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Inclusion criteria

Patients who meet all of the following criteria will be enrolled in this

study.

1) Patients who provided voluntary informed consent to participate
in the study

2) No history of treatment with Methotrexate

3) Males and females between the ages of 20 and 65 years (both
inclusive) at the time of giving informed consent.

4) Patients with a diagnosis of rheumatoid arthritis based on the
2010 European League Against Rheumatism/American College of
Rheumatology criteria and have less than 1 year of disease
duration (from diagnosis to giving informed consent).

5) Patients who show moderate or severe disease activity (DAS28
(ESR) > 3.2) at screening.

6) Patients with tender joints 2 4 and swollen joints 2 4 at
screening.

7) Patients who meet the following criteria at screening:

+ Estimated Glomerular Filtration Rate eGFR 2 60
mL/min/1.73m?

¢+ AST, ALT and ALP: £ 2 times the upper limit of normal

¢ Total Bilirubin: 1.5 times the upper limit of normal

¢+ Hemoglobin: 2 8.0 g/dL

+ White blood cell count: > 4,000/mm3

+ Platelet count: > 100,000/mm?

8) For women who can get pregnant, from the start of the study to
the menstrual cycle after the end of study drug administration,
and for men who have a woman who can be pregnant as a
partner, for 3 months after the start of study drug
administration, patients who agree to use contraceptives with
appropriate method.
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Exclusion criteria

Patients who fall into any of the following are not enrolled in this

study.

1)

2)

3)

4)

Patients with a history of hepatitis B, hepatitis C, or HIV
infection.

Patients positive for the HIV antibody, HBs antigen, HBs
antibody, HBc antibody or HCV antibody at screening.

Patients  with  pulmonary  tuberculosis, nontuberculous
mycobacterial infections, patients with other serious infections
(such as sepsis, abscess or opportunistic infection, deep-seated
mycoses such as histoplasmosis), or patients who have a history
of serious infection but have not been cured.

Patients who are strongly suspected of having already been
infected by the interferon y release test (IGRA test) /
tuberculin reaction test at screening.




5) Patients who show evidence of tuberculosis (calcified nodular

image, pleural scar image, thickened tip or base) by chest X-ray

examination before registration.

6) Patients who have an infectious disease.

7) Patients who have a history or presence of any of the following

diseases.

.

¢

.

L]

myelosuppression

Chronic liver disease

Pleural effusion or Ascites

Other inflammatory or rheumatic diseases that affect the
efficacy  (psoriatic  arthritis, ankylosing  spondylitis,
spondyloarthritis, systemic lupus erythematosus, Lyme
disease etc.), or fibromyalgia syndrome.

Malignant tumors, lymphomas, leukemias, or
lymphoproliferative diseases. However, except skin cancer
(epithelial cell carcinoma or basal cell carcinoma) that has
not found metastasis for 5 years and carcinoma in situ.
Congestive heart failure (NYHA class Il or higher) or
unstable angina.

Demyelinating disease (multiple sclerosis, Guillain-Barre
syndrome etc.)

Severe digestive tract diseases (gastrointestinal tract ulcers,
stomatitis etc.)

Severe respiratory disease (chronic obstructive pulmonary
disease, asthma, bronchiectasis, interstitial pneumonia etc.)
Hypersensitivity to component of study drug

8) Patients who have received the following treatments.

*

Corticosteroids : except when the administered dose of the
oral corticosteroid was constant during the 4 weeks before
administration of study drug and at a maximum dose of 10 mg
per day of prednisolone equivalent.

Nonsteroidal anti-inflammatory agent (NSAIDs) Subjects
who did not have constant dose of NSAIDs within 4 weeks of
baseline if used.

Disease-modifying antirheumatic drug (DMARDs) or
immunosuppressant other than Methotrexate within 4 weeks
of baseline.

Leflunomide within 12 weeks before administration of study
drug

9) Patients who are pregnant or may be pregnant or are nursing.

10)

Patients who received other investigational new drugs or other
unapproved drugs within 3 months.

11) Patients who are judged inappropriate from the medical basis by

the principal investigator/sub-investigator.
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20
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65
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Studied

Active rheumatoid arthritis patients
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Intervention(s)

The study is an open-label, multi center dose escalation study in
which methotrexate injection is administered subcutaneously for 24
weeks.

The study drug is subcutaneously administered (thigh or abdomen)
once a week with 8 mg/week as the starting dose. The dose is
increased by 2 mg every 4 weeks according to the increase criteria,
and it is gradually increased up to 16 mg/week as the maximum dose.
During the study period, the study drug is administered up to 24
weeks at the maximum dose that allows continuous administration,
with dose reduction for each patient as necessary.
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weeks)

¢+ Achievement rate of low disease activity in DAS28 ESR (at

9, 17 and 25 weeks
¢+ Achievement rate of
9, 17 and 25 weeks

remission in DAS28 ESR at

¢+ Change in SDAI and CDAI (at 9, 17 and 25 weeks)

¢+ Change in HAQ-DI score (at 25 weeks)
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Adverse event
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ACR American College of Rheumatology

DMARDs Disease modifying antirheumatic drugs

bDMARDs Biologic disease modifying
antirheumatic drugs

csDMARDs Conventional synthetic disease
modifying antirheumatic drugs

tsDMARDs Targeted synthetic disease modifying
antirheumatic drugs

CDAI Clinical Disease Activity Index

CRP C-reactive protein

DAS Disease Activity Score

EDC Electronic Data Capture

ESR Erythrocyte Sedimentation Rate

FAS Full Analysis Set

MTX Methotrexate

NSAIDs Nonsteroidal anti-inflammatory drugs

PPS Per Protocol Set

QOL Quality of life

RA Rheumatoid arthritis

SDAI Simplified Disease Activity Index

SJC Swollen Joint Count

SP Safety Population

TJC Tender Joint Count

VAS Visual Analogue Scale
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1) 2) ACR20%
1) SJC 66 20%
TJC 68 20%
2) 3 20%
. VAS mm
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. HAQ-DI
« C CRP  mg/dL
. VAS mm
0217001
18 2 17 R ACR20%
10.2
1)
1) ACR20% week 9 17
2) ACR50% week 9 17 25
3) ACR70% week 9 17 25
ACR50% ACR70% ACR20%
50% 70%
4) DAS28 ESR 3.2 week 9 17 25
5) DAS28 ESR 5.1 week 9 17 25
DAS28 ESR

DAS28=0.56V TJC28 + 0.28V SJC28 + 0.70 Ln(ESR) + 0.014 PtGA
« TJC28 28

« SJC28 28

e Ln(ESR) 1 ESR mm

« PtGA 100mm VAS
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6) SDAI CDAI
week 9 17 25

SDAI
SDAI = TJC28 + SJC28 + PtGA + PhGA +CRP
« TJC28 0 28
+ SJC28 0 28
+ PtGA 0 10
* PhGA 0 10
e CRP mg/dL 0 10
0 86
0 33
11 11 26 26
50% minor response  70%
moderate response  85% major response
CDAI
CDAI =TJC28 + SJC28 + PtGA + PhGA
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+ SJC28 0 28
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* PhGA 0 10
0 76
0 28
10 10 22 22
50% minor response  70%
moderate response  85% major response
7) HAQ-DI week 25

HAQ-DI 20

0 30 3
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VAS
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DAS28(ESR)
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13.

First Patient In 1

13.1
13.1.1

(1)

(2)

3)

(4)

13.1.2
1) FAS Full Analysis Set

(2) PPS  Per Protocol Set
FAS
3) SP  Safety Population

13.2
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1)
)
FAS PPS FAS
Week 25 ACR20% 95%
Week?25 ACR20%
Last Observation Carried Forward (LOCF)
Baseline Observation Carried Forward (BOCF)
©)
FAS
1)
95%
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MEOUVPFZY. PRANSFVBPI ) FDSVYRTIS
—B (ASTO. PSZUPI/FSVRITTS5—E (AL,
A S2ieEs PILVAIRRD 75 —€ (ALP). v-GTP. #iEJILE >,
MED. MBIV, MPRERER (BUND. J)LI—
A Na. K. Py Ca. Cl
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PRIRE REB. KB FR¥E. FROOEY /=T

(B5) RPERE
SixEIC. MTFTORBRBZAE LTI, 1OORMEBE S mL ICEDE
ER
HIV ik, HBs R, HBs &, HBc HuA. HCV ik

6) Einiss
BEAIC. (YF—DTOY r BRABRTIEIVYAILD U VRGERES L
ST, A VUH—D IOy BHRBOES. 1 BORMNEE 6 mL 3D
7,

(7 sl X #RE
BIERAIP KU week 25 OFERHIC, MIEE X ifiEEaZ LE T,

(8) WHiIREE
ERAIC, MBEEUIEIERPD hCG ZAIRELE T, MEREDHBE. 10
DORMBEMBE 0.5 mL ICT2D T,

(9) Bk - BN DDREETE
BixE0. week 1. 5. O 13, 17, 21, 25 BKOUPLEHEIC, HERUE
EE

(10) UDNVTFDEH. REDEE (VAS)
week 1. 9. 17, 25 BRXUPLEIC. VAS (Visual Analogue Scale
DE8 T, RBBVSFHIDRT —)L) T, HIXIZD') IV FDEHDIRZERKV
OV FOIRREZR/NE T,

(11) BiFMeEDsHE (HAQ-DD
week 1. 25 RKXUDPIEFIC. HAQ-DI (Health Assessment
Queestionnaire - Disability Index DI8T. SAEMNRHIREEBEOMEMZ
Y BF5E) T, HEFEIC20BEOBICABEEEET,

18



AB KFfsh5

O.HFRE - HIREADHIR

(1) HIRSEREA HRERA
MRZRSHEPC, AREVNOERZEA UCHEI. BElS. 1 B%
S8, HERKRSHEE. HRERSKRTBZERLIT,

2) EE5Xx. 8FH
FREEPE. BESROINFROERZER LI T,

(B) (RARLLEA. HERLEE

FEEPE. UTCONTIRMERE UL IER-I DT ENTEE B A
HRZUND ' DV TF DR

RRRERESEIEA!

o071V RE

£FO0FY

DI

TS5V LY R (MEAEED—DT, MRZMKED & MEERD
[CoBE L. MEBRDINTCELEEI—BZFRET DL

© 0 ® 00 H

9. HIFEICTFOTVELELL\CE
FRREIRIPSATIBLEEDIBTICHEL . U TFOEEZET > TI/IZEL),

(1) RRERTIY2—)LICDNT
AROSNIEKEBICEKIRE LT IZEN, D —EEDRBLIE > THRITHX
SWBEEBRICTEBTTSU),

(2) WRPICHELSNTNDIEDBEICDUNT
18.9 HAZE « HAREDHIR] [CHD. BRIUEERISHAFREDHRDOL
ERICHEEREIIEEDNDHVFT ., HASNEBEPIL. CESDHMT
EARUSNRDICUTLESN, FIE, DZERKOmREE CUSSNIEE,
A IYERARIICIBIEENXICEIEMBOIC SEBIES),
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(3)  FEROBACDHFITIRERDEIRIC DN T
WDEEEDFEIRDDNIE. T ICHFRBIEMANDTZ TN,

(4) MR TORZICDNT
R P ICEDEEN D2 OMDEEME ZZZ2 SNDBEIE. O
RICSNUTNBEZERTALES, HE. BEONEN. BRICEOCHE
(I3, HAFRBIEEMIC SEIEIZSUN,

B) BWEICDNT
IHIRTAER LTI, BEIEE. MRERSETE 2 OBDBREOHH
X T, BIRYEERLZMZ/\— b —[CEDBEMTIE. @RINEE. tHRER
5 T#% 3 7 BFE T, BHEMEMBHMD L, BRISEHIFL TSV &
BREEZREHREZD/IN— T =11 UIZTEMENH DHZS IR OB
HEMCRIRSE TN,
XMTAZ URNC ENE—DRERETSATT, BIFREE L TE F
SARITEE - ROBIENMEEEDOS\IETT ., CNOSHRIEERIS
8. BRI Y F—AZIEULBERIDENETTENHDFT,

6) B&.guBICDu\T
BAE (L) DOV FOBEDIHITICIDIEMNDDETI DT, BEEINDT
TLIZ&W, Fe. RBERIERICLU T ZE0),

(7)) BHEHDEEICDNT
Sl USRS ETEOSBFE R EDEIBHANEERICEDHREIE. MIFIBLEED
[CRRSELIZSHN,

10. BRHESHFELELULHBSEICOUT

MRSNPICHILICRRBESNEULCHES. BEEMNEEE > TEEZ
TVEY, MBRIBSEFPIDEMICHBNREETTINET, tdEkra=ZzUIic
BEE COEE&EB LTI, BRICIEDBRIZODERRIRZEEBLEIID
T, BCRBRRRIHBZOEBICIEVET, EEL. COMADRRESR
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SNDJIBRWSNE ULIBER BRERBESOREICH UT, AFRAREADIA
I RBARMBRRROBEZZITDCENTETET, BH ROFRHICHHT D%
SIFHEDIIRICIIZD IR A,

1) HAREDRRBRNAERRKS

2) AREBEDSDDED DI2HE

3) BRIZISEBERN DD

4) EEHEOESEMEE, F=BITENEENDHDE
DIBENBEZFLEITDIHE. FLIMETRICEDINREZB/HUICVNES
(&, BEEENEZEIBNEHERD (17 HARICEITDIROD ICBLETLE
S0 BR. MIBERITDICHIC T, HIFICORE. (I BRTESDIRR.
IRTTOOEBSHKIUCAAERIBAER R EERMNOBVEEIUED DD
FIN. WEOZILNBHMUMMIFASNDCELEDHDFEA.

11. HRICEIT DIFLCBIBROTSNIZBZEIC DT

HRBEPRIC, BELCORZEEDHRNDSINOREBICHFEZSADRI DR
HCISBRAGONIZHEEICIE, FHODCRIZA LET, COWRRICHIT TS
NEINDNDEDINNE. HRIZOBBEREB TRROITU),

12, HARZEPIULTDHSICDOUNT

DISEDTDRBASNSNTE UMTRDONITNDICZET DIHEIE. DRI
DHBRNDOSNZPIELET,
HILEORBICRUTHRZPLEESDIZABNEEEH DI EZ. HOSN
CHTTERLIES, PULEBREHFRBIEMDIREDEEZREHLET,

(1) DISEH. CORBANDOSNOPIEEFRE LS

(2) BBEICE>TRREFFUSRVVERFLIHBIOEC D, tHIRBS

EEIDCOMRZRTDCENHE LN CHRT UIZIHES
B) BSPILEECHIULCEHES
(4) UDVFHAREUT. HERLEEROEROHBREILEEOREDUE
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ot

VAN Yl 1=
B BHRENMFIRUZCEDDD > EHE
(B6) BHRIZDTORBROSNFELICEDRNEDD DIZIBE
(7 BBREMEESNZBICKR USRS IZHBE
(8) Znfh. HFIBLEENNARZEDPILT DINEN DD XM LUICIHS

&f

13. BRKBICONT

13.1. CEBUVEZSERICDNT

COWFRTERT DMRE XYZ-01 [F. COEHERIE U TV DRERID
SEETRHASNE T,

FI2. COMRTIE BREOZECHNDDIEEEL. BRREZAHINTECSE
BRZRMNWNWEELZELEDET,

13.2. SHBRBEORZINICDUNT

COMRICSNITDEBERD EXRFEDOHBAMEZ LI DT, HRICSNOL
TUVERNWTWNBEIC 1 @BDXEICDE 1,000 HZ8BEREC LU TREL
WZUET, 8BEFEE QUO N— FICTRIWONET,

14, G - 5% « 1BERICDONT

14.1. HRICET DBHRDLFICDUNT

COMROERSTE. EFIRRIEI BEHBEDT —HIN—RTHD RCT (U
T Web U1 FDOURL ZHRRLULET) [CEHZESINTNEIDT, #TEH.
I CEHEIDICENTEFXT, COT —HINR=I., BKRAFRDFTEICITT
I3<, BRRMFRB TROBRICONTERARSINT T, BH. RRSNDRBIC
HISTZX0, HOFBESADBABRII—ISINEE A,
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<ERAROARENEETE » HARBME LY AT A>
IRCT (Japan Registry of Clinical Trials) : http://jrct.niph.go.jo/

14.2, HFRICRIT D5 « 163k » SCRODBEEICDINT

COWFERICEBIL T, M3ETEORIR I DB/ ERID (LR DIZNHBEIE. ftEdD
RESADBABROAREARICRIEE D CELHMNIRFMSBI D ENT
SFT. WITNOBEEHFRIBIEE (17 ARICEAIDIBOD 2SR
LY [ERPLEBLTEEN),

FE. COMRDIEDICTOIERED DB, HIFICDZEICEERERIDED
[ BEOZEEARICRERBRENFIBAEN B LE T,

14.3. BABROEREICDONT

CORADE LTONTNDDE DD BRI, tHROIRSE (EFE
Z5EUCN DR, BROIAFRRY v D RERKRMARBEZER. EEDEE
DBHB) NHRCOEERELHRZBERDICENDDEIN, THEH. BAB
WRIREECEDSERIDCH. HIRCDTSA /NI —ICHDNDDIEHR (FER -
K&« EFHESRBE) MAEBICRNDMNEIZDDFE B A, FE. RESBRETZ
DEROADBIETHDIERESNDCELRLDHDFEE A,

COMBDBRDIFZRZOEZHDICHRSINDICENDDET., ZDHET
€. DIEEOBABRINRSINDCER™LHDFE A,

BR. ARNEBICCEBESINLZHBSER. LEEOABICE@RULECEICRDE
IDT, BRILCHLUTIBICORESHTREALLZSU,

144, 5 - 508k < BEROBIRNICDUNT

(1) HRORECERDTITE
MRS E DTS, AR THUBZREZT 2. IRNOFIBICH > T
BIIICEELZINDT, REFORERITNEE A,
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C DM THEONICEHRDERII. FRATRETEHIRR TR 5 FEIKR
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DICBCBUCEELZ T,

(B3) MOEEKREIEDECHE « IBFROHABICDINT
COMAIIHBEPDEZRHEEHLF TITNEI DT, HIXCEDT —ZHED
DEFEEEHE LI T, 22U, BACHZA ID ZiIRE9 dXTMRIL,
BDIRTN'ZZ U TN DEEHEDHMRE T DD T, HEIOEEHEND
ISICBADBRZRHEITDCEFTETEHE A

(4) ORI ADECER « BIROMAICDNT
C DR TR/ONIZEIFOBIIE. COMRFUINTIIER UEE A,

15, NBBR - FROEFRICOUNT

NIEER . HBEDRFBFNRRNBTRIRECK T HRT -5 Dl A,
BEEEDOEBERERRDRENDBLICTONTNRNEE=BN SR
NARZNSREOCEZIB LI,

CORFRIE. OXKRERASHLIDEZRHZZITTRODETIN OXRER
ASHDONRZEBHRSE T, HIXCDBELDHZEB ULD, HRDORIESZE

ISDORDBITRIEHDFEA. COMRETOMRBIEML. CORFRDENR
[CHEIIHB BADRI S, COMFRORNEBRICEET DIRRIC DN TERBEFROR
[CIRS L. BIAMZEERLUTCNET, T2, COMRZITOICELDONTE A
Bl EDREERRIRBEZERICHE L. RIBNICREEN L RERHRZE
TOCENTETREHMZZIIC DA TERBLUTNET,

16. XBVMEMDREICDNT

COMADSERDIEON. FEHESCEONNMEZLEH B I TREMD DD
FIN\ ZDHEDRNFEELDHSCTICIIIFE LEE A
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double-blind, controlled, phase 1V trial. Arthritis Rheum. 2008;58(1):73-81.

3) Schiff MH, Jaffe ]S, Freundlich B. Head-to-head, randomised, crossover study of
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