -



won T AEHT

O XK
- 12 EB1MECPLLII6EZFT SRR RS ENI:
« R—2 S5 > DDAS28-CRPEFIiN S D 1 288H & DB RI4E

OB>2IILBAX

MTXAGDORAEE X ZRIC UT=fractalkinedt/AE601 1 DE 2485 Ex
Z#SEZ(C. WDOHDIREZSEICHL100%(CRE

O RAlF—4
[T—HEFS A AIRAUTND] CARE U THliTe/R U TR

BRYERINRIER (C X DHEMEN D D TS (FLOCFZ UL CHlit
%7cD7 0O STJJLTIELOCFAMEE

O £ZFMiIER : MMRM TR
(REE)
SEE, B, XSEEXBRRDER. F. MR BRERIER.
DAS28-CRPOXR—RX 51 1B

O post-hoc f##th
T‘ChOI\ LDL\ HDL\ TG\ CK
DI12EBDR—RS5A > Hh 502t MMRM THE##T

O HEAHEY J ~ESETNBERKE

- fFEAY T : R (version 4.1.3F72(34.3.2)
- BRUKE | BFEMTTa=0.05

- pfE | ZECRAHIE/SRLDBBTE



fask : &l DATFIRR

HAfE : 2022.5.30~2024.2.7

156 patients assessed for eligibility

—p 50 ineligible

v

106 randomly assigned

-

-

-

-

28 assigned to placebo

27 assigned to CPL'116 60 mg

25 assigned to CPL'116 120 mg

26 assigned to CPL'116 240 mg

1 discontinued treatment
due to informed consent

3 discontinued treatment
2 with adverse events

106N EIERE DT

3 discontinued treatment
1due to adverse event
(leukopenia)

JStREE
CPL'116 60mgE¥: 274
CPL'116 120mg&% : 25%
CPL'116 240mgE% : 26%

: 28%

withdrawal (psoriatic lesions [n=1] and
. ) pneumonia [n=1]) 5 1 due to serious adverse
1 due to serious adverse event (non-muscle

event (non-fatal invasive bladder cancer)
non-ST-elevation 1due to patient withdrawal
myocardial infarction)

h 4 A 4 A v

27 completed the 12-week 24 completed the 12-week 25 completed the 12-week 23 completed the 12-week

double-blind treatment period

double-blind treatment period

double-blind treatment period

double-blind treatment period

3 missed the week 14
(day 99) follow-up visit

1 missed the week 14
(day 99) follow-up visit

V

REGTIR

994 (93%)

24 completed follow-up period

25 completed follow-up periodt

24 completed follow-up period

24 completed follow-up periodt

TStnEE
60mg#EF :
120mg## :
240mgEf :

274 (96%)
244 (89%)
254 (100%)
234 (88%)
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Placebo CPU11660mg  CPU116120mg  CPL'116240mg
(n=28) (n=27) (n=25) (n=26)
Age,years 526 (120) 558 (91) 545 (111) 549(99) - SE RS - 54.475%

Sex
e Ree G e, Bo % 79%(75%). Bl 278(25%)
Race

Tl 28 (100%) 27 (100%) 25 (100%) 26 (100%) 2E A\ HA ( g C ER f:,t)

Country

Poland 18 (64%) 14 (52%) 13 (52%) 14 (54%)

Ukraine 10 (36%) 13 (48%) 12 (48%) 12 (46%) . %’.ﬁ §-I— N “\' == fl:%p ‘ﬂi E¥F ﬁ = NN i/_j ’i‘
Weight, kg 772 186) 733(161) 75.4(12:9) 801 (188) A Dl yLo 35 J:U 95::.\_,\ D (3: =] C 35 35 ¢) T& 17
Height, cm 1675 (86) 1683 (7:6) 163.9(6.9) 1663(83)

BMI, kg/m’ 275(62) 258(52) 28.0(42) 28.8(58)
[Duraz-on of rheumatoid arthritis, years 88(10.0) 64(55) 82(75) 77(86) ]—V li‘-&:y ﬁHE Fﬁﬁ . 6ﬂEuJ:

Duration of methotrexate treatment, years 58(6-4) 52 (4.9) 58(63) 4-5(49) ’ )
[Dmcofmelholrex.:leduring the trial, mg/week 196 (4.7) 18.6 (4:5) 19.4 (4-4) 18.6 (4.9) ]-\_> at,

Tender/painful joints (DAS28) 11-4 (4-0) 122(47) 114 (50) 10-9(4°5) MTX 2 O m g A IJ 'fé

Swollen joints (DAS28) 86(22) 9.7(27) 8827 87(29)

CRP, mg/L 181(97) 228(217) 177 (9-4) 209 (189) l =TIV, =77

| - |

[DASZB-(RP 57(0-6) 5.8(06) 56 (0:6) 56(07) CRP ng/CILH J1§\ DASZS CRP 5 " 7H J1§

Disease activity based on DAS28-CRP

Low (<3-2) 0 0 0 0

Moderate (3:2to s51) 8(29%) 2(7%) 4(16%) 5(19%)

High (>51) 20 (71%) 25(93%) 21(84%) 21(81%)

Biomarkers*

Rheumatoid factor abnormal low 0 0 1(4%) 0

Rheumatoid factor normal 6(21%) 4(15%) 7(28%) 6(23%)

Rheumatoid factor abnormal high 22 (79%) 23(85%) 17 (68%) 20 (77%)

Anti-cyclic citrullinated peptide abnormal high

Anti-cyclic ditrullinated peptide normal 6(21%) 5(19%) 8(32%) 6(23%) " o
[ 22 (79%) 22(81%) 17 (68%) 20 (77%) l AC PAB%"Eb\ 1 9’\’3 20/0

Patient Global Assessment of arthritis total score 626 (157) 647 (201) 63.4(14:2) 64.6 (18.9)
Patient’s Assessment of Arthritis Pain total score 61-5(18.7) 635(193) 61.0(15-3) 60-7(16-7)
Physician Global Assessment of arthritis total score 661(167) 681(117) 69.0(10.9) 63.9(134)
Previous medication
DMARDs: xenobiotics 16 (57%) 15 (56%) 13 (52%) 8(31%)
DMARDs: biclogics 4(14%) 2(7%) 2(8%) 2(8%) l . : = »w
[ GIm«orli(oi: 6(21%) 5 (19%) 5 (20%) 5(19%) B I O4§ﬁﬁ}*—-‘-¢£ D (i 1 O O/OEE/ﬁ A GC{%}EH (3:2 '%'EIJ (& &

Non-steroidal anti-inflammatory drugs 6(21%) 7(26%) S (20%) 5(19%)
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_ 0 p-value
ADAS28-CRP 95%CI (vs. placebo)

-1 =
o | | TStmEE -0.15 -1.97~-1.02 —
- ! | | 60mgEs -0.15 -0.81~0.52 0.67 > BRERU
S L 067 J ‘

34 . 010 ] 120mg#&¥ -0.56 -1.25~0.12 0.10 S>SBERERU

0-010 X B D
. 240mgEs -0.89 -1.56~-0.22 0.010 > BRESHD
Placebo 60 mg ' 120 mg l 240 mg
CPL'116
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Change from baseine n DAS28-CRP at week 4 by randomized treatment of CPLE03116 (1TT)

& Change from baseiine n DAS28-CRP at week 8 by randomaed treatment of CPL409116 (ITT) g Change from baseling in DAS2E-CRP at week 16 by randomized treatment of CPLA03116 (ITT)
£ 30
~N ~N ~N
, 2 8
o o [+]
3 ] ]
* S <.4-
:" K :
i PBO 60mg 120r i s
g mg 240m : PBO -
E2- g |g 60mg g2
& g &
@ e e . S
o o o
N = 120mg 240mg | 120mg  240mg
:'3 0158 :'3 ooe o3 o
- € 12
E o é ‘ . ooer~ . ' é , ‘ : 01% : ,
9 Placeto s 240 mg ] Placato R 24 mg 9 Placato N 240 mg
4;58H 8iEH 16:AH

BB E8EBT(E240mg#lcHBNWTIT SEREELDBRE/RDAS28-CRPDIETH D
v 16 BHTIFBERERR U

O DAS28-CRPEf##X (<2.6)

BREL/2K(%) 95%CI p-value(vs. S5 tz7/R) %ﬁ?@tlﬁﬁf (iﬁ:%c;_;:—:rd: L/ ( a—/\—c p > 0 0 5)
TStREE 5/28(18%) 7-38% —
60mg 6/27(22%) 9-43% 1.00 X O RT o v ORI ETILICKBETE
120mg 9/25(36%) 19-57% 0.389 240mggf vs TS UREEHCHVWTEREEZHDD

240mg 12/26(46%) 27-66% 0.571 Fw XLt 0 4.39 (95%CI 1.22-15.77). p=0.023
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ACR20 | ACR50 | ACR70 | ACR90

Week4 | 357% | 107% | 3:6% | 0:0%

Week 8 [(55:6%)| 259% | 111% | 0-0%

placebo (n = 28)

Week 12 | 63:0% | 37-0% | 222% | 11'1%

Week 16 | 63:0% | 37-0% | 148% | 7-4%

Week4 | 385% | 11'5% | 3:8% | 00%

CPL’116 60 mg Week 8 44-4% 22-2% 3 7% 0-0%
(n=27) Week 12 | 60-0% | 36:0% | 240% | 00%
Week 16 | 68:0% | 36:0% | 160% | 00%

Week4 | 56:0% | 280% | 00% | 00%

CPL'116120mg | Week8 [(88:0%D | 36:0% | 8:0% | 0:0%
(n =25) Week 12 | 76:0% | 52:0% | 200% | 80%
Week 16 | 76:0% | 48:0% | 24:0% | 12:0%

Week4 | 462% | 77% | 3:8% | 00%

CPL’116 240 mg | Week 8 84'6@ 46-2% 19-2% 0-:0%
(n =26) Week 12 | 80-8% | 615% | 385% | 3-8%
Week 16 | 70-8% | 41-7% | 292% | 42%

- ACR50, ACR70MDRIGE($240mgaET
TSREDEN S ENEEECEIEST

- 8IHEMACR20TIE. 120mg#&¥&240mgafT
TStEREDBERIC

Eho e

O 12 A5 TDTIC/SICDOZEAL

froem baselee in Swollen Jont Count ot woek 12 By randomized Meatment of CRLL00116 (ITT)

_120mg 240mg 60'“9: 120mg 240mg

Paceto 0 mg 120 mg 240 mg o ete g 120 mg 240 e
Am Am

Change from baseline in Tender Joint Count at week 12 by randomized trestment of CPLA0S1 %6 (ITT)

60mg

10

.
E
B
i

'ov -@. Kt Court
LS mean change Yom baschnre

for Swolen Joint Count
o

O EDMDT I S

- Physician Global Assessment
8, 122EHT120mgifHS KV 240mgif Telt=
X BRZE(E120mgEidDd

- BEVAS . 2 CHEERSD D
(12,:BHDAENE) 240 mg#f .
TS5t

-33.88/h-1> b~
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Placebo CPL'116 CPL'116 CPL'116

(n=28) 60mg 120mg 240 mg p=0-74
I 1 =0
(n=27) (n=25) (n=26) 020085 e : p=0.64 ]
Total treatment-emergent adverse events [ 29 35 43 50 ] 0. 20— T 1 20 p=0-066
Infections and infestations p=0072

Urinary tract infection 13% \ﬁ}'\‘ ” ‘_,l_* -— 10 rp-O_SS‘ | 104 p=0-56 10— p=0-75

Upper respiratory tract infection 3 (10 EaL NV :H Lﬁ o ‘ | | 1 —d ! :

Pharyngitis 0 0 0 5 04- Q 0-- I—*—jl—j Q 0-- I_—I :
Nervous system disorders 1 1 l:_] ’ €I - l__] o
((Headache 4(14%) _ 2(6%) 0 TGO B 104
Blood and lymphatic system disorders = B ’

Leukopenia ; 0 [ 3(9%) 2(5%) 3(6%) ] -20 T T T 1 -20 T T T 1 -20 T T T 1

Lymphopenia 0 2(6%) 0 1(2%) Placecbo 60mg 120mg 240mg
Gastrointestinal disorders

Nausea 1(3%) 6(17%) 0 0 : = ) . i .

Diarrhoea 2(7%) 0 1(2%) 1(2%) 1.5 p=0-36 1.5~ p=031
Investigations p=0-96 p=0-89

Aspartate aminotransferase increased 1(3%) 0 3(7%) 2 (4%) s 1 | 10 1 | |

Alanine aminotransferase increased 0 1(3%) 3(7%) 3(6%) U] . { % | | ¢ - | | [ |

Lymphocyte count decreased 2(7%) 0 0 1(2%) |_ | U I I
Renal and urinary disorders 0.5 0.5

Leukocyturia 0 0 2(5%) 3(6%)

Urinary tract inflammation 0 2(6%) 3(7%) 2 (4%)

0 0

1 1 T 1
Placebo 60mg 120mg 240mg

v BEREEER(SAE) : 2 x \TNOAEAL Pcsbo " 6omg ' 120mg  240mg

+ 60mg&F CDnon-STEMI  —BEDEIEEMH D v & WTheEERZ(ERL (TR Tp>0.05)
- 240mgEf COMBIERRBEME —BERL .
v CK: 28 THE. £LRU

v’ 240mgEF CWBCHA (T K BDaBmEPLIELS —BEEDEEEMd D



-+ CPL'116 240mg BID C(FfeTER (CHERSEMRZ DT

- CPL'116 240mg#¥D12:BIFR(CH TS5 DAS28-CRPDZEIL (LS MeanZ —-0.89) (3.
MTXEEI T ENRA+HIRABE(CH LT, DMARDZ#HE L= F TR 9T FE
(ABT, ADA, CTZ, ETN, RTX, TCZ, TOF)Z:&N U T=sRERD A5 7771 = X (130588, 2735561)
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Tofacitinib & DB

v’ Tofacitinib(TOF) : JAK1/3Z[BZE. 1H2E#RO%ES

Oral StepiER(20134F) Lancet. 2013;381(9865):451-60.
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