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IS & AEDES

ACR: American College of Rheumatology CK[E YU 7~ F5)

ADA: anti-drug antibody (FLH U v~ 7HuUK, Hi3EPHLIR)

AE: adverse event ('EFHHR)

AESI: adverse event of special interest (FFIZVEH TN & A HFG)

Al: autoinjector (A— hA T =7 X —)

ALT: alanine aminotransferase (7 7 =73 /) F TV A7 =7 —F)

ANA: anti-nuclear antibody (FUiZHLIA)

ANC: absolute neutrophil count (47 ER# it %%)

anti-CCP: anti-citrullinated peptide antibody (FLERIK T F L U AL TF LK)

AST: aspartate aminotransferase (7 AT XTI ) N T AT =T —8)

AUC. 144ays: area under the serum concentration versus time curve at steady state (2 J[#{Z 1 [8] T/
G LTc & EOEFEIREB TR 255 MR T o g Fi BE-ReE dh 1T i
DHEE)

CDAL: Clinical Disease Activity Index (7 BEEI S + IEAR BIEI S + B3 K 2 fAYREA +
EERMIT K 2 R RHm)

CIL: confidence interval ({5 #H[X )

CRP: C-reactive protein (C F&M72 A H)

CYP: cytochrome P450 (3 k7 & 2 P450)

DAS28: disease activity score 28 (28 BAFi DO BIFEIE R 277)

DMARDs: disease modifying anti-rheumatic drugs (% RBEAMEDTY ¥~ F3K)

ESR: erythrocyte sedimentation rate (ZRILER VLR E)

EULAR: European League Against Rheumatism (BKM U 7~ F54%)

FACIT: functional assessment for chronic illness therapy (P& A 77— /L)

GCP: good clinical practice ([ 35 o i PR 3R 0D F2 it D KL VE)

HAQ-DI health assessment questionnaire-disability index (fREFEFFAM 27 2 FH Vo M RE R FE 40

hs-CRP: high sensitivity C-reactive protein (/& C IGMET= A H)

ICH: International Council for Harmonisation (H & EU [ 385 HL il 5 Fn = BE 2 5%)

IgG: immunoglobulin G (%)% 27 =7 U G)

IL-6: interleukin-6 (f > &% —1 A ¥ >-6)

IL-6Ra: interleukin-6 receptor a-subunit (f ¥ —H A X -6 ZHFK o T 2= 1)

ITT: intent-to-treat

IV: intravenous (FH/JkMN)

JAK Janus kinase (¥ X A% F—1)

LDL: low-density lipoprotein ({fXtLEE U AR 7= A H)

LLN: lower limit of normal (GLYE(E TIR)

MACE: major adverse cardiovascular events

MedDRA: medical dictionary for regulatory activities (ICH [E FEEFHFELE)

mITT: modified intent-to-treat (53 fE = L7 ITT)

MMRM mixed model repeated measures
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mTSS: van der Heijde modified total Sharp score
MTX: methotrexate (A b hL-FH—F)
NSAIDs: non-steroidal anti-inflammatory drugs (3EX 7 & A RPEEHLIAESK)
PD: pharmacodynamic (/%)
PFS: pre-filled syringe ('L 7 4 /L K ) )
PK: pharmacokinetic(s) (GE#EhAE
q2w: once every 2 weeks (2 #[FIZ 1Bl B 1 [2])
qéw: once every 4 weeks (4 JEIZ 1 [A])
qw: once every week (i 1 [A])
RA: rheumatoid arthritis (B4#i VU o7~ F)
RF: rheumatoid factor (U 7~ F[KF)
SAA: serum amyloid A (fliE7 I 121 K A)
SAE: serious adverse event (EE 7 HEFLR)
SAP: statistical analysis plan (fZ#HT &8 E)
SC: subcutaneous (FZ T)
SD: standard deviation (FEVE(RZS)
SDALI: Simplified Disease Activity Index (i BIEI%L + MEARBAGEIEL + [ 12 L 5 2MRA9RE
i + BEATIC X 2 2AAFHATE + CRP)
SF-36: 36-Item Short-Form Health Survey
SOC: system organ class (#5'E B 535)
TEAE: treatment emergent adverse events (JRBRFES G- F CRESUIEL L 7oA EFS)
TIJC: tender joint count (-7 B %0)
TNF-a: tumor necrosis factor (JEEFEEAE K1)
ULN: upper limit of normal (GLYE(E 1 [R)
VAS: Visual Analogue Scale (fRIEHIT F 1 7 27 —)L)
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1 RaFAEORR

1.1 BFHEEA
PV N~TDOTET LHEER. L - HEIZLUTOEY Th b,
[Zhhesh 3]
BEAAIEIR COORAR 3 2B ) o~ F
CHIE B OV & ]
WH L, RAIE Y Y b~ T (B z) & LT 1IE200mg % 2 B TR FEET 5, 72
B, BEORREIZEY 18] 150 mg ([ZET D 2 &,

1.2 BERRUIERL

A Module Ti, BIfiV v~ (RA) OIRFEDOTHIT H A KL OWMESS T Hi L 7B AR RER I BV T,
AN FLFY—K (MTX) XUTEOMMOEYFHIRFILS OB BERIMESLY 7~ T3 (DMARDs) &
DR G SUTHANIR 5 LTe Y U v~ 7 O MR O 2T — % OB 24873 5, A9 DMARDs
KT X AFXF—E (JAK) FAFEAZOHH LB 1TV o7z, KEGEZ 8 L THIZ IDMARDs]
& L7 AIE. BEfF O AW R LIS 0O DMARDs % 4537,

1.2.1 BEHEIGEDIRNL

EE=—X

BV v~Fid, BOZEIC L2 EEOREHRIERBTHY . WE K OVE OEITHE DR A
PRI ONC 2% < O AT EHBEEIC 31T B R MER IR S 2 M & 5,

JEK B QR T O R AE T2 31T D IR FRIL 0.5%~1.0% & HEE ST Y AERIFIEZRIT 100,000
720 20~504 EHEE SN TWA(DR), BHARIZEIT D RABERITN 0.7% EHESIHLTWD, 35
LA T OFFRIL 03%, 65 LA EOFRHEIT 10%LL EEOFEtb H 5, Lo FnaRENREL .,
WK THMED 2.5 %, BARTIEIMED 3~4 fFFRE L #E ST 5(3)4). RA B TORERSE QOL
X, ARBIZ L DA, FEBEEOK T, KOYEHOT-DIE LI BB L TEBY , BEHOETICLY,
ERSOBREORIRICE 720 | AFEENMET L7203 5(5)(6), £7o. RABHEOHTHFT %
AR XY H 15~1.6FmE\VNT),

RA B DIGEICBET DMSDBITHA R T4 > Tld, IBEBMZERT 572012, fsmesgic
HEOSWTHRRIEZ BBICRET 20 XTI Z 5 Z L 2HR L T 5, RFEBMNIE. RIEOHEIEE
(2 & B R OMER & 72 < XUTHR/NR E 5 2 &, HIAREA T 5 2 & RURSERHEE O
TafflT52 &L ENTEY ., 2 2GR 3~6 » H LINIZER L, 2 0kGiIZHERET 5
ZLEEHBELTOVSR)9)(10), FRARIEHRN S VRTLIZR W TIE, BB E B DAR A
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FICHEFT L(11) . B HEREDFEE M O FREEIZE 5(12)(13), L7Iedi> T, RENZHT o> THAE %)
EPREHGE T DIREIENLE L ST, ZRHOBFEHTEHHIBARTHERMICFERETH H(14),

AARIZEWN T, MTX IE RA ST 2 AR ZRIBIFRIE TH 205, MTX ISR ST G- 2580 T2k
BAERMTIX % 3 5 H#EE L CHOIRRIRN A+ 0258 1IX. £ OMODMARDs & LT7 T X
ANT 7 H TV LI I RRF 7 ) AAPER ST DH(14), I TIRAED A, &

T IESHESEN - o (TNF-0) PLESROEAICL Y | RABEICFIAFTRE/AB IR & < S h
72(8), LinL., BRKIZEWT, BHED 30%~40%H P TNF-a #E TRHEA 55 IR & o720 |
F 72 TNF-a BLEHIZ X DB BAA S LTS B O TER D 5 HIZEE D 26%~36%2 105 2 Ik
L. SHELIETIE 38%~55% N RFEZ I LIz W o #HiE L H 5 (15)(16), 21D DECK TOIRILIEH
AKTHEERTH D (17)(18), #M)D TNF-0 [HEIED N RAA53 & 72 5 DI & 72 > T2 BF 2545
LT, By 2 AT 280 FHIRANC L HERICEI D A 7250, K0 REREIR LR
ROND RN & D LRET DRERPN S DNHELA TN S(19),

IR, AARTIIR ARG ATREZR JAK-3 BLESR (M7 7 & F=7) DKEE S, W Fiyids ik
b h INF-afHER (mx 327 b A7 VR ~T THIV AT, Y b~T, KOEJL K
A=7) | THIRGRIRAIERERETS (73227 8) | B Mebie b IL-6 ZR/EKE /) 7 o —F gt
K (F U X<7) N RADEFETEKRINTND

[WMMB@HX%&&W&UH@a@Ei#@%T+ TXIIARMTH S RABEITZ N2 LD,
EMFHIDMARDs & LCiE, YU AT DL D%, VK TEITERR DR EED B 5
DMARD I AT v Ay b AT 4 B =—AREKRE LTHEEL TV 5D,

A H—nAF -6 (IL-6) IFIIECRHIE A5 & 27 RA ORIEHTITES AL L TV D HE
YA ML THD, B MEBLIL-6 ZBKE /) 7 o —F Ak TH D b ) X~ 7%, IL-6 ZHIK
W52 LICE o TIL-6 V7T RELZLET2HEAITHY . AR, KEROEM TEZEINT
Wb, Y L=T7id e FE 7 —F PR (IgG) 1 TH Y & N IL-6 ZHF K ot 7= k (IL-6Ra)
IZEWEE BRI 2 L, Al R OERE BB O IL-6 S22 (SIL-6Ra & " mIL-6Ra) #4195 v
TFNMEEERAET 5, VU b~ 7 I3NE TR O IAHRERIC B\ T, RA FBE O HIREEREE -
RIS R D ERARERICB D TR WS EN R A R L, ZatECBE L TE LN/ R, BEfFO IL-6
PREEZ R THRE LGRS TSNS FEREFARDO LD Th Tz, ¥V~ 7L RATERFEICHT S
T YAy MAT A N == APMEKIRE UTIEET D70, ERICEEZIT, HULIL-6 ZAKIHEKE LT
BrizmERE LD B2 DND,

AR O FIZ W TR, MTX S0fthod DMARDs & OFFH 7217 T72 < . MTX X° DMARDs |27~
Mt Cdoo 72 BFE ., Rt EOBBATRETERWEE ., IR0 BE T3 U CIREAIR 523 %27
Babd D, FIE WK TIL30%DBEDEY FHIRA 2 HAICTHEHA L T\ LW iE S & 5(20)(21),
Z DX ) ICHAEEN LB REAIIE, b ) X< 7128V C DMARDs Hf RO &5 & BRI GRE O
RN ETHTCEORENH Y (22), ETHA LGOI T T R ) X~ 7 O D TNF-o fH
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2.5 BGFRIZBE 9 S AT

SAR153191 - Y JL< T GEEGFHEEZ)

Nk UBEBIPED R SNTHRENH 572 E(23), o X 1 = X LADEYFRE L 0 1L-6 BHEHA]
LT\,

122 EBEZFMIERUIERKRF

T U= T71E, AENE R OWERE SR O IL-6 32 254K (sIL-6Ro 2 O mIL-6Ra) (ZHRFEAYIZHS G LT
IL-6 MEMED L 7P VniEalET S, izt MuEs a7 ) v G (IgG) 1kE /7 n—JF Lk
Th b,

IL-6 (X2 ERNEH I VA N A L ThHO | ki (B AN LT M) O¥FE, 2t 447,
TR b= A EARE L, MR ZI5MEL L C C A H (CRP) | MiET I A KA (SAA)
BT 4 7Y )i EOAMRT- A, NS RA B3 TORBIREINEZ k4 5 4070~ —
—Z PEAE S HDIERN S 5 (24)(25)(26)(27)(28) . RA FRE OB T TIXIL-6 BN L TV . ZDIL-6
EOHNNIT RA OFHECTH 29I PRIE K OBIEIREE O g R BW T EEREH 2R > TndH, IL-6
X, THIME, BAIAE, HEREL OCEHIRROWEE K VR L, U L 2 2FRAE, WHARE ~0 [ M
EROBE T X DM O RIEX VE S A, BEEMIOE, WONITHEBEMRIC L5~ Y v 7 X
ApuraT T —RBEADFHEER L LAY TFHIERIZES L TV 5(29)30)31), 72, IL-6 IX,
B O OIHNC & o CEEARSIENME T MR (Treg) (23 2HFEHAZALTEHBY ., &5 (TGF-B
& 8 L C) naive T f D & RIEFHIEM D~V =R T (Th17) fM~D43M b &2 FHFE T 5(32), W,
RA BEIZB W T IL-6Ro Z[HET D &, RO Treg DEIE N EH-42 77T Th17 MBOEIEME T
L. Th17 & Treg AHIADO AR W 3 & 1IE X5 (33)(34) »

IL-6 [ mIL-6Ra V7 == k & EHEATH BA/EH L IL-6/mIL-6Ra DL 5471130572 A0 F 130 (gp130)
EEBAMEDOEA IR E T 5, T D IL-6/mIL-6Ro/gp130 # A AIZH] D IL-6/mIL-6Ra/gp130 DA
ETEMREL, 2O TEBKRIZE o Ty FIMRENRBET H(35) . IL-6Ra (T A[AR E L THHFEL T
BY . ZORBEOZHRINIL-6 LFEATHZ EI2E D gpl30 8RB L TV D b DODOERE AT O IL-6Ra
RSP ZIEAL S ED Z ENFREL RV, ZOXIREFII N T AT F Y U EBRERTWY
5(36), ZORTUATTFY UL T, BENIZH DML & D, IL-6Ra 258 L TU 72
WAL R L CL IL-6 BMEFT 5 2 EMRAREE 22 5(37) . U A~T71E, IL-6Ro EfEATHZ LTk
27T, IL-6 & IL-6Ro D mE i AMMEDOE SR DB ZE L T IL-6 DY 7 I niE L ET 5, U
~ 71X mIL-6Ra & sIL-6Ra D BARZ HET 5720, BEENLOEE D IL-6 D> 7T IVaEL HE
TOHERERT 5, £ < ORI CERRFZE B, IL-6 DY 7 I RELZHETHZ itk
T RA O R ONER D% < 28k L, BISIIEEOMEIT2ME 425 Z E BN AEETH D 2 LRI LT
ENTW3,

12.3 ERERBIREE
RA [BH ZRG L LTz Y b~ 7 ORRIER % Atk % AT 2% 72 0 HI 72 [N B OS5 T/
FHRRBR OIS 22, & 1177,
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2.5 BREEICEAY SRS EE
SAR15MY -4y v T (RETFIEBRR)

FHFFEFEE (CTD) IR TERRT —# Ol L L TR L /=351, ICH E6 Guideline for Good Clinical
Practice (EFESHOBEABOEROEEDN A FF A4 ») ICEDHDLRTWDIEY, EXELHOREAE
OEREOERE (GCP) ICfE-TEMLE, £, ~NVIFEE, HBREES OBRFAE R U
HEERICHT R EEBFIEE, EHERES, #H R U5 2001720/ EC OfEFAH#EF LTV 5,

1231 ERERKRAREHE

FHOEFTORAICETAREBRHETIE, 123 2EICRTERETORBEELRIE L, BT —
BERAWETY » P R L SRR RE A L,

TV o P TEREICOWT, BREAORABELZ S L LE [ 8 TDU13402 A EREIZ, #A
BT — 2 2HH LT — 2 Ay r— VR MET 5 2 L L o@dittic v TEELERBS
REHE L oxml S (EELSE THARETHEHEHR1248) CTHEL, BAADRABRE LS
L LI-% I8 EFC14059 38 (7)) » - 7l #EML-, Wiz, HEANORABF 2§ L
L 7= PDY14191 38 B U5 I8 LTS13618 3@ = Ehe L, UK TORKBIE 077 AlomA, &5
TOERET—#xr— (H1) &L,

RAZ#S L LIV A7 OBERE 07 Z7 LB T, FOEOEHMER THLKEY
7w FFEE (ACR) DigEiaE 28 BHEiOEBIEEME = = 7 (DAS28) | Simplified disease activity index

(SDAI : i B i %k + AR B 8 # + B - EAaT il + EE O£ AAI5T i + CRP {f) | Clinical Disease
Activity Index (CDAI : =5 B 8-+ BERR B Bl S+ FB. 3 1 & 2 20 Fl-ERDIC L 5 28a05F) (38) .
B UMRRESF A 0 & VO - B EEREE S (HAQ DD BwWwFhb Haickitsh, REEEhELOTH
% (39)(40),

e, BEEOFEER (FEFHS [AE] | ERL2AEES [SAE] | BBREOREDILIZES
FEES, HICERTAZHEHS [AESI] |, L, BEBREMERU AL A4 ) 11, #AEER
FRROERIC L D EEE L,

1.2.32 B ERERBARETE
kECTORREHIc BT CcDOy bA7EH Qe AR oAT. RAZHSRLLE

U N7 OBEFREE 0703, FIHEARIFAER, FIHERUVE IMARRYE RBTH-o1,
FOHEUVE MHERRICOWT 4HBAET L (EFCI11072 38— FARUB [FhfhF OIHE
U MR HAY] . EFC10832 38 [ II4#A] , EFC13752 348 [#5 II#H] JRUFSFY13370 38 [
M#H]) , Foff 3 BT (LTS11210 38 [ 0] , MSC12665 3% [ 5 MIHH] , B 1F INT12684
B EIH]) 2ABRIBERFROREO DL Lo (ACT11575 3488 (55 T #] R 1F EFC11574
A [(Fmm] ) .

HEADRABHFZMS L LTHEML - PDY14191 3888 (5 1) . EFC14059 38 (5 IIOH) K
TALTS13618 38 (B IIH) , W T HF U A~=F LWV A7 ORAREL> SR T CHERFTS
#EATH O EFC14092 38 (F IIH) coWTiLKERMEENAARFGEeET —F <—RA2g0i
ot
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2.5 BRER B9 2 15 E1AE
SAR153191 - 4 1) L T GEGFHEERZ)

BRVWEDT =2 _X—=22%, VI A~T7ORE 2D &b 1RIELESZIT 72 RA BF 3000 48185
FNTEY, 20955 1500 4 HOEE TREMRDS 1 FEELB 2 TWio, ZelET — 2 X—2OHIK
OMEFE IR OIS J T A &2 A O3 ﬁﬂé%&@ga%@ ‘ot%@f%éo@%fw
AR T — 2 b, ZHODOLREM LTI L, WK TOHREEICESWCITmFE oL - HEE LT
U~ 7 200mg ZfRiEKE T35 2 &&L/ﬁ¢%ﬁﬂ&%ﬁ¢ﬁﬁﬁ&&éwiﬁ%7/x7\
FT—ED ERNR BN D EE T L CL, MU RAE L Lo RICHESL 150 mg R N5 12T
THZ LRk E LCEE LT,

HWED T2 3RS (ACR DekE., DAS28, CDAI(38) . HAQ-DI. KO X M0 T4 &
{9 % van der Heijde modified total Sharp score [mTSS] ) (FW I b +HoICHmit S, Bitshizd
DTH 5H(39)(40) ,

ZPEZ, AE. SAE. 1ABREEDOE G IEICE 57~ AE, AESL, 1. BRARBAE N OV A Z LA
BT DA IR LRFm L 7=,

RA TN Z T, REMEFHEREEOEEE LT VA~ T 2RE LR, Y b~ 713 EERHfE
HIZBWTT 7R EDELZ/RT I ENTET (DRIT0735ER) | HEEH X Y54 O K Wikt
GJmU%ﬁ%)%@mﬁé’kkbtoUL@ﬁ%®?~&ﬁié@7~&u—xmaw1w@w

E 2 ORI OWTHIRICE R L TWD, Fo, FEREMESE D HEREE OIREERFTT 5720
%Hﬁﬁﬁ(NﬂB%ﬂﬁ&)ﬂ%ﬁ@f%é#\@ﬁ¢@:@ﬁ%@?~&ﬁié@?~&N~x
WZE DTN,

T D%, &M’%wf U N~ T XIIT XV b~ 7 & Bl G U TR L7z EFC14092 75k
73BN LA (mmﬁéﬂ)%ﬁotoxﬁ%@?~&m%5f®$%(MA\mwﬁnoﬁ)
Ui%w@ﬁvﬁam AKHFEIITEZD D,
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2.5 ERERIZBE 9 2 BE4E ST
SAR153191 -4 1J)L= T GEGEFHEZ)

R1-RABBICEITHZH VLI ITOENMRVREEOFEICA W -ER R VB E I/MHEER

HROBE ARREHEEDO HROBM WEREH BEOBHE 54 HEROETRR
BAITF  pmrvsopusmons a4 bled HEBOBE
BITEHER ) e C

EiEE (B9
(BHOER)

BiET BN EICET 5 LB RE R

A& EFC14059 Week 24 D RA D #1& B EIR DB I3t 9D MTX 243/242/215€ MTXIZSHRT+45 5238 ETH
[Module 5.35.1-1]  BFRATTOH Y ILT T OEEDHE F1J LT T 150 mg 2w: 81 TERARARE  (UBLURTSERE ppggpes
(GHEE#D) SHERAR. SO L. ZEER. T3 EARH 1) 1< T 200 mg g2w: 80 I41) )b77150_n;gq2w (24 SEBSARAR )

B (2438R9) . AATER 54K 81 ¥;* 200 mg q2w = 4]
Z
BA (95E5%)
EFC14059 MIXBERATTOHY U IILT TOREMER Y 5280/ 243/242/198 MTX 2R +5 5258 5T
[Module 5.3.5.1-1a] X5 B DA R It D FF i 4 1) )L 7 150 mg g2w: 81 TAARARAERE (MBEUERTSERE e iREE
= s, =) = =, - —3 4= )y . 7150”1 2w
(PEEE)  BEBAR. SUALL. ZEER, WTHEM YT T 200mgg2w: 80 E5U L~ QW s
(52 En) 5k 81 Xi% 200mgoaw (<t (BB
A& (9595 24 BB T 5 R 5 )
HYLITIPBEZ:
150 mg q2w: 14
200 mg g2w: 15

FAi% - & EFC11072PartA  Week 120D RA DR R UER DERRI<x 9 % MTX 306/305/270 MTXIZIRAF+45 128 T

B®E [Module 5.3.5.1-2] f#FH'F'Cid)*j"J W ITOAEMEDEE. ERIY 4y ) <o HRAESE S

Epte GRS L) JILRTDOEFERE - FEDHTE 100 mg qw: 50

SEEAR. AREE. 525 A, “EER, [OMIND
75 AR 150 mg g2w: 52
KEMfL (101 HEER) 200 mg g2w: 51
TS5t 51
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2.5 ERERIZBE 9 2 BE4E ST

SAR153191 -4 1J)L= T GEGEFHEZ)

BROESR ?ﬁsﬁiﬁig HED RBROBW HWERER BEODHS B 5 R HEROETIRR
wA2—F HBTY (L RUHEOES At bleld HREBOME
RITEHES ) S5

RHEE (R )
(BHOER)
At EFC11072PartB  Week 24 ® RA DBUE R UEIKDERF. Week 52D  1369/1366/1020 MTX IZIRT+5 5258 5T
Module 5.35.1-3]  PIEIDBISRIBBE DML, B Week 16 DEIE _ . | 4p T RAEHE e IREE
I —— HEEDREICHT S MIXHEATTOH YL T -
GHBEH) DB R HUYL<I
* | 100 mg qw: 29, 150 mg qw: 27
SRR, T4 Lk, ZEH®R. WITHEM.  100mgq2w: 28, 150 mg g2w: 30
TS5 RxtR 200 mg q2w: 28
KEM (199 FEER) TS5+R:30
ak— k2P
HJYL<J
150 mg g2w: 400
200 mg g2w: 399
75t 7K 398
Btk EFC10832 Week 24 0 RA D#1EB UER DEERL U Week  546/546/359 TNF-afREZEICH) 2438 T
[Module 5.3.5.1-4] 12 0)%14‘1‘%?!‘%0)35(%(:??}?' % DMARDs AT TD 4 1) L7 J 150 mg q2w: 181 B R+ XIEAm e iREE
(SRS YL T OE MO 1) )L 7 200 mg q2w: 184 D RAEE
3B, SHERAR. S L. ZEGHR, T 77K 181
. T ARAE
KEM (240 FEER)
B EFC14092 DAS28-ESR (2 kYT L 1= Week 24 0D RA D% K 369/368/321 MTXIZA M, 8 —E5HRE: 248 5T
[Module 5.35.1-5]  CMERIZDOWTH L= 7‘%%']%59&0)79‘ UL 451y )7 T 200 mg q2w: 184 NREHRTTT e s (ZEERE)
(BEEE) T ERIRERISH T D R OREE FHYLTT Omgqaw 184 FRABE HULIITOERRRE RELHEE
SR AR, S F LME, WATEM., ¥ TLF 2 XI(E2020&FET (ZEERH)
—. ZEER. 2#, EEMR (48[ . & 4BLIET7AY LT FESHRBERSH
BERERET #5) LT T A ERRER S SRS 2T 00mg A
A (86 MEER Q2w IZtIE %)
T2 SFY13370 DMARDs i T TOH YL TRU 1) X< T 202/202/175 TNF-oPREZEICH 248 =T
[Module 5.35.1-6] PR E1ME % R —AERMN T 1) LT T 150 mg q2w: 49 RAF+ 57 RIEFfif EeHREE
(BEEE)  SUALL. ZEER. A ILFI—, WTREM. ¥ LT T 200mg 2w 51 D RABHE
EEXME  KEM (78FEHK) k1) X< T 4 mgkg gdw: 102
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2.5 ERERIZBE 9 2 BE4E ST

SAR153191 -4 1J)L= T GEGEFHEZ)

HEROESR fﬁEﬁ%MﬁE EHED HEBROHM HWERER BEODHS =5 AR BERDAEITIRR
A2 F SRT A L RUNBOEE st bl HEEOWE
BITRHES ) HE#HC

EHEE (R %)
(EH0ES)

JExt BREAER

ZeM LTS13618 MTX 4440 DMARDs B R R TOH 1) LY TS5, 91/91/826 BERRARE: 5238 EITH
[Module 5.35.2-1]  XIEH UL < TEHFERORPZ M DOTE et MTX L44} @ DMARDs .

GREEE)  SMRRA. SUFLL. ZEER QUGB HyLvd somgqwts ORI AEE (24 S
. . _ AARAEE R
BA (40 §E%) +1) )L T 200 mg q2w: 15
T _ MTX [Tt . &)
1) )L J 150 mg g2w: 30 QAR R A 531
+1) )L T 200 mg q2w: 31 * 7
BAANRAEE
LTS13618 MTX LA5+ @ DMARDs St FTOH 1) LI TS, 919179 idazk =N 52 j& =T
[Module 5.3.5.2-1a] XIEH I THFFEFORHARLUOTE srHAKERE: MTX L4403 DMARDs = frgp
(FHEE D ZHERAR. SUALE. ZEFHR (52ER[) ﬁuwvjﬁmwﬂwﬁ Eﬁ%ﬁjﬁﬁa (BARAEHT)
BA (40 HE 1) )L 7 200 mg g2w: 15 ?FA RAEE
BEEERE. HE|EERE
1) )L= 7 150 mg g2w: 30 MTX IZA it F &
1) JL= 7 200 mg q2w: 31 XIEHER+2%4
BAANRAEE
Lok LTS11210 RABEICHEFTHY VLT TORMRTLMEOFTME 2004/1998/1557 ACT11575, £ITTHHBROVERS &7
Module 53522 #iEgktm. EMSR. R, @, £8 ¥ ULT IDVARDs: 1910 EFCTI072, Mo SELMN RS E
P o a 1) )L T EFHI: 88 EFC10832,
EEEH RA Ut (334188 SFY13370, EFC13752
HEREETXIEH
TLI-RAEH
ZEH EFC13752 UYL TEEIREICEEIR—R 51 Vb Week 132/132/116 DMARDs [Z$hRF+ 2438 5T
[Module 5.35.2-3] 24 & TORER D #1) )L T 150 mg q2w: 65 A RIETMD RAE E=afipeE
(BEEE)  SEHAR. ERERA. SULE. FER. YULTIT 00mgew 67 F
At 47 ¥R
KEM (28 1ER)
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2.5 ERERIZBE 9 2 BE4E ST

SAR153191 -4 1J)L= T GEGEFHEZ)

HEDEE fﬁsﬁiﬁfﬁ% EHED HEBROHM HEAEH sEOBHE =5 AR BERDAEITIRR
A2~ F RBFY A LR UNBOEE a8t bled HEEOWE
RETEHES ) BERC

EHEE (R %)
(BHOES)
Z Mt/ I MSC12665 JEEEBATTRABENHYILTTD AlZE 1286 217/217/201 DMARDs 1= & %A% Al SHEH#IRT: 1238 5T (A ETmERR)
£ [Module 5.3.5.2-4] FALT-BROERMERUFI AEHEERFROTE 1) )L 7 150 mg 2w Al: 56 #ZITTWSHRAE Wt 5 HARS: 52 58 oA frspa
(BEEH) 1) )L T 200 mg q2w Al: 52 (Al ST EARS)
ZHERHER. BRELR. 54 AL, EERK. i \ Hmdein B A
ITEERD. 4BE. 1285 (AFHEEAR) 1% 14R 'L T 150 mg g2w PFS: 53 1T
DIERBRRS 1) )L J 200 mg g2w PFS: 56
KEM (57 HEE%

T DD ABR

E=E) Lk ACT11575 RA DBIER WEKRDERIZHT 5 MIXGEHETT 16/16/13 2%|IETO INF-afE 1258 Bk
[Module 5.354-1]  PH UL T DAL 1) LT T 150 mg qw: 7 EENEYH LG, =4

(SEEY)  SHRAR. ERAR. S FLL, ZFER. TYATT50mgqhw5 2 RARE
WATEM., 75 RRUVEERE TStmR4
KEM (105E5%)

REeMH EFC11574 Week 24 @ DAS28-CRP X A 7 DEEIZH T2 MTX 365/365/328 MIXGFETTT7HY) —E5RIE5: 248 Bt

[Module5354-2) BIRTTOYULITDOIZRLELTHIHT D —s5ings: LYTAOMIGMW g5z a5, 58 R =
(BEEH) B DIREE 4 1) JL= 7 150 mg g2w: 13 4 »HADFEERE

3E. ZERAR. BRAR. SU¥ L. ZF
B, FOLFI— TR, EEFR

HE (228 FEE%

1) JL= 7 200 mg g2w: 13
IRt T+ 50mgqw: 17

YIRET 1.
1) )L 7 150 mg q2w: 322

AR IZHBER+5H
T RAEE

ICRENGZVRY DG EBNRBDBEDRY -V T NEE SN HERE

SUSLEEN-EF (LTS11210

BREERSSNEE

24 ERDABREREETET LI-EEH
l=A— A4 >4 —, CRP=C R =AB. DAS28 = Disease Activity Score 28, DMARDs = fREBE8tEHL 1) o< F 2, ESR= FRMIBKEMEEE., MTX= 4 b kL FH— k.
FS=Z L4 K Y2D, qaw=2ERIC1[E. gdw=4BRIZ 1=, qv=8 1[E. RA=BE 1 Y <F. TNFa=ESIERRF

a
b
c
d AREEEMICESCARERSZERETLEEE
e
A
P
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2.5 BREEICEAY SRS EE
SAR15319 -H Y77 (BiETHERX)

1.24 RHALBLONEBEFOER

ARTOHY AT OBBICHE Y, ERRERBSRARE L OMEYS (EERS LinBET
wige) zodE]a P ricxiLr, dEHS COERSERBERARENDOTRBEL
ELFiZFRT,

I - > Bh S & 57, BhEICE, TY P
AL LTEAS N/ EFC14059 B2 £+ 52 L L L, £/, EFC14059 3 -
SHETI0HREDEANBHICEARAOERHES 1 FHBE L LE0ENTEMT—¥
rmatsvErnsE, . [IIGNGNNNNN
I - BhSic iy, BARARABEL NS E LEENEER
B (LTS13618 3A88) #E oL L Lk, ZhichmA T, AL LTH Y <=7 150mg
#HEE FRE®OFPERMAER RERYORBEER T OMOET 2N 2T HT 5208
IFHPDYIIN A LR TS 2 L L Lz, FEABTHERARBL L TR ) A-THTERE
EoTeET—7 LINELE,

I - T

BT, EESERESRSRBOMSICHVWRBRT VA 2 EEL,
sxzrar. . NG
N, 1) = 75 oo BRI,
A& MICEiT 5SS o EABREOHIEBRIZ SV TIRER OR RS RS R 7 & R A
ERLTHFM+Ts2L LU

125 BET—2/1\vi—2

HEARABEZHMSL LTERLETY v 7348 (EFC14059 348) L, AEANRABHF LI
SLLTERLETY v P g (EFC11072 38—+ B) LOMTTY v P FHaar L,
Fahtt R Ut icBEAED bh, £, RACHT ZERBREZON RN EENOERBERN
ATRECRRLRWZ L FAHIIEYBRERICETIEENEROEEEZZTIHIC VI L EEEL,
SERFICHVABERT —F o F—PIcB 0T, AETOBRRABMEEE B AR AN ~AFHTE & HT
L, FERBEHFEICBTLHEBET—F7 0 r— OB EE 112571,
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2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

1-BREKT—2 /v 7 — O DR

EREER BB
| EREEEEC INT12684 0
— | ®1#EEC TDU10808, TDU10809, |
ﬁf;gﬁfépigﬁ%g o ju{é‘k’j”g | TDR10805, ACT10804, TDU11373 i
ZITH) 150 mg B14EEER PKM12058 (200 mg),

6R83-RA-1309 (150, 200 mag)
E1EEE: TDU13402

(RASF, E[E) 50, 100, 200 mg

E2HEEEN- EFC11072 Part A

Ty (MTX-IREE(MTXEER)
(FAREME. PK)
% 2/3183 Bk EFC14059 Gy BEB EFC11072 Part B
(MTX-IREZF(IZMTX ) (MTX-IREBFI=MTX G
: 38R EFC10832
IZnon-biologic DMARDs 8. _Ep_ﬂ_'aﬁ_[}fﬁﬂa_j ___________________________
@MTX-IR. R EL 38 5T | IR S LTS 11210 !
NBEI-EAlERS) | (EFC11072, EFC10832, SFY13370, |
| EFC13752, ACT115754 DRI 5 ) :
R s ot S

| BB SFY13370 |
i (TNF-IRZ =3 F§ B3 (Znon-biologic i
| DMARDs 8, b2 XT T2 ) :

EIFEEE: EFC13752
inon-hiologic DMARD-IRE =X EEIzE
Flizs)

HEIFEHEER MSC12665
{non-biologic DMARDs# /. Al EPFS®@
Devicek:#3)

| BE34EEER EFC11574
FTTTTTITITITTTTTTTS | (FHYLRTMTX-IREFE, T4 ILET
| @) BHiiE

| W2ERER ACT11575
| (TNF-IREFIZMTXHR., 3 LT TR
| PRk

| EE3FEEEN: EFC14092 |
L (MTX-R, FHELGRETENESCHA |
| 5 T HY LT THIR) !

__________________________________________

I
| BRI
|
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2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

2 AEMEFEFZFICEEI HEEETM

TV~ T OEREEREEOWE, iV L~THIE (ADA) KOHY U v~ 7 HRFROHIC
DNWTEANY T =23 UEART viA ZHV, O % [Module 2.7.11 IZFCiR L7z,

FIN=T1E, LT 40 B U P (PFS) HIMXIE PFS A A TEHEWETA—F A ¥ =
74— (AD) & LCHRTD2TETHY, WFEF LS 150 mg L 200mg O SCH#H-HE LTENEN
P U L~ THEE 131.6 mg/mL &Y 175 mg/mL OH % & ATV 5D,

AN O FOZEE (I L BMAHORIIAT > 7o fiflakk, W7, A —VOEE) Zi7o7-H0
O, FEFERRAIC 100mg & BE#E L7- & & (TDUL1373 58Bk) & OV RA BB 1C 200 mg & H[A#5 L 7=
& & (PKM12058 iBR) DO VU b~ 7 OIRMEHRE (PK) ~DEEII 20 o7,

VIO 1A KOV TTHHRRBR TIERANT A 7 v e LTIt S, Aot & 304 5 S B2 9 A
FRERBALAIFIZ PFS ICA T SiL7o, SBIAHERIRBIT 7' 1 77 AT &7z PRSI, BR5E T & O LAl &
[fl—Cdh D, APFSIZOWTIIAM TEMICT A v SNz ALICHHAIAEN, RABREZEZMRE L
THIMH—FE Y 7 ¢ 38R (MSC12665 3 ER) TR L7z & 2 A, FlEIER 5% &K OVEFIRIEIC T
% 150 mg B 1 [18] (q2w) KX 200mg q2w DYV L~ 7igFE 81T, HSIFEEER To PFS & Al O fl
FIF CEMBEICFRIRE TH - 7=,

FRT L &, FAHERBR CHEH SN RGP EORA LG Ll EDH ) L~ T7 OIEEREIX, H
A A S E R BRI S 7o A OREE & L [FRE Ch o7, F72. Al XX PFS OfiA# % AW\ T
P INTaEGLIEEE, VU AT TIRBEEICREDEWVITRRO bR T,
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3 BIRFEE (Y S HEEETEE
BRI~ 11 275 MBS 5 51E M O%E B2 W T OB IE [Module 2.7.2 iR S ERBR R,

31 EYHRE

FTRTCOKRRER CHAENEDT U L~7 (B TH D IL-6Ra IZHEA FIRE/AREINLZ | UL 2 »FTET 5
PV N~T) OREZNE L, 56 1 ERIR G5 & O o KIER 53R T, #WeEMkET Y v~
TD ) v ay = kA2 b PRIENTEAT 5 72 D ICBHEER N C g sk 2 8L i U7, REER] PKRHT I,
16 78R (55 TAHRAER 8 BBk, 28 IUAHRRER 1 38R, 2B IIAHRRER 7 3A8R) SRR A O FRE IR I 2
Va— I L VBN PKT — X Bfiftxtg e L, dREHIT 2453 4 CTh o7z, FHEM PKAEHTIC
HAWBHET—% % v MIIEY U L= 7 50~200 mg & SC $5-12 THEI T 1[5 (qw) b L < 1% 2w
TR EHR G LT-BENEEND, £2. VU A~ THEFEE, MTX & OF#&E T+ o £
FLHBRIAILIAL D DMARDs & OPFHE G- 21T > T2 BENE N D, RFNTHREE 245340 5 5 283
% (12%) IFHEARNEE TH o7z, KR RHEN PK E7 /0 BRIBHEOHKEEE I AT Y R« XA
T D IR JBFE D D> O K & —RRIPURFE 2 LA A TE2-a /3= R A RET L)
IZLY, BEFRETOV VLT DO PKI/NT A—F 7L, NERMEZER (N OFEHFRRRME R O
— AT A VRIS D EERE) ROSNEMHEER (MTX OG- EW7a8s o i) | WO
|2 ADA BHLOAFENY VU )L~ 7 D PRI KIETHEIC OV TR L 7=,

3.1.1 YL TDERRNEEE

TV~ TIER T 52T DIRNENREIZ X 2 8D PK 2779, U L~ 713 SC# 5% L <
WX SH (tax 2 24 B SATT XA TEV T 10 80%) « T OSMAER (8.1L) MNMEETH
DT DD EITTERRICHMT D 2 LRSI, BN L IFBIENME 2 B DR R ORI K- THET
Do EIRETIXEITHIEEDFERARIMED & R 7 B RRRIEIZ K o TR L, ARIRE CIE I I
TENE D DB DR 53 - % T DIERIRIKIC K- TIHKRT D, T DD 2 DOFATT DKL
FET D 2 L WIHIOTHA - REIIT 8~10 A T, (RJRE G T ORAMFAEIHIL 2~4 A &7
Do

VUL~ T ORBERIIHELZE X 2R THEML, EFREICET D AUC) 14 days 1TV L~ 7
SC#5-OHEMN 1.33 % (150 mg q2w 7°5 200 mg q2w) (ZHEE L7 & X 2FITML Tz, q2w X
17 SC 254 10~16 W TEHARRRIZE L. AUC(.14 days P 2~3 FEOERIDE L7z,

PV~ T ORBREIEICONTIRF L TV e, U A TITE /) 7 r—FAFURTH L7280,
IR IgG & RIERICEALIRIRIZ K » NS RATF RXUIEK T 2 VBRI END EEZHND DT,
BB LIRS RERR 1LYV L~ 7 OPRHC R E R R E2 RIF S W L HEE S D,

Property of the Sanofi group - strictly confidential Page 25

(electronic 2.0)



2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

3.1.2 RYBEDEHER

3.1.21 HEMER
REEM] PK AT IC & » THEE S/ PR RBN O EANRMEERIIEETH Y  (KEORAD - TH

V=7 OUEFEEITEMN L Tz, BER PKEFTICI W T, AFEIZY U v~ 7 0 PRICHEL KIFT
HEFEL L THESNTELT, SAEARABEFIHASTARARABETEWVIRENS A ONT-Z &

X, BARAN RA BEDOEREDEAN RA BFITHRTRNZ & TUHANFAEETH D, 2O &%, K

BT Y T A—FNTIE, HAANRA BE &HME A RA BB ICEBIT 5 PR EEDSELIL TV

é:é:rb%%o‘ﬁ bivd (M2 ) . OO NOFEFFRRE (s SUIMER) 13 Y 1~7 0 PK
BROHLEBE RIS o722 Enb, ZbOANDFEHEREICES < HEREITIARE T
5k%sz

2- BAARUSEARABEDEREREICES T HHERY VLI T S TRE
- REICET S8 SR E AT -

E—EI Japanese * Non-Japanese

Body weight < 60 kg Body weight > or = 60 kg
100 - =

116

~
[&)]
1

397

Steady state Cyougn (Mg/L)
[6))
o

N
[&)]
I

1 I 1 1
150 mg g2w 200 mg g2w 150 mg g2w 200 mg g2w

Descriptive statistics for individual post hoc predicted pharmacokinetic parameters for Japanese patients in Studies EFC14059, LTS13618 and for
non-Japanese patients in Studies EFC11072 Part B and EFC10832 are from population pharmacokinetic analysis. The boundary of the box
indicates the 25th and the 75th percentiles. The line within the box marks the median. Whiskers indicate minimum and maximum values. Outlier
data points are plotted individually. The numbers inside the plot panels indicate the number of patients within the covariate category.

Source: Module 2.7.2 Figure [11]
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IgGPURTH 2V U b~ 7 DENREILEHERE &iﬂﬂ%“ WZRDRELZ TN TRIND 2 Enb,
B RE IR E SIS RE R E O Y Y L~ 7 D PKIZKIZE E@“%ﬁ*ﬁd U 7o BRI IR FE M L TUvguy,
RHERA PK AT IC D < & BRE ~ R OB EREFEE 1LY U L~ 7 O PKICEW DO & 5 8% KIFL T
WD o To T, BREE~EE OB R EET IS T O HERH XA ETH L EEXTND

3.1.22 SHAMER
RA BHE TR b AL SN DS D%\ DMARDs Tdh D MTX 1%, RHEM PK i#HTICHES< &, MTX
OUFRBEGIIT I N~T D7 VT T 0 A EE RIE S Teho 710 F72. BHEM] PK RHT O 1% 1k
BT —2DT T 7 4y VEHMMIC S &L AR RIRI OB, b L IEH Y L~ T HEAIE G
9% DMARDs (f #5134 U )L~ 7 @ PKIZEEZ KT L T\ o7, DMARDs il FCTH UL
~ T HEE LI RABED I B, TNF-afLEEK, MTX KO/ ULZ LSO DMARDs (2% 2 % 5H
A7 EE T U A~ 7 O PRI T NEEET AL N7,

3.1.3 MFIDEMEEIKT H82E

RA D X 95 7218 VESIEMER B O B3 TIX IL-6 IRE D EFIZ W CYPIETEIX T Al 2= T\ D
IL-6 135D CYP 43 Fff (CYP1A2, CYP2B6, CYP2C9, CYP2C19, CYP2D6 % U} CYP3A4) ™ mRNA
REZIETESED, UL~ T DX 572 IL-6 THEEHERIZ L > TIL-6 DY 7 F/VBRENPIHISND
& CYPIEMEDFERIEIRBED L~V L, ZOFEHE. CYP I & 0 R %2 521 2 A o i i BE A
WO D ATREMED B D (41)(42), ZDT=8, RABFEZXIGE L TEIZ CYP3A4 (2= 1T 5 ETH
LY UNALF D PRICKT D0 Vv~ T OBz it LI AR RER (INT12684 3A6k) %
I LTz, TORER., 1740 RABFIZY VL~ 200mg Hia] SC 50 1 ERBKIZ v R AX T
4A0mg Z HEIREARE LT 2 A, Y UNRRETF U RN U RNRAEF UBROIRERITEIEI 45%M%
D 36%I0 LTz, 2OV N RAEF o OEEREORBADIIT Y v~ 7 BEEE RA & O IL-6 240
L72 CYP3A4TEMEDOIMGI ZFESED 2 E2REB L TND, ZOV I NAZF AT HY UL~ T

D BT OP IL-6 (A2 H T D RIZED CYP3A WEICHTHERA L AHLTRBY, F ) X~
TIXV U NRAZ T U OBRFEEE ST%HD S, VL7 ~T TIEI XY T LOBRTGE R 30%~35%E/)
EH7-(41)(42)(43), CYP2C9. CYP2C19 } X CYP2D6 JEE DIRE RIS U b~ 7 DB & kst
T DM AMERRBRIIER L TRV, F ) AvTRu Ly <7 T HALTZVER & [RIER7e
HIERADN S 2 Z ENTHEND, CYP3A4 EE ThH 5 3AI OO GIZBT 2 HELEFIHIC OV TIE3.4
HEZHT 52 L,

32 EhF

B U~ 7 1% sIL-6Ro X OF mIL-6Ro (ZRFBRAVICHE A L T IL-6 29T L7z o 7 /AR A il L, ieh
A SIL-6Ra D FE DA Nl N AR & o X7 B R O RIE~ — I — DREOEF{LE b7 57, RA R
FNZY VL~ T % 200 mg KON 150 mg B[R] SC 5 L7z & & H 54 3~4 HC CRP IR ILIER L~UL
WZEE L, SAAKRO 7 470 2 7 REBIK T L7z, RABEIZH U A~ T Z BB SCHEKE L& &,
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ANC (3 5% 3~4 H Cnadir (efRff) 1TIKF L2 2 BRUIANICR—RA T 4 EICEE Lz, 3V
JL=7 200 mg 2w G- T 2 W OB G-HIRR A8 U T CRP IR INHI STV 223, 150 mg q2w
FHRE TR G IRR O TR O CRP IR O AN +4r TIE72R <. Z DM E T IL-6Ra HEET 7355
W E DR E T,

3.3 EYERE EhHE
HEAN S AR e e iR L2 38 T L SIL-6Ra, CRP & DY F DAt > PD /3 A A~ — B — D 1%

WIS Y L~ TiRERE EFEE L TR0 | ARMERHMnIE B 2 8GE Lz, 5 TFEEERO qw (100 mg qw
K TN150 mg qw) WONT 2w (100 mg g2w, 150 mg 2w K& TR 200 mg q2w) & 5-7&12, ERER sIL-6Ra
KON CRP I O 3;@@ IMEREmTE H  (ACR20, ACRS0 &Y ACR70 A =27 il TNZ DAS28-CRP)

T HEANRD BRZDIE, 150mg 2w ML EDOHBETET S b T 7IRENMEFOLNIZ X DR TH
577, 200 mg 2w 5% DO T TRETIET X COFMEEE N YT F—IZZELTEBY, qw 52X
HIRFEREO S B 5 (150 mg qw Tl KT 2.7 Hmmim) LD PDAAS A~ =TI — DRI DE
EITERARIZ T X597, 200 mg 2w £ 5-12 L > TEER DB ASUXIZIFAANCE LTV D 2 E BRI ST,
3 AR O EFPH T UV L~T D N T 7 JRE @L%m#of ANC A D3R DM HFE D B,
ZOERIZ 200 mg 2w 5% D N T 7RETT T h—IZE#E L T2, 2D OBEIEN PK/PD fiEATHY
1T, 150 mg q2w K TR 200 mg 2w % 5-2NEANENAE 7' 1 77 M) T 5 & vy 5 HE-ROGBfFR
O OfEm & BT 72,

MEAN B MAHRRER 23V T, 150 mg 2w % 5% T 200 mg 2w £ 5% T [fijE CRP JRE N IFIFEHR K
(AN XT3, 200 mg 2w & Y 150 mg 2w Tlix& G- OK THRHHI TR—Z 7 1 U ~R 5D
EA 358D H AL, 150 mg 2w #5-12 H~ 200 mg 2w D 5 23 B 5-EIRg 2 18 L C IL-6 3 7 /UARE D]
FIRTERITEN T & DR S AT, AR B & 2P B o i 7 O lgEE G- FUGRAT D5
I, U A TIRENEWVIZ ERIMER G &V O HIE-BUSBIR & BB L Tz, ACR20, ACRS50
J OV ACR70 A =27, HAQ-DI, mTSS, CDAI M TNZ DAS28-CRP (2 & » Cilli L7=A2hkix, $V v
~TREDO EFICE-o THFEL TV, RABELE LT, BHIC3 » HEZ BALE LR BIREMEDIK T &2
TRIFEELEZ D &, 200mg 2w ([251F D Week 12 TOEN =AM EZ 7T B L72HHENRBD bR
72o 200 mg q2w Tl 150 mg q2w & i L C DAS28-CRP (2513 2 fix KAEH D 50%DIER I B 224U
NS T DT TR R MR L W B OFRIG D @E 0 o 72 (82%%} 54%) . 7273103 /) Td - 72 HAQ-DI
RS TRTOFBE B2V T, 200 mg 2w 5% 0 b 7 7R E R IETOEMIX 150 mg 2w £
H#%DO N7 7 REPRETOERN L #ERL TV,

LAEVEREIEE (ANC, ALTE&% OVLDL{E) @ PK/PD BAEHIE, U A~ T RED EFIfE-
TELEPH KT 2 Z ERH BT/ 57223, ALT i) O LDL B O 2L I 33EA 55 MAHRRER CRIZE S
TARIR R CIERIZ Y 7 b—IC#E L TH Y | ZLEOHKRIZRN>72, ANCON—R T A L nbHD
W IE 200 mg 2w DA 150 mg 2w L D KEWZ ERTFRIE 2D (39%%F 31%) . 150 mg q2w %
H4% O FEF ILAE D B & FLlg LT 200 mg q2w $52-5-%% O FE T B 0 S Tl ANC 25 1.0 Giga/L A

Property of the Sanofi group - strictly confidential Page 28

(electronic 2.0)



2.5 BRER B9 2 15 E1AE
SAR153191 - 4 1) L T GEGFHEERZ)
L 724 N RO EFITOTNTHY ., 200 mg 2w &8 2 5 & TOHRAEREE Tldaq v
NIV R7 O EFIZEIHITNESL, VAZIFIHRAIZIKRTT 5B 2 07, 7B, b OERKRAE
~OFBIC LY Hil, EEREGYE, KOHEED Y 27 0 EFIZED Z &idkeholz,
REACLDZBEEOENDE DD DD, H AN RA BEITIIT 5 05EE-FOLBEIRITIIME A RA E
FOENE—HLTWDEEZLN, 2L LT, HAARA BE K OFEREEOKER-OIME A RA
B DOBREE R NS PD AN A~ — A —, ERAMMEOFMERE (ACR X =27 KN DAS28-CRP) M}
LZEVEOFHEIEE (ANC) (1281 2 T LTz, L7z23-> T, PK X PK/PD fi#ht % H\ T
HARALOSNEARABEZTY v 745 2 LIHEYICHNL S TR Y . SMEA RA BEOERSY
LHOF R OLZRIEDORERZ A RN RABEIIIMET 52 LITFRETHD LB X T,

34 EVHERVENZICET 5

YU N~ TIIER 72T HIRNEIHEIC K 2 IR D PK 27~ 7, U /b~ 713 HiE] SC # 5%
TSI S, BT O MBEREPMEETH Y . I & IR Z G O R ORI L » THAT
%o FHER PKFEHTIC K& - THEE S U7z PR BB O ENIREZERIIAE CH U, RERIIEG-RHREO
ETRHZBWT PD OBREHEFFT 201072 VL~ TRETH D08 5 NI BEE KIF T, H#E
B - HETHD 200mg 2w 2575 2 LIk > TEE A L OBRE TR 5 MFEZ#E LT PD D%
ROMEFFEN D,

F VN~ T OKREHE T 1 77 5 TiE, PEENDBEEOIFEINERADIRFEE LTI L~T %
200 mg 2w XM 150 mg 2w OHETSC#EG LIz &, LFORMBRIN TS,

o FFHERY SIL-6Ra W NI CRP, 7 4 7 U /7 YN SAA 72 EDRIEVED PD ~— I — D &K
TFH IR BRI T 5 2 &

o RA D K OVEASRA ONZ By (RHERE & 5EAI 3~ 5 B AR B 2O MEREG AR H  (ACR20/50/70 A 27,
DAS28-CRP & TR CDAID) W ONC X #REEMEE (mTSS) (2 X 2 B ofEHRE 0T (BT
—ZIZHESL) AWZHOWTIE, BREIKGFICSETDH L

o ANC NIRZE R L, ALT XIONLDL = L 27 u — L)SgEE &K A ER$ 5705,
HERERPIEIZ SR MN D A REED H AT RIZR G2 &

F72. RABFIZEBT D2ARKOEDR B/ OREBORRELEZ MO L7- & S DOFEER, KOZE DRSS
WIS RRBITHOW T FIZRT,

o MTX DGR RATBRDT-OD) AEWEHIRANC L 218%EIL, ) L~ TIREEIC
HELZRIEFL TCWWnWtEZONDHZ &

o CYPIZxtT AV U NL~TDEE (IL-6 3 7 F MO, K ONENIZ LD CYPIEHEDFIE)
VI IR < FHEZEBNCFHEITT 5 CYPIVE Th D IANOW TIEERANZEWR N H 5 .
ZOEOEFKMNEE I N TWAEERFETIE, VYU A~T7REORBEXITITIEOBRIZIL, BER
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F(OLT7 V) UIEBRE (T4 74V UF) 2E=X ) T T5HREXTHY, LE
e U CERLOAEZENICHE T & TH 5, Vb~ 7 % CYP3A4 FEE & 72 2 1% 1RET
HWROALF o 7p 8 LA G-I D85A1001%, CYP3A4 IWE OAMEE T 2 R0 B 2 ikiE
EOWDVORIEMN DD Z ENLIEREL IO MLERD D,

H AN RA 238} OWME A RA #238 D PK X% PK/PD Mt 2 W=7 U » 0 Z I3l gl sz S
THY ., HEAN RA BEOHSEMOA MR OV RMEORE R % H AN RA BEFITHMTFT 2 Z & i3w]
BRTbhsdEE R,

AN RA B L O4FE A RA #5 @ PK, PD &K (ONPK/PD Oiffi 2 A4+ 25 &, LLTOAE - A&
EHERET D 2 EDEMIT Lo TS ; HARANRA BEIZITY U L~7 & LT 1A 200mg % 2 #H[FE
THRTIEGT 2, e, BEOREIZLY 1B 150 mg IZHET D &,

Property of the Sanofi group - strictly confidential Page 30

(electronic 2.0)



2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

4  BHIEOBIESTE
F VIV~ T EBE Uiz & & OB OGN T 1E K ORI OV TOER X [Module 2.7.311277R 7,

41 %8
HAANRABEICH I N~T 2R G LIEROAEMEL. 7V v U IR IES & | MERREAER
T2 BRI UK T — 2 Sy =V R BE LT, Thbb, T RRERRE LT A
b, —EHERKR. St TH 2 EWNG I/ EFC14059 58k (7)) v oo 73BR) | Mo I
FH EFC11072 5B/ S— K B (7' U » ¥ 0 7 Raki) K O ES I AH EFC10832 #XiR > 3 #BRIZHN 2.
VRN 2 E A & 92 [ENES AR LTS13618 3ABRIZ X 0 37l L 7=,
WAL T AH EFC11072 3BR I DWW TIE, IO AT —2 T 55 W7 & At A B RUGSRER
(EFC11072 &/ SX— ~ A) T MM TOMFIxIG & 72 2 Ak - HEAZ RN 5720 ORRBRT —
B G l=, FRMEORHGIC W TIE, HEANRER Tl EWHkEGRBR TH D LTS11210 iABR CRHE L T8
D, YEERBR TILH 3 ERIC DTz » THESHE G- L2 & E OB IIEDFHMENFTREL 7o > TN D, Fiz,
MTX DR BEE R, TH Y LA~ T Zxt e LiziEsh EFC14092 i b, 257 — 2 L L
TRLET 5,
BIE ) o~ FBEICBT D3V b~ 7 OFMEOFARI N 72 FE 225 T & O AR 2 3 1
2R,

42 BERTYAURUAE

421 EWNRER (EFC14059 :RE&. LTS13618 iRER)

EFC14059 #BRI%, MTX (ZRRA 70 2 i B~ E O B AR NJEEIME RA B 26212 MTX T
THI N~ T o b Lic b EORIERORRMEEFET 27 7 2, ZEHER, SHigdkE, 7
T RRRBRTH D, EFCLI072RBR/S— B EDOT Y v P U BRI T D Z & 2 RGET D721
FE SRR TH Y . REBRT VA X EFC1H1072 B/ S— k B LML L T\ 5,

LTS13618 slliiL, HARANDIHFEINE RA BE x5 & LT, MTX LISt DMARDs ] T CTH VL~
TaEELEEE IV VA~ T OBRARIEZIT T & EORZEME/ROFEIMEZ LT 2T & A
b, ZHEH, ZhiItFRRRTH S,

BT R EM

BRI, KEY v~ F 52 (ACR) /BINY v~ F %2 (EULAR) OREHET Y 7~ F 53 8E4E (2010
) HICHESE RA LIS TEBY ., BRI 3 » HUL EOFEEEN S EEOIREMMREE AT
% RABEEXMRE LT,

EFC14059 R Tld, MTX IZHIRA+0 708 (T 2 MMEANS 12 BH UL L T MTX & 5-%
ZF, A7 U —= 7 kBERINC 6 MEILL IS o T—EHED MTX [6~16 mg/ill] THkiEHE S
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NTWD) Zxigel UCHEM L, HEENGEEOISENIE RA 209 5B I1%, EhmEH% (68
v 8 BAELA 1) K OVMEARPIEEL (66 BAGIT 6 BAEILA ) | ACRIERESFE (1991 kG A HE45)) 23
7 F A~ THDH 2 &, WO ERE C SOaMET= A (hs-CRP) R 6 mg/L UL EIZEESWTER
L7z,

LTS13618 #kBk O OF F 1L Cld, MTX LISt DMARDs ([Z A+ 72 BE Bkt g L Uiz, HAIKE
ERE T, MTX OFGDBAREY SUIARNHOBE . &5 WDIEMTX ORIERDB A+ 72EE AL k-
[REZ 124) Zxtgl Lic, TEENLHEEOIEENE RA 26T 2 8F 13, EmBIHiI%E (68 BT 4
BIEILL ) K OVMEARPAE % (66 PAFIH 4 BAGILL E) | ACRIERESFH (1991 FUGTEUE) 237 T A I~
Il CTH5HZ &, WO hs-CRP LA 4 mg/L LA _ESUFARIMERTERSEEE (ESR) 23 28 mm/hr LA E & L7z,

AR B

AT R U7z 57208 T/IMARRRER O A 0PI IE B I DWW T 2 1R,

EFC14059 3B CIE, EZEFfi & LT, RA OERIEROWEE HI9 L L= ACR20 BRI &
% el 2 Week 24 125 U 72, 72 PRERAVREAR & L T {5 L OVEIR 2 ACR50, ACR70, DAS28-CRP,
SDAI J O CDAIIZ & > CEEAMG L 7=, F 7= S AEERE 2 51415 2 72 012 HAQ-DI % F WM = Al 1T - 72,

LTS13618 3R TITAZhMEOFHMEH & LT ACR20/50/70, DAS28-CRP, HAQ-DI DfffEZ Hv>, it
ARAEFHT & o TR L 72,
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* 2 - FHBROEMMETMEIEE

Domain EFC11072
Endpoints EFC14059 LTS13618 Part B, EFC10832 EFC14092
Cohort 2
Signs and ACR20 X
symptoms of
RA ACR50 X
ACR70 X
Major clinical response2 NA NA X NA NA
Change from BL in ACR
components
e TJC X X X X
e SJC
e Pain (VAS)
e  Physician
global (VAS) X X X X X
e Patient globa
(VAS) X X X X X
e HAQ-DI
e CRP X X X X X
RA Disease Change from BL in
activity DAS28-CRP X X X X X
% patients with
DAS28-CRP <2.6 X X X X X
Change from baseline in
SDAI X NA X X NA
% patients with SDAI <
3.3 (SDAI remission) X NA X X NA
Change from baseline in
CDAI X NA X X X
% patients with CDAI
<28 (CDAI remission) X NA X X X
Physical Change from baseline in
function HAQ-DI X X X X X
% patients with =0.3 unit
improvement in HAQ-DI X X X X X
Patient Change from baseline in
reported SF-36 PCS and MCS NA NA X X X
outcomes
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Domain EFC11072
Endpoints EFC14059 LTS13618 Part B, EFC10832 EFC14092
Cohort 2
Radiographic mTSS NA NA X NA NA

progression of

joint damage Joint space narrowing NA NA X NA NA

Erosion score NA NA X NA NA

% patients with no

. . . NA NA X NA NA
radiographic progression

ACR=American College of Rheumatology; Anti-CCP= cyclic citrullinated peptide; BL=baseline; CDAI=Clinical disease Activity Index;
CRP=C-reactive protein; DAS=Disease activity Score; HAQ-DI=Health assessment Questionnaire - Disability Index; MCS= Mental
Component Summary; mTSS=modified Total Sharp Score; NA=not available; PCS=Physical Component Summary; RF=rheumatoid
factor; SDAI=Simplified disease activity index, SF-36=36-item short-form health survey; SJIC=Swollen Joint Count ;TJC=Tender
Joint Count; VAS= visual analog scale, X= available

a Major clinical response = ACR70 response for 6 months or more
Source: 5.3.5.1 Studies [EFC14059], [LTS13618], [EFC11072 Part B], [EFC10832] and [EFC14092)].

RBRERE

EFC14059 i8R ClE, AWyt Ao A M & OMAE  (55kg A, S5kg bl b)) ZERIKA & L
T, FRIORTHEAE T I AT XIIT T RO FHRG25%0F 5 W T nORHC S Z2E] 0 )
Jiz Q2:1:1 ER) | o, TRTOROBEICEBEREE LTMIX 2% 5 L7z,

o HUN~T7 150mg 2 MIZ 1[E] (q2w) R T#5-
o U ~<7200mgqw X THE
o TR 2w T L, Week 24 (24 VU L~ 7 200 mg q2w fZ F #5281 2

o T TR QwE TEE., Week24 (2% U L~7 150 mg q2w 2 F G281 2

TRBR ISR ETIX, 7 v X MERTNZIERE SN TV MTX OHEN 6 #ELL E—ETh o712 b
EHE LT, £, BRI A T4 2 TIHEEER EOIGA 3 5 A LINIZEERD B WA H =
236 H HUMWNIZER SR WEEITITERFHZHET L2 2 LRI N TWHZ EA2BEL T,
IR BAFE U EIR BIEIEL O W T NDIT DN TR—=R T A 5 D 20%LL O » #ifE C 2 Al L
TR o T BB T M & IR IR THRER DG DR 0 o T EBFIZ DUV TIE, Week 16 LUFEIZH
VL= 72 X AR RREZ e L LTz,

LTS13618 iR Tlx, BHF % Trtlln T O EIERE T BEAPRIEBREF OKBIcBW T, (KE (55kg
HKiwi, 55kg LA E) Z#ERIAEL L TT o H bz iTo7,

o [FIFRIERE : MTX LIS+ DMARDs O BLFE L IO IPRIE TRUERDI A0 T o T2 A &t
FL LT, ZODEEEC 1 1 OWFETT X LNZEID AT, % U~ 7 150 mg 2w T4
U=7200mg 2w & T 5 Lz, WOk « A& TEITO MTX LAY DMARDs
BERERIEI B L T, #IEFE DR R RS L,
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SAR153191 - 4 1) L T GEGFHEERZ)
o  HIAIRIERE : MTX BARMXIIREEI TH D, &2 WIE MTX DWEDB AR +4rTh - 7 B3 (il
? DMARDs <X° JAK fHESH OG- OF I b BT Zxtgl LT, “ODRERICT : 1
DIRTT U F DZE AT, B Y b~7 150 mg YV b~ 7 200 mg & 2w i FH#&5- L
7oo ARG NS HRE VMDD TH Y A~ T ZHAIEE Lz, 7eE MTX 21 RA+40 70
BEOHAANIT 124 FTE LT,

W EH AT

B NMERENT X modified intent-to-treat (mITT) £E[H A %412 F ki L 7=,

TV P TRRNEDOSME, YU~ T 150 mg q2w BER O U L~ 7 200 mg q2w BEOD Week 24 T
D ACR20 Y13, 77 2RI L CTEEES I RSN/ L & L Lz, ACR20 1%
Cochran-Mantel-Haenszel (CMH) &% VN CREAT L72, ACR20 SEikin 2 ¥4 27— &% BA+4
ThHEE, RFEFEEZTZERE, UTBREOFR GNP IE S BE X, DERRFER L e
L7z, MEIX Hochberg O FNEIZHEV Y, WA &R VT p D 0.05 K O5E, 20T hrof
EHET p A 0.025 KOG G IO ERED p EICEAD O THEFRICHE TH D & Lz, KES
Br& LT, Week 24 % TITROGFF IR & BlAA SUTIEBRIE O G- 2 th 1k L7 BFIZHOW T, ACR20 D
JRHE % last observation carried forward (LOCF) 2 X Y #ifi5e U =T & BIEE OfEMT 247 - 7=,

LTS 136185 Bk Tl R RRBED B E STV WD T RCOFHIE B 122 TRl at 2 A7z,

4.2.2 @5 iRER (DMARDs #H : EFC11072 iE&/\— ~ B. EFC10832 :®E&)

RA B Z 515 & U7 MER s A #BR (EFC11072 7R <— k B X OVEFC10832 #5%) 1T v b |
Ty aMb, ZHEMR, 7R EEHE, WATHBREGER TH 2 BRI N R 5> T
5 (FZh 52 ML 24 )

REBRRSER

MR TlE, ENENDOIRRISEF B ED R E SRR TO ACR L, §72 05 1987 DK
E Y 7~F W2 (American Rheumatism Association) DE]F:HE46) (EFC11072 3Ek) I1E 2010 £
ACR/FRM U 7~ F %4 (EULAR) @ RA 53534E44) (EFC10832 #tlR) (29t~ C2lr S vz
FED D HEDOIREWE RA 289 2N EBE 258k Uiz, P& D EEOIREMER BT, gk
(68 P& 8 BAHLL 1) M OVENRPEIE % (66 PAEAH 6 BAFILL ) | 1991 FEET AE4S5)IZH-5< ACR
FEHEN T T AT~ ORREICH D Z & W N hs-CRP#EFE (EFC110723-5%3— K B13>6 mg/L. EFC10832
AERII>8 mg/L) ICHESWTER L,

WA AHERBR Clx, U A~T7 DX 5 724AW5H) DMARD IC X VA LEEL L TWH A%
Bk L7z, EFC11072 iR/ X— k B TIXI MTX DR A T2 ThoTcBFELRIGR L Lic, o, LN
W) FHIDMARD 2 K 1R & 52 T T2 B % bAEA AT, EFC10832 3R Tlid 72 < & % 141D TNF-a
PN IRA 0 IR CTH o 7o BB xR E Lz,

BRMEFMEEE
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EFC11072 58/~ — I B XU EFC10832 a2 3t U 72 EREHIHIE B 1%, Week 24 T ACR20 23
K OVHAQ-DIIZ DWW T D= T A 5 DAL (EFC11072 3k 73— » B Tl Week 16 & (REFC10832
ARBRTIL Week 12) @25 Th 5, EFC11072 ikl ~— k B Tl BIOFEZFEHEE & LT, mTSSIZ
DWNTD Week 52 TOR—AT A b DL HRE I TWD, £72, EFCI1072 &/ S— K B T
IXETERRRAHEEE & U CEIAZR RIS (52 B O IR iz 3T 24 R LL_E#EE L T ACR70
DEHE L TS Z & EER) TR LBEEAEEZRE L, WkRe blo, BIRAME aﬂﬁiﬁa &

LT ACR50. ACR70. M TXDAS28-CRP Dk & OERIRIIR iS4 B Jﬁﬁb B IRFEREIZ BT D
IRENZERD & D OB A b= BEEIEICOWTIHE LT,
TREREE®R 5.

77 ARG BRBRO 2 BT, 1 HILLED DMARDs MTX, L7V 2 R, ZALT77H T30 K
Ot ¥y zooxy) Offfl FTH U~ 150mg, 200mg, XIE7 7 vAR%Z, 28I 1[H (q2w)
BRI CREFTICK RS Lz, BEMOIFERMEGRERTH 5 LTS11210 B ClX, BFIZIT Y L~
7200 mg 2w G L72A, FRNTHE L 7oA s & 23 7 6 U7 BRI2IE 150 mg 2w ~ D 4 7]
HE & L7,

TR FERE R ECTlIX, 7 v # MMEATIZIEE STV 280 DMARDs O &2 6 B E—ETh-
T EHE L, 2, BIRTA NI A4 U TIEERR EORIGH 3 5 HUNIZERD Bl WGERIE
PEEEED 6 H AUPNICER SN2 WIGEIZITERGHEBRET L2 LN HRINTHD I L 2EE L
T, JEIRBIEECSUTERB SO WTNDITONTR—=R T A b D 20%LL_Eo ik )38 T 2 1]
B L TWRD o T B E UTA DM Z IR TR DG bR Do 72 IOV Tid, EFC11072
FRBR Tl Week 16 LI, EFC10832 3Bk Tl Week 12 BRI H U b~ TN X D BOFTIGEZ FIREL L
72o EFC11072 iBR CRUFTRIE DX R & 72 o L BB X SRR Ak L. FFEROY U L~ 7 E512Y)
DR Z BTz, EFC10832 3B CRUATAMDOXIR & 72 - 7o BE X LTS11210 RERITEAT L, IEEHRTH
V=7 Db %%0T 1z,

BT R

HMERENTIX intent-to-treat (ITT) £ 2 %F 512 ki L 7=,

ACR20 /%, CMH KJE % IV CTHENT L 7=, ACR20 S E IR A fIWr 925 7 — X BAR+4Th HHBHE .,
RFIRR 2 Z T T2 BE . UTEBREOE G IE S o BF X, WRARFRER L e LT,

HAQ-DI D X—Z F A L5 DZE{EIE mixed model for repeated measures (MMRM) % FIUNTHEHT L
Too KET M, BERE BV AT EF, KBER . KOSk A & & EHOLZ AN ZBEEDRE L,
R=RAT A o EMEREE LTED, BEPBIFIRE & 50 7o X TIRBREER 52 Wik U722 IUsE
L 72 E NI AT IS LS O /e o Ty SRHT O EFE /2RSS DOV T, YRR AT P RS
WaZT DREFEFNENER/NRE 72D X O ITRIR LTz,

mTSS DR—2F A B O LRI, rank ANCOVA (ifl]) ZHWTH#TL, X—27 4 4
WA K D IRIRE DA, ORI SOV TR L7z, KMl L7 mTSS U ROA BT O
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mTSS ZAf7ET 272010, BIM7TEEEZMEH Lz, 7e¥. mTSSIZ-DOWTIX EFC11072 3/ \— K B D
I TR L7z,

F BARATHE S ORE@ME 2 AT T B 72010, N—R T A U HEOREIT — 2125t L THO TR Y Iz &
0. RRESHT A FEM LTz, £7o. B NEOmRBRTIZ, BRLzXoic, Hio, MELOYER, Hik
PERE, MEERRIEOBEIT, K OMERERSE QOL (2%t 3 5 U b~ 7 O R Z T3 5 72 0 O BRI A
HZRRE Lz, ZEMEZHHE LEEROE | HOWBMHEEZ 5% 22 hr—/ T 572010, EEFHHE
H & OSEANCHUE L7 BIREHIE B I\ T, k- &2 L1120 =0.025 & L THEREFIRIC LS
FRE % 9k L7,

423 @BHEER (BAFES - EFC14092 BER)

EFC14092 FERIL 2 /N— R DS ORBRCTH D, /S— b LI, 24\l GD 7 ¥ Mh, FE
R, “THEHR, ¥ 7N Z I —HBRTH Y . MTX OG- ISR TH - 725, Rt & Hlr S h
7oA, AT MTX % 12 B, Bk G L2 R+ Sl SN 7o B A 88k LT, AR
NR=F 1T, YIS TUITHY LT ARG Lz, S— b 213 ERkRBRTHY . T
RTCOBHICH IV N~TEHAEE L, S—=F LI T L, S—= 12 2EiiHF ThH o, BRGIR+,
DMARDs O & 2511 L7z,

TG TE H 1X DAS28-ESR D _X—A T A b O L E Lz, BIWKEEETE H 13 DAS28-ESR & fif,
ACR20/50/70 i3, HAQ-DI A7 DRX—RA T A b DB K ONEERET 7 M1 A (36-Item
Short-Form Health Survey [SF-36] & O functional assessment for chronic illness therapy [FACIT] -P& &)
Td V. DAS-28ESR FffEN HNIEIZ P B AR E 2 i L7z, FFliReAIEL, 33T Week 24 & L7z,

ARERTIE, B FCTHIUL~7200mgq2w XIET XU A7 40mgq2w &2 TG LTz, 7V
L= TV, BN THEREN T DIRMASCGEICAE LY T, 28I 1RG5 1 [Bl& 5128 T ATEE
L7, 74XV L~7OHEIT, DIRA+0 (BERBEEECUIER BT ON—2F A b OYEER
DNEE 2 IO RFERFIZ 20%LL T & EFR) LHIE SNT-HEIZ Week 16 2B r[HEE LT,

FARBRSE & AMBL ERB R 7 T B AR BT 04 TN X I BT I EREERMERF LT, T X
2MEIZIE, arBa—2 b NicPROEFBEINE Y AT Lz vz,

ABWPERRRTIX ITT S 2 R L7z, FERHEEE Td %5 DAS28-ESR D= T A )b D
ZAEiZ MMRM % W CRENT L 7o, & OFEFT Tk, BEWNREZEIC OV TS L B 2 0E L
ToHIIRAT S AL S b & Uiz, RET L, B 58, kBE ., kb B & BSOS AER,
P Ot 2 [ B & L, N— R T 1 D DAS28-ESR A iifss LA L L TEDT, BENTH
Ub~7 (T HY b~ 7 LB ERBBIARER 7 T R) 288 LI-BICIUE LT — & 135 B
HrZE T, G2 R IE LIRICIUE Lo 7 — Z X R ERITIZIEE O R0 o T,

P T B OVRAR D2 1 FROIBRRRER A K3 2 72O O L EHEOFEEIL, 77 A% IRERER T
LIZbDEFUFETITo 72, 77 B RAHRRBRO BEE2AMIHIEB ICE#H LB, FANC
Fat IR E ORERE (DAS28-ESR Fifif % Gde) Z5E L. #alFHIA BN /R SN2 0> ToiHiizE A X
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D EATICALE S
LT LT7,

4.3

RERITOT I LOEMIEA~DBERM

@%%Vﬁ%i IR T 40 288 2 5 [FE TEM S iz,

4.4

BRI DR 21TV,
TIEARMERBEERIZZED R S Zen s
D ML H P FE R ANE AT ARRORE o 7228, ZAUIAFEEIC L AL O TlEe L,

BIVERRERER T — 2 DIME
MESMEEARTRER 7T — 2 O AR AA~OIMED B 25 i 4 512572 ) BANE LOSHELAIS

F U = TIINRME RO ER OB Z I FIc< W2 &, 72 RABFIZTE N
EEMERR Lo, PRICE L CTiX, BAANIZE

LA DK ZMEFIAEAD Y LHW L, TOMOBED pEiZ4 H Lo plEE

B 5 RI%E

AU~ T
KEECLDZ LD L

EzoNlz, TV P U TRRNREE LTRE LT, ENT Y v 7B (EFC14059 7BR) o 131
SHIIE H T D Week 24 D ACR20 SRR T, W7V v v x5k (EFC11072 ilBR S —

k B) &IRERL

I, MU ~T o2 HEE LIS TR

IR DA RRES e, £, WRRBRIC

BT, KA 150 mg 3 L 200 mg DLRHEDOFERICKE ENIA OGN o7, BLEL, %%

{fﬂiy\{‘ﬁﬁl nit%ﬁT

% AARNITOMET 5 2 LAvalge

ABR (EFC11072 AR/ S— ~ B) O A3 3 1TRT,

RI-EREI/MEIT Y vy

DHE

AR (EFC14059

Thd LW LT,
7Y v 7@ ER (EFC14059 3BR) OF VA AT HOWTIE, EIEK L EREISR
BEE3nTnwWb, ENEL/MFETY v 7

EHEE & L
RER) MOMNEIAET Y v ¥ 75

HER (EFC14059 #ER) RUESNFEMMEHER (EFC11072 3E&k/\— b+ B)

FEINEE T/ FHFRER EFC14059 3857

WESE AEEER EFC11072 3Bk — k B

LR

MTXVRIRICNRA 472 H AR N RA B % K4
I, MTX I FTH U <7 150 mg&U

200 mg 2w 512 & > T Week 24 I281F % RA
DI K OSEIR DS S D 2 & &R T,

MTX I FTH VU L~ 7 D Week 24 THD RA D
18efige o OMEAR 23 8E 33, Week 16 T S {AHERE Dk
. Week 52 T RIE O ENIHEE OB L3 F %
R,

BRTT 1k

ShagkdkE, 5238M. 7o ¥ s, _EER.
WATEEM]., 24 W~ 7 & A% BRI 05k

ShigkdlEl., 72 Ak, ZEEMR. WATREME,
52 W75 & A st BRI 0B

PSEI a3

MTX A FAR 55 70 RS FE ~F B OIE TN RA
B

MTX A RA 47 72 P ~ L OEENE: RA
B

TR YU YE

ACR/EULAR Z W7 (20104) 5% RA &
BHEN TRy, BHEHHA3 » HU ETH S
e

ACR FEHE/SH (1991 AECRFTHEYE) 237 T A 1~

ACR Wi (1987 4F) IZH-3%, RA L2
INTEY., WRHEN 3 » AU LETH D HEE

ACRMEREIFE (1991 FFECLGETHENE) N T X I~
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1 DB

7 v & AMEATIZ 12 B L. Bk LT MTX 5
BF, A7V —=2 7 REBERTNC 6 LI
blzo T—EHED MTX (6~16 mg/week) T
MR SN TV A BE

TREIZ L » TEFR SN D P~ B OEIME
RA B#

A7) — = 7 SRR N BN 68
RO R 8 BEMLL B, BEAREIS S 66 B
W6 BEffILL 1
A Y Y —= 2 T FRBEREZ hs-CRP RN
6 mg/L LAk

1 DB

Z & MR 12 B 2L Bk LT MTX &5
Bz, A7V —= JREERNC 6 MELL I
blzo T—EHED MTX (6~25 mg/week DFi
P CHEOABARICHE D) CREFHRRE SN T
W5 HBE

TRUC L o TEFR I D HEEE~EE OIFEE
RA B#

A7 Y — = 7RG RS B ET )Y 68
RAfth 8 BRI DL L IEAREA %Y 66 BT
6 BIEILL |

A7) —= 2 7 RKBEREZ hs-CRP JEFEN
6 mg/L

IRBREREE HERTICA < LB 1 B EOBOS
A (XHRE{S)

A7) —= 2 TR DR AIRFIZHT CCPHL
RN X1 RE 23t

TE RO L TE

EERDS 20 AR UL 75 A B 2 D RE

MTX LA O BEAfTERT U v~ F3K (DMARD)
D¥E&EZ T, A7V —=V FRIC o7 kEE
HR] (DMARD OFEJEIZ L D) &L T
W

W E N EEHEIER F (TNF) SR U o4
W= E RS 3 5 T o T2 B

BE £ TIZ RATRIED 72 0 AW g o & 5-
EZIFTTCRBY, A7V —=V T EN 5 etk
iR (DMARD OFEJEIZ L %) &8 L v
W

FEERDS 18 kAR UL 75 2 B 2. 5 R

MTX LIS O B EAMERLY ¥ < F 38 (DMARD)
DG 525%F, A7 U —=1 RN 5 7 k3E
[ (DMARD OFEFEIC L 5) &L T
W

R EFHEIER F (TNF) PSR UM £
WA BRI N T o o T2 B

F & DMEETD 3 H LI B R T
(TNF) 5513 12 4th o> A 9 S i U3 o0 Ja e g
Db 5 HRE

ik - &

o WERNK . VU L~7 150 mg, 200 mg
o KPHEFE: ST ER

238 1 [\l 7 RS

o WEREK . VU L<T 150 mg, 200 mg
o I FTER

25812 1 a2 s

AR ]

523 Q4 FECO_EEMR, 7T EARRIREAR
KON52 3 F T FEIEL 5 HIRT)

523 (52 FETO _EEMR., 77 B ARxHRIIH)

T EEH I H

ACR20 Z 812 L 95 Week 24 TD RA D#feE K
ER DekE

ACR20 #5415 L 92 Week 24 TD RA D1#feE &
VER DekE

HAQ-DI Z8IE & 92 Week 16 TOR—ZF A >
DD D H IKHERE DU

mTSS ZFEHE L 45 Week 52 TDON— R T A L)
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5 OB OEERHRE OB Ik

BHERRERGHEE | 72 L 52z L COFERRERR S (ACRT0 2
B %, 24 BERDEGE CENEHER LI A & ER
RA O#fe & OME | ACR20. ACR50, ACR70 thiR ACR20. ACR50, ACR70 thi#ER
SINL &
ACR27%ty hOR=ZRT A4 UINEOELE | ACRaT Yy hOR—RT 4 UinbOEE
P T B DAS28-CRP, SDAI. CDAI ®X—Z T A 5 | DAS28-CRP. SDAI, CDAI D_— AT A 5
DEAv & DOEAbE:
W R i fi DAS28-CRP (<2.6). SDAI(<3.3). CDAI(<2.8) | DAS28-CRP (<2.6). SDAI(<3.3). CDAI(<2.8)
TOEMRER TOEMRER
HAQ-DI D_X— R F A b DAL & HAQ-DI D_X—RZ A b DAL &
B (R 6E
HAQ-DI S (< —0.22 X 1U*—0.3) HAQ-DI S (< —022 X U*—0.3)
2L SF-36, SF-36 PCS. SF-36 MCS
RS o
O FACIT-PE B A 7 — b
MEAR Visual Analogue Scale (VAS)
O A FEM K ONEEIFEZ B3 2 B =
BEH OB R S B AR a7 ROBEFHHER MR 27 O~_—
DO I L

AT A DD

OB oA =37 R OBIEIRBERMEA = 71255
< X MREER 72 B ER O M ISR 15 O AT 0]

JEBIE DR E EFC11072 3B/ 3— k B ® ACR20 iR % 512 | mTSS DR_—Z T A b DLV & % I E 3K
ERE OB EEIT 12, DFREZITH 1=,
FIEAT R SRAE ] T MMEERD D BIRBREN 1 U EFEG S | ITTEMZAR E LT v 7 ME SN & GREIHE

AV AL AT RE 72 mITT EF &2 XI5 & L,
Z o F DMEENTBERETREO IR LT,

UMIRHT L 72,
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45 HAWEDOHER
451 EMRFER (EFC14059 BHER KR U LTS13618 5XER)

4511 BERARRUN—RI1 Uk
[ENER (EFC14059 #X57)

EFC14059 #ERIZF VT, BHE D 85%LL 23 24 W O G252 T Lz, 77 B REEOEE 50%
L B2 Week 24 B BFETER E LCTH U L~7 200 mg 2w BEDE 5% 5215 7=, % U )L~ 7 150 mg 2w
FEL O U L= 200 mg 2w FED B TROFIRIE A T T2 B OFIA X, T 7.4% KT 10.0%
Thole, FHIZENT, HBEZ<ROONTBROTIEHBITIAEFLZTHY, FIAL~T 2 &
BEE 77 v AHOMTGEVIZA b7,

RO IAEIL 55 5% 5 ST OHFPANTH Y | BE DL < DY 65 ki (78.2%) T, Zik (77.8%)
Thole, THUHITAARNRABED NAFEHERMEL —BH L TV e, X=X T4 U TOREDFLY
1% 56.6 kg ThH 7o, =R T A NZBT D 65k Lh EOEE OEIGIEL. YV L~7 200 mg 2w i (27.5%)
TR TZN, T OMD N OFFFRREICE G TR Y TR bz oiz,

R=Z2 T A OFRBEFEIZOWNT S, G TRERFEY IR OGN -7, RA O REHMO
SEEMEOHPHIL T T 2 AREE 4.53 05 U L~ 7 200mg 2w BED 6.16 ETHh - 7=, BEDZE L (86%
PLE) ASREE O P OMRER S (ACRBEEEAFH I LI D 2 A L The, BEDOELL (70%LL
B) DA E L CTEwFAIMRA ZFH L T ARdotn, R=2A T4 BT, FFREROBRE
T TH OGRS EVWEEEEMEAZ R L TERY, _X—2 T A TD DAS28-CRP O FEH4)EIL 5.1 &
Z T2, MTX B85-80 M RO RIET 10mgillCTh Y, BIRBIE COMHAFERELE &L TV
776

ENFER (LTS13618 7kER)

RIS AL B VT OFIRTERE 30 44 M OVHEAIRTEE 61 4 DIBF D 9 B Week 24 £ TR E
BHNcHhIE L2 @BF I, PRIRIERE 6 4 (20.0%) KOHEFIRIERE 34 (49%) ThH 7=, EFC14059
R L FER, IBBROTPIFEBIIAEERES T4 [17%] ) Thoto, X—AT7 A4 V' TOREDANOKK
FHFRVRREIC DWW TR, 653k LA DB OFIG S, JFHEIERE TITY U v~ 7 150 mg 2w B (26.7%)
(Y U =7 200mg 2w B (53.3%) TE <, HAPRERE CTIIY U /Lb~7 150 mg 2w #f (33.3%)
(ZHEAY Y =7 200 mg 2w BE (12.9%) Th7hoiz, ZLidMNE. OFRIRERE Kk OB AP LR O
F U< 7 150 mg 2w FEL OV Y L~ 77200 mg 2w BECRE 2@ 0 I 6o 72,

RA OB O Il OF LR 5.76 fFE L AL 5.69 FCTh v . BEDZ L (JFHREIE
J& 83.3% % OY HiAIRIEE 63.9%) 7% ACRIEEE DD 7 T A 1 Th - 7=, PERERIERE K OHAIRREE O
B DL PNEWFRF 2R E LT LW Rdio 7z, ~N—RZF A > D DAS28-CRP D
IO RERIERE 4.80 L QAL 5.06 TH Y. EFC14059 5Bk D BT~ LTS13618 3Bk D B#H
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1T BIRENE MK > T, OFHEEREIZB VT, < & T2 DMARDs [Z ALV T 7 %7
TVIIVEOA T TTERThHoT,

4512 RA QEIER VIR
ENEER (EFC14059 35k
FHEFHHEH TH D Week 24 TD ACR20 LRI, 4V I/L~7 150 mg 2w #£ T 67.9%, H U/~
7200 mg 2w BE T 57.5%, T T EREETI148% THY . 7T BRI LYV A~T 2 HERCTHE
ZENRRENTZ (p<0.0001, F4) , ZHUTLY, TV v VU TEIKICESEINNT — X BAMET D 2
CIXFREL T SNz, E, REST ORI TEMTE —H L TRY ., KR OEEM RS
72o ACR20 BT, Week 2 225 Week 12 12T T, Kpifmlc i EAR R 6Nz, 77 B REtEE
el L7z & & D ACR20 S 3iE, U b~ 7 2 HER CIRBRIEE 5 218 L TR L QU e,
ACRS50 % OV ACR70 B35 (22U T, Week 12 TOH U L~ 7 150 mg 2w #ED ACR70 % [ &, Week
12 O Week 24 DWTHOREEIZBW T, U A~T7 2 HER T 7 2REE & il L CTaWARNE
DR ST,

[ENER (LTS13618 5tER)

LTS13618 #kf CTi%, ACR20/50/70 ek #EHRIZB T, PERERIERE L OEAEEE OV U L~ 7 150 mg
Q2w BER N 200 mg 2w BEDO TR TOEERE T RA OEE KL OJEIRDR— 2T A 2035 OENRFRD S
nr- (325 . 77 BRGERBR TRV S OO, BUERIICIX EFC14059 B ToH V) L~ 7 D% &
BEO ACR UGER L FIfEE CThH - 7=,

4513 EEEFEERDT
E NS (EFC14059 #XER)

Week 24 TP DAS28-CRP DX—R T A U NH O LEIX, 77 BRI LY L~7 2 HEHT
K& R TR BT (7T B RBEC R 5 5/ “FSEIED 7 U L~ 150 mg q2w FE—1.820,
B U b~ 200 mg 2w BE—1.717, Wb p<0.0001) , U A~T 2 HEETIE, 77 BARE L
Week 2 7> 5 DAS28-CRP D EIN RS, @ajz% TIRBRRE R Al L TRt L7z, S 51T,
DAS28-CRP A =177 73 2.6 Aiii D EMFFEMEIZ i L 72 B OFIA1X, Week 12 L T Week 24 |28\ TH Y
N~=7 2 HERTYS 7?$E$%jté° < kElo7e (FZBARBICR L THTS p<0.0001) .

SDAI 2 =27 33 LA FOREMIAEIZE L - BFOFIEIE, Week24 T 7B ARBIZXH LYV L~T 2
HEHECE»>T, YU /~7 200mg 2w #ETIE, Week 12 LT Week 24 T 7 B ARBEICK LEWE
DR ENT. (77 B ARBECKTT D pfif : Week 12 T 0.0063, Week 24 T 0.0043) , L2>L, ¥V
=7 150 mg 2w #E TlE, 77 BRI LBAE 2RI R SN o7 (77 BRI T2 pfE
Week 12 T 0.1537, Week 24 T 0. 1104)

CDAI A 17 2.8 LA R D EfRILUEIC E LIZ B DOEIGIE, Week 24 T T BREECK LYV L~T7 2
HERETE»->To, YU /~=7 200mg 2w BETIE, Week 12 2 TX Week 24 T 7 B AR LW
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MEN TR ENT (7T 2 RECRT 2 p i : Week 12 T 0.0231, Week 24 T0.0147) , L2>L, BV
V=7 150 mg 2w #ETlE, 77 B ARBRCK LBAE RN BRI R SN o 7o (7T B REECKT 5 p i :
Week 12 T 0.3088. Week 24 T 0.1104) ,

ENEER (LTS13618 5fk)

Week 24 TP DAS28-CRP D X— R 7 A b ORI, fFHFRIERE R OHARER O Y L~ 7
150 mg q2w KUY 200 mg q2w FED T X TOFEGHEIT I W THEE 2B O Hivlz, DAS28-CRP O
KT ORREE X, PFHEREE R OHAIFRERE OZRIXFERE TH Y . EFC14059 B DT VU Vv~ 7 D% H
BHCAONIEERRETHS T,

4514 Bi{kHee
B IAFERE T, RA CHE¥E(L SN T-EMZETH D HAQ-DI % Wil L 7=, HAQ-DIE, LA F D 85D

SRR RAEML & J SR, ST, ' BT, WAL L E<SHE, B FFEOMMR EofFi 2 R
FHINFATARE T H DB A d i LTz, X=X T A L H L= & D HAQ-DI®D 0.3 LU LD T %
HRIRAVZER DO & 2 HIRHEREDUE & T 5,

Wikl (EFC14059 #X57)

Week 12 TO HAQ-DI DX—Z T A UMb OELEIX, 77 BRI L TH Y L~7 2 HEEET
ANEDRD b (7T B RIKT D/ ZREEMEDZE : H ) L~ 7 150 mg q2w F£-0.329, 200 mg
Q2w #0364, Wi E p<0.0001) , Week 12 CHAQ-DI 23 0.3 UL Bk L= B OEIGIX, 77 &R
FREICHE LT U v~ 7 2 HERO T BBEE IS N> 7o (77 BRI 2 pfE: U b~ 7 150 mg
Q@2w BT 0.0010, ¥ U )L~ 7 200 mg 2w FE T 0.0016)

EINEER (LTS13618 #lik)

HAQ-DI D= A T A L5 DB IOV T, PRAFRIERE K OHARER O U v~ 7 2 A
BRICBNT, X=X T4 U NEOWE N RO, Week 24 128\ T, KR GREOBE D 40%LL E
T HAQ-DI @ 0.3 LA EDORGIRAVNZER D & 2 Y RBERE DB A b Tz,

4515 ERNGRBROER

[EIN EFC14059 3k (7' U v o v 773kR) O FEFEAMIH B T % Week 24 D ACR20 BEHITIBN T,
WESL EFC11072 3B/ X— h B (7' U v P U 7% 8lBR) L RERIC, H U b~ 150 mg 2w BEL O
V=7 200mg 2w D 2 HE L HIZT T BRI T 2EBIEDBRRES N Z &0 6 | WS T — & &4t
952 LIXATRE &I S Tz,

77 B ARG TH D5 EFC14059 HEROFEFR 5. HAN RA FBFITEBN T, RA OfE & OVEL
DHE (ACR20/50/70 ek ER) | HATFIMEDOIX T (DAS28-CRP, SDAI, CDAI) XIiXE{AHERED U
¥ (HAQ-DI) ZFHlHEAE & L7=fshtEny . MTX A FTOH U r~7 200 mg 2w KONV b~7
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150mg 2w % 5- TR b7z, ACR WHERSONR—Z T A )b OFEBIFEIEDIR T OfEHRI1%, U
~ 7 200 mg 2w FER MU L= 7 150 mg 2w BE CRIFRE CTH - 7203, L 0 #pk 2 W #E7 fEmE H ¢
& % DAS28-CRP T 2.6 Aiifi, SDAI T 3.3 LLF & U CDAI C 2.8 BL F D FEHEIZ IS < BRI EAFICE -
TFREOREIX, YU A~7200mg 2w BHEOZNENR—H L TH Y A~7 150 mg 2w FEL UV S &>
72o BAARA A ICBW T MTX JEH FTH VL~ 7 150 mg 2w X% 200 mg q2w Z %5 L7zl & |
YU~ T O A A5 XX DMARDs fH TG L2k T RO bILIc A7 v 7 7 A 1z
EWIR O o T,
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R4-TEFHEERVCELGERMFMER DHEROER - mITT £H (EFC14059 EHER)

Placeb + MTX

Sarilumab 150 mg q2w + MTX

Sarilumab 200 mg q2w + MTX

(N=81) (N=81) (N=80)
Primary Endpoint
ACR20 responders at Week 24 12 (14.8%) 55 (67.9%) 46 (57.5%)
OR, 95% CI vs placebo® - 12.185 (5.583,26.594) 7.227 (3.446 , 15.158)
P-value vs placebo® - <0.0001 <0.0001
Exploratory Endpoints
ACRS50 responders at Week 24 8 (9.9%) 35 (43.2%) 31 (38.8%)
OR, 95% CI vs placebo® - 6.979 (2.950, 16.507) 5.497 (2.364 , 12.780)
P-value vs placebo” - <0.0001 <0.0001
ACRT70 responders at Week 24 3 (3.7%) 15 (18.5%) 12 (15.0%)
OR, 95% CI vs placebo® - 5.732 (1.600 , 20.529) 4.816 (1.295,17.914)
P-value vs placebo” - 0.0033 0.0120
Change from baseline in DAS28-CRP at Week 24
Change Mean (SD) -1.53 (1.22) -2.83 (1.04) -2.79 (1.05)
LS mean (SE)* -0.85 (0.160) -2.67 (0.131) -2.56 (0.135)
LS mean diff, 95% CI ¢ - -1.820 (-2.226 , -1.414) -1.717 (-2.127 , -1.307)
P-value vs placebo® - <0.0001 <0.0001
DAS28-CRP remission at Week 24 6 (7.4%) 29 (35.8%) 32 (40.0%)
OR, 95% CI vs placebo® - 7.002 (2.699, 18.161) 8.052 (3.175,20.419)
P-value vs placebo” - <0.0001 <0.0001
SDAI (<= 3.3) remission at Week 24 1 (1.2%) 5(6.2%) 10 (12.5%)
OR, 95% CI vs placebo® - 5.083 (0.576, 44.871) 12.167 (1.479 , 100.074)
P-value vs placebo” - 0.1104 0.0043
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Placeb + MTX Sarilumab 150 mg q2w + MTX Sarilumab 200 mg q2w + MTX
(N=81) (N=81) (N=80)
CDALI (<= 2.8) remission at Week 24 1 (1.2%) 5 (6.2%) 8 (10.0%)
OR, 95% CI vs placebo” - 5.083 (0.576, 44.871) 9.077 (1.106 , 74.506 )
P-value vs placebo® - 0.1104 0.0147
Change from baseline in HAQ DI at Week 16
Change Mean (SD) -0.18 (0.35) -0.44 (0.47) -0.47 (0.51)
LS mean (SE) -0.14 (0.050) -0.43 (0.050) -0.46 (0.051)
LS mean diff, 95% CI° - -0.291 (-0.429 , -0.152) -0.320 (-0.460 , -0.180)
P-value vs placebo’ - <0.0001 <0.0001

ACR=American College of Rheumatology; CI= confidence interval; CMH=Cochran-Mantel-Haenszel; HAQ-DI=Health Assessment Questionnaire — Disability Index; MMRM=mixed model for
repeated measures; MTX=methotrexate; OR=0dds ratio; SD=standard deviation

* Mantel-Haenszel estimate

 CMH test stratified by prior biologic use (Yes, No) and weight at screening (< 55 kg, > 55 kg)

¢ MMRM with PROC MIXED assuming an unstructured covariance structure: model = baseline, treatment, prior biologic use (Yes, No), weight at screening (< 55 kg, > 55 kg),
visit, and treatment-by-visit interaction

Sources:

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_act20 w24 m_t.sas OUT=REPORT/OUTPUT/eff resp_acr20 w24 m t irtf (11MAY2016 - 10:18)
PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp _acr50 w24 m t.sas OUT=REPORT/OUTPUT/eff resp _acr50 w24 m t irtf (11MAY2016 - 10:16)

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_acr70 w24 m_t.sas OUT=REPORT/OUTPUT/eff resp_acr70 w24 m_t i.rtf (11MAY2016 - 10:18)
PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff chg_das28 w24 m t.sas OUT=REPORT/OUTPUT/eff chg das28 w24 m t_i.rtf (11MAY2016 - 10:16)

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/cff resp_das28_w24 m_t.sas OUT=REPORT/OUTPUT/eff resp_das28 w24 m_t_irtf (1IMAY2016 - 9:51)

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_sdai w24 m_t.sas OUT=REPORT/OUTPUTY/eff resp_sdai w24 m_t_i.rtf (11MAY2016 - 9:51)
PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_cdai_ w24_m_t.sas OUT=REPORT/OUTPUT/eff resp_cdai w24 _m_t_i.rtf (11MAY2016 - 9:51)

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff chg_hag w16 _m t.sas OUT=REPORT/OUTPUT/eff chg haq w16 m t x.rtf 25AUG2016 - 8:47)
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RE5-FHAMEBDOERELN - mITT £ (LTS13618 #E&)

Sarilumab
150 mg q2w Monotherapy 200mg q2w Monotherapy 150mg q2w + DMARDs 200mg q2w + DMARDs
n (%) (N=30) (N=31) (N=15) (N=15)
Responders at Week 24
ACR20 22 (73.3%) 20 (64.5%) 12 (80.0%) 11 (73.3%)
ACR50 14 (46.7%) 14 (452%) 10 (66.7%) 8 (53.3%)
ACR70 9  (30.0%) 8  (25.8%) 6  (40.0%) 5 (33.3%)
Change from baseline in DAS28-CRP at Week 24
Change Mean (SD) -2.54 (1.18) -2.40 (1.23) -2.63 (1.03) 247 (1.14)
Change from baseline in HAQ DI at Week 12
Change Mean (SD) -0.34 (0.56) -0.26 (0.29) -0.44 (0.30) -0.28 (0.38)

Sources:PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/eff resp byvis_acr20_m_t.sas OUT=REPORT/OUTPUT/eff resp_byvis_acr20 m t comb_i.rtf (26APR2016 - 6:28)
OUT=REPORT/OUTPUT/eff resp_byvis_acr20_m_t mono_i.rtf (26APR2016 - 6:28)

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/eff resp_byvis_acr50_m_t.sas OUT=REPORT/OUTPUT/eff resp_byvis_acr50_m_t _comb_i.rtf (26APR2016 - 7:03)
OUT=REPORT/OUTPUT/eff resp byvis_acrS0_m_t mono_i.rtf (26APR2016 - 7:03)

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/eff resp_byvis_acr70_m t.sas OUT=REPORT/OUTPUT/eff resp byvis acr70_m t comb_i.rtf (26APR2016 - 7:05)
OUT=REPORT/OUTPUT/eff resp byvis_acr70_m_t mono_i.rtf (26APR2016 - 7:04)

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/eff chg byvis_das28 m_t.sas OUT=REPORT/OUTPUT/eff chg_byvis_das28_m_t comb_x.rtf (26APR2016 - 7:07)
OUT=REPORT/OUTPUT/eff chg byvis das28 m t mono_x.rtf (26APR2016 - 7:07)

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/eff chg byvis_haq m t.sas OUT=REPORT/OUTPUT/eff chg byvis_haq m t comb x.rtf (26APR2016 - 7:06)
OUT=REPORT/OUTPUT/eff chg byvis hag m t mono_x.rtf (26APR2016 - 7:06)
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& 6 - Week 12 R U Week 24 TD HAQ-DI LRAKRH— (HAQ-DI® 0.3 LLEDIET) DEIE - mITT K=

(EFC14059 558)
Sarilumab
Placebo 150 mg q2w 200 mg q2w

HAQ-DI (= 0.3) at week 12 +MTX +MTX +MTX

n (%) (N=81) (N=81) (N=80)
Week 12

Responders (number ([%]) 19 (23.5%) 39 (48.1%) 38 (47.5%)

OR, CI vs placebo® - 3.030 (1.545, 5.942) 2.971 (1.502,5.876)

P-value vs placebo” - 0.0010 0.0016
Week 24

Responders (number ([%]) 10 (12.3%) 39 (48.1%) 39 (48.8%)

OR, CI vs placebo® - 6.782 (3.038, 15.141) 6.882 (3.068 , 15.437)

P-value vs placebo” - <0.0001 <0.0001

OR: Odds ratio. HAQ-DI responder is defined as > 0.3 units improvement in the change from baseline in HAQ-DI.

Patients are considered non-responders if they started rescue medication or discontinued study medication prior to
week 12 / week 24.

Note: Percentages are calculated using the number of mITT patients in the corresponding treatment group as
denominator.

# Mantel-Haenszel estimate

® CMH test stratified by prior biologic use (Yes, No) and weight at screening (< 55 kg, > 55 kg)

Source; PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_haq03_w12_m t.sas
OUT=REPORT/OUTPUT/eff resp_haq03 w12 m_t x.rtf (11IMAY2016 - 9:50)

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/eff resp_haq03 w24 m_t.sas
OUT=REPORT/OUTPUT/eff resp_haq03_w24 m t irtf (11MAY2016- 9:51)

452 @5 itER (DMARDs A : EFC11072 #tB&%/\— ~ B, EFC10832 i{E&)

4521 BEARRUN—RTA U5FH

WEANEE T AHRRER O A W IERRIT S R E M 21X, MTX DR A 3 TH 72 11974 (EFC11072 75
S— b B) k72 < & 1 AID TNF-o [HEF DB RA 43 AR T o 72 546 44 (EFC10832 7AHR)
D RABENEENTND,

TIRRBETIEY UL~ TR LD bROFIBIREZ T BENEh- T2, RBREE T L2 EEIT
YU TREOT BT T HRHELY L0 o7, MRBRT, 77 8RRV VL~ 7 OFFETHB
TRbZE MG SN &GP IEERIIAEEFRORBITHY , TV A~THOFNEERERIZLVIA
BRI PG Z ik L7z B OEIE R E o T2,

Property of the Sanofi group - strictly confidential Page 48

(electronic 2.0)



2.5 BRER B9 2 15 E1AE
SAR153191 - 4 1) L T GEGFHEERZ)

FUAHT 7 B AR HERBR TOBEORFT, AN (68%~87%) . &t (78%~86%) TH V. V-
BIERL 50~54 i CThH o T2,

R—=RA T A v OBEBRHIIARBN TR X620 o7, WRBTT v & MELIZEFIE, F
SEFE O EHE OIREIE RA ISR LTI Y, CRP (CEHME 20~31 mg/L) | SIS (CFEfE 26~
30) . KOEARBIMIE CEAME 16~21) X & bICEmWEE R LT, ACREEEEDE (< DBRENRT T
ATMLLE) ROVHAQ-DI A 217 (CE¥JME 1.61~1.82) OMiFEIE L &, IEEIOFIIR K ONEIRFEE 2R~ L
TV 7z, EFC10832 iABRDOHBE 1L EFC11072 RBROHBE L 0 L IHEHIM O EBENAE <, HAT LV E
ETHoTo, ZihL, EFC10832 3Bk BE IXBEIZ 1 FILL ED TNF-o [HEEP DR+ TH o722
ML TIRLEDLZETho T,

ﬁ%ﬂ%ﬁl@ﬂ~154yﬁﬁ&0f%% X, x5 T HEMTH 2 HEE) D EEOIREM

ICFRH L 7ZHRETOREZ R LT,

4522 RA Q#IRE BEK
makER & Bz, UL~ 200 mg q2wg £ XX 150 mg q2w AE TP Week 12 2 O Week 24 1281F 5

ACR20, ACRS50, M ONACR70 k#ERIT, 77 v RBHCHE L CHEICE» T (7)) . MTX 3%
BRI Thoto B, KOV &b 110D TNF-o BLEHE DS REA 43 TR T - 72 BH T,
ACR20/50/70 Z #8485 & UT2ERIR O RILIFFRE Tod - 72, EFC11072 iR/ 3\— k B TD Week 52 1235
VT, ACRT70 & 3R L 72 BEEISIZOWT, 77 |AREE (9.0%) & VUL~ 7 200 mg 2w Bf (26.8%)
J OV 150 mg 2w B (24.8%) OWBEORIZA R RZNRBO LR (W hvh p<0.0001) (F£7) .

EHHwnﬁ%NWFBT@i%@@ﬁﬁﬁ@ﬁf&é%%ﬁ%f%ﬁﬁ%Nmmbﬁ4 EIREIS A
TERSNTWAZ L EFER) ZERLEBEOESIZ., 77 B RBCHE L T U L~ TRECHEE
\Z@n-o 7 (p<0.0001) ,

B U b=7 200 mg 2w FETD ACR dFEHRIL 150 mg q2w BE L 0 & 2R E - 7o, FRICIRBR R
HBIREAI COZEN K E < Week 12125175 ACR20 D 2 FIEOREMZE1T 10%LL ETh-o72 (£ 7).,
EFC11072 3R/ X— k B TiL, ACR20 SGEFRIZHOWT, 77 BARBETKT 2 EEUE D IRBR IR 5%
Week 2 M HREICR G TEY, ZOZEE Week 52 £ THefe L7z (X13) . F£7-. EFC10832 RERIZE
Wb R B A Week 24 & THER STV D (X 4)

FBITRTLEIIC, VU NLSTHETIZTACRaT Yy MZBWT, —ELEFENRRBOONTZ, TV
N~ TEEIZE D ACR =27 &y MIBIT HERIICERD & 2 UeE I, RO cb Aoh
THY, WEOREIRBLRY U /L~7 200 mg 2w HED R 150 mg 2w L Y b BIFTH -7,
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(electronic 2.0)

EFC11072 Part B, Cohort 2 EFC10832
. . Placebo Sarilumab Sarilumab Placebo Sarilumab Sarilumab
Proportion of patients + MTX 150 mg q2w 200 mg q2w + DMARD 150 mg q2w 200 mg q2w
(N=398) + MTX + MTX (N=181) + DMARD + DMARD
(N=400) (N=399) (N=181) (N=184)
Week 12
ACR20 34.7% 54.0% 64.9% 37.6% 54.1% 62.5%
Odds ratio 2.219 3.504 2.019 2.964
(95% CI) vs placebod@ (1.668, 2.952) (2.616,4.693) (1.314, 3.102) (1.909, 4.602)
p-value vs placebo? <0.0001 <0.0001 0.0013 <0.0001
ACR50 12.3% 26.5% 36.3% 13.3% 30.4% 33.2%
Odds ratio 2.586 4.124 3.105 3.590
(95% CI) vs placebo@ (1.780, 3.756) (2.867, 5.934) (1.777, 5.426) (2.067, 6.236)
p-value vs placebo? <0.0001 <0.0001 <0.0001 <0.0001
ACR70 4.0% 11.0% 17.5% 2.2% 13.8% 14.7%
Odds ratio 2.953 5.106 7.556 8.090
(95% CI) vs placebo@ (1.638, 5.326) (2.908, 8.964) (2.526, 22.602) (2.730, 23.972)
p-value vs placebo? 0.0002 <0.0001 <0.0001 <0.0001
Week 24
ACR20 33.4% 58.0% 66.4% 33.7% 55.8% 60.9%
Odds ratio 2.773 3.975 2.711 3.284
(95% CI) vs placebo@ (2.077, 3.703) (2.957, 5.344) (1.730, 4.247) (2.108, 5.115)
p-value vs placebo? <0.0001 <0.0001 <0.0001 <0.0001
ACR50 16.6% 37.0% 45.6% 18.2% 37.0% 40.8%
Odds ratio 2.966 4.269 2.958 3.374
(95% CI) vs placebod@ (2.125, 4.140) (3.064, 5.948) (1.764, 4.959) (2.045, 5.566)
p-value vs placebo? <0.0001 <0.0001 <0.0001 <0.0001
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EFC11072 Part B, Cohort 2 EFC10832
Sarilumab Sarilumab Sarilumab Sarilumab
Proportion of patients Pla“‘,‘lf’r';’f 150 mg q2w 200 mg q2w +P||3a|\(/ii|;°|3 150 mg q2w 200 mg q2w
(N=398) + MTX + MTX (N=181) + DMARD + DMARD
(N=400) (N=399) (N=181) (N=184)
ACR70 7.3% 19.8% 24.8% 7.2% 19.9% 16.3%
Odds ratio 3.174 4.280 3.607 2.653
(95% Cl) vs placebo@ (2.016, 4.996) (2.743, 6.678) (1.774, 7.332) (1.308, 5.383)
p-value vs placebo? <0.0001 <0.0001 0.0002 0.0056
Week 52
ACR20 31.7% 53.5% 58.6% NA NA NA
Odds ratio 2.487 3.086
(95% Cl) vs placebo@ (1.863, 3.320) (2.305, 4.131)
p-value vs placebo? <0.0001 <0.0001
ACR50 18.1% 40.0% 42.9% NA NA NA
Odds ratio 3.023 3.377
(95% Cl) vs placebo@ (2.185, 4.183) (2.446, 4.663)
p-value vs placebo? <0.0001 <0.0001
ACR70 9.0% 24.8% 26.8% NA NA NA
Odds ratio 3.323 3.691
(95% Cl) vs placebo@ (2.200, 5.020) (2.453, 5.554)
p-value vs placebo? <0.0001 <0.0001

CI = confidence interval; DMARD = disease-modifying anti-rheumatic drugs; NA = not available; MTX = methotrexate

Source: 5.3.5.1 Study EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.1.3], [16.2.6.1.7.4], and [16.2.6.1.8.4]; Study EFC10832 appendix 16-2-6-eff-response-data
[16.2.6.1.3], [16.2.6.3.4], and [16.2.6.4.4]

a Mantel-Haenszel estimate.
b Cochran-Mantel-Haenszel test stratified by prior biologic use (EFC11072)/number of previous anti-TNFs (EFC10832) and region.
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3- & KERFD ACR20 EZR - ITT £H (EFC11072 3B&/\— k B, aK— 4 - BEFBEFD ACR20 ES - ITT £H (EFC10832)
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#—a—s Placebo + MTX Placebo + DMARD
— . H g - * Sarilumab 1501 2 DMARD
51 s L ome B L MIX (5) 272 SEHNma 200ms &3 + DMARD
0 i
24 8 12 16 20 24 28 36 44 52 24 8 2 16 20 24
Week Week
PGM=PRODOPS/SAR153191/EFC11072/CSR_03_B/REPORT/PGM/eff resp_acr20se label i g.sas PGM=PRODOPS/SAR153191/EFC10832/CSR/REPORT/PGM/eff resp_acr20 byvis_label i g.sas
OUT=REPORT/OUTPUT/eff resp acr20se label i g c2 irtf (26APR2016 - 19:10) OUT=REPORT/OUTPUT/eff resp_acr20 byvis_label i g i.rtf (26APR2016 - 19:21)
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T 8-Week24 TOACRaA7EY FOR—RSA UNLDEHZEE - ITT EH (EFC11072 &HER/S\— + B, a7"— + 2 R EFC10832 :XE&&)
EFC11072 Part B, Cohort 2 EFC10832
Placebo Sarilumab Sarilumab Placebo Sarilumab Sarilumab
+ MTX 150 mg g2w + MTX 200 mg q2w + MTX + DMARD 150 mg gq2w + DMARD 200 mg q2w + DMARD
(N=398) (N=400) (N=399) (N=181) (N=181) (N=184)

?r::;ﬁc))nent Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24
Tender Joints
(0-68)
Mean (SD) 26.80(13.98) 12.42 (13.09) 26.96(14.45) 7.70(9.38) 26.21(14.28)  7.21(10.11)  28.08 (13.39) 10.90(11.13) 25.79 (14.06) 8.49 (9.58) 28.67 (14.66) 8.09 (9.30)
Mean change from -14.38(13.86) -19.25 (14.33) -19.00 (13.51) -17.18 (13.77) -17.30 (11.27) -20.58(14.32)
baseline
LS mean -6.814 -7.301 -3.893 -6.404
difference vs (-8.637,-4.991) (-9.120,-5.482) (-6.691,-1.094) (0.171,-3.637)
placebo
(95% CI)@
p-value vs <0.0001 <0.0001 0.0065 <0.0001
placebob
Swollen Joints
(0-66)
Mean (SD) 15.96 (8.47) 7.26 (8.08) 16.41 (8.90) 4.57 (6.55) 16.95 (9.62) 453 (7.31) 19.01 (10.21) 6.89(7.61) 18.52(10.18) 5.48 (6.75) 18.86 (11.06) 4.83 (6.03)
Mean change from -8.70 (9.65) -11.84 (8.45) -12.43 (9.29) -12.12 (9.65) -13.04 (8.13) -14.03(10.62)
baseline
LS mean -3.954 -4.642 -3.370 -3.753
difference placebo (-5.138,-2.770) (-5.822,-3.461) (-5.256,-1.484) (-5.618,-1.887)
(95% CI)@
p-value vs <0.0001 <0.0001 0.0005 <0.0001
placebob
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EFC11072 Part B, Cohort 2 EFC10832
Placebo Sarilumab Sarilumab Placebo Sarilumab Sarilumab
+ MTX 150 mg g2w + MTX 200 mg q2w + MTX + DMARD 150 mg gq2w + DMARD 200 mg q2w + DMARD
(N=398) (N=400) (N=399) (N=181) (N=181) (N=184)
Component Baseli Week24  Baseli Week 24 Baseli Week 24 Baseli Week24  Baseli Week 24 Baseli Week 24

(mean) aseline ee aseline ee aseline ee aseline ee aseline ee aseline eel
Pain VAS (0-100
mm)
Mean (SD) 62.12 4269 (25.12) 64.23(21.79) 33.48(24.00) 65.72(21.34) 31.36(24.48) 68.96 (17.69) 41.31(26.80) 69.32(19.13)  33.04 (22.47) 74.76(18.95)  35.16 (23.28)

(20.29)
Mean change from -19.43 (27.64) -30.75 (27.25) -34.35 (26.01) -27.65(26.98) -36.28(26.99) -39.60(25.34)
baseline
LS mean -13.080 -16.435 -10.632 -12.379
difference vs (-16.846,-9.314) (-20.190,-12.680) (-16.492,-4.772) (-18.186,-6.573)
placebo
(95% CI)@
p-value vs <0.0001 <0.0001 0.0004 <0.0001
placebob
Physician global
VAS (0-100 mm)
Mean (SD) 62.58 30.54 (22.81) 62.72(17.24) 22.03 (18.17)  62.88(17.56) 20.22 (19.40) 68.37(15.16) 28.93(21.78) 66.91(13.75) 21.83(17.91)  68.11(16.00)  20.03 (16.12)
(16.87)

Mean change from -32.04(24.55) -40.69 (22.39) -42.65 (20.87) -39.44(23.09) -45.09 (19.41) -48.08 (21.12)
baseline
LS mean -12.963 -15.698 -12.099 -14.673
difference vs (-16.226,-9.699) (-18.950,-12.447) (-16.789,-7.408) (-19.306,-10.039)
placebo
(95% CI)@
p-value vs <0.0001 <0.0001 <0.0001 <0.0001
placebob
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EFC11072 Part B, Cohort 2

Placebo Sarilumab Sarilumab Sarilumab
+ MTX 150 mg g2w + MTX 200 mg q2w + MTX 150 mg gq2w + DMARD 200 mg q2w + DMARD
(N=398) (N=400) (N=399) (N=184)
?r::;ﬁc))nent Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24
Patient global
VAS (0-100 mm)
Mean (SD) 61.85(20.39) 42.29 (24.63) 63.32(21.10) 32.91(23.02)  65.45(20.53)  30.38 (23.41) 71.62(17.48)  34.26 (22.03)
Mean change from -19.55 (26.53) -30.41 (26.42) -35.07 (25.59) -37.36 (25.00)
baseline
LS mean -12.525 -17.174 -11.516
difference vs (-16.136,-8.914) (-20.777,-13.571) (-15.530,-4.121) (-17.159,-5.872)
placebo '
(95% Cl)@
p-value vs <0.0001 <0.0001 <0.0001
placebob
HAQ-DI (0-3)
Mean (SD) 1.60 (0.67) 1.17 (0.65) 1.60 (0.63) 0.99 (0.65) 1.70 (0.65) 1.05(0.73) 1.83 (0.64) 1.14 (0.74)
Mean change from -0.43 (0.61) -0.62 (0.58) -0.64 (0.64) -0.69 (0.66)
baseline
LS mean -0.241 -0.252 -0.242
difference vs (0.326,-0.156) (0.336,-0.167) (:0.318,-0.048) (-0.376,-0.109)
placebo
(95% ClI)@
p-value vs <0.0001 <0.0001 0.0004
placebob
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EFC11072 Part B, Cohort 2 EFC10832
Placebo Sarilumab Sarilumab Placebo Sarilumab Sarilumab
+ MTX 150 mg g2w + MTX 200 mg q2w + MTX + DMARD 150 mg g2w + DMARD 200 mg q2w + DMARD
(N=398) (N=400) (N=399) (N=181) (N=181) (N=184)
?r::;ﬁc))nent Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24 Baseline Week 24
CRP
Mean (SD) 17.40 17.26 (22.31) 22.49(22.06) 8.85(23.46) 21.86(22.81) 3.82(14.21)  25.03(26.78) 19.83(22.20) 21.86(19.91)  8.76(14.86)  32.81(30.39) 3.74 (8.97)
(16.59)
Mean change from -0.14(21.52) -13.63 (29.49) -18.04 (24.93) -5.21(25.67) -13.11(20.35) -29.06 (31.29)
baseline
LS mean -12.538 -16.903 -11.642 -19.673
ﬁzigifevs- (-15.863,-9.212) (-20.218,-13.588) (-15.651,-7.634) (-23.636,-15.709)
(95% Cly @
p-value vs. <0.0001 <0.0001 <0.0001 <0.0001
placebo b

ANCOVA = analysis of covariance; Cl = confidence interval; DMARD = disease-modifying antirheumatic drugs; LS = least squares; MMRM = mixed model for repeated measures; MTX = methotrexate; Number = Number of
patients with assessment at both baseline and Week 24; SD = standard deviation; TNF = tumor necrosis factor, VAS = visual analogic scale.

Source: 5.3.5.1 Studies EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.9] to [16.2.6.1.14] and [16.2.6.1.2.7] and EFC10832 appendix 16-2-6-eff-response-data
[16.2.6.5] to [16.2.6.10] and [16.2.6.2.8].

a Type Il sum of squares MMRM with PROC MIXED assuming an unstructured covariance structure: model = baseline, treatment, prior biologic use/number of previous anti TNFs, region, visit, and treatment by visit
interaction. All assessments are set to missing from the time a patient receives rescue medication or discontinues study medication early. Missing measurements are not imputed.
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EFC11072 7B/ <— k B %X EFC10832 #XBRIZF T, Week 12 KT Week 24 ® DAS28-CRP 78,
U L~7200 mg 2w £ & TN 150 mg 2w E T 7 B ARBEIC e L CTAE 2 L7z (p<0.0001) , EFC11072
B N— N B TliX, ZOED Week 52 £ THie L 72, DAS28-CRP D ED L X 200 mg q2w HED
FFH 150 mg 2w HE XL D b Emro T,

EFC11072 i85 3— » B LTV EFC10832 B IZHI UV T, Week 24 T DAS28 % fi# (DAS28-CRP 73 2.6
Aili) ZEERK L7 EBE X T T B ARSI LT Y L~ TREO N E < ARZFIE EFC11072 35k}
— F BIZHW T Week 52 £ CTHific L7z (£ 9) . DAS28-CRP 28 2.6 Ajiii T - 7= BE OFIGIEL, Wiak
BRC 200 mg q2w BED 3@ hr o 7o, MiakBRIZ 35T DAS28-CRP 28 2.6 Kiiti Ch - 7T-HED H B 24.5%
~28.7% Cl, Week 24 ICBWTIEEMPEBAEI A R b e o722 &b RBISFEIWEIIRAFIC=a Y bR
—LENTNA Z EARENT, EFC11072 3BT T DAS28-CRP DL Week 52 F THkfse L T
BV, 200 mg 2w BEDHEE D 50.7%22Tlid, DAS28-CRP 73 2.6 Kiili TH ¥ 2> o BIEEIE 2 A4
LEENRD benoTc (R9) o XBFN2 RA OEITIHRERIFEE ChH - - BHIZB VT
RO, BEMIZIZFHEEFICES13)ZEbH D, ZOKRIL. BEERIECKRFICET 7 —4 &
LTERERDODHDLLDEEZ D,

HNMEDOFERIZ CRPIRENEET DN H DD, TN IL-6 DL 7 F NAREDOIH O I K -
THELEINTEHDOTIERNW I IR I TND, 72 & 21X CRP RN L 72 W KRG (CDAT
DOUEE) ICHETAEEICBWTH T 7RI T 2 VL~ T HOEBESRIN TN D, 77
YR L LG L7z & & O CDAI O EN R D Week 12 TR.HNTERY (EFC11072 ik — + B
K ONEFC10832 #BAV L p<0.0001) . VU L~7 D 2 HEREIZBW CIRERER G ic bz
o> CehEN R LT,
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#F 9-Week 24 B U Week 52 T? DAS28-CRP A 2.6 RiEtiTH S BEHENARWEHMHEEHANDOBEZDEE - ITTEFHA (EFC11072 3E&/S— B, a/h— k2
R U EFC10832 iER)

EFC11072 Part B, Cohort 2 EFC10832

Placebo Sarilumab Sarilumab Placebo Sarilumab Sarilumab

+ MTX 150 mg q2w 200 mg q2w + DMARD 150 mg q2w 200 mg q2w

(N=398) +MTX +MTX (N=181) + DMARD + DMARD

(N=400) (N=399) (N=181) (N=184)

Week 24
Number of patients (proportion) with 40 (10.1%) 111 (27.8%) 136 (34.1%) 13 (7.2%) 45 (24.9%) 53 (28.8%)
DAS28-CRP < 2.6
OR, 95% Cl versus placebo® 3.551(2.382, 5.292) 4.690 (3.176, 6.926) 4.622 (2.339, 9.132) 5.801 (2.948, 11.413)
p-valueb <0.0001 <0.0001 <0.0001 <0.0001
Number of responders (proportion) with:
0 active joints 19 (47.5%) 30 (27.0%) 39 (28.7%) 10 (76.9%) 12 (26.7%) 13 (24.5%)
1 active joint 10 (25.0%) 24 (21.6%) 33 (24.3%) 0 13 (28.9%) 7 (13.2%)
2 active joints 3 (7.5%) 15 (13.5%) 19 (14.0%) 0 6 (13.3%) 9(17.0%)
>3 active joints 8 (20.0%) 42 (37.8%) 45 (33.1%) 3(23.1%) 14 (31.1%) 24 (45.3%)
Week 52
Number of patients (proportion) 34 (8.5%) 124 (31.0%) 136 (34.1%) NA NA NA
OR, 95% Cl versus placebo? 4.866 (3.218, 7.357) 5.525 (3.673, 8.310)
p-valueb <0.0001 <0.0001
Number of responders (proportion) with:
0 active joints 21(61.8%) 43 (34.7%) 69 (50.7%)
1 active joint 8 (23.5%) 27 (21.8%) 17 (12.5%)
2 active joints 2 (5.9%) 19 (15.3%) 20 (14.7%)
>3 active joints 3 (8.8%) 35 (28.2%) 30 (22.1%)

Cl=confidence interval; CMH=Cochran-Mantel-Haenszel; CRP= C-reactive protein; DAS=Disease Activity Scale; DMARD=disease-modifying anti-rheumatic drug; MTX=methotrexate; OR = odds ratio relative to placebo

Source: 2.7.3 (Table 49)
a Mantel-Haenszel estimate.

b CMH test stratified by prior biologic use (EFC11072) / number of previous anti-TNFs (EFC10832) and region.
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4523 B{kigaE
HAQ-DI IZ-DUV T, 200 mg q2w BETDX—Z T A )26 Week 16 (EFC11072 # R/ Y— k B) &

Week 12 (EFC10832 i) F CTOVHWELEIX, 77 R THRE SN PRI Y LAEICK
<D LT ([Module 2.7.3, 3 8], # 10) , 150 mg 2w BEIZB W T H A EREN L ST,
WEOREX ST —HLT200mg 2w FE LV H/hS o7, BRI BZIMEIX. MTX D RA -+ T
b oTo B L D72 < L 1 H10 TNF-a BREHED D RA A4 AT T - 72 B Tld Week 24 £ T
MMILTEY . EFCI1072 3Bk X— bk B OHBH TIL Week 52 F TN Lo, ZOfRIT, 77
B AREECITIRBRIEEE G- (ORI BRAA B O BN PO D SR A SHER] & HIE S B FEBOFIE A
B2 AT BT, PV~ TRETIIIBEEEICRB W THEFEN D > — B0 H A WENR LN Z L &
~LTWD,

HAQ-DI 78 0.3 DL Ed# L= BE OEIE X, EFCI1072 iABR/S— k B @ Week 12, 24, KOV 52 W NZ
EFC10832 3B D Week 12 KON 24 128\ T, 7T B AREEICHE L TH UL~ 7 200 mg 2w FED T 03 A
ElZ@mhoTz (EFC11072 5/ S— b BIZIBWTIEL, Week 52 TR HNTZEE DOFIG D 2 4% THE L
RZELIHER 2R LT 2) o 150 mg 2w BETiX, EFC11072 3R/ S— K B D Week 24 IZBWWT T 7
BB L CHEIZRE 2 7225 EFC10832 3R Tl Week 12 (2B W T 77 EARREI I 25l
DFENFRD ST, PRI RSN/ o7- (F10) . 7ok, ABRIZH\W T, HAQ-DIIZK
T BEERIICEROH HkEE L COMMEEZ 03U EOSELFHEL TWD, Ziuk, ARSI
RINZER D & 5 e/NELE: (MCID) Th 5 0.22(47) LV b EWETH -7,
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& 10-Week 12, 24 B U 52 T® HAQ-DI LRKR U H— (HAQ-DI M 0.3 LLEDIET) DEIE - ITT £H (EFC11072 FE&k/\— k B, 37/Rk— b 2 R U EFC10832

FHER)
EFC11072 Part B, Cohort 2 EFC10832
Sarilumab Sarilumab Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w Placebo 150 mg q2w 200 mg g2w
+ MTX + MTX + MTX + DMARD + DMARD + DMARD
(N=398) (N=400) (N=399) (N=181) (N=181) (N=184)
Week 12
Responders (number ([%]) 167 (42.0%) 200 (50.0%) 235 (58.9%) 65 (35.9%) 85 (47.0%) 94 (51.1%)
OR, 95% Cl versus placebo? 1.397 (1.052, 1.854) 2.001 (1.506, 2.658) 1.614 (1.048, 2.485) 1.926 (1.254, 2.957)
p-value versus placebo? 0.0204 <0.0001 0.0297 0.0025
Week 24
Responders (number [%]) 133 (33.4%) 204 (51.0%) 205 (51.4%) 57 (31.5%) 78 (43.1%) 87 (47.3%)
OR, 95% Cl versus placebo?@ 2.106 (1.577,2.813) 2.132 (1.597, 2.845) 1.743 (1.106, 2.746) 2.018 (1.305, 3.119)
p-value versus placebob <0.0001 <0.0001 0.0165 0.0014
Week 52
Responders (number [%]) 104 (26.1%) 188 (47.0%) 190 (47.6%) NA NA NA

OR, 95% Cl versus placebo?@

p-value versus placebo®

2.530 (1.875, 3.413)
<0.0001

2.613 (1.935, 3.528)
<0.0001

Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; DMARD = disease-modifying antirheumatic drugs; HAQ-DI = Health Assessment Questionnaire — Disability Index; ITT = intent-to-treat; MTX = methotrexate;

OR = odds ratio

Source: 5.3.5.1 Studies EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.2.19] and EFC10832 appendix 16-2-6-eff-response-data [16.2.6.2.17].

Patients are considered as non-responders from the time they started rescue medication or discontinued study medication.
Note: Percentages are calculated using the number of ITT patients in the corresponding treatment group as denominator.

a Mantel-Haenszel estimate

b CMH test stratified by prior biologic use (EFC11072)/number of previous anti-TNFs (EFC10832) and region.
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4524 X#RFHET (BET—42)

RA FREBOIEIE L LT X #RFRV72 B OMEERHEE 0T (X BRFREIT) DOFEZEMIEZ < O
WMEIZ Lo TEMNTONTEY , RAfEORAFHRENERT 25 2 &1 X o TRIFFAYICHERERRE E 251
ITTHZENRENTVNDHAS),

EFC11072 3R/ N— b BIZH\\ T, BHEiOMEREE 2 X #RPR9ICEHE L7z, BISFEEIZ OV T,
mTSS & Z DR EF ThH L U0b AR a7 KOBEHAEBIIMEAZ 27 2 W T =27 1 15 Week
24 KO Week 52 £ TOE{LE L TRLTZ,

FHEFHIEE Toh 5 Week 52 D mTSS DRN—R T A U HOEIZONWT, 7T BAREEIK LYY
Jb~ 7 Ol B TR E 2 EENE (W3 d p<0.0001) 2RSS (F611) , Week 52128\ TC
F VL~ TN LD XBRFAEITIHI N R S5i, U b~ 7 150 mg q2w B O U L~ 7 200 mg g2w
BEICBWT, 7T BRRBEE i L2240 68% K% TN 91%D I 23788 B vz, L HT Ok 1T £ 5
fifiT & —H L TR AR ROBEEMEN RS2, S AR 27 R OBEFEZEESIMEA 27 02k,
Week 52 T T BARREL Y YV L~ T OMEEHO SRR FHIABICEMETHY (F11) . 2F
B 72 BEEIRE E DHET TN B S e o 723 (mTSS DZLEN 0LLT) 139U v~ 7 O 58D )7
NENoTz, BHAA T UTBEREIIMEA 271X, 77 8RB i LYV b~ 7 Ot 57
T, U =7 200mg 2w FETIXZ N HDOWNWTIO A a3 TIZOWT b FIA RITREZ R L
7o (F12) o XHPRETIHIEL, BPOFHGR S ThH D Week24 2B R 5 TE Y | ARIHNIT Y Y
JL=7 200 mg 2w DOFEFE G2 L D . Week 100 £ TFifE L7 (4.7.13) . Z OfERIL. RABE DB
Wiz 2 ENBEOEITZK TS5 LW U A~ T OFEIC O W, ElEEZ R THOT
0o,

X BRFREITIIHNE, U <7 200 mg 2w BED T2 150 mg 2w BE L D HBHE CThH -7, UL
~ 7 200 mg 2w AE & 150 mg q2w BEIC B W CTHAT N A B 72 o T B OEIA X, mTSS (55.6%M Y
47.8%) . BBAR AT (62.2%M 1N 54.8%) . KOBHHIAESIME (70.4% M ) 61.8%) 2D\ T,
UL~ 7 200 mg 2w BFEDOFH 3@ < . Week 52 £ TRt L7c, HEM OMATIZFRTNCHE L7 b DT
R, AEENRLN (p=0.0341) , 728, 77 BAREEL 150 mg 2w ORI THEITO A 51
7RIS T2 EIE DX, 150 mg 2w BE & 200 mg 2w BHEOF TR ONTEZLEFRE Th -7 (F12)
mTSS, XHA AT | KOBEEZEBRIMEA 2 T IZONTDOR—=Z T A b OEIE, U ~T
150 mg q2w BED 523 U b~ 7 200 mg q2w BE L 0 HBEEIC K E < 150 mg 2w BED 5 A3 E K& OB
DIEEDEITNRE N ERRENT, T—FITOWTERA b ERIEMEEIC X0 i LIRS L
7o& A, ZDHET Week 24 DI R CTRBEICHEIFHICH B ZRZ R L T\ e, RBfEMER 71 > M
BT H,200 mg 2w HETIXBEHIOBRE R — 2 T A O XHFEHPRED ST T DR R B,
200 mg q2w & 150 mg Q2w LD HEREOERAMILE BN T e, ZoRERIE, P <7
200 mg q2w D5 3N ALY 7 M OBEE OREE 2 Wi 3 2 R D LV mn 2 2R L TR Y. £t
200 mg 2w DS 2 B & 9 B ERRE T IL-6 D 7 FIUREDILES R0 @V &) PK/PD 7 —
ZE—BTLHLOTHoT,
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LLED X 57224V b~ 7 TR O B S OMEATIC RN 5 A &AL, AR SN Tnd IL-6 fH
FEHTHD F ) AT TERD LN TR, by U X~ 7 OWINERABROANFT — # (49)I12 &
e, FUURAST O 4mgkg IV & 8 mg/kg IV IRV THES: 52 % O X BRF2HIEHEE B OfE 3
FRETHY , XN—RA T A b 528 E TOMENBEOEITIX, 77 BRIl L TEREN 74%
KONT0%E T LTHY (p<0.0001) . XFRFIEITR R ONRNho 2B (N—R T A b 52581
DT T OHR Genant-modified Sharp 2 =2 7 DZ{LA<0) OFNIEIX. 77 BAREE (67%) (Tt L TRy
U X< 7 HE (8 mg/kg T 84%. 4 mg/kg T 81%) DT NAEIZFE - 7= (p<0.0001 [HRIEAHEEICL D)
(49) .
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E 11-Week24 B 52 TO X 2R SA—ADR—RS54 U SDEHTE - ITT £H (EFC11072
HER/S— kB, ak—F+ 2)

EFC11072 Part B, Cohort 2

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w
+ MTX + MTX + MTX
(N=398) (N=400) (N=399)
van der Heijde mTSS (0-448)
Week 24
Mean change (SD) 1.22 (3.97) 0.54 (2.99) 0.13 (2.60)
LS mean difference, 95% Cl@ -0.689 (-1.175, -0.203)  -1.085 (-1.570, -0.600)
p-value versus placebo? 0.0030 <0.0001
Week 52
Mean change (SD) 2.78 (7.73) 0.90 (4.66) 0.25 (4.61)
LS mean difference, 95% Cla -1.878 (-2.743, -1.013)  -2.522 (-3.382, -1.662)
p-value versus placebo? <0.0001 <0.0001
Erosion score (0-280)
Week 24
Mean change (SD) 0.68 (2.41) 0.26 (1.46) 0.02 (1.23)
LS mean difference, 95% Cla -0.422 (-0.687, -0.156)  -0.660 (-0.926, -0.395)
p-value versus placebo? 0.0074 <0.0001
Week 52
Mean change (SD) 1.46 (4.83) 0.42 (2.50) 0.05 (2.17)
LS mean difference, 95% Cla -1.028 (-1.527,-0.529)  -1.400 (-1.897, -0.904)
p-value versus placebo? <0.0001 <0.0001
Joint space narrowing score (0-168)
Week 24
Mean change (SD) 0.54 (2.22) 0.28 (2.07) 0.12 (1.82)
LS mean difference, 95% CI2 -0.263 (-0.570, 0.045)  -0.423 (-0.729, -0.116)
p-value versus placebo? 0.1514 0.0003
Week 52
Mean change (SD) 1.32 (3.85) 0.47 (2.88) 0.20 (3.21)
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EFC11072 Part B, Cohort 2

Placebo
+ MTX

(N=398)

Sarilumab
150 mg q2w
+ MTX

(N=400)

Sarilumab
200 mg g2w
+ MTX

(N=399)

LS mean difference, 95% CI@

p-value versus placebo?

-0.847 (-1.342, -0.352)

0.0005

-1.120 (-1.612, -0.628)

<0.0001

ANCOVA = analysis of covariance; Cl = confidence interval; LS = least squares; mTSS = modified total Sharp score;

MTX = methotrexate; SD = standard deviation

Source: 5.3.5.1 Study EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.3.1], [16.2.6.1.3.13], [16.2.6.1.4.1], [16.2.6.1.4.5],

[16.2.6.1.5.1], and [16.2.6.1.5.5]

Note: Number = Number of patients with assessment at both baseline and the corresponding week.

a Post hoc analysis: ANCOVA model stratified by prior biologic use and region
b Primary analysis: Rank ANCOVA model stratified by prior biologic use and region.

£ 12-Week 52 TO X RZM GBS OB ENEBEDETNAONEN>E-EEFEHRRVEEDS - ITTEH
(EFC11072 #E&/S— k B, ah— k 2)

EFC11072 Part B, Cohort 2

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg g2w
+MTX +MTX +MTX
(N=398) (N=400) (N=399)

N (%) of patients with change in mTSS <0 154 (38.7%) 191 (47.8%) 222 (55.6%)
OR, 95% Cl versus placebo@ 1.453 (1.095, 1.926) 2.001 (1.506, 2.660)
p-value versus placebo? 0.0094 <0.0001

N (%) of patients with change in erosion score 173 (43.5%) 219 (54.8%) 248 (62.2%)

<0
OR, 95% ClI versus p|aceb03 1.570 (1189, 2074) 2.155 (1619, 2867)
p-value versus placebo? 0.0014 <0.0001

N (%) of patients with joint space narrowing 220 (55.3%) 247 (61.8%) 281 (70.4%)

score <0
OR, 95% Cl versus placebo?

p-value versus placeboP

1.308 (0.986, 1.735)
0.0619

1,939 (1.445, 2.602)
<0.0001

Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; mTSS = modified total Sharp score; MTX = methotrexate; OR = odds ratio
Source: 5.3.5.1 Study EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.3.9], [16.2.6.1.4.4], and [16.2.6.1.5.4]

a Mantel-Haenszel estimate
b CMH test stratified by prior biologic use and region.
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4525 BERETIMHL

R MEERIRABIZ DT, SF-36 & IV TREM L7-, SF-36 1X RA BE x5 & L-slBric i &
oD HEE L THRGEES LTV D, SF36 DX, HRMMIE (PCS) A =7 R UNEHAIMAIE (MCS)
AaAT D2FED AT EFH L12(50) (51),

HWERHMITE E IR ORI T a7 A r— BEOEIFHE, HAQ-DI, DAS28, CDAI,
J ¥ mTSS) & SF-36 M PCS, MCS K TF8 DD R A A U RIOFEEAMEIC DWW T, FHBIHTIC L 0 3 L
720 Week 24 (IZBW T, ARWEFHEE BIZOWTIE, 1EE A ED SE-36 & OBEMNE L 2o T2,
IO EE, BEICKT D EBOREIZ OV T, SF-36 TiL, Rk RA \ZRFRAZRFHEEE TH D%
B OVER, B iARBgRE. XUEBISIRRETE O X AR FHEIT & 13 R e 2 E 2 3H L Tnd Z L &2/ LT
Do

FUN~T7 D2 HEIL, SF-36 ZH51E & 2 BB @EFRIRREIC X L CTHEMNREE L L1672
EDVRENTZ, EFC11072 3Bk S— I B KT} EFC10832 352 T Week 24 (28T, PCS A 7%, 7
TR ARBECEE LT, $ VU <7 200mg 2w & T 150 mg 2w @ 2 B CTAE 12k L TV 7z, MCS
AT TNZONWTIE Y Vb~ T O 2 HEEEICIVCTLEFC11072 7R O Week 24 TH HE 203 /L S,
EFC10832 3B Tl Lo EN R Shi=, YU L~7 200mg 2w BETlid, &KL LT, 778 R
BEICERER L CL BRRIICEBR O H 2 UEENRD biviz, F UL~ 7 150 mg 2w BE T, $fi REERAY
BEHROH Z)Eﬁ%‘:@ﬁﬁﬁ%hlﬁlé&%@#ﬁ B, fERHEREE QOL 1231 52X 7 ¢ » MME EFC10832 3k
BRClE Week 12 & FIICFERD AL, EFC11072 35/ 3— k B 123U T Week 52 & THifie L 7=,

453 BHNAER (BA|RES . EFC14092 55&8)
EFC14092 ik 1%, ¥V L~ 7 HAR S OHFMEEZFTT 5 2 &, K OUKGEE 7D TNF-o JHESK &
A2 HRME LR ThH o7,

4531 BEONRRUANA—ZTA U4

EFC14092 iBRIZ 1%, MTX fkfes G-I ARMNOEFE (2004:) | IRA 708 (168 4) XITfkfe
BN REE 72 BE (14) D369 LA AN B, YU v~ T HAWRER (1844) KOT XU A
~ 7 HAIRERE (1854) \CHEICEI 0 T Sz, WBRE T IE LEEBE Doz, YL~
TRE (103%) L L TTH U A~ TR (15.1%) TEOEENEN-T-, THY Av?‘ﬁ@ 16 4

(8.7%) 3. £5:-Bih 16 MBI HIRA 0 L HE SN 7o 28I 1 EE G50 5 1 R GIC#& S
BRPE 2 H0 LT,

EFC14092 SBRIZH 1T 2 X— 2 T A D N AFEHERVRRE K QR BRI ) v~ 7 OISk S &
725 PEEED D EE OTEEIE RA O BE LA 72 5 O TH Y . EFC11072 38k J Y EFC10832 74
B CRLNZEEE BBORARE TH o=, BEDOEZITAAN (90.8%) KO (832%) T, V¥
WL SORATETH o7z, CRP (WN—R T A U OFEJE : 20.7 mg/L) | ERBEEIH CEAME : 27.3)
R OMERRBASIS CEEIME : 18.0) 1% EFC11072 3B/ S— K~ B X N EFC10832 FABRDN— 2 7 1 Al & [F]
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FRIECTdH o 7=, EFC14092 ABR CTld., EWFRAN X ABFERERN S HBE LRI L= 2 b Al
WAE SN X 9 ICHBIIM (5 745) 1Z EFC11072 3B/ S— ~ B X TOVEFC10832 #Bh L 0 & o 7=,

4532 BHEREOEMME

EFC14092 iABR Clx, FEFHHETEH Td 5 Week 24 TD DAS28-ESR D_X— 2 T A v DAL B
DNWTH VN~ THAFIEO T Z ) A~ 7 BAFEC T 2B RSN Z Sz, U~
7 200 mg 2w £ 5-RF D573 DAS28-ESR TN E < (A v Xt K9 4.9) | ACR BEERNFEH W& W
IRERDE DI, RA DEEN CERNT XY A~ 7R E/RIVGE LI EBAE L, TXU A
~ T HETIL 8.7%D B DY Week 16 2> B GAAE 2 1 [ 5T C LIcolckt L, Y v~ 7RO H
L 200mg 2w CEETH ST E WD ENRHSTZIZEDND LT, TV L~T DT XY A~ 76T
HERIEIUR STz, HAQ-DIDIK 2B REND K518, YA~ TROFNT H Y A~ THELY
b HARBEEOUEN K E < VY b~ 7 HAFRE CRBIGEWEICH T2 X0 K& 2R IHIZEN G LN
7o (F&13)
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R13-TLHEPUTMEBICOLVTORER - ITTERM (EFC14092 SER)

Adalimumab Sarilumab
40 mg q2w? 200 mg g2w
(N=185) (N=184)
Mean change from baseline at Week 24
DAS28-ESR® (SD) -2.22 (1.36) -3.35 (1.37)
p-value vs adalimumabe <0.0001
Clinical response at Week 24
DAS28-ESR remission (<2.6) 13 (7.0%) 49 (26.6%)
p-value versus adalimumab¢ <0.0001
OR, Cl vs adalimumabe 4.879 (2.536, 9.389)
ACR20 Responders at Week 24, n (%) 108 (58.4%) 132 (71.7%)
p-value versus adalimumabd 0.0074
OR, Cl vs adalimumabe 1.800 (1.168, 2.773)
ACRS50 Responders at Week 24, n (%) 55 (29.7%) 84 (45.7%)
p-value versus adalimumabd 0.0017
OR, Cl vs adalimumabe 1.976 (1.289, 3.028)
ACR70 Responders at Week 24, n (%) 22 (11.9%) 43 (23.4%)
p-value versus adalimumabd 0.0036
OR, Cl vs adalimumabe 2.286 (1.300, 4.020)
Mean change from baseline at Week 24
HAQ-DI (SD) -0.42 (0.58) -0.63 (0.66)
p-value vs adalimumabe 0.0037

OR = odds ratio; Cl = confidence interval; CMH=Cochran-Mantel-Haenszel;

a Includes patients who increased the frequency of dosing of adalimumab 40 mg to every week because of an
inadequate response.

b Primary endpoint.

¢ Type lll sum of squares MMRM with PROC MIXED assuming an unstructured covariance structure: model = baseline,
treatment, region, visit, and treatment-by-visit interaction.

d CMH test stratified by region.

e Mantel-Haenszel estimate.

Source: Module 2.7.3, Table 60, Table 61, Table 62, Table 63

Property of the Sanofi group - strictly confidential Page 67

(electronic 2.0)




2.5 BRER B9 2 15 E1AE
SAR153191 - 4 1) L T GEGFHEERZ)

EFC14092 3B Tl&, ESR 7217 T/ <. CRP ZHWWoH D DAS28 2 =7 b HH L7z, CRP Z W
723545 T, Week 24 TD DAS28 DX—RA T A LN EDEALIZ DWW TH U b~ 7 200 mg BAIHEED
T H Y A= TR D RE R 2R B 2R S, DAS28-CRP HEREFIZOW T HREERTH o 72,
EFC14092 #5Cld, ESR £V & CRP OWEEE N L -7 2 L5, DAS28-CRP D3, 74 U A
<~ 7L LY Y L~ T OERREBREGICOWT, K0 BEDOSWHEENTTRETH - 1=,

DAS28-CRP Db &%, Week4 &9 BHIOK R TH U A~ THENRT ¥ U LA~ THE% ElRlo 72,
P U~ THEZIBUV T Week 12 12 DAS28 FfR & 2L LI BE DFIGIET XV A~ T HOK 25 Th -
77o Week 12 TO ACRUER LY VA~ THOLFNT XY A~TREL D b ENoT2,

SF-36 DH KM A 2T 1%, 7TH U A~ TRELE L TV A~ TRECHRICUE L, Fthrml
A7 &V L~7 200 mg 2w FEDO T REBUERNZ K E Do 7o, FRRZETIX /2> 7=, FACIT-
P I AT =N DR—=A T A D DOEACIE, Week 24 2 X Week 12 & 12, BV L~ 7 200 mg q2w £
DFHFNRT ZV A~ TELD bBIEMICKRE Do), AERETIER» -7,

46 BAKERVOFIGKETIZE T80

AAANK OFMEAD RA BEIZHW T, KE, BMI, RF M OWL CCP OF MR 2R < A DS
R M= T o o DR BEFFEIC IS SERERIC O T, Y A~T DO—B LIcAMERRD 5
i,

MTX BN+ Th o T2 BF Zxf4 & L7 EFC14059 35 & ONEFC11072 587/ $— K BIZHW\ T,
N OUREFHEROREE (R, 4R, (KE, BMI, BYERE) | RX—2 T A  COHRBRHE (RA ORI HIR,
RF, $T CCP Hifl, ~X—A T A > DAS28-CRP & O CRP, i EDAWFERAI DM H) (2H-S X5y
SEFIMNT 217 > 7, EFC14059 38R Tl EEANMEHBEH Th 5 ACR20 B IZ-DOV T, EFC11072
B/ N— N B TlX R A 2MERHMIEE Th H ACR20 233, HAQ-DI, DAS28-CRP & UN X iU
EE B ~OETERY 722 B A 34T L 7=,

EFC14059 #ER D H AR AL OV EFC11072 38R/ 3— & B OSME A D RA BB W T, NORERHFEIRE
PR QYRR CHER TR EEWVIIEREDOAL TH -7,

EFC14059 SRBROIEFIEL (F- 8B GHEK 80 £44) 137 < A /4R - CH 2N O SO D3 & T3
DITIFBRAD & 505, NARHFERORE (PR, i, (KH, BMI, BUEEE) | ROWR—Z T A D
PR (RA ORI, RF, B CCPHUR, ~_—AF 1 > DAS28-CRP T} CRP, & DAY
FBIFI D) 1ICHES < EASERNICEH VT, Week 24 TO ACR20 IESRIT, M HEM] &L e GRED A H
TERITRR D iz inoic,

EFC14059 BT, FANCHE LTV v P> 7 O EMTH D Week 24 TOHD ACR20 thEH (28
WT, 7RIS VL~ T7 02 HETHEHFIIICABEREENRD DN Z LI2X 0 st
TR ENMET D LIXFRE L HIBr L7, F72. PK LK PK/PD FENTIZHES T, PK K OWREE &-
BAfRIZ, KEZ 3 >OHF 73U — (60 kg Kiii. 60 kg LAE 100 kg Afifi. 100 kg LAE) 12017 g L7-
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LZAH KEBZLEOHRAKRUSNEAND RABE TR CTH o7, ZOZ b, WHNRERT —
2 ORI OFERAZ BARNIZBIT DR EFERRICOT T2 2 21T % Y LB R D,

EFC11072 iR/ N— b B Tld, FREIZ X 2 A EREED ACR20 d#E=R K U DAS28-CRP D~N— A F
A UM DOEALREISED bz, TV L~7 150mg 2w B TlE, A 100 kg UL EDJg o BEHIT 100
kg RiDOBE L0 LBEBEN DO TLRhoT2b 00, AEEMIZIE VT ACR20 e #FER A i b K
<. DAS28-CRP DRX—RZ T A b O b &S /N Tholz, ZOREIZ K D HME~DOFEIE
[ PK fi##T OFEFR & — B LT, REM PK AT OFS R TITAE 100 kg LL EORBFE TV L~T
DOIEFZED 100 kg KiDEBEE LY LIMETH D Z EWREiz, —F., KE 60 kg KD EE T
ACR20/50/70 355 O'mTSS (& ié%m®%hﬁﬁﬁ®@ﬁbﬁﬂot:%iﬁJwv7wm@¢w
MLV Y VU L~7200mg 2w HETE RO BT,

EFC11072 i&BR/S— b B Tl&, MiEFAIRA T RF & O CCP HUIRN 2 Td - 72 B TIXTRRLD
RB—BL TR, Z ORI DEOBEFIZESS DO THHA, mTSS #RE, ACR20
B SR, DAS28-CRP [T DWW T DR—RA T A LD DI ERTIEZ OFEBITEE Th - 7=, £72. ACR20
BEERDETIIT VL ~T7 150mg 2wl TEVBE ThoTe, ZOZ NG, YU /~7 200 mg il
LE#E LT 150mg O F 525215 7= & X MG Cfi B PR 2 Th - 72 38 Tl RA O
JOMER D UET 2 Al REEMELS 25 b D B 2 biviz, BOPUROA N RA B ITKT 5405
FIBRAI DN FNCEDE LT D LW ) #E LD 0 (52) (53) (54). YU L~T7 D 150 mg 2w TH. 51
t%%%%ﬂk*ﬁbfwé 7272 L, IM{EFAMA C RF SUIHL CCP HUANENETH 5 & MISHME
T2 LD BEMET, MEREITICNT 2 XBFRIRHE CRO bN RN -T2 2 L ITEETRE TH
@\mm8®&wX74/#6®£mE:%#éﬁ%iﬁmﬁaﬁ%@ﬁ%_>@b%fﬁ%@mﬁ
RETH-T-,

WA RER I LT EINERBROMBE T, BHOERDRIEIZ D0 67, ACR20 MR I[FFRE T
HoT,

EFC14059 FABR ClE, BB OFEIZB W T, ACEFICE 285 b aRes Lz, HOENZEhE L
THRET. 77 BREESIAT 174, VUL~ 150 mg 2w F 81 44 1 22 4 K TX 200 mg 2w #¥ 80 4
F 194 ThH Y, ACR20 DUEZHR K TN DAS-28 DUEZNRIZINT, U A~ T % H O LIznEd
IZX DTN T,

47 B EREE BREFE /RSB L OREEN
4.7.1 BIEOELE

4711 ERNRER (EFC14059 AB& K U LTS13618 iRER)
ENEER (EFC14059 35k

B U L~7 150 mg 2w BEKL O U L7 200 mg q2w BEIZFUN T, ACR20 & TN ACRS0 2= T A
% & Week 24 L RIFREE DRI Week 52 £ TRfiE 5 Z L R sz (M5) o ACR70 BEHRITH
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WCIE Week 24 705 Week 52 127235 TREROEMNA R 572, Week 52 1B 2K wERIIV Y L~

72 HEHCRERETH T,

DAS28-CRP O b &L, H VU b~ 7 2 &R T Week 24 LI Week 52 £ THRICHET S
A ANHKRE L TR0 . Week 52 TOFHZE(LEIXE &R CREE CTh o7,
DAS28-CRP #fi# (2.6 Aii) . SDAIFEfiE (3.3LLF) KUONCDAI%fR (28 LLT) ZiEm LIzBHFD
EIGIEL, Week 24 B0 HIGBRIEBE 54 THE (Week 52) & TIZHEITHIINT DA R S, Week 52

TOEEIH AR CRERE TH -7,

HAQ-DI D _X—R F A LG DOEALE K ONHAQ-DI 28 0.3 LA ik LIz BEDEIEIL, VU L~T 2
FEREZHO T Week 24 2> HIRBREREE G4 T (Week 52) & TWp B0 A H[A 25k L <
BY . Week 52 TOZIRIXMHERE CREE CTH -T2,

5-H1)IILT THETHORREEFD ACR20 EE - mITT F£H (EFC14059 FER)

1001 =e = Sarilumab 150 mg 2w + MTX

<—e —& Sarilumab 200 mg 2w + MTX

901

80

701

50 /

40+

301 /

Incidence of ACR20 response + SE
S

201

10+

O,

T T T T T T

2 4 8 12 16 20

T T T T

24 28 36 44 52
Week

PGM=PRODOPS/SAR153191/EFC14059/CSR_02/REPORT/PGM/eff resp byvis acr20 s2s m_g.sas
OUT=REPORT/OUTPUT/eff resp byvis acr20 _s2s m g irtf (21DEC2016 - 6:32)
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B8 & O\ DMARDs {if A8 O U v~ 72 FEREIZ 3V T, ACR 20/50/70 S #3581 T Week 24
& RIFREE DZNFA Week 52 £ TR T 5 2 & AR S 7=, DMARDs fif FRIEE O U /L~ 7 200 mg
QRw BEIZEBV T, ACR WERENZ DM OZEGRIZ L AAMED o 7223, Zhud, JERER D72 < ok
BRI AR A P IE LI BERE oo /o), dEERRL LW LBl SN BEOEIE R E L 72
SO ThdEEZ LN,

DAS28-CRP DZHLEIZ DWW T b, HAIF LS & O DMARDs ff HIEIEE O W T ORIZB N TS
Week 52 TORNFIT Week 24 & RIFRE O R4 £t L Cu /o, DAS28-CRP Fifif (2.6 Aii) Z iRk L

“BEOEIGIT, IRBREEE G (Week 52) 238 L TR L. Week 52 TORIGIZWTHOREZIB W
THRIRETH- T,

HAQ-DI D _X— 2 F A L5 OB E K OVHAQ-DI 28 0.3 LA btk L7 BE DEIEIZ OV T, B
JRVEE K& O DMARDs ff FRIEE O W OREC B T H IR 558 T (Week 52) OZh31E Week
24 L [FIFREE 3 0Re el 3 D A 25k L C Uy,

4.71.2 @Byt (EFC11072 58&/\— ~ B. EFC10832 i5&)

RS2 OV TOfT2 B & LT, EFC11072 B/ S— h BIZ T > ¥ ML & 72 901 4 KLY
EFC10832 #BRIZ T & MM ST 456 IR 27— 42 %, IFEME MGG CTH 5 LTS11210 3
BRiND DT — 2 LA LTz, BFC11072 3Bk 3 — kb B O BFILRKK 148 WHE OV L~ 7 Ok
B %217 CE Y., EFC10832 iR BB iﬁij(‘f/j 96 W DYV v~ 7 Ok 52515 72, LTS11210
RERIZSI L =B ICREERE N R o =8A12E, U b~7 200 mg 2w O 5% 150 mg 2w %

HIETE 5D & L,

FEE R LTS11210 B O AHZET — & O TIld, MIX BIERA D THoTmBRER D L

1 A0 TNF-o PHLE RN B A4 TR T - 72 B T, RA OS5 K& OMERIE NS B R HE Dtk
FEOFHGENRD DIz, MTX BEAR 73 TH 72 HBED 90.3% TiE, ¥ U /L~7 200 mg q2w %k
fife 5 L7z & & Week 148 128\ T H ACR20 tiEDFHE RO bz, £z, D7a< &b 14D TNF-a
FELEE SN AR A5 AR T - T2 HBE D 76.2% Tlid, VU /L~ 7 200 mg 2w Z ik 5 L7 & &
Week 96 |23 Tt ACR20 tE 3 Fifie L T 7z, HAQ-DI DELFEIZ DWW Tid, MTX BRAR+45TH
STBFED D B K 12.8% KL V72 < &b 1Al TNF-a FLEZEZ G EA A2 IR TH > 72 BF D
I HIRK 59.0%05, B UL~ T 200mg 2w Z G- LT & & ZILEIL week 96 S TN week 148 (235U T
b W ED R LTz, BLEOENT TIZN 01 ) L~ 7 200mg 2w D G221 T\ b DD, F0
AR D7 D2 150 mg 2w IZHHE LTZEFT L E ENTWDH 0, R EOXEK 7 ¢ v M
FELTHHR SN TWD Z LR EIND, REFTICIIRARH L 0D, L EOFRERIT, U~
7 200 mg Q2w DA NEL O E L7 BE COREMEOFHii 2 XFT 5D TH 5,

BEHIIIE S DOHEATIZ RT3 2 3N DUV TIX, Y b= 7 200 mg q2w OfEfei 512 L 0 FRe 03589 H i
oo T X MEREE B Y L~ 7 200mg 2w D% 51T TE YD Week 52 OFRF R CTHEITA R G172
Dol BFDOEIE (65.0%) 1%, Week 100 (60.6%) DORFSE TIHIE—EThoTz, 7 ¥ LMEKERT
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B UL~ 7150 mg Q2w D 5% 52 1 TW I EBFIZ O W T EITH B S 72 - 72 BF OEIE 13 Week

52 T51.6%TH V., H VU L~7 200 mg 2w ~DEJEE 2 % TlE Week 100 T 50.2% Th -7, TREIN

72180 | IRBREEE G- O RO 1 M THERE L 72 B E T 200 mg 2w ~UIEE 2 THEE Leho 7,
Week 148 (EFC11072 38R/ N— k B 4G5 3 4-4%, LTS11210 #BRIZEAT L 200 mg q2w TYEH &

Bgh L CTonD 24-1% [Week 96] ) CRIEIOREERIRE OHEST 2 3Tl L 72, Week 148 T mTSS D

N—=2F A )b OEZE L EIX, EFC11072 3R/ 3— bk BIZBWTHEAN S Y UL~ 7 200 mg 2w

THRINTEE TIIR/NTHY | 77 B R CTHRIICIBR SNIZBE TIEIR K ThHo 7o (77 AR

330, HUA~T 150 mg 2w Bf @ 1.87, ¥ UL~ 200 mg 2w £ : 0.79, X 6) .

6 - Week 100 & ' Week 148 THO MTSSDR—R 51 U b DEHELE - ITT £ (R#IZEFC11072
HE/S— kB, Oh— k2 TS VA LIEE N LTS11210 HERIZTH 1) )L< T 200 mg q2w THéfE L -8%)

4.0
s
30
25

204

Mean change from baseline in mTSS (0-448) + SE

0.5
0.0
0.5
BL 100 148
Week
# Patients
Placebo 244 240 237
Sarilumab 150mg 232 232 228
Sarilumab 200mg 24 238 239

Ak LTS11210 Placebo + MTX
BBl LT511210 Sanilumab 150mg + MTX
@99 L7511210 Sarilumab 200mg + MTX

BL = observation prior to first dose of investigational medicinal product in Study EFC11072 Part B

Week 100 in figure = Week 48 in Study LTS11210; Week 148 in figure = Week 48 in Study LTS11210

Placebo, placebo + MTX, sarilumab 150 mg, sarilumab 150 mg + MTX, sarilumab 200 mg, and sarilumab 200 mg +
MTX refer to treatments received in Study EFC11072 Part B
PGM=PRODOPS/SAR153191/OVERALL/CSE_EU/REPORT/PGM/eff xray meanchg i g.sas

OUT=REPORT/OUTPUT/eff meanchg mtss i g x.rtf(22APR2016-10:46)
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Week 148 (ZBIEI D X BRARIEITR I S 72 0o T BE OEIA 1L, EFC11072 3Bk S— F B TH U /L
~ 7 200mg 2w HETH S 72 EM T 51.8%, VU /A~T7 150mg 2w BECTHHT-HEMT44.7%THY . 7
TR RBETH o T2 HEHD 36.2% & fix LK > 72, Week 148 TRIHT D X BRFAIEI TN DR T B
FHOEIGIX, Week 100 (EFC11072 3R/ ~— F B BAAA D 24E1%, 377205 200 mg 2w TOIEHEIZY]
DEZTHD 1) TRONZEIG L RFREICHER L T,

EFC11072 3R/ 3— k BIZHB W TIRE 70kg (EN EFC14059 SRERDARE DK 90 /X—& L X A V) K
O BFE TOMMAERZ AV X RPRIEITIHI O R 2 MEt Lz & 2 A, REOBRWEEZEMITBY
THH U ~7 150 mg 2w FE L D 1 200 mg q2w #ED 7 03 BIFIE O sl @ -7 (K 7)

U bEDOT =428, MTX VR ATSTH - BE RO &b 1 HID TNF-o [LEENHEAR
53 IR T - T2 BFITY U b~ 7200 mg 2w & IR G- L7z & SERRIICE®RO & 510 I
DRRT 4y MRS 2 2 R IFFEN D,
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7-4kER (<=70kgand >70kg) 2k BREEEND MTSS DR—R 54 VA SOEILE- ITTHH (EFC11072 58/ S— k Bak—+ 2)

Body weight <= 70 kg Body weight > 70 kg
104
10
o
g
7
= 4 61
v
’
P 2 Y
2 Y 3
E 2
2 £
£ £ 24
£ 21 &
E g
< S 0 4
§ o =
=
24
2
—®—® Phb+MTX
@ -9 -® Sari m; W+
TN ] #m e SmaomeaMiX
- — @ — @ Sari 200 mg 2w + MTX ! ! I
i — : : BL 24 52
BL 24 52 Week
Week # subjects
# subjects Plb + MTX 211 183 192
Plb + MTX 174 155 160 Sari 150 mg 2w + MTX 193 168 175
Sari 150 mg q2w + MTX 188 175 177 Sari 200 mg 2w + MTX 217 188 197
Sari 200 mg q2w + MTX 175 158 162
BL: Baseline BL: Baseline
PGM=PRODOPS/SAR153191/OVERALL/QREG _JP_2016_01/REPORT/PGM/eff chg3_i g.sas PGM=PRODOPS/SAR153191/OVERALL/QREG_JP_2016_01/REPORT/PGM/eff chg3 i g sas
OUT=REPORT/OUTPUT/eff chg3 i g mobi_mtss_lo_i.rtf (12MAY2017 - 3:29) OUT=REPORT/OUTPUT/eff chg3 i g mobi_mtss_hi_i.rtf (12MAY2017 - 3:29)
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472 RAERIG

A2 TR X 51z, HAANRA BHE LAME AN RA BE TH U L~ 7 O PKFHEISEW TR S L7
o7z, EFC14059 AR & EFC11072 A5/ S— b B OBRF ORFEEDOE T, AFEZETIERL, (KEO
BWICEDbDTH D, PKEMER OMREE-SUSERIT, &G SN HEICH L, KREXRFRBEETH
FUXAARNBEE LAENEE CHBETH D Z LRSI TS, PD XA A~ —H— (CRP LT SAA)
(ZBEE Y D BR R E-SUSBIRIC OV T O HARAN L USMNE A RA B ORI 2, IREARRE DR
ARANKOSMEN RA BE ThHIVUR, FERADIMFAGEE (ACR UG O DAS28-CRP) M M2 D
FHEEE (ANC) OFfSRBRBETH D Z LW RENT, ZDT Edh, HERIEDOMRHT R OHESE FH &
OFEIL, LLUFIRTEN L O O T AHRER OB R RIS T T o 72,

EIN L Qg D% AR OGIMER R LY, U r~T7 02 FE L L& OYER O E, FIK
FERE DUEITH L CRIENRD b, ¥ U b~ 7 200 mg 2w D ik « FAED 55 RA BEIZBW T
RIS BIFCH D Z LRI,

o RA O & OJER DN TIL, RABFIZENT, U /L~7 150 mg Q2w (ZLEEE LCTH U v
~ 7 200mg 2w D HFNBBLRRIF ThoTlz, £/, TOZEIL CRP KT ISR ED
ATl <MD ACR 27 & > MR CRP LSO A HIFHEE H 2> b H S5 SDAI & U CDAL
IZHR8 bz, #ESE EFC11072 i8R/ S— b B2 W T, IO A MEREME H 2>\,
Week 12, Week 24 &Y Week 52 TH U /L<7 150 mg 2w FE L U &% U )L~ 7 200 mg 2w #f
TLEWAEREEZ B LR L7, [EN EFC14059 3Bk (2350 T ACR20/50/70 & o 7= 18
e OVEIR D FEHE Cti % 5B OB R FFLE Tdb - 7228, R E 60 kg A OFME AN BFITEB T,
ACR20/50/70 tizE31%, VL~ 7 150 mg 2w FEIZ < B U L= 7 200 mg 2w #ED 5055
o7z, DAS28-CRP. SDAI } UF CDAI O ¥R ETEEMMEFEIFEIC I T, K 0 ZRlAS A 70 B PR Y
EfRAFREE L L7234, [EN EFC14059 BRICEW T H Y U b~7 200 mg 2w B CT—E L T
150 mg q2w BEIZ X L WO DSF8 0 Hav e, BT Tk, Myl 7R C RF X3t
CCP HUANEMETH - T HBE BV T H Y U b~ 7 200 mg q2w BED 7 BB BAFCTH -
72

o  HAHEEEICEET D HAQ-DI D _X—RA T A L nD DZALEIT DN T b | 5 M OVER & [FIRE O
MmN bNTZ, T72bb, ARBRICEW I Y L~7 150 mg 2w #£ X Y $ 200 mg g2w &
DFHPRIFRHHETH Y | BN WO Il G RO RIIFARE Th 7203, 2 bHITE
WA DEBE DR EDFEIZ L DENTH D L EX DN,

e St EFC11072 &R/ S— | B @ 1 M OB E % O X #7007 B O IERIHEE 0T (X
BREWIHEST) 12OV, U b~ 7 200mg 2w BEIE, U L~T 150mg 2w AE L 0 B X HRT:
HIETT Z B L7z, Week 52 TOMIHOREEIL, 77 B AR LY U b~ 7 150 mg q2w Bf
J Y200 mg 2w BECTZENZH 68% M N 91% TH - 7=, XA TN AR SN0 - T2 BED
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EHEITBWTH, U~ 200 mg 2w BEDO H A 150 mg 2w BEL Y &> 72 (mTSS : £
FA55.6%K N 47.8%, B A AT 162.2%% 1N 54.8%. BIFIZLRUM/ MY, : 70.4% K 1Y 61.8%) .
X BEAHIEIT N D NR o T (N=A T A B DEED 0LLT) OEIGITHONT,
Week 52 TOH U /L=< 200mg 2w FE & 150 mg 2w EE D7 (7.8%) 1E. 150mg 2w fE L 7
TERBELOMDZE (9.1%) EFEBRETHoTo, 4 v XL, $ U /<7 200 mg g2w T 150
mg 2w BEICKT L Week 24 T 1.516 (p {5 0.0034) . Week 52 T 1.365 (pfE 0.0270) TH -7z,

REE 60 kg Al DAME A RA FBFIZ OV T, S2 lMIZ 72 o T X AP BIHI R E Ol T 4 7R
/ot (mTSS DELE 0LLT) HBEDEIAIX, UL ~7 150mgq2w  (53.6%) L Eb
iz L, HVU~7200mgq2w i (66.3%) TEiroTo, £, EITERI RN STZBEDOTT
YARBCKRT DA Xk, U A~ T 150mg 2w BE (4 v XEE2.0) (2 U <7200
mg 2w i (4 v Xt 3.2) TREMho7,

o SF-36 Ml [ L7z BR COBEME T U b I LAOENTCIE, B U b~ 7 150 mg 2w FEDIR
PNRIL, PV ~T7200mg2w BE LV /&<, IR ED—BLEETARONT, ¥
U L=7 200 mgq2w AT XV BAF72h B R iz,

HESE LTS11210 iBRIZ BV T 200mgq2w“@?§'€%‘b%ﬁﬁﬁﬁ“b*ﬁ7ﬁ1 S DD HALTZEE 150 mg q2w
(RS D HEICHE > TRE L2581 b U b~ 7 D200 mg & %5 L T 2 LoL oA Zh I A3 Rife
L7z, T2 5, 200 mg 2w % — Eﬁ;ﬁf‘ﬁ?&ﬁﬁ“é LT, OBHIT 150 mg 2w IZIE L7ZHATH,
RA OB e OERR, I N R RE D S 235V T & 72 2 RS «&ﬁoimfmwf:o S
STHICFEIR L7=Z2MET — 2 5, 200mg q2w AETIE 150mg q2w B L VD & EFIR R O F L #3135
WHETREMED B 2 & D DRRYLIE 72 & O FHFROFBUFE 3 H & J&fbﬂ\fmwto

RIS V=7 200 mg 2w 2 KRFT ORI E LT, BT TDOZ &R,

o RABEHIZEIT DA KT A > Tl Treat-to-Target 23 S F1, RA O R 72 BAE AR I 0 1
1T 23 2 72 9DI2 L RN IR A R S X E LA RIS B R O R BB IC B S & 5 F %
TR EREIZ 3 7 HHNLZ BALE LTI A 7 VB HELES LTV 5 (55),  [EIN EFC14059 55k
IZBWT, BERACEE 2B 50056 3 5 A LA O RA O5ER ONEIR O (K0 ks e 5Lt
Td % ACRS0 TN ACR70) K OYRBIEEIMEDIN T (DAS28-CRP %A, SDAI % fi, & OF CDAI
FfE) 1L, UL~ 150mg 2w BEE LB L CH Y L~7 200mg 2w BEC LV BIFTH - 7=

(F14) , F72. Week24 TT T ANV VL~ TIZUI 0 X 7B (294) 2B\ T
DEREZHBO 12BROAEIMET —F %, H VU IL~7 150 mg Q2w BEX O VU L~ 7 200 mg 2w
BEOFET —% (161 4) TN UERBHNCFZINT 21T o 1o fER. TV b~ 7 Ok 54
(7T RRNLOYIFRZBEFBMESN TS, &5GOH (Week 4 KT Week 12) (ZF0
T, VU A~7 150mg 2w BE L D &4 U )L~ 200 mg 2w B TGRS E D> 72,
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o EWF) DMARDs Th 2 k) X~ 7 Tid&hB4A% 12 EANIC CRPEA ER (L L7z BA
ANRABEIT, EFLLRDP o7 LY b, &G 24 A% KO 52 1% D DAS28-ESR Fafif iz
RPN T2 L WRE SN TND(56), £72. HAANRABEHEIZBWNT, X—=ZF A D CRP
EAENZ S 1L TETmTSS DL EN 3.0 EHINT 2 EWR DO 1>TH Y AW DMARDs
ERMICEGTHZLICLY, ZOEMEZK T EE25 2 EnHE STV %(57), EFC14059
ARERIZFB VT, Week2 (FIEIFG-1%) @ CRP S IEFAL L7z & A7 5 0.3 mg/dL Al D BHE K&
N CRP BN IEFAL L7222 572 0.3 mg/dL LA LD BFITI1T % DAS28-CRP OFRIFHERS D Fit& g fir
EERBINAT o T-4ER, YU b~ 7 200 mg 2w Bf (86%) D578 150 mg 2w B (69%) LV
t CRPENIEF AL (0.3 mg/dL Kiii) L7-BEFOEIENEN-Tc, £, #IEIEG#%IZ CRP
DIEFEAL LZe o T B Tld. EOBORRHER I W T, U L~7 200 mg 2w FED 73
BV L~7 150 mg Q2w B X U # DAS28-CRP DI/ 3 K& hoTz,

UbozZ ens, U ~T7 Ok HEZ, TEE, AT v~7 GEEFHEZ) &L
T 1H200mg % 2 HEMR TR TEGT %, ok, BEOREIZED 1E150mg IZETLHZ &, |
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& 14 - Week 12 TOERRKRME - mITT &£E (EFC14059 FER)

Sarilumab

Placebo 150 mg q2w 200 mg 2w

+MTX +MTX +MTX

(N=81) (N=81) (N=80)
ACR20 at week 12, n (%)
Responders 15 (18.5%) 54 (66.7%) 52 (65.0%)
P-value vs placebo” - <0.0001 <0.0001
ACR50 at week 12, n (%)
Responders 5(6.2%) 22 (27.2%) 25 (31.3%)
P-value vs placebo® - 0.0003 <0.0001
ACR70 at week 12, n (%)
Responders 1 (1.2%) 5(6.2%) 15 (18.8%)
P-value vs placebo® - 0.0999 0.0002

HAQ-DI (= 0.3) at week 12, n (%)
Responders 19 (23.5%)

P-value vs placebo® -

39 (48.1%)
0.0010

38 (47.5%)
0.0016

DAS28-CRP remission at week 12, n (%)

Responders 3 (3.7%) 21 (25.9%) 27 (33.8%)
P-value vs placebo” - <0.0001 <0.0001
SDAI remission at week 12, n (%)

Responders 0 2 (2.5%) 7 (8.8%)
P-value vs placebo” - 0.1537 0.0063
CDALI remission at week 12, n (%)

Responders 0 1 (1.2%) 5(6.3%)
P-value vs placebo® - 0.3088 0.0231

Sources: 5.3.5.1 EFC14059 Week 24 Appendices [16.2.6.1.6.1], [16.2.6.2.2.1], [16.2.6.3.2.1], [16.2.6.4.6.1],
[16.2.6.4.7.1], [16.2.6.4.7.1], [16.2.6.7.2.1], [16.2.6.7.5.1], [16.2.6.8.5.1]
ACR20/50/70 response = at least 20%/50%/70% improvement from baseline in both TJC and SJC, and in at least three of the HAQ score,

CRP[mg/dL] and three VAS[mm] assessments.

Patients are considered non-responders if they started rescue medication or discontinued study medication prior to week 12.

Note: Percentages are calculated using the number of mITT patients in the corresponding treatment group as denominator.

a CMH test stratified by prior biologic use (Yes, No) and weight at screening (< 55 kg, > 55 kg)

Property of the Sanofi group - strictly confidential

(electronic 2.0)

Page 78



2.5 ERERIZBE 9 2 BE4E ST
SAR153191 -4 1J)L= T GEGEFHEZ)

8-Week 2 TM CRPIZ&L 4 T J)L— T (0.3 mg/dL ki .0.3 mg/dL LA E) Bl . & KFEEF D DAS28-CRPDR—RX 54 Ui b DEILE- mITT &M (EFC14059

HER)
CRP at < 0.3 mg/dL at Week 2 CRP at >= 0.3 mg/dL at Week 2
0.01 0.0{ e
20,51 2 -057
H H
£ -101 2 -1.0
Q <
SESIEE 8 .15
2 2
E -2.01 = -2.07
D .;
8 8
= 2.5 S -2.51
2 2
= =
g -3.01 g -3.01
=] =]
& &=
g 351 £ -3.57
= =
3 2
S 401 S -4.01
= =
g $
= 457 *—e—=e Placebo + MTX = 457 +—e—e Placebo + MTX
o-o--o Sarilumab 150 mg 2w + MTX - -®--® Sarilumab 150 mg 2w + MTX
501 9—o—o Sarilumab 200 mg 2w + MTX 5.0 #—e—e Sarilumab 200 mg 2w + MTX
BL 2 4 8 12 16 20 24 BL 2 4 8 12 16 20 24
Week Week
# subjects # subjects
Placebo + MTX 3 3 3 3 3 3 3 3 Placebo + MTX 78 718 76 76 72 71 33 27
Sarilumab 150 mg q2w + MTX 55 55 53 53 53 52 49 48 Sarilumab 150 mg q2w + MTX 25 25 25 25 25 24 21 19
Sarilumab 200 mg 2w + MTX 69 69 67 66 65 63 57 53 Sarilumab 200 mg q2w + MTX 11 11 10 10 10 10 9 9
BL: Baseline BL: Baseline
PGM=PRODOPS/SAR153191/OVERALL/QREG JP 2016 01/REPORT/PGM/eff chg bycrp4 m gsas PGM=PRODOPS/SAR153191/OVERALL/QREG JP 2016 01/REPORT/PGM/eff chg bycrp4 m_g.sas
OUT=REPORT/OUTPUT/eff chg bycrp4 m g kake das28 lo_irtf (1I2MAY2017 - 3:34) OUT=REPORT/OUTPUT/eff chg bycrp4 m g kake das28 hi irtf (12MAY2017 - 3:34)
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473 ¥HERE - AE
E NSO EFAR R CTH O RICESE . IO 0 RAIOHERHE - HEEZRET S,
U K OV & ]
W, RAIE Y b~ T (B Z) & LT 1IE200mg & 2 B TR P55, 72
B, BEORREIZEY 18] 150 mg ([ZHET 5 2 &,

474 HEREIO—EM
AR L7=@ v . U b~7 200 mg 2w BEX O U L~ 7 150 mg 2w BEO G ZMET 1 7 7 A Vi,

HAN RA BBV T, MTX LIS DMARDs §f T XUTHLARE S L CEH L7 CRIKCTH -
oo Flo, U A~T OFINET 0T 7 A MK, 7T B R RRBRISHEAAN S HARAN K OSNE
ARABEZICBWCRETH -,

Fo ) R~ 7 MRl ORI E Lz 24 B OF v V) 7 L—% —3 Bk (SFY13370 #&BR) . FEXS
L IFERO ALK 5 24 M OL MRS (EFC13752) | KO — A ¥ =7 Z—DHH
PEICEIT 2 12 OB (MSCI12665 #Bh) 2BV TH, EREAME LTHEOMERRH STV,
SFY 13370 Je Y MSC12665 TIIANMED FEFEIZTEH ) TIL/R > 722 . DMARD 2l L7z & & D Z
o ORBEOBEIZB T HAET 2 7 7 A Vi, EFC11072 3%/ — h B XN EFC10832 ikl & — &
LCWe, F72, EEMH. FERROBEARERBRCh 5 BEFC13752 B Cix, HARLEE LTodY
N~ T ORMEE, PEHEGREE L TR EEOFIMEE —B LT,

EFC14092 35 (235 T, MTX OfkFe 5-12xh L CRHRAR 140, AT AR Y) &Il S iz B
IZBWT, YU JL~=7 200 mg 2w & HARE G L7ZBOFIMET, 74U A~ T ICHNBIFTH- 72,
KRR OANMEDFERILT 7 B AR TORMK L —H L TEY, /o, RAIIKTT 248793
FELTERBINTWET XY AvT GWRAFSRGE, 212 1 BB 1 B G2 E )
Sl LT, YU b~ 200 mg DR R OB S RGE S iz,
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* 15-Week 24 TO ACRHEE -

(EFC14059 i#B&. EFC11072 i#B&/\— k B. O7R— k 2 R U EFC10832 5X5%)

Japan Study Overseas Studies
EFC14059 EFC11072 Part B EFC10832
Sarilumab Sarilumab Sarilumab
150 mg 200 mg 150 mg 200 mg
Placebo 150 mg q2w 200 mg q2w Placebo q2w q2w Placebo q2w q2w
+MTX +MTX +MTX + MTX + MTX + MTX + DMARD + DMARD + DMARD
(N=81) (N=81) (N=80) (N=398) (N=400) (N=399) (N=181) (N=181) (N=184)
Week 12
ACR20 18.5% 66.7% 65.0% 34.7% 54.0% 64.9% 37.6% 54.1% 62.5%
p-value vs placebo? - <0.0001 <0.0001 <0.0001 <0.0001 0.0013 <0.0001
ACR50 6.2% 27.2% 31.3% 12.3% 26.5% 36.3% 13.3% 30.4% 33.2%
p-value vs placebo? - 0.0003 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
ACR70 1.2% 6.2% 18.8% 4.0% 11.0% 17.5% 2.2% 13.8% 14.7%
p-value vs placebo? - 0.0999 0.0002 0.0002 <0.0001 <0.0001 <0.0001
Week 24
ACR20 14.8% 67.9% 57.5% 33.4% 58.0% 66.4% 33.7% 55.8% 60.9%
p-value vs placebo? - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
ACRS50 9.9% 43.2% 38.8% 16.6% 37.0% 45.6% 18.2% 37.0% 40.8%
p-value vs placebo? - <0.0001 <0.0001 <0.0001 <0.0001 <0.0001 <0.0001
ACR70 3.7% 18.5% 15.0% 7.3% 19.8% 24.8% 7.2% 19.9% 16.3%
p-value vs placebo? - 0.0033 0.0120 <0.0001 <0.0001 0.0002 0.0056
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DMARD = disease-modifying anti-rheumatic drugs; MTX = methotrexate

ACR20 response = at least 20% improvement from baseline in both TJC and SJC, and in at least three of the HAQ score, CRP [mg/dL] and three VAS [mm] assessments.

ACR50 response = at least 50% improvement from baseline in both TJC and SJC, and in at least three of the HAQ score, CRP [mg/dL] and three VAS [mm] assessments.

ACRYT0 response = at least 70% improvement from baseline in both TJC and SJC, and in at least three of the HAQ score, CRP [mg/dL] and three VAS [mm] assessments.

Patients are considered non-responders if they started rescue medication or discontinued study medication prior to week 24.

Note: Percentages are calculated using the number of mITT patients (EFC14059) or ITT patients (EF11072 Part B and EFC10832) in the corresponding treatment group as denominator.

a Cochran-Mantel-Haenszel test stratified by prior biologic use and weight at screening (EFC14059); by prior biologic use and region (EFC11072 Part B); by number of previous
anti-TNFs and region (EFC10832)

Study EFC14059 appendix 16-2-6-eff-response-data [16.2.6.1.6.1], [16.2.6.2.2.1], [16.2.6.3.2.1], [16.2.6.1.1.1], [16.2.6.2.1.1], [16.2.6.3.1.1]
Study EFC11072 Part B appendix 16-2-6-eff-response-data [16.2.6.1.1.3], [16.2.6.1.7.4], [16.2.6.1.8.4]
Study EFC10832 appendix 16-2-6-eff-response-data [16.2.6.1.3], [16.2.6.3.4], [16.2.6.4.4]
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48 AUEICEAT LER LR

ERNT Y v 73k (EFC14059 #llR) O FEEHGE H Tdh 5 Week 24 O ACR20 BEZRIZHBVT,
MW7) v 7 x5 Bk (EFC11072 3B/ S— bk B) L[RERIC, YU~ 7 150 mg 2w BEAX OV U
=7 200mg 2w FED 2 iR L 27 T BRI DEBMEDREES N2 &0 6 T —Z D4t
FRIXFTHE &Il STz,

[ElPN EFC14059 iABRIZH T, Week 24 TD ACR20 d#ERIL, VU Lb~7 150 mg 2w Bt (67.9%)
KO UL~ 7 200 mg 2w £ (57.5%) TRIFRETH 720, K0 EZRAREELFHMEEE Th DR
(P fiE (Week 24 T DAS28-CRP 28 2.6 A, SDAI A% 3.3 LLF KT CDAL 23 2.8 LLF) 122\ T, #
VIL=7200mg 2w BEDZER Y U L~ 7 150mg 2wt L D & —E L TE < Y U b~ 7 200 mg 2w
HETIX T XTOHA T 7 BARREICK L TEWAIINEZ R LT (77 2RI 5 pfiE: DAS28-CRP;
<0.0001, SDAIL; 0.0043, CDAI;0.0147) ., %72, Week 24 Tidh 54172 RA O K OVER Ok, IR~
BIEEIPEDIK T, B IRBEREOKEIL. Week 52 TRt T 5 Z L3580 bz,

[ElN EFC14059 S BRIC BT, H5-58%46 3 » HELN D RA O K OYER OekE (L0 b 72p e
Td 5 ACRS0 XL TN ACR70) K OWEBIEEIMEDIR N (DAS28-CRP Fifi#, SDAIFEfi#, & OF CDAI Ffif)
X, VU A~T 150mg 2w BE L LS L CH U L~7 200 mg 2w BECL W BAF CThHo7z, U A~T
DA 51212 CRP A IEF AL L 72 o 7o BB Tk, £ 0% OREHER IRV T U L~ 7200 mg 2w
FEDH RV L~7 150 mg q2w BE L 0 & EUEAYIZ DAS28-CRP DD K E o7,

HAANRABEIZBWT, YU A~TOXHEELZ MTX 0FH THR G Lk E | ARG X T MTX L
4@ DMARDs i fl T 5- L2 T, 5RO LN GIMET a7 7 A WIZEWT R Lo T,

RENFRETHL5E,. AANRABHE LIEA RA BFH TORE RO ER A 2O
EORGIEREECH 72720, HARNRA BEDOIRK & L THERANE - HEAHRET 28R, Mo
B ORHBRCORREEDLETHND Z L IR Y B2 D,

F U IL~=T O RA KT DUFIMNRIRBR 7' 7 7 Z A TiE, #10 DMARDs XX TNF-a BHERKIZ L 5
FRIEBMEO 2 hr— B RRThH o7, WX D OFANZK L TR Cdh o 727212,
RBIEENPMLETH 72 RA BE % 40 » ELL BB LTz, RA BEITHT DA 0MEX. MTX 23%h
B+ ThoTmBE % UFEM LS EFC11072 588k, WWONcA 72 < &6 1Al TNF-o [
PN BEAF 3 IR CTH TR E k5 & L TEME L7 EFC10832 iRBRD 2 2D 7 7 v R % R
I FHRBR I BV THEES T,

THEFEMTE H Td 5 ACR20 (Week 24) & O'HAQ-DI(EFC1107255%/Y— k B Cix Week 16, EFC10832
R Tl Week 12) T 7 B ARRICK L TH U b~ 7 200 mg 2w #8150 mg 2w FEIZHBWTH
BRWENRLONTEZ E0D MTX BEIRA+ 5 ThH o 72 BE LUV &b 1 H10D TNF-o FREHED
WA SUIARMCTH > 7 BE KT D3V v~ T OMEPRGEES T,

[ R K OV RBRIC B W T, BRIR EOFERSEDI R, VU v~ 7R 5-BIA1: 2 3 B IZR-<
HIRD BT,
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Fo TV A~ T L DI RITIT R0 IV 5 77 2 AR RS ARERER IC 35 T
U <7 200 mg q2w BE T 150 mg 2w BEOWT OB GE2Z T 2BED 5 B, 10%LL L33
PRERRPIBOE (ACRT0 73 24 B [BfkHE L CREERLS LTV D Z & L EF) &R L7z, ACR20 DR
Frgeid, EHIRBRICRIT L TR G 2 ilkkt L7238 2B\ ¢, EFC10832 3B Tl 1 4£LL . EFC11072
AR/ S— F B TIE3EU ETRO L,

EFC11072 3/ N— B TI&, XMHFRIETH, VL~ 7 200 mg 2w £ 5- 1 BRI W TT T &
T LT 1%l S5 2 E AR SiLic, U =7 150 mg 2w (23 T HHETAY 68% 4] &
NI=23, ZORREIT 200 mg 2w DN RITITE L oo 7o, XFRFEHT — X 12D\ T ORE S34T K O
WAHMTE B OfRHTIC X D RIZTERT & — B L W22 &b, FEMHNT ORE RISV T O
DRENT=, U ~7 200 mg 2w 12 L5 XARFRETIHNL, BE5RBZOF< L 24 EAIZA S
iz, fkeaRD T —& Zxtge & LIcf@fr Cik, U b~ 7 200 mg 2w & — EHIEE 53425 2 & T,
ZDBITHRBEMEEDRO SNDEHAICY VI L~T 150mg 2w ~EE L2 L LTH, #5EH i
R 2FEMITHOTe - T 200 mg 5O NFE T2 Z L AR SN, &I H Y L~7 150 mg 2w
DG EZ T EE T, 77 BREELD & XK FPRRHIE B ORI BAF Th - 708, WEiEes
OFNL, YV b~7 200 mg 2w OG- Z ke LT BE TR ONTFERICIIE S 2o 72, B
WERRE OET oMK LTk, BERE TR ONIRER & [FERIC, RED 60kg Al BF T
THH VU IL=7 200 mg 2w FEDOZNEZ Y Y L~ 7 150 mg 2w HE L U b - 72,

N AHREET BEBRRE, & T DMARDs (T & 2 10 WIS < S 2 1S B T A ZEORE R
5. RATGIEDT=D DA 72 &b 1 HID MTX % & T DMARDSs 232 A0 SUIARIM Td - 72 & 1T
BT DUV IL<7 200 mg 2w DEZINEIZ DUV TOREREM: R O—EMEREAHT H vz, RF X UL CCP
PUAOM B e BRI EED BE T, 150 mg 2w O R - FAEIZ X D RA O K OYER O Lt
WAL 700 Z E DS EIND, O X I REFICH, 200mg 2w OFEGETIHRFETHZ &L Tay
ha— /LR HEETH D,

[EN LTS13618 5BRIC D\ T, PFIERE Tix. MTX LISt DMARDs O BAIFE U0 # LD
NFINAA53 T - 72 BFIZ MTX LA D DMARDs i T4 U L~ 7 150 mg 2w X% 200 mg q2w
G LT & WAL CIE, MTX A, MTX IBRAREY), H 5V E MTX ORI+
YT BEIZY Y L~ 150 mg 2w X 1% 200 mg 2w D HEARIEEIT 7= & T OFMEE BT L
Too ARBROAIEOFERIT, TR CTOEEEIZIB VT, [EHWN EFC14059 B DYV )L~ TR TR S
N7-%FHmEH (ACR20/50/70, DAS28-CRP, HAQ-DI) (2% 2 it 5 & [FIFEHE D RA D#fs K& OVELR
DokE, FEFEMEOIK T, ROFEEREIEOSEN A DI, TOREIT, Week 52 £ TRt 5 2 &
RO BT,

L DOUFHNEE T AHGRER CIIAIMEDORGEZ EEHE LTV ooy, U b~ 7 2 HAIRE S L
THEG L7c L & (EFC13752 #R) X DMARDs %% & fFH L7- & & (SFY 13370 3k & O MSC12665
RER) DR EOFEINMET 0 7 7 A iE, LEDO T T B ARROF AR O 3 35k T5 b - iR
E—EB LT\,
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WS EFC14092 35k CTld, MTX Ofkfese 5-12%t U TR RAR 40, A IR Y) &Il S iz B
[ VL= 7 200 mg 2w & AR G- LTz & 2 ORISR T2, KRBROFIMEDORERILT 7 R
XHEREBR CORER E—B L THY, /o, RAICKT AW FHRAIE L TERKRENTWDLT XU A
~7 (WK TORBHAE : DREATH2EGE, 28I 1 EEE 20 1 [EE5I2Z88R) &g LT,
U~ 7 200 mg DR RO EBNEDFRFE S 1172,

F U= T D 200 mg 2w HEHIZ LV | RA OBEROEROSE, FEEIFEMEOIK T, FiEiED
BEN R S, Fo. WANRBRIC I THEATME D> A B 3 0> B SR 4 J5: A 2 AR L v o
EWRENTe, TOXIIC—HLIEAIMEROFRHMELERE T 2 & RATRRKICBWT, A72r< b 1
#1100 DMARDs 238 AR 453 AT A T & o 7= BF % LT U b~ 7 200 mg 2w DR XN 5,
VU L~=7 150 mg 2w T, FZA DMERENT X ORIRAMERTIZ VT, Y b~ 200 mg @2w &
RIS, 77 ERICx L THEREBEEDSRSILTO D, IRORRE LY U L~ 200mg 2w L D
HRRIE > T2, RIS, UL~ T 150 mg 2w OG- 2 Z 1T CW=BEDLEE, U L~ 7 200
mg 2w ~OEIRE 22 030 b 63, BIfiEEIT 200 mg 2w #5217 T2 BFE LD T LT
77

EINFRER TOH U b~ 7 200 mg 2w FEE H U )L~ 7 150 mg Q2w FEOFZhIEDZET, MR
NSV KRB IR R O A OB RIS & S L FRR. TR TOBHEITBW T
U=7200mg 2w A HESER L& 2 5 A L B ORIESUTERIREONIZ L 0 3 U L~ 7150 mg 2w
ZHHEE T 5, WARERT MTX & OOFFIC L 2 BHINEHRICIH VT, A1 [E] 200 mg % 2 JE[HIRE T
925751 B 150 mg OG- X 0 & B O &R G ORI I RAEND Z E PRI STV D
T EELEE 2 AR OB REETRET D BRICITEE ORBCEIK G, BT R ST 5 1 % %
BETHENLEEND,

ENIZ 3\ TR OREIERIHRE O BG IR BI 3 2 BRAR BRI ARGRZIZ T 2 & L TV 503, skt
BROFER NG ENTORREZ ORI TS, BEIREEFICEE L R OMER 223 572
DIZIFY Vb~ 7 200 mg 2w DL - HETIHREZRBT O EBREE LW EE I LD,
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5 REHOHEFE
FY AT EBE Lk & ¥ OREMICET 5 HIERURERIC OV TOEH % [Module 2741077,

51 #E
HEADORABHFICHT AV V=T 0EEER, YIA-702HE (FY <=7 150mgq2w B

X200 mg q2w) THEHE L-EMNE I HRASE (EFC14059 38) RUEMNS IR (LTS13618 3
) ORRICESEFMLUA, £, BIHEARI 2 S (TDU13402 8K U PDY14191 3#%) #H
ATERBLE,

EHNFHBOZ ST, Week24 £ TILHBONESMMITEE (4 DBFE O Week 24 D Hfz
HETOTF—#) & E L, 2612, HilREQ THki 7 - /2 EFC14059 308k & (F LTS13618 348k
BETLERIC, YA 2 8@MBE LELZ0ERLEEES2S0ENE ST — 7 2018
T#®RLE,

Ebhiz, BERALUAO RABFICHT2EEMIKEEREESR (FDA) ~04HFrMAIRE
HIEFE (20156 10 A) IC#EH LcEnEBiieTet7 - IcESEFMm L, EAERFEES
W7 —Ficik, BAFEIHEUCELNMARARB T2 L 1RV Y A= 05 E2%T2 3019
HADBEDPOOEREBEENTV S, EAEBRHESEEET—Z IS0 TR (LTS11210
s8R 0 MsC12665 38) © SAE izoW T 2|8 PR Ecicmt sh g e RS T
fili L=,

Fie, B oBFEICAWERAREL LTT7 Y A7 40mg q2w &4 U <=7 200 mg 2w & gk
e 5 —HEmAR (EFC14092 %) 215 5, ARBIENABHFSEEET —F ~—AIZIRED
fedofed, Blig[Module 274, S14EICEHEZ TR L,

S HICHEFMETFRERE RS Y I BEREZ SR RALAOBE LS L L 355 (DRI11073
BB, LTS11298 3B K (F ACT13480 38 12N ARG SEEMT —F <—Ricghish-75t, 3
#[Module 2.74, 52418] ICE/M %R L1,

ERMic, BERBTHLOAEH Y AT OEEE T 0 7 7 A VIZEAOERBFE L TR IRD
eI o7 AL RKEREFTRL, £PFH DMARDs # W= FHREICL S RAERICET S
BATOMBEHEEL —HLTH5D,

52 RE2HHEFE

HEMNORABHICxT AV VAT OE2MET, YLD 2HE (V)< 150mg 2w
X200 mg q2w) THEHE L-EMNE I HRASE (EFC14059 38) RUEMNS IR (LTS13618 3
) OfRSRICESEFNM L, BERAGSEM (-Pool) TOEEMMEITAT —# ~— A D Week 24
FCeoF—4 Az, EFc14059 3 20 = 8 B, Lrsseis im0 = A P THo
oo
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kB, EEEROEEET—F L LT, BERAFGER (-Pool) @ s52EMHEFER (5280iGE
EREMMECEMO T +0—7 » T HHEE ST) OfREE54618 (TEAE) RUS5.1.14% (AESD
(A=l 3

F /=, FDA ~O AW Ea) AR B HEF (2015 10 A) (2 #H LERET— % i L=, FDA
HEEFC AV B A RBFS R 2T — IR T LERBROT -4 2800, —BoilfTh
DB (LTS11210 308 % U MsC12665 388) (oo Th 20| E A e F—#Hitn) BAo%
EHEF—F G0, ok, #TPORE (LTS11210 38k & 1 MSC12665 388 @ SAE|Z-2W\WTit
2l Ef A PR EcicBESh i EEAEEES LML

EHIZ, Week 4D EEMT —F R/ LNET FV L-FHAREICHT 249 V<7 200 mg
HiAIRE i O B 2 e ¥ EFC14092 R (7 -4 Ak, “HERKRER) 11, KETORZES
A (20154 10 A) TP Tho N B SE2E7T—#ICi3aniedoloh, 564
THIZ Week 24 E TOREMHEFEOENE2REB L,

6Dy 7@z AETHZ LIy, BREEOEREBEME C—HOREREHELE S TE
Ehitz, £, HAERSAMEL 2AMOBTR L LT, tho4H56) DMARDs TRH LW TWAH
EO RN FEhAEESS, BOGBEIERRE, RS ORI R 2 04 Ea0RE)
DETHE TRO LW AEEESENTFRENE, “hbOBEDREMF R AESI & L THNCH
EL, LVBIELST TaE0BEOREFRIIOVTOE=2 Y 7, B BE. RUMRTIC
B+ 2 BB RISV T O R EIE 2 TSR M BB R U SAP THIE LT,

rEREtET— % OITRFICIZZh b AESI 2V i,

IL6 2PA% L L 2 cRRAFHIND AESI RUBHERBERICES TS H HREBREIT
UTFO@E) Thad,

G P ER B By URRREME & o0 B o A HE
/)R A SiE B O & oD B EE o A 4

F b7 AT I +—¥E0 LR EVFRE£0iEH

AR BT B O i B SR i SR & DB 0 F

o FRULGE (Peic L o ifiE B OR B Fo RUERELEE)
BLEIZmAT, P X=7OBRBERBCEICHAZERICE S HIEERLOESE RABFICHE SN
TWAHZ LG, HEERLE AESIE LTRELE.
i, RABROLHOMOEHFHRROLZEE T 07 7 A NVEBFIZ, LAFIHERLOD
TIFRWVHBLEI T AESI & Lz,

o EMEEE
e HOREFRBRUN—7AREERNE (INFaAEETRLATND)
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o ifEMEEA (TNF-a[HEHK TR LN TWVD)

I 51T, IL-6 HE R OV RA OIRFFEICHE A S 2 FEANZEFA O L O TIXARWM, BRx 725 RIS H 1Y
THR%E SRS (B FErEAE) CAECDAREERH D Z &b, LLFOFESRAZ AESI & LT
BiL7-,

o RN G
o BHUE (BFlZTF T4 TFFT—)
o HIERME

521 REMFHERTE=2YT

LML, AE, SAE. VRBEOEG-HILIZE 572 TEAE, AESL, £, ERMAMK O X
WA A U EFHEEE & Uiz, £z FRTHR LARWVWERY . AB, SAE KUY AESIIZ DWW TIRIRERIE 5T
TRALAEFRS (TEAE) x5 L L,

T—sE=4Yr7EEE (DMC) (T, RBRIEHE . [RBRELEM SO HEERM &3S L2RR
OHER S v, FEhE TR O I AE K OV TAHRAER C OB DR B2 keI B L7z,

OIE A N MSTHEZ B S (CAC) 23, TRBREAEEMIC X 2 #H X3 CAC charter (Z S ATIZH
TESNTZEEIC LY FE SN T RTOET R OEIER 220 R (CV) O TEAE Z B FCHIE L .
major adverse cardiovascular events (MACE) % FF1E L 7=,

522 ZTEMUMINFZEHDESR

5.2.2.1 BERHE
HANRAEEFETOV VN~ TORZEMNT 0 7 7 A NVOEKGZRT -0, [EWN EFC14059 35k &

OLTS13618 B D Z 2T — 4 205 L. ZOBARAIEGER J-Pool) Zxt5 L L THAANRA A
HTOV I N~TORENEFHMI L (FF16)

AARNGFEEE] J-Pool) 1%, EANT 7 AL (EFC14059 #ER) . MTX LISk DMARDs f
R (LTS13618 BRI L) K OEWNREBROV U L~ 7 O HAIRRIELERN (LTS13618 3R D
HiAlpERE) OBRENOELNTLEMEERAE SR L Lic, ARAIFEHEM (J-Pool) DFENTIZIX.
EFC14059 SRERICBWTEREN T 7 B REETH - IS SN L eET — X 1T E 0 R0 o 728,
7R AREEXTY Y L~ 200 mg OFFHEED DY U L~ 7 200 mg (2 & D RIATRIFEICBAT L2k Iicils
SNTLZENT —Z IV U L~7 200mg BEOT — & & L TEDT-, EFCI4059 RERICHBNTH U L~
7150 mg OFHEEDN U U /L~ 7 200 mg (2 X D ROFTERITAT LI RICHE Sz 6 4 OREMET —
2%, ARAPEFEGER (J-Pool) DH UL~ 7 200 mg BEDIHNTICIZE D> T2,
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K 16- BAAHEEED Week 24 ETHDREUT 2 N—RITEENHHR., REBR VKRS D HRE
DEH (J-NDA)

182 DEER
BE R
Cin=g O . n 0]
£/ it SER BE R i
i
EFC14059 | ¥ JL< T 150 mg gq2w & MTX 24 AR
HEr OB R ARMREET) s
Y1) )L T 150 mg & S 1)L T 150 mg q2w & -
LTs13618 | DMARDs étFl (prmgesm) | 248
B H1JJ)L= J 150 mg g2w (B K& -
@) 24 &
BAA 1) JL< 7 200 mg g2w & MTX =
Py Yo 24 5EfE
(J-Pool) EFS?4059 FEEROY ) ILT T 200 mg g2w
AR e ammamISBITLETS | oo
‘ LARAMTX CGRFABBEAEELL |
H#1)JL= T 200 mg Z3)
1) J)L< 7 200 mg q2w & 24 R
LTS13618 | DMARDs OftA (BtFRgGERE) | <
R LT T 200 mg q2w (HAE |, 2o
EE) )

g2w : once every 2 weeks (2 @M< 1 [El., & 1[E)
MTX : methotrexate (A b kL FH— k)
DMARDs : disease modifying anti-rheumatic drugs (FREEEREH < FE)

EFC14059 SRERICE WL TH Y IILT TDEIAAEN 150 mg 2w T, FDHEY UL < T 200 mg 12 & B IEEFRDOMFAE
12T LEEBFEICOVTIE. MEABRYRHTOEERREFNE—ERICEF LD,

RI&ERT (52,81 5) TIX. EFC14059 RERT Week 24 ET TS ERETH > -EH X, Week 24 LIBDIZR 5 I
€LY J-Pool IZ&®T=, T B, Week 24 LIFE 150 mg q2w 25 Sh-BH(IEAERAEY 1) )L~ T 150 mg B,
Week 24 L% 200 mg 2w 2 5 Sz EEBEZHBAEY ) ILY T 200 Mg EHICZENENEDT=,

Fio, VU7 EMTX &2 LAWGEEOEZEET e 7 7 A NV ERFET D720, RITRIGE
& LT MTX U4 DMARDs 4R (LTS13618 :RBER DO GFEEE) KO U )L~ 7 HEAIEESE
(LTS13618 ik D HAIEIEE) e~ Lilh L7z (FF17) .
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R17-FEMALOEER (BRHR)

£H4 REEE Gl L] ERERT— 2 DR HL
a4
ERNTSEARGMBER HUYILTTEMIXDO MIX12BROEBEETHER+SLEBARA EFC14059 5B
(EFC14059 iER) 5ida RA &&
MTX LL4+@ DMARDs #ff S )L & MTX L MTX SO 1 5255 LD DMARDs 12 8R  LTS13618 REED
B&EHE (LTS13618 48 4t DMARDs M #H DESTHRSTHETAARAANRAERSE HRAELE
D AEERE)
YR TEFEEER HSUIITOEHFIEE thd) DMARDs X1 JAKIBEEZDHBANE  LTS13618 :KERD
(LTS13618 SHER D E H| E(ZHDDH ST MTXIZHA. FETIRIE HEEEARE
BEE) MTX DESR+2EBAAN RAESR
BRAHESER -Poo) HULITOEFLL BAAGEER (-Poo) [TEENfHE EFCI14059 & +
< IE MTX X (E4th o) ARAEE LTS13618 EHERD
DMARDs O # BERR UEEFIEE
5]

DMARDs = SREEEMERY DY FE, MTX=A L FHY—Fr, RA=BEEIUDTF, JAK=¥YXXFXF—+
BRAEMN Y YL T 150 mg q2w TEDH Y ) JLY T 200 mg 2w DFFARICBITLEEE 6 BIXESHHELY,

5222 @B5itER

RABE R L Lo U b~ 7T OWSNGBROFE LT — 21213, & T A OF TAH KO NAH
ABRTH D EFC11072 #R/S— ~ A, EFC11072 i S— ~ B (22— 1 K1U'2) . EFC10832 akli,
SFY13370 5B, EFC13752 3B K ORI R 1k L7 EFC11574 38k (“EHEMRZRGHE O T A 25
) TIEBEEZ /DR b 1 o EA2Z T -BEOT —% WONCHEFTH o LTS11210 385k K 8
MSC12665 552 CIZCTD v b4 7 H T L7 DOT — X 2 &7,
#Jwv7®£éﬁ7m774w_om1% I DRI FEHE T 5 729, SN OG22 et
T—H &R AT T 3 DOPFE LM /5T FHM L7z,

W77 A RER (Pool 1)

VN~ T ORENET T 7 A NVEMNLT D7D EEREMZWIN 7 T & AR5 REN] (Pool 1)
15,

W77 B AR (Pool 1) TlE, RABEZXR L LIcT X TOT 7 BAXHRABRO —E 5K
G HMHPICNEE L2t T — 2 2 5Tz, BARRIZIE 2 2D 7 7 & R EER (EFC11072 35k (X
— h AKX OYB] KUOYEFCI10832 70k) 5 I AHRBRO AL - & (150 mg 2w 1% 200 mg @2w) T
P IN~ T2l 5ESNTRERNT TR e &5 INIBEOEM L Lz, IBRIEOYIEE G5
1k BRI AA . IR WIkGRER Td 5 LTSI1210 B ~DBATH £ TOT —Z NG £ T\ 5,
TR M M OB TE R B AN 72 5> TV D 7, 7B REEE Y U L~ TRECORFEIR TR 72
STW5, 77 BRHETIIRFREZHG LZEBEOEERY VAT HLID bEhoTlzd, 77
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Y ARECTOBRBEIIV I L~T X0 D0, LERn- T, 8T —XIconCidtnEFREL
TR BLEE L R IR L7 R BLZE (eventrate) Dl &7~ L7,

15 DMARDs Of R Z MWLM (Pool 2)

APEFEEMIZIL, EFC11072 3Bk X— K A, EFC11072 #ABt/X— bk B, EFC10832 75, SFY13370 ik
B, EFC11574 3Bk (ZHEMRBGHER OV 7227 1) | MSC12665 35k (54 DORRERH [ K OV 4
PED 72 60 ORI O MR 2 &) | WWONS LTS11210 RER TH U v~ T 0o 5252 -2 & (F
U L=7@ 100 mg q2w. 150 mg 2w, 200 mg 2w, 100 mgqw. XIE 150 mgqw) Zxfgi e L7z79 T
DBEEEET,

EFC11072 582 /S— ~ A, EFC11072 382/ S— k B, EFC10832 #B&, SFY 13370 #BR, EFC11574 5k,
MSC12665 R K RLTSI21I0BR CTH U L~T DOWTHpOHETY R &S 1T 2% T3
RTCOBENEENTND, LIzBoT, BN T 7R BEN (Pool1) ThW7a< &4 1ENTY UL
~ 7 O EZ T IZREILZ ORML EWEN O EMN & 725, IBBREOYEF G5 ik, B8R
KT XIET—4 By NAT7 B ETOT —ZPNEEI TV D DMARDs §f 1 & 122 2 1H4E R (Pool 2)

TRV VA~ TREHEFICIE LT — X OB EEDTTD, U A~ T EGRNZHIOEE (72
bbb, 78R, NIRRT IT XY LvT) 2% T TOWDROT —Z I3RS Lz, 772 REE
27 U IMESNTCBEITOW T, BOFIRE IR C ORI 5 & LT Y L~ 7 &4
B SN RN DT — R g TN 5D,

WY U N~ T HERREER (Pool 3)

AROFAHEMIT EFC13752 B CHARIE L LT U L~ T 25 sz Ba ok sn, Ui~
T ORNEE G- 5 MR O TRFE TO T — & T LTS11210 5RBRIZ 55\ T AL 2 ke L 7= &
FOLGAEIWIET — XM ETOT—X 2 EATND,

Property of the Sanofi group - strictly confidential Page 91

(electronic 2.0)



2.5 ERERIZBE 9 2 BE4E ST
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R18-RABFBEZXWMRELEVYIILIITDE NHEVE INERBRICOLVTORENET— /LR TEAE #ifE

KEHEZ (F—IL48)

B’E5H# (n)a

Studies
(Treatment duration)

TEAE DB

BN TS EARABER (Pool 1)

Y1) JL< T 150 mg BEAEE (n=660)
Y1) JL< T 200 mg BEAEE (n=661)
ToRE (n=661)

EFC11072 ER /3— ~ A (12 38)
EFC11072 548 78— k B (52 i@)°
EFC10832 5t5& (24 i8)

BERESTTLEEERVLTS1210 HERICEEZK SN
o= BERITARENHRE £ LI-BE

- CEERHOARENEIRS B S REIES5% 60
BET. BEREBAFA/XEREAETOVTAN
BB A E TOLIR

HERREZT-EBEXI LTS11210 HERICEEHF
nr=g%& .

- —EERHOBRENEIRS BN FERYDE
BREAREIRS B E TOHM

#B5 DMARDs ftRR#IZ 2 MtE
(Pool 2)

Y1) )L T 150 mg HrREES (n=1155)
1) )L 7 200 mg R (n=1351)

H1) L7 JeHEHHAR’ (n=2887)

EFC11072 8 /58— k A (12 38)
EFC11072 58 /8— + B (52 :8)
EFC10832 58 (24 :8)

SFY13370 58 (24 38)

EFC11574 B —EERIZ5H° (24 )
EFC11574 88 4 TR 4T 1 ° (5238)
MSC12665 58 (52 :8)'

LTS11210 5%889 (5 &)

AEEFEETIC. AREOREFPIEL-BEEXIL
BREETLEEE

- ZEERPOVYIILTITONEERER (HUILT
7 150 mg q2w X (& 200 mg q2w) H b ik 5% 60
BFET. REEHRAFA. RCAXET—20DHY
P 7BETOVTAMERVNERETORM

AEZEL-8%

- ZEERBOY YL IoYEERER (HULT
7 150 mg q2w X I 200 mg q2w) M SHEBLEEL -
B R E TOHM

H YT ITOYEHZRSEAMSHYIILT TORKRES
%60 BET. BRIEBRAFHR/ET, BFLAXET—
ADHY FATEBETOVNTANRNEAZ TON
i
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SAR153191 -4 1J)L= T GEGEFHEZ)

£ME (F—L4) #BE5# (na Studies TEAE 0528

(Treatment duration)

AEZEETIC. AREOKRSEZHILEL-BERT
BEBEXTL-ESE
YUY TOMERSER (Y1) ILT T 150 mg g2w
X% 200 mg q2w) M HxEEE5% 60 BE T, =&

# 1)L T 150 mg EF|EE® (n=65) EHRAFA, BEA. XFF—420Hy rATEE
H1) )L J 200 mg EHFI|E (n=67) TOWT BN SR T TOHIM

BAY YL JEEIREER EFC13752 8" (24 :8)

(Pool 3) LTS11210 &' (5 &) AELEL-8%

BT TOREEER (Y1)JL< T 150 mg g2w
X[£200 mg q2w) NS HAEZEE LI-HFE TOHM

HULRITOYEBZEEIDS LT TORKRES

| P - %60 HET, R¥REW|AFH/FT, RELAXET—
YINTITERERARM=132) BONHY b TBETCONF L BOBAETOM
il
a As of 29 April 2015
b Only data from the double-blind period are included in Pool 1.
¢ Only includes patients whose first sarilumab dose was either 150 mg or 200 mg q2w, and includes data up to dose modification or discontinuation.
d Including the non-selected doses/regimens: 100 mg g2w, 100 mg qw, and 150 mg qw
e Main study: adalimumab non-responders; Substudy: adalimumab responders
f Ongoing studies
g Includes only patients receiving concomitant DMARDs, specifically patients from EFC11072, EFC10832, SFY13370, and ACT11575.
h Final database lock was on 02 June 2015
i Includes only patients receiving sarilumab as monotherapy who entered from EFC13752
j last contact date = maximum({last AE onset date, last visit date, last date on which subject vital status was obtained}
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53 BREIKR
IR CUTEGHIM) OEHRITZEREBRO SAPICHE LT, BAAFSER J-Pool) O&KEL.
HETD Week 24 £ TORFBEHFOERZFR 19 1T LT,

& 19-BEHNDORZHFEOEE - ENFHER (J-Pool)

E 15| BREX XRS5 H MFLREE REHROES

H1)JL= T 150 mg q2w 54 1)

JL7 T 200 mg q2w 1= & BIEER HELAROYVERSHE- MEKREE+

FUNRTI50mg | OIFABIBT 1H
ﬁa
SRR L
A .
AR Hesa SF AR L BAIZ5% 13 B—NEHREE+1 8

; H1)JL= J 200 mg g2w 5 Y1)
1JJ)L< .

-'j-a“ 7200mg LT 200mg q2w IZ & B IEER
B DIEARIBIT

TR H YT T 200 Mg | 4o s vk it = 2  priin
q2Wl:ct%)3F1é__1‘ﬁ0)*&/ g o5 *&;ﬁ/u}ﬁwﬁiﬁ‘g*ngﬁ 13 H *&/ﬁ/ﬂ

pa FOYERS5% 18 +1 8

a YUY ITRIBEAEND 150 mg q2w X 1% 200 mg g2w DEE DA, 1) LY T 150 mg HtRE O REHZREHIL 150 mg
q2w DREFESR. B~ T 200 mg HFRBORKFRESBIE 200 mg 2w DREESBESET 5,

FTRTCOBREE—FHEERERLEICHO IO ST HREBREARVIEERSBICEDEHEET 5,

24 BB TORKESHIL Week 24 (EBR 11) DARBERSARET S,

g2w : once every 2 weeks (2 @M< 1 [El., & 1[E)

[ElN RA ERARHER TIx, EWNE 1FEEER 235k (TDU13402 3Bk &% O PDY 14191 #Bk) TH UL~
b S U7z RA B 33 AW ONCIEINER T/ ARERER K OV 1 AHRAER 2 305k (EFC14059 305 & Y
LTS13618 5Bk, 24 ) TH VU ~7 % EH Sz RA B 296 4 & & e Gat 329 4 @ RA BE N
NWHhORETH Y VT OF G427 &b 1R EZITE (320, £21) .
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= 20-Week 24 TOEEZEDHNIR - 5 VA LILER (EFC14059 HE&R)

Sarilumab

Placebo 150 mg q2w 200 mg q2w

+ MTX + MTX + MTX All
(N=82) (N=81) (N=80) (N=243)
Randomized and not treated 1 (1.2%) 0 0 1 (0.4%)
Randomized and treated 81 (98.8%) 81 (100%) 80 (100%) 242 (99.6%)
Completed the study treatment period up to
Week 24 71 (86.6%) 74 (91.4%) 70 (87.5%) 215 (88.5%)
Were not rescued 29 (35.4%) 68 (84.0%) 62 (77.5%) 159 (65.4%)
Were rescued 42 (51.2%) 6 (7.4%) 8 (10.0%) 56 (23.0%)
Did not completed the study treatment period
up to Week 24 10 (12.2%) 7 (8.6%) 10 (12.5%) 27 (11.1%)
Subject's request for treatment
discontinuation 5 (6.1%) 2 (2.5%) 2 (2.5%) 9 (3.7%)

Reason for treatment discontinuation

Adverse event 5 (6.1%) 6 (7.4%) 8 (10.0%) 19  (7.8%)
Lack of efficacy 5 (6.1%) 1 (1.2%) 2 (2.5%) 8 (3.3%)
Poor compliance to protocol 0 0 0 0
Other reasons 0 0 0 0
Were not rescued 8 (9.8%) 7 (8.6%) 10 (12.5%) 25 (10.3%)
Were rescued 2 (2.4%) 0 0 2 (0.8%)
Subject's request for open label rescue
treatment discontinuation 0 0 0 0
Reason for open label rescue
discontinuation
Adverse event 2 (2.4%) 0 0 2 (0.8%)
Lack of efficacy 0 0 0 0
Poor compliance to protocol 0 0 0 0
Other reasons 0 0 0 0
Status at last contact up to week 24
Alive 82 (100%) 81 (100%) 80 (100%) 243 (100%)
Dead 0 0 0 0

Note: Percentages are calculated using the number of patients randomized as denominator.

Subject's request for treatment discontinuation, open label rescue treatment discontinuation is a separate category and
is not additive with the reasons for discontinuation.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/dis_dispo_r t.sas OUT=REPORT/OUTPUT/dis_dispo_r t i.rtf
(1IMAY2016 - 9:43)
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= 21-Week 24 TOEEZEDNR - TEHETTRER (J-Pool)

Sarilumab
150 mg q2w 200 mg 2w
Initial Dose Initial Dose All
(N=126) (N=170) (N=296)
Randomized and treated 126 (100%) 170 (100%) 296 (100%)

Completed treatment for 24weeks

Rescued from sarilumab 150mg q2w to 200mg q2w before
week 24 in EFC14059 (did not discontinued by week 24)

Rescued from placebo to 200mg q2w before week 24 in
EFC14059 (did not discontinued by week 24)

Discontinued treatment®

Reason for treatment discontinuation®
Adverse event
Lack of efficacy
Poor compliance to protocol
Other reasons

110 (87.3%)

6 (4.8%)
10 (7.9%)
8 (6.3%)
2 (1.6%)
0
0

110 (64.7%)

42 (24.7%)
18 (10.6%)

15 (8.8%)
2 (1.2%)
0
1 (0.6%)

220 (74.3%)

28 (9.5%)
23 (7.8%)
4 (1.4%)
0
1 (0.3%)

Note: Percentages are calculated using the number of patients randomized and treated (safety population) as

denominator. J-Pool4 includes EFC14059 and LTS13618.

* For 150mg initial dose group, patients who discontinued the study and did not receive rescue therapy are included.
For 200mg initial dose group, patients in the original sarilumab 200 mg who discontinued the study and patients in
the original placebo group who discontinued rescue therapy are included.
PGM=PRODOPS/SAR153191/OVERALL/CTD 2016 01 JP/REPORT/PGM/dis_dispo_s_t.sas

OUT=REPORT/OUTPUT/dis_dispo_s_t jpool i.rtf BIMAY2016 - 6:08)

EN 77 B ARkHRER (EFC14059 38R) TIXARt 161 408U v~7 L MTX Z0FH L TR,
Vb~ 7 OfRgEGZEEIL, YU Lb~7 200 mg OFARE 32.7 AR O U L~ 7 150 mg PFHEE 35.0 AT

boto (F22) ,

EN 77 B RAIRENTIZ, 77 BREET24 LV ANCIEEROY VU L~ 7 200 mg 2w 512 &

HRFIBRICBAIT LI=BRE NS o727, 24

WHO " EHERBIEZ 288 OYEFREHE & L TR

L& VI~ T OMRBRELMIZT 7 B RFL B LYY L~ T OWEERETRN-T- (£22) ,
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F 22 -Week 24 T THRBREBRZINNR - T2MMIT I RER (EFC14059 K 5&)

Sarilumab
Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX
(N=81) (N=81) (N=80)
Cumulative exposure to treatment (patient years) 28.8 35.0 32.7
Duration of study treatment (days)
Number 81 81 80
Mean (SD) 130.0 (37.3)  157.7(30.8)  149.4 (42.5)
Median 113.0 169.0 169.0
Min : Max 14:172 14:172 14:176
Duration of study treatment by category [n (%)]
<4 weeks 2 (2.5%) 2 (2.5%) 5(6.3%)
>4 and < 8 weeks 3 (3.7%) 0 2 (2.5%)
> 8 and < 12 weeks 1(1.2%) 1 (1.2%) 1(1.3%)
> 12 and < 16 weeks 32 (39.5%) 5 (6.2%) 4 (5.0%)
> 16 and < 20 weeks 12 (14.8%) 4 (4.9%) 6 (7.5%)
> 20 and < 24 weeks 4 (4.9%) 15 (18.5%) 9(11.3%)
> 24 weeks 27 (33.3%) 54 (66.7%) 53 (66.3%)
Number of patients with duration of study treatment
by category [n (%)]
> 1 day 81 (100%) 81 (100%) 80 (100%)
> 4 weeks 79 (97.5%) 79 (97.5%) 75 (93.8%)
> 8 weeks 76 (93.8%) 79 (97.5%) 73 (91.3%)
> 12 weeks 75 (92.6%) 78 (96.3%) 72 (90.0%)
> 16 weeks 43 (83.1%) 73 (90.1%) 68 (85.0%)
> 20 weeks 31 (38.3%) 69 (852%) 62 (77.5%)
> 24 weeks 27 (33.3%) 54 (66.7%) 53 (66.3%)
Number of patients with open-label rescue treatment [n (%)] 44 (54.3%) 6 (7.4%) 8 (10.0%)

Note: Patients are counted in a treatment group based on the treatment actually received.
PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/cdc_exposure_imp_s_t.sas

OUT=REPORT/OUTPUT/cdc_exposure_imp_s t irtf (11MAY2016 - 10:16)

MTX LI4+ @ DMARDs Bf SR (LTS13618 RERO R EE) TIEAEH 30 423V L~ 7 & MTX
LIS DMARDs #ffH L CE 0, VL~ 7 OkgEE &3 Y v~ 7 200 mg FFHEE 5.5 NMFEK OV
Un~7 150 mg B 6.6 NFECThH o7z, Fo, U L~ 7T HAMRELR (LTS13618 7R D HiAl#
HERE) TiE, ARtel ANV U L~ 7 OHAREZZ T, RIBERITY U L~ 7 200 mg HAIRE 13.9 A

FEROY Y ~7 150mg HARE 132 NFETH o7 (23) .
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EFC14059 #8x (VU L~7 & MTX OFFHEE) &Lk L LTS13618 SRR O H#EEE () r~7
& MTX LIS DMARDs) TITIEBIEN D722 b b9 U b~ 7 Ok Eg IR E 0> 7,

;& 23 - Week 24 FTORREBRTRN - TEUBTHREH (LTS13618 & - FAKEBRUEFIRE

)
Sarilumab
150mg q2w + 200mg q2w + 150mg q2w 200mg q2w
DMARDs DMARDs Monotherapy Monotherapy
(N=15) (N=15) (N=30) (N=31)
Cumulative exposure to treatment
(patient years) 6.6 5.5 13.2 13.9

Duration of study treatment (days)

Number 15 15 30 31

Mean (SD) 161.9 (28.7) 135.1 (54.8) 160.2 (34.8) 163.9 (27.9)

Median 169.0 169.0 169.0 169.0

Min : Max 58:171 14:172 14:172 14:172
Duration of study treatment by category

[n(%0)]

>0-4 weeks 0 1 (6.7%) 1 (3.3%) 1 (3.2%)

>4-8 weeks 0 1 (6.7%) 1 (3.3%) 0

>8-12 weeks 1 (6.7%) 2 (13.3%) 0 0

>12-16 weeks 0 0 0 0

>16-20 weeks 0 1 (6.7%) 0 0

>20-24 weeks 2 (13.3%) 2 (13.3%) 3 (10.0%) 5(16.1%)

>24 weeks 12 (80.0%) 8 (53.3%) 25 (83.3%) 25 (80.6%)

Number of patients with duration of study

treatment by category [n(%)]

>1 day 15 (100%) 15 (100%) 30 (100%) 31 (100%)
>4 weeks 15 (100%) 14 (93.3%) 29 (96.7%) 30 (96.8%)
>8 weeks 15 (100%) 13 (86.7%) 28 (93.3%) 30 (96.8%)
>12 weeks 14 (93.3%) 11 (73.3%) 28 (93.3%) 30 (96.8%)
>16 weeks 14 (93.3%) 11 (73.3%) 28 (93.3%) 30 (96.8%)
>20 weeks 14 (93.3%) 10 (66.7%) 28 (93.3%) 30 (96.8%)
>24 weeks 12 (80.0%) 8 (53.3%) 25 (83.3%) 25 (80.6%)

Note: Patients are counted in a treatment group based on the treatment actually received.

Source :

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/cdc_exposure imp s_t.sas
OUT=REPORT/OUTPUT/cdc_exposure_imp_s_t mono_i.rtf (26APR2016 - 6:27)

PGM=PRODOPS/SAR153191/LTS13618/CSR_01/REPORT/PGM/cdc_exposure imp s_t.sas
OUT=REPORT/OUTPUT/cdc_exposure_imp s t comb_i.rtf (26APR2016 - 6:28)

HEERF D7 > b A 7HER (Week 24) O AARNGFEEHE (J-Pool) TITA T 296 443 DMARDs O fif
RAOFZ» b LTV L~T 0207 L 1R, RIREET, FRBEAESY Y L~T
200mg 2w ThHo72BFH (U ~7200mg #f) T 59.6 AN, BHEAHED Y Y L~ 7 150 mg 2w T
bol-BE (U ~T7 150mghf) TS548 NMETHH-7- (F24) . £, 52 HFEGFFD J-Pool
TlIAFEE 32547 DMARDs O H OG0 b LTV U v~ T o2V &b 1EZT, 52
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T GREOKIEEE B iX, T U L~ 200 mg B 185 4 C 1458 A4, VU b~ 150 mg £ 140 4 T
1178 NFEToh o 7o B HHIM D S2 BB 7Z 5 12 BEF T VL~ 7 200 mg #E 21 44 L O U L~ 7 150 mg
B274CTh-o7- ([Module2.7.4, 2.1.61H]) ,

Z O BARNGFAEM OBRFRIRILO T — Z 1213, EFC14059 3882 T 77 v REECEI 0 (11 b, 2D
Week16 LUFEIZ 7T 2R HH U b~ 7 200 mg 2w 1 & B IEEROBFTIERICBIT LIZBE N U L
~7200mg BEICE EN TV D, F7, WIEES- 8D 200 mg q2w O BE ORKFIRELUEO T — 2 L&
FTW5,

F 24 - Week 24 T TORBREBRZIKRT - T2MBITARER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w
Initial Dose Initial Dose
(N=126) (N=170)
Cumulative exposure to treatment (patient-years) 54.8 59.6
Duration of study treatment (days)
Number 126 170
Mean (SD) 158.8 (31.4) 127.9 (§7.5)
Median 169.0 169.0
Min : Max 14:172 14:176
Number of patients with duration of study treatment by
category [n (%)]
> 1 day 126 (100%) 170 (100%)
> 4 weeks 123 (97.6%) 161 (94.7%)
> 8 weeks 122 (96.8%) 149 (87.6%)
> 12 weeks 120 (95.2%) 113 (66.5%)
> 16 weeks 115 (91.3%) 113 (66.5%)
> 20 weeks 111 (88.1%) 110 (64.7%)
> 24 weeks 91 (72.2%) 93 (54.7%)

Note: Patients are counted in a treatment group based on the treatment actually received.

Note: 150 mg q2w initial dose or 200 mg q2w initial dose is up to dose modification or cut-off date/end of the study

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/cdc_exposure_imp s t.sas
OUT=REPORT/OUTPUT/cdc_exposure imp s t jpool irtf (22JUN2016 - 7:04)

M RBROFE L EMET — Z IZIZDMARDs D OFEEIZ NS TH U b~ 7 %7 &b 1
BEINT=EBE 094N EEN. 20O U L~ T ORIEGE T 44057 NMETH-7-, ZHITITHE
FEE LTH Y A~ T 25 I 1324 (RIREE 66.8 AMF) BNEENTWD, £/, U~
7 200 mg q2w O HERETIL, TV L~ 7 ORESIF DS 48 BRHILL EOBE 134 120046 Th 72, 72
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B, FU <7D 200mg 2w KT 150 mg 2w O &% S5 &YV b~ 7 Olggz kA3 48 M [H

PLETH-T2HEEFIT 1650 4L ETH T,

st 77 £ ATHREE (Pool 1) DIRBRIIRFRINILZ & 25 (TR ¥, {RBREE G IR O P E L Ot
FAEIZ, YV A~ T OWERERE L I LT T v R TE -T2, ZHITH U b~ 7 OROFTRRE % bl

WBMULTERBEREN T 7R TRN 2122 I bDTH Tz,

& 25 - AREBBRR - BN TS ARFBER (Pool 1)

Sarilumab
Placebo 150 mg q2w 200 mg q2w
+ DMARD + DMARD + DMARD
(N=661) (N=660) (N=661)
Cumulative exposure to treatment (patient-years) 373.1 425.8 425.5
Duration of study treatment (days)
Number 661 660 661
Mean (SD) 206.2 (117.6)  235.6 (124.7)  235.1(123.0)
Median 168.0 177.5 176.0
Min : Max 7 :408 14 : 385 7 :408
Number of patients with duration of study treatment by category
[n(%)]
> 1 day 661 (100%) 660 (100%) 661 (100%)
>12 weeks 600 (90.8%) 588 (89.1%) 592 (89.6%)
>24 weeks 299 (452%) 377 (57.1%) 375 (56.7%)
>36 weeks 221 (33.4%) 306 (46.4%) 300 (45.4%)
>48 weeks 210 (31.8%) 292 (44.2%) 283 (42.8%)

Note: Patients are counted in a treatment group based on the treatment actually received.
Extracted from: PGM=PRODOPS/SAR153191/OVERALL/CSS/REPORT/PGM/cdc_exposure_s_t.sas

OUT=REPORT/OUTPUT/cdc_exposure_s_t_p1_i.rtf (29JUN2015 - 18:21)

15+ DMARDs 0l RN 22 2MEER] (Pool2) T Y b~ 7 4 B OFHREC ORIREE
THY ., 48 M OUREE 2 52 12 B L 1546 44 96 HRIEEDORERIL 1020 44 S TN 144 T [AIE DR IR 1L

6244 Th o7 (F26) ,
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& 26 - RBREBZ IR -84 DMARDs ft iR#AZ M EH (Pool 2)

Sarilumab+DMARD
150 mg q2w 200 mg q2w Any
Initial Dose Initial Dose Dose
(N=1155) (N=1351) (N=2887)
Cumulative exposure to treatment (patient-years) 646.0 1712.7 4338.9
Duration of study treatment (days)
Number 1155 1351 2887
Mean (SD) 204.3 (126.2) 463.0 (374.5) 548.9 (452.3)
Median 168.0 350.0 366.0
Min : Max 14 : 1204 7:1386 7:1786
Number of patients with duration of study treatment by
category [n(%)]
> 1 day 1155 (100%) 1351 (100%) 2887 (100%)
>12 weeks 995 (86.1%) 1117 (82.7%) 2556 (88.5%)
>24 weeks 560 (48.5%) 947 (70.1%) 2170 (75.2%)
>48 weeks 296 (25.6%) 701 (51.9%) 1546 (53.6%)
>96 weeks 6 (0.5%) 399 (29.5%) 1020 (35.3%)
>144 weeks 1 (<0.1%) 179 (13.2%) 624 (21.6%)
>192 weeks 0 6 (0.4%) 192 (6.7%)
>240 weeks 0 0 22 (0.8%)

Note: Patients are counted in a treatment group based on the treatment actually received.
Note: 150 mg g2w initial dose or 200 mg g2w initial dose is up to dose modification or end of the study; Any dose includes
the exposure on all sarilumab doses:100 mg qw, 100 mg 2w, 150 mg qw, 150 mg g2w, and 200 mg g2w.

Extracted from: PGM=PRODOPS/SAR153191/OVERALL/CSS/REPORT/PGM/cdc_exposure_s_t.sas
OUT=REPORT/OUTPUT/cdc_exposure_s_t_p2_i.rtf (29JUN2015 - 18:22)

WESN U L~ 7 BFIEEER] (Pool 3) D U L~ 74 H Bl CORIEE 13 66.8 NMETh-7-(F27).,
EFC13752 &R CH U /L~ 7 150 mg 2w |2 C 24 [ & CTOE G- % 51T 12 BE D Rk 53R

1TLIZ85A.
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& 27 - AREBRBRR - BAY Y IILT TEAIFEEERE (Pool 3)

Sarilumab
150 mg 2w 200 mg q2w Any
Initial Dose  Initial Dose Dose
(N=65) (N=67) (N=132)
Cumulative exposure to treatment (patient-years) 27.8 335 66.8
Duration of study treatment (days)
Number 65 67 132
Mean (SD) 156.1 (37.8)  182.8(58.9) 184.8 (58.1)
Median 168.0 183.0 182.0
Min : Max 29:182 14 :256 14 : 261
Number of patients with duration of study treatment by category
[n(%)]
>1 day 65 (100%) 67 (100%) 132 (100%)
>12 weeks 59 (90.8%) 60 (89.6%) 119 (90.2%)
>24 weeks 18 (27.7%) 49 (73.1%) 93 (70.5%)
>36 weeks 0 7 (10.4%) 16 (12.1%)

Note: Patients are counted in a treatment group based on the treatment actually received.

Note: 150 mg g2w initial dose or 200 mg g2w initial dose is up to dose modification or end of the study; Any dose includes
the exposure on all sarilumab doses: 150 mg g2w, and 200 mg q2w.

PGM=PRODOPS/SAR153191/OVERALL/CSS/REPORT/PGM/cdc_exposure_s_t.sas
OUT=REPORT/OUTPUT/cdc_exposure_s_t_p3_i.rtf (29JUN2015 - 18:23)

54 HEER
TRTOFEFRIZONT, ERFE PT) . mfiE (HLT) . @27 v—7%E (HLGT) KUEE
BIRSFE (SOC) (Z=2— F{k L7z, Medical Dictionary for Regulatory Activities (MedDRA) D/3— =
. ENEER (EFC14059 35k M O LTS13618 #lR) K OV OF & 22T — Z 13X ver.17.1 & H
We, ETo, MESNRERTdH 5 EFC14092 3Bk (“HEMREGH) Tid verl8.1 Z Hu 7,
TRERIRIE G T TRl b A HEHSR (TEAE) 1%, TEAE HIRIHICHEUTE L LA EFR L ER
L7z, K4EMITO TEAE#IIOEFR 27 28 (ENRER) KOFE 29 (/R 17”7, BBREK
T IE L2 B3 T, post-study B 1X TEAE MK TOZ AL ORI L Lz,
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SAR153191 - Y JL< T GEEGFHEEZ)

% 28 - TEAE HIF D E & — ENHER

e 5iE 5 BFAREDHE TEAE OEE
BASRFEAY 150 mg THRFAMEICFE | 150 mg g2w O HIEIRE B Hh o #UF A&
FLI-BE R84 B & T ORARS

Z:”Vj1mm9 150 mg q2w DHEE5 B H > BIEES

11; P2 3 = =3 b 3
Fkr 332 3L 4= > &60 Ei—CQ Tﬁgqﬁiﬁkq—:a 35—6~ EE
MHARBITET THET. XIETF—420Ay rA7EFE

TOVWFNAIRE ST TORR
%Tﬁﬁfﬁﬁ HHEEBRBITES 200 mg q2w DY EZ S B S HERS

-FOO

Ba

1) JL= 7 200 mg

Bs4 A 2200 mg THUFAEICE
TLI-E#F

%60 BET. BREBAFAET. B
THZET, XEFT—420hy b4 T78BF
TOWTNMEVEAFE COEIRM

TR BEEN, 24 BLYHT
ISRERRICBITLEESE

FFARE (HYILT T 200 mg g2w 12 &
BIFERESE) OWERSBH L BRI
5#%60 B¥T. RERERAFE ET.
REAFEFTRETF—20hy hATEE
TOVWTAARVNEAE TOLRM

g2w =once every 2 weeks (2:ER(Z 1B, [&E 1 [E)
a YU ITORMBAEN 150 g2W XI& 200 mg 2w DEEDH, m=EHRGAIE. 150 mg q2w B Tl 150 mg q2w D&

#5H. 200 mg q2w B TIX 200 mg q2w DERFE5ER LT 5,
b RWIFHMAFH: R TEAEKEA. REKREAXIEBEEOEROHERLLELEH-RERBORZENTELRELADS

5. &tiEHE

24 BB TORKIRSHIL Week 24 (KT 11) OBRERSHAETET 5,

= 29 - TEAE BRI D EE - B AR

$REA

RER4A

TEAE #iDE S

BN TS EARBER
(Pool 1)

H1)JL< T 150 mg R
H1)J)L< T 200 mg R
TS5t R

& -

BERESET LEEFERULTSI210 SHERICEF S
NEM - BEXILAREDRSEhIE LA

- CEERAOEBRENERS BN o RRRE
% 60 HET., RRFERAFRHIRBFECHET
DVFHMNRNEFRE TOHRM

MHEABREZ T -EBERIL LTS11210 HERICE
fFant-8%E .

- CEERPOBRENERS BN L FERY
DEERFEAER S B E TOHIM
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SAR153191 -4 Y L= T GEGFHEEZ)

£MH£& BEESE TEAE HiE D E &

REZEETIC. RREOHKREEPILELEES

XIFBEBEET LIZEE
- ZEERBOTYILTITOYEEZESR (Y
$ LT T 150mg BEFREE (5 JLY J 150 mg g2w X [& 200 mg q2w) A s FRH&
SrmEpgEw) © #5% 60 BET. REFEHRAFARYL ETAX
EXFRERREFT) BF—20h v b4 TEETODT AR N

UYL T 200mg AR (RE5YF | SECOHM
#B5f DMARDs it AR % &t LEXRIFASEFHET) ©

&M (Pool 2)

REEELEEE

- ZEERHOTY LT ToUERESEE (YU
JL< 7 150 mg g2w X [& 200 mg q2w) n 5 A=
EEL-BFRFETOHM

YT I AEHARD

ST TOYETBEEEI ST IILI TDERE
#5% 60 RET. REFEHRAFRIET, BT
BRIETF—2Dhy A T7HETOVWTIANE
WA E TOHIM

BT JHEBIEEER
(Pool 3)

H 1< T 150 mg BFIEE (x5
EXEAELEERET)

HYILT T 200mg BEIE (B
L REAREERET)

REXEEYIC. BREORSEHELEES
XI$aERESET LI2BE

ST TOMEKRSHE (Y1)JIL< T 150 mg
g2w X [& 200 mg g2w) Mo &#EkE5#% 60 BE

T, RREH/AFAEI BTCH, XFT—20AD
Y ITHETOVT MRV RE TOHM

AEXELI-EH

YL TOYEERSE (Y)Y T 150 mg
g2w X% 200 mg q2w) N AEEELE-AE
TOHIM

YL TEHEEHH

YL ITOHEHEREENS HJILT TORE
’5#% 60 BE T, HKRIERAFHIET, T
ABXET—20Ahy FAT7HBETOVTAN B
W R FE TOHMRE

a RRIFHRAFH R TEAE XA, ZEERAXBZEZOLETRDOHER LR EEZEO-REKEDEZIATE KK

BDSbH, &HEWNH

b H1JJL< T 150 mg g2w. 200 mg g2w R UIEEIRAZE (100 mg g2w, 100 mg gw XU 150 mg qw) &
c HUYLTT OHMEHREEN 150 mg q2w XIE 200 mg 2w DEZEDHEET
DMARDs =& ESEHERY VI FE. 2w=2BM T &. TEAE = ABRERSHHGTOEESR

Property of the Sanofi group - strictly confidential

(electronic 2.0)

Page 104




2.5 BRIRICEA 9 S B 15 5T
SAR153191 - Y JL< T GEEGFHEEZ)

541 AEEROHE

5411 BERNERER

EN 77 RN (EFC14059 7ABR) T TEAE M OVABRIK DB 5.4 1L 23 - 72 TEAE O BLHE
X, TR LT U A~ T Ol GRETHRENICELS . VU A~TOKEERMTRE
378 o7z, SAE OFBIRIL, H U~ T O G i L T7 7 B A THEENICOOR <,
PV~ T OXFEGHB CRBEE Th o7, SEEHITHRE SN2 -7 (F30) .

EFC14059 3ERCH U /L~ 7 150 mg PEHBEICEI D 1T v, EO®%IEEHROY U /L~ 200 mg q2w
P 502 X DROATRIRICBAT LT 6 B2 oW TIE, ETREME P O R EFZII I ARAEER D
BV L~ 7 200mg BFECIZE DT, IR —ERICE L DT, T D 64 DHEE ORPFIRIEIM T oz ik
a7y AL, U7 200 mg EHBEDBEFE DL ST B 7 7 A )L L RERIEWVT R o T2,

% 30-Week 24 £ TIZERH 5NT- TEAE DEH - R MM HRER (EFC14059 :RER)

Sarilumab Sarilumab
150 mg 200 mg
150 mg 200 mg Placebo q2w q2w
Placebo q2w q2w +MTX + MTX +MTX

+MTX  +MTX  +MTX  (py=29.9) (PY=35.8) (PY=34.0)
(N=81)  (N=81)  (N=80) ., (ng/100 ng (nx/100 ng (ng/100

n (%) n (%) n (%) PY) PY) PY)
49 65 60

Patients with any TEAE (60.5%) (80.2%)  (75.0%) 93(311.1) 247(690.5) 211(620.2)
Patients with any treatment-emergent 6

SAE (7.4%) 4(4.9%) 4(5.0%) 6(20.1) 5(14.0) 4(11.8)
Patients with any TEAE leading to

death 0 0 0 0 0 0
Patients with any TEAE leading to 3

permanent treatment discontinuation (3.7%) 6(7.4%) 7(8.8%) 3(10.0) 8(22.4) 9(26.5)

PY: Patient-years, TEAE: Treatment-emergent adverse event, SAE: Serious adverse event.
n (%) = number and percentage of patients with at least one TEAE.
ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/ae_overview_teae s_t.sas
OUT=REPORT/OUTPUT/ae_overview_teae s t irtf (11MAY2016 - 10:16)

MTX LA DMARDs §f FHEER (LTS13618 REROOFHIEEE) TOW Y L~ 7 HFFHEE 30 4 D%4a
ML, 7T B AR (EFC14059 35k) OV L~ 7 HEARE R O U L~ 7 BRI ELE R 0 22 2
BB —E L T\ ([Module2.7.4, 5.1.1 %] [Module 2.7.4, 5.12]) .
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SAR153191 -4 Y L= T GEGFHEEZ)

HARNGFEEER] (J-Pool) T TEAE OFEBLHIL, H U /~7 200mg BE & ¥V L~7 150 mg BETK
TIREWVTEO N0z (2 31) ., £72. TEAE. SAE. BB O H HLIZE 5 7= TEAE ([ZD
W, BGHEFTERO S D 2ITRBO Lo T,

& 31-Week 24 FTIZRH b 1= TEAE DEH - REMMBITHRER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose
(N=126) (N=170) (PY=56.0) (PY=61.7)
n (%) n (%) ng(ng/100 PY) ng(ng/100 PY)
Patients with any TEAE 100 (79.4%) 126 (74.1%) 346 (618.3) 396 (642.3)
Patients with any treatment-emergent SAE 4 (3.2%) 10 (5.9%) 5 (89 11 (17.8)
Patients with any TEAE leading to death 0 0 0 0
Patients with any TEAE leading to permanent
treatment discontinuation 8 (6.3%) 14 (8.2%) 10 (17.9) 16 (26.0)

PY: Patient-years, TEAE: Treatment-emergent adverse event, SAE: Serious adverse event.
n (%) = number and percentage of patients with at least one TEAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/ae_overview_teae_s_t.sas
OUT=REPORT/OUTPUT/ae_overview teac s t jpool i.rtf (31MAY2016 - 6:07)

5412 @55

W77 2 Rt &M (Pool 1) TiX, TEAE, SAE M ONABRIED 5 1E|(ZE - 72 TEAE OFREBLHR
X, TR L TH Y L~ T OmEGRETE N7z (£ 32) , ETIZE 572 TEAE OFHLHR
IFBBEHMFTRERBEVIAON o7, 2O DORBLRO T, IL-6 [HFEIZME 5 ABSI, FRIZK
YE R OB E NV LT HETEZRO LN EICEET L EEX LN T ENL, Zhb
D AESLIZ DWW TIXLARE DI CEAMIT R L 72,
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=R 32-TEAE DEH - B8 TS ERABEER (Pool 1)

Difference in raw

Exposure adjusted incidence rate vs. Rate difference vs
Raw incidence rate incidence rate@ Placebo+*DMARD Sarilumab 150 mg q2w+DMARD
Treatment n/N (%) n/PY (rate per 100 PYs) (95% CI)b (95% ClI)
TEAE
Sarilumab 200 mg q2w+DMARD 488/661 (73.8%) 488/193.6 (252.0) 16.7% (11.7,21.7) 3.4%(-1.4,8.2)
Sarilumab 150 mg q2w+DMARD 465/660 (70.5%) 465/215.5 (215.7) 13.3% (8.2, 18.4)
Placebo +DMARD 378/661 (57.2%) 378/218.2 (173.3)
Serious TEAE
Sarilumab 200 mg q2w+DMARD 59/661  (8.9%) 59/426.5 (13.8) 4.3%(1.5,7.0) 2.6% (-0.3,5.4)
Sarilumab 150 mg q2w+DMARD 421660  (6.4%) 42/433.8 (9.7) 1.7% (-0.8,4.1)
Placebo +DMARD 31/661  (4.7%) 31/375.4 (8.3)
TEAE leading to death
Sarilumab 200 mg q2w+DMARD 1/661  (0.2%) 1/442.8 (0.2) -0.3% (-0.9, 0.3) -0.2% (-0.7,0.4)
Sarilumab 150 mg q2w+DMARD 2/660  (0.3%) 2/442.1  (0.5) -0.2% (-0.8,0.5)
Placebo +DMARD 31661 (0.5%) 3/383.9 (0.8)
TEAE leading to permanent treatment
discontinuation
Sarilumab 200 mg q2w+DMARD 83/1661  (12.6%) 83/428.4 (19.4) 7.9% (4.9,10.9) 1.7% (-1.8,5.1)
Sarilumab 150 mg q2w+DMARD 72/660  (10.9%) 72/429.8 (16.8) 6.2% (3.3,9.1)
Placebo +DMARD 31/661  (4.7%) 31/379.8 (8.2)
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SAR153191 - 41 )L T GEGFHEZ)
DMARD-=disease-modifying anti-rheumatic drug; PY=patient-years; TEAE=treatment-emergent adverse event.
n (%) = number and percentage of patients with at least one TEAE.
Source: 5.3.5.3 ISS Appendices (1.11.1)
a Number of patients with at least one event per 100 patient-years, where the exposure time for patients who have experienced the specific adverse experience was defined as the time to first adverse experience
of interest whereas the exposure time for those who have not had this adverse experience was total TEAE period duration.
b The rate difference and its 95% confidence interval were estimated using the M & N method stratified by the study, using the CMH weight.
PGM=PRODOPS/SAR153191/OVERALL/CSS/REPORT/PGM/ae_add_pt_s_t.sas OUT=REPORT/OUTPUT/ae_add_pt_s_t_all_x.rtf (29JUN2015 - 22:15)
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542 HBHMICRONIAEER

TEAE ® 5 5, W N OEGRT, EWNRER T 5%LL B, #ARER Tl 2%, EIZR 617 TEAE
Z iR & < R 575 TEAE & L7c, ENEER &K OV ekl & & 1Rk $ % <@ b7z TEAE 13 SOC
BT TRYYER L OFAERIE ] Tholz,

TESEAL BSOS DOFEBLER KOV IL-6 PLF I O BR MR A E O ZAWIZ B L7z TEAE (AF P ERIBAER L
ITHEMERBEME, @R U 7 V'Y RiE, ALTHINUX RN A7 I —8 EF) ORBEL, 7
TR L CH Y L~ T OWEGECTEN-o T2,

5421 ERNGHER

EN 77 B AXEER] (EFC14059 iB%) T SOCHITT R COEKLLH T 2 <38 btz TEAE
I3 TERYYERS JOFAERAE] Tholz,

[ N ERER K OV RERIC W T 7 7 AR L D BELRB S WEER, 73R ERITHND 5T IL-6
PR ICREE S 2 & L CIEFPIICEZE LT Sh 2 FHRN G, YU A~ T LRENDOH 2 FEERZFF
E L7z,

ENT 7 B R BN (EFC14059 #R) TWFNnDORET 2% B, 72 o7 7 2Rl L i L5V
N~ T OWBEGHTELBOONTEFEROEBREZL 33 12, FINbOFERDHARAHGEH

(J-Pool) TOFBIRZF 34 |TR LT,

ENRBRTIL, 3BITRLEFHEEL L WTROFRERETORBERN 5% Eho7 T REELY
T U N~ T OWBEEGHETRARDEHVEREZBTE L, 2O HEROBARANIFEEN (J-Pool) TOH
BRT, YU A~TOREGHBTRBE ChH -7, £, WARBRTHLRBEOFIET, WTIhho
B HRECRILEN 2% Lo 7 TR RBEL Y VU L~ T OB 5 RE CRIVENE W EROREEITO,
BT, ENRBR L ORI T — 2 D O EFICEE LU X 2 7R 4B, TORRER, £3512
RLIE—BERY VL~ T LBEEEOH 2 HEFLTH D LT LT,

AARNGFGEER] (J-Pool) TIEBRETERNIC X 0 IRERIE & ORI RRRAEGE TE 220 & & iz
TEAE OFEELFEN E 2o 72 EAL 5 D1E AF BRI IE (10.8%)  IEGNLELEE (7.8%) | SMHIAZ (7.1%) |
JFHERESL T (4.7%) MONOWNR (3.7%) Tholz (F£36) . 77 BARREREM K OHEARAJEHEH

(J-Pool) TIRBAEALEANIZ X 0 VGBS & ORIRBEURDGE TE W L S 724X TD TEAE &
[Module 2.7.4, % 1401/ O} [Module 2.7.4, % 141127 L7=,

ENHEBR T b 2 <R LA TEAE X, AR ZBRWTHARBR THRO LN D LEFRETH -
7oo FINZRITIESNABR TIIM (M35 DMARDs ff I R 12 I 31 2 R BLRIL 0.5%Kw) Th
D, YU THTT 78R BE LR S RhoTz,

EAN 77 B R ER] (EFC14059 #R) X < R 5472 TEAE 1%, MTX A4 DMARDs {f H4E[H]

(LTS13618 sBR DOOFREEIENE) K ONENY U b~ 7 BAREEMN (LTS13618 B BRI ERE) &
BB —EHL T\,
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& 33-FEK:ER| . Week 24 £TIC
TARBELEBRLFYIILTTOEBZEERTE S

Rt TEAE FIEFIZ (%)
RDOLNIZER)

(WTFhIDET2%UE, DTS

- REMBTHREE (EFC14059 FHER)

Sarilumab Sarilumab

Placebo 150 mg q2w 200 mg q2w

Placebo 150 mg q2w 200 mg q2w +MTX + MTX + MTX

+MTX +MTX +MTX (PY=29.9) (PY=35.8) (PY=34.0)

(N=81) (N=81) (N=80) ng (ng/100 ng (ng/100 ng (ng/100

Preferred Term n (%) n (%) n (%) PY) PY) PY)
1 EERS 12 (14.8%) 16 (19.8%) 12 (15.0%) 14 (46.8) 25 (69.9) 16 (47.0)
5 IR A E 0 7 (8.6%) 9 (11.3%) 0 8 (22.4) 11 (32.3)
FFiREEE 4 (4.9%) 6 (7.4%) 8 (10.0%) 4(13.4) 6 (16.8) 8 (23.5)
Om % 3 (3.7%) 5 (6.2%) 8 (10.0%) 3(10.0) 6 (16.8) 11 (32.3)
SESTERAIATEE 0 7 (8.6%) 7 (8.8%) 0 39 (109.0) 39 (114.6)
ERERSE 4 (4.9%) 6 (7.4%) 4 (5.0%) 5(16.7) 6 (16.8) 5 (14.7)
SESTERMLZE S FERR 0 4 (4.9%) 4 (5.0%) 0 26 (72.7) 21 (61.7)
BmE 0 2 (2.5%) 4 (5.0%) 0 2 (5.6) 4 (11.8)
Tt 1 (1.2%) 4 (4.9%) 3 (3.8%) 1 3.3) 6 (16.8) 3 (8.8)
/MR A AE 0 3 (3.7%) 3 (3.8%) 0 4 (11.2) 3 (8.8)
L2 0 3 (3.7%) 2 (2.5%) 0 4 (112) 2 (5.9)
T 0 1 (1.2%) 2 (2.5%) 0 1 (2.8) 2 (5.9
EQAR 0 1 (1.2%) 2 (2.5%) 0 1 (2.8) 2 (5.9)
FEE Rt 2 1 (1.2%) 3 (3.7%) 1 (1.3%) 1 3.3) 3 (84) 1 (29
MR EE 2¢ 1 (12%) 3 (3.7%) 1 (1.3%) 1 (3.3) 3 (84) 1 (29
B MR L 0 3 (3.7%) 1 (1.3%) 0 4 (112) 1 9
wkAED 1 (1.2%) 2 (2.5%) 1 (1.3%) 1 (3.3) 2 (5.6 1 (2.9
B M Bk 5 D iE 0 2 (2.5%) 1 (1.3%) 0 2 (5.6) 1 (2.9

PY: Patient-years, TEAE: Treatment-emergent adverse event.

PT: Preferred term.
MedDRA/J 17.1

n (%) = number and percentage of patients with at least one TEAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by decreasing frequency of PT in the treatment groups (sarilumab 200mg q2w, sarilumab 150mg q2w and

placebo order).

PGM=PRODOPS/SAR153191/OVERALL/QREG_JP_2016_01_JPN/REPORT/PGM/ac_pt_py 2ptp_kake j_ s t.sas
OUT=REPORT/OUTPUT/ae_pt py 2ptp_kake j s t_irtf (12MAY2017 - 4:15)
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& 34 -EAKFEA : Week 24 £TIZERH 5T TEAE RERHIE (%) (EFC14059 HETLWI A DET
2%LLE, MOTSERBELBRLYYILITOMBEEHETECROONEER) - REUBHIHREH

(J-Pool)
Sarilumab

150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w

Initial Dose Initial Dose Initial Dose Initial Dose

(N=126) (N=170) (PY=56.0) (PY=61.7)
Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
1 EERS 21 (16.7%) 31 (18.2%) 32(57.2) 36 (58.4)
5 IR A E 12 (9.5%) 21 (12.4%) 17 (30.4) 30 (48.7)
ON % 11 (8.7%) 17 (10.0%) 16 (28.6) 22 (35.7)
SESTERGIATRE 7 (5.6%) 17 (10.0%) 39 (69.7) 58 (94.1)
FHeReRE 8 (6.3%) 13 (7.6%) 9 (16.1) 13 (21.1)
EInE 3 (2.4%) 9 (5.3%) 3 (5.4) 9 (14.6)
k> 4 (32%) 7 (4.1%) 6 (10.7) 7(11.4)
ERERE 7 (5.6%) 6 (3.5%) 7 (12.5) 7 (11.4)
SESTERGIZ 5 FERK 5 (4.0%) 5 (2.9%) 27 (48.2) 25 (40.5)
it 4 (32%) 4 (2.4%) 5 (8.9) 4 (6.5)
mn/MRE A AE 4 (32%) 4 (2.4%) 5 (8.9) 4 (6.5)
B I EREUR A 4 (3.2%) 3 (1.8%) 5 (8.9) 3 (4.9)
T 1 (0.8%) 3 (1.8%) 1 (1.8) 3 (4.9)
NEZE 2% 4 (32%) 2 (1.2%) 4 (7.1) 2 (3.2)
kBT 2 (1.6%) 2 (1.2%) 2 (3.6) 2 (3.2)
=Niiikz 95200 2 (1.6%) 2 (1.2%) 2 (3.6) 3 (4.9)
ETHR 1 (0.8%) 2 (1.2%) 1 (1.8) 2 (32)
BB Rt ¢ 3 (2.4%) 1 (0.6%) 3 (5.4) 1 (1.6)

PY: Patient-years, TEAE: Treatment-emergent adverse event, PT: Preferred term.
MedDRA/J 17.1

n (%) = number and percentage of patients with at least one TEAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by decreasing frequency of PT in the treatment groups (sarilumab 200mg q2w and sarilumab 150mg q2w

order).

PGM=PRODOPS/SAR153191/OVERALL/QREG _JP_2016_01_ JPN/REPORT/PGM/ae_pt py 2ptp_jpool j s t.sas
OUT=REPORT/OUTPUT/ae_pt py 2ptp jpool j s t irtf (12MAY2017 - 4:14)
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% 35 -EARGEA : Week 24 FTICROH oMY YILI T LEEHOHLEEZRORBAFH (%) -RE

TR EM (J-Pool : Any sarilumab dose)

Any Initial dose Any Initial dose

(N=296) (PY=117.6)

Preferred Term n (%) ng (ng/100 PY)
RS 52 (17.6%) 68 (57.8)
37 R ERIR AME 33 (11.1%) 47 (40.0)
ARN% 28 (9.5%) 38 (32.3)
SESTERAIATBE 24 (8.1%) 97 (82.5)
FFieERE 21 (7.1%) 22 (18.7)
ERERRE 13 (4.4%) 14 (11.9)
=ME 12 (4.1%) 12 (10.2)
FSZUF2/ S 0RTz5—EHEmMA 11 (3.7%) 13 (11.1)
SESTEMIL E S FERK 10 (3.4%) 52 (44.2)
/MR E A ED 8 (2.7%) 9 (7.7)
apeE~L R R4 2 (0.7%) 2 (1.7)
&mrkUSY+EY FinfE? 1 (0.3%) 1 (0.9
PR g Bk 1 (0.3%) 1 (0.9

PY: Patient-years, TEAE: Treatment-emergent adverse event, PT: Preferred term.

MedDRA 17.1

n (%) = number and percentage of patients with at least one TEAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.
Note: Table sorted by decreasing frequency of PT.

Any initial dose population consists of all patients who were included in J-pool population. Adverse event data for this population
includes any events during initial dose of sarilumab 150 mg q2w (only for the period that patients were receiving this dose) or

during initial dose of sarilumab 200 mg q2w (as either originally active dose or rescue from placebo).
a Adverse drug reactions defined by analyses of overseas data
b Adverse drug reactions defined by medical review of the Japan data

Source :

PGM=PRODOPS/SAR153191/OVERALL/CTD 2016_01_JP/REPORT/PGM/ae_socpt_py pool_s_t.sas

OUT=REPORT/OUTPUT/ae_socpt_py pool s t jpool i.rtf (26JUL2016 - 6:45)
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2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

& 36 - HARGER : Week 24 £FTICROONTAREL ODERRBEBRNEE TELL TEAE (1%H8) DORIRHA
8] (%) -REMMBITRER (J-Pool : Any sarilumab dose)

Any Initial dose Any Initial dose
Primary System Organ Class (N=296) (PY=117.6)
Preferred Term n (%) ng (ng/100 PY)
Any class 155 (52.4%) 440 (374.1)
i HR BRI i 32 (10.8%) 46 (39.1)
TR AL ATEE 23 (7.8%) 96 (81.6)
EGED 21 (7.1%) 30 (25.5)
JH R R B 14 (4.7%) 14 (11.9)
HN%& 11 (3.7%) 17 (14.5)
SN E S PRI 10 (3.4%) 52 (44.2)
TI7=rT ) NI UART =T —BEIN 8 (2.7%) 9 (1.7)
M SR i 8 (2.7%) 8 (6.8)
i rh kSR 8 (2.7%) 11 (9.4)
AGE Y 6 (2.0%) 6 (5.1
M i ERE ek 6 (2.0%) 7 (6.0)
b 5 (1.7%) 5 (4.3)
TARGEUEET I ) M AT =T —BHM 4 (1.4%) 5 43)
& I 4 (1.4%) 4 (3.4)
i Bk e 4 (1.4%) 5 4.3)

PY: Patient-years, TEAE: Treatment-emergent adverse event, SOC: System organ class, PT: Preferred term.
MedDRA 17.1

n (%) = number and percentage of patients with at least one TEAE reported to be related to IMP by the investigators.
ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by decreasing frequency of PT.

Any initial dose population consists of all patients who were included in J-pool population. Adverse event data for this population
includes any events during initial dose of sarilumab 150 mg q2w (only for the period that patients were receiving this dose) or
during initial dose of sarilumab 200 mg q2w (as either originally active dose or rescue from placebo).

Source :

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/ae_socpt_py_rel_pool_s_t.sas
OUT=REPORT/OUTPUT/ae_socpt_py rel pool s t jpool irtf(22JUL2016 - 10:48)

5.4.2.2 @5NHER
W N D ERET 2%LL FIZ38D 7= TEAE %, iy L < b5 TEAE L E#F L7-, SOC

BITHTNDOEERE TR H % <R Bz TEAE L, BYUER L OFAERIETH - 72,

B X< R ONTZ TEAED D9 B, 77 BARREL iR LY U b~ 7 Ol 58 CREENFE 2o 12
TEAE 1L, IL-6 BAFICBIH T 2 HLTH U | BEARIITITIEGYE (ERGERY:, RIS OV IHEAZ) |
ERARMRALAE B (W ERAE, & b Y 77U &Y RIfiE, ALT 8800 KO N & GICBET 255 (7
FHIMALEE) T -7 ([Module 5.3.5.3-5: ISS Appendices 1.4.1.15]) .
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2.5 BREEICEAY SRS EE
SAR15MY -4y v T (RETFIEBRR)

FUN=TOmMBERHLLER L7 7 EABETRERAE Mo TEAEIX, @V IRBEEEICRE L
¥S (FicEEY v=F) Thot,

BHREN %KM THoE TEAED 5 b, OfE~A~22FH V<=7 200mg fFHBERUY Y L=
150 mg (FRABETENLEI 1.8% (27100 AF) BT 14% (204#£100 AF) ICRehER, F7E
AHTHED bhieh ok, RESIZHOVWTIR, BEEEOLZY, EFHNCEREOHLIY I AT
LR EMEOHIEEES LM,

543 kT

EATER L MR, 2 UIARBECE MARKRTIE, BCMIRDohkhotk,

+ U =7 o nakos minRe i, 2qea P esmscastssore gy s
nk (#37) . BHEVERIR, ChEA <2 b, BRERCEMHEETHY, BESHERCER
UIERIZ, EEHEBL LTAPHELH > RABEEATTFHEINE O L —F LTV 5(58) (59)

ga7-mnEBcoRCA0ENn Cl=]a e

Treatment # of # of patients/100 Cause of death (as
patients patient-years (95% adjudicated)
Cl)
Placebo 3 0.8 (0.16, 2.28) CV death: 0
Mon-CV death: 3
Tocilizumab 1 2.1(0.05, 11.80) CV death: 1
Mon-CV death: 0
Sanlumab 22 NAZ
Sarilumab+DMARD: Onset of fatal AE during 19 0.4 (0.26, 066) Not adjudicated?: 1
treatment- emergent period cy 7
Sarilumab+DMARD: Onset of fatal AE during 2 NAZ Non-CV death: 12
post-study period® Undetermined cause of death: 2
Sanlumab mmoﬂ'rerapy”r 1 1.4(0.04,7.33)

Cl=confidence interval; MA=not applicable

Source: 2.7 4 (Table 45)

Could not be calculated as it includes events after the treatment-emergent penod.

Only deaths from Phase J studies were adjudicated; this death had occurred during a Phase 2 study.
The fatal events cccurred after the treatment-emergent period (ie, =60 days after last dose).

This fatal event occurring dunng the treatment-emergent peniod.

[=T T - O 1

544 BEELGHESER
ER7 7 Ao EER (EFC14059 38 EUWA 77 A ER (Pooll) &%, SOCHITH

ThirOBEEHTRELZBOHONE SAER BRERE LUWERE] Thot,
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2.5 BRER B9 2 15 E1AE
SAR153191 - 4 1) L T GEGFHEERZ)
5441 EARNIRAER

EN 77 B R IREN (EFC14059 38B%) T SAE ORIRIT, 77w RN U L~ T DOii#ks
HLOOOED ST b OORERETRO b ho iz (U b~ 7 200 mg PFHEE 5.0% [4/80 4] .
P U L~7 150 mg PEARE4.9% (48141 . 772 REET4% [6/814] ) , SOCHITT_RTCOEFEERE
ThHZ < RO LT SAE 1T EYERS O AERIE] Tho7z (F38) .

AARNDFE4ER (J-Pool) T® SAE OFBHEIX, U A~ T OXEEGHH CRELEZTRD LN
MmoTz (F39) , & TO SAE [XAIFE 3P L=,
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2.5 ERERIZBE 9 2 BE4E ST
SAR153191 -4 1J)L= T GEGEFHEZ)

% 38 - Week 24 £ TICRRSH oM 1= SAE - RL2MHAEMIRER (EFC14059 iXER)

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX +MTX +MTX +MTX

Primary System Organ Class (N=81) (N=80) (PY=29.9) (PY=35.8) (PY=34)
Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)  ng (ng/100 PY)

Any class 6 (7.4%) 4 (4.9%) 4 (5.0%) 6(20.1) 5(14.0) 4(11.8)

RBREES S UBHERIE 1 (1.2%) 3 (3.7%) 0 1 (3.3) 3 (8.4) 0
wRES 0 1 (1.2%) 0 0 1 (2.8) 0
TAa—FEVRAFR - A ORF Al 0 1 (1.2%) 0 0 1 (2.8) 0
BRI JiE 0 1 (1.2%) 0 0 1 (2.8) 0
Bk 1 (1.2%) 0 1 (3.3) 0 0

mAEL LV VRREE 1(1.2%) 0 1 (2.8) 0
57 SR ER R A E 1 (1.2%) 1 (2.8)

ARfEE 1(1.3%) 1 (2.9)
H BRI 1(1.3%) 1 (2.9)

DEEE 1 (1.2%) 1 (3.3)

SHDFmEE 1 (1.2%) 1 (3.3)

MR ER. WERE & UHERES 2 (2.5%) 2 (5.9)
B Lk 2% 1 (1.3%) 1 (2.9)
ifi 4R iE 1 (1.3%) 1 (2.9)
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2.5 ERERIZBE 9 2 BE4E ST

SAR153191 -4 1J)L= T GEGEFHEZ)

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX +MTX +MTX +MTX
Primary System Organ Class (N=81) (N=81) (N=80) (PY=29.9) (PY=35.8) (PY=34)
Preferred Term n (%) n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)  ng (ng/100 PY)
BEAEE 0 1(1.2%) 0 0 1 (2.8) 0
B1EE % 0 1 (1.2%) 0 0 1 (2.8) 0
HERRSLUVEESHEBES 3 (3.7%) 3(10.0)
AV S 2 (2.5%) 2 (6.7)
EREREE 1 (1.2%) 1 (3.3)
BB L URERESE 1 (1.3%) 1 (2.9)
FRE&GHFER 1 (1.3%) 1 (2.9)
BE. PESLUVLEEHHE 1 (1.2%) 1 (3.3)
HERH 1 (1.2%) 1 (3.3)

PY: Patient-years, TEAE: Treatment-emergent adverse event.
SOC: System organ class, PT: Preferred term.

MedDRA/J 17.1

n (%) = number and percentage of patients with at least one treatment-emergent SAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT in the treatment groups (sarilumab 200mg q2w, sarilumab 150mg q2w and placebo

order).

PGM=PRODOPS/SAR153191/OVERALL/CTD 2016 _01 JP_JPN/REPORT/PGM/ae_socpt py_serious_s t kake.sas OUT=REPORT/OUTPUT/ae_socpt py serious_s_t kake i.rtf (01JUN2016 - 3:29)
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2.5 BRIRICEA 9 S B 15 5T
SAR153191 - Y JL< T GEEGFHEEZ)

%= 39-Week 24 ETIZESH S41- SAE - Ze MMt RER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose

Primary System Organ Class (N=126) (N=170) (PY=56.0) (PY=61.7)

Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
Any class 4 (3.2%) 10 (5.9%) 5(8.9) 11(17.8)
RRES S UFEERE 3 (2.4%) 3 (1.8%) 3(5.4) 4 (6.5)

12 4B S R 2 0 1 (0.6%) 0 1 (1.6)

HEME B AR 0 1 (0.6%) 0 1 (1.6)

REEERE 0 1 (0.6%) 0 1 (1.6)

it ¢ 3K 1 1 i ¢ 0 1 (0.6%) 0 1 (1.6)

wRBEL 1 (0.8%) 0 1(1.8) 0

ZA—FEVAFRAARF Al

*® 1 (0.8%) 1(1.8) 0

B I iE 1 (0.8%) 1(1.8) 0
B, BUES L VHEHETHOFEY

(BRBLUVRY—TEED) 0 2 (1.2%) 2 (32)

IR 0 1 (0.6%) 1 (1.6)

=E 1 (0.6%) 1 (1.6)
MAES LV DNREE 1 (0.8%) 1 (0.6%) 1(1.8) 1 (1.6)

=Nk 958200 0 1 (0.6%) 0 1 (1.6)

5 S BRI A AE 1 (0.8%) 0 1(1.8) 0
ARFEE 1 (0.6%) 1 (1.6)

T DR AE 1 (0.6%) 1 (1.6)
FEIRER. MIERE & UHEfRIEE 2 (1.2%) 2 (3.2)

B 1 (0.6%) 1 (1.6)

fifi #R 4 iE 1 (0.6%) 1 (1.6)
BRlEE 1 (0.8%) 1(1.8)

s % 1 (0.8%) 1(1.8)
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2.5 BRIRICEA 9 S B 15 5T
SAR153191 -4 Y L= T GEGFHEEZ)

Sarilumab
150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose
Primary System Organ Class (N=126) (N=170) (PY=56.0) (PY=61.7)
Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
BB LURKEESE 0 1 (0.6%) 0 1 (1.6)
FREBHER 0 1 (0.6%) 0 1 (1.6)

PY: Patient-years, TEAE: Treatment-emergent adverse event.

SOC: System organ class, PT: Preferred term.
MedDRA/J 17.1

n (%) = number and percentage of patients with at least one treatment-emergent SAE.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT in the treatment groups
(sarilumab 200mg q2w, sarilumab 150mg q2w and placebo order).

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP_JPN/REPORT/PGM/ae_socpt_py_serious_s_t_ctd.sas
OUT=REPORT/OUTPUT/ae_socpt_py_serious_s t ctd jpool irtf (01JUN2016 - 3:37)

5442 B5EER

WS EBR D SAE OZELRIT, WS 7 T B AR KRR (Pool 1) Z VTR L 7=,
ey & < /B 54072 TEAE TORMGHRE R & R ) b~ 7 Ol G55 Thie t, % <

O B2 SAE

W IL-6 FHEICE#E L 725D TH Y . BRI ITIEYYE K R MA AT Th-o7- (F40) ,
fth > SAE B9 M5 Tl 85 SN - FROMBIEIC— E OB ST A B KSR R S o7z,
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2.5 BRIRICEA 9 S B 15 5T
SAR153191 -4 Y L= T GEGFHEEZ)

% 40 -TEAE iR IZEBH 5= SAE (WTIADET 0.5%LE) —BHN TS RIBER (Pool 1)

Sarilumab
Placebo 150 mg q2w 200 mg q2w
+ DMARD + DMARD + DMARD
Primary System Organ Class (N=661) (N=660) (N=661)
Preferred Term n (%) n (%) n (%)
Any class 31 (4.7%) 42 (6.4%) 59 (8.9%)
BRPEL K UFERAE 12 (1.8%) 12 (1.8%) 19 (2.9%)
& 0 0 3 (0.5%)
fifi % 1(0.2%) 1(0.2%) 3 (0.5%)
X% 3(0.5%) 0 2 (0.3%)
BRE R 4 (0.6%) 1(0.2%) 2 (0.3%)
MRS L) VR REE 1(0.2%) 5 (0.8%) 8 (1.2%)
4F S BRRAME 0 4 (0.6%) 5 (0.8%)
BERRPLUREEHBES 7(1.1%) 3 (0.5%) 6 (0.9%)
R REERAE 3 (0.5%) 1(0.2%) 2 (0.3%)
B o< F 3 (0.5%) 0 2 (0.3%)

DMARD=disease-modifying anti-rheumatic drug

Extracted from :
PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP_JPN/REPORT/PGM/ae_socpt_s_t_css.sas
OUT=REPORT/OUTPUT/ae_saesocpt_s_t css_p1_x.rtf (08JUL2016 - 12:50)

545 BESBRIC&SHFE5HIE

[E] N RRBR S OESBR & b (2 TE5R S0 31 2 ClX, ANC 2% 0.5 Giga/L Kjili (7' L— | 4 O if Bk
DIE) L IS 50 Giga/L K5, ALT A3 ULN O 5 f%#8 X 1% ALT 75 ULN O 3 5ok e ) L e
VS ULN O 2 fi5# (P NAA_R— ) VIEGEREDHER STV IZE4S T 588, b L <3 B EGE
(BB FEMFTREIC & > THUE S vz B RUERYYIE) 23780 b iLic B e &R G2 T1k4 25 2
L LT,

P U~ T EGREOIEBRIEO L 5 H IEIZ%E 5 72 TEAE 13, IL-6 B SR TSN A IEH (&
YuiE . AFHERIBE, ALTHI0) & —E& LT,

EN 77 B R RER] (EFC14059 #Bk) KOS 7T B ARG RREER] (Pool 1) TOIRERFEDF G-
IEIZE 57 TEAE ORBIRIT, EHICT TR LYV L~ T O G TR <. SOC Il Tht
H I R ONDRBIROE G FILICE 57 TEAE (X, ENTIE MEE IO 23R kEE ] RO &
YUER LOFARSE] | ATl BYYER JOEARIE] |« TIKB LY 5% REE ] KOY TEE
Kt Thoto,
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2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

5451 ERNIRAER

EWN 77 AR RER (EFC14059 #BR) Tl 1B G ILICE o 7= TEAE ORBRIIT 7 &
REEE B LY U v~ 7 OB 5B CEIERC m o7 (Y b~ 7 200 mg (F I 8.8% [7/80 4] .
H UL~ T7 150 mg DFARE 7.4% [6/81 4] RO Z7HREE37% [3/814] ) (F41) , £7-. SOC
B THRHELBO LN IEREOB G IEICE 572 TEAE L, (KB LY o353 EE] KO T
YUERB L OFFAERIE] ThoTo (F41)

HARANDFA4ER] (J-Pool) Ti, 1EBRIEDOE G H IEIZE 572 TEAE ORBRIT, U L~T OEEE
BRI CRERET o7 (P U b~7 200 mg B 8.2% [14/170 4] . U /L~ 7 150 mg #f 6.3% [8/126
41) (F42) .
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2.5 ERERIZBE 9 2 BE4E ST
SAR153191 -4 1J)L= T GEGEFHEZ)

& 41 -Week 24 £TICROONT-BBREDIRSHILIZE o f- TEAE - REMBTIRER (EFC14059 HER)

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX +MTX +MTX +MTX
Primary System Organ Class (N=81) (N=81) (N=80) (PY=29.9) (PY=35.8) (PY=34)
Preferred Term n (%) n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)  ng (ng/100 PY)
Any class 3 (3.7%) 6 (7.4%) 7 (8.8%) 3(10.0) 8(22.4) 9(26.5)
RBREES S UBHERIE 0 3 (3.7%) 1 (1.3%) 0 3 (8.4) 1 (2.9)
ERIm 0 0 1 (1.3%) 0 0 1 (2.9)
ZA—FVAFR - AARF AR 0 1 (1.2%) 0 0 1 (2.8) 0
BRI JiE 0 1 (1.2%) 0 0 1 (2.8) 0
BT HEBRS 0 1 (1.2%) 0 0 1 (2.8) 0
mES LV NRER 0 2 (2.5%) 3 (3.8%) 0 2 (5.6) 4(11.8)
/N R A iE 0 0 2 (2.5%) 0 0 2 (5.9)
B M ERE A e 0 1 (1.2%) 1 (1.3%) 0 1 (2.8) 1 (2.9)
5 HRER R A E 0 1 (1.2%) 1 (1.3%) 0 1 (2.8) 1 (2.9)
iRz, WEBE & VHithRES 1 (1.2%) 0 2 (2.5%) 1 (3.3) 0 2 (5.9)
B Lk 2 0 0 1 (1.3%) 0 0 1 (2.9)
ifi #iR f iE 0 0 1 (1.3%) 0 0 1 (2.9)
fmpEE 1 (1.2%) 0 0 1 (3.3) 0 0
FFREE R[EE 1 (1.2%) 1 (1.3%) 1 (2.8) 1 (2.9)
EYERES 0 0 1 (1.3%) 0 0 1 (2.9)
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SAR153191 -4 1J)L= T GEGEFHEZ)

Sarilumab Sarilumab
Placebo 150 mg q2w 200 mg q2w Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX +MTX +MTX +MTX
Primary System Organ Class (N=81) (N=81) (N=80) (PY=29.9) (PY=35.8) (PY=34)
Preferred Term n (%) n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)  ng (ng/100 PY)
FFigreRE 0 1 (1.2%) 0 0 1 (2.8) 0
HERRSLVESHEBES 2 (2.5%) 0 0 2 (6.7)
g o< F 2 (2.5%) 0 0 2 (6.7)
EERPLVIAEEE 0 1 (1.2%) 0 0 1 (2.8)
SVIZRE T S FEIE 0 1 (1.2%) 0 0 1 (2.8)
ERERIRE 0 1 (1.2%) 1 (1.3%) 0 1 (2.8) 1 (2.9)
FIZUTFI/ b URT7T—EEM 0 1 (1.2%) 1 (1.3%) 0 1 (2.8) 1 (2.9)

PY: Patient-years, TEAE: Treatment-emergent adverse event.

SOC: System organ class, PT: Preferred term.

MedDRA/J 17.1

n (%) = number and percentage of patients with at least one TEAE leading to treatment discontinuation.
ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT in the treatment groups (sarilumab 200mg q2w, sarilumab 150mg q2w and placebo
order).

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP_JPN/REPORT/PGM/ae_socpt_py_discont s_t kake.sas OUT=REPORT/OUTPUT/ae_socpt _py discont s t kake irtf (01JUN2016 - 3:29)
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2.5 BRIRICEA 9 S B 15 5T
SAR153191 - Y JL< T GEEGFHEEZ)

R 42 Week 24 ETIZEOONT-BRBREDRERIEICE o= TEAE - T2 HHEMERER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose
Primary System Organ Class (N=126) (N=170) (PY=56.0) (PY=61.7)
Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
Any class 8 (6.3%) 14 (8.2%) 10(17.9) 16(26.0)
RRES S UFEERE 3 (2.4%) 3 (1.8%) 3 (5.4) 3 (4.9)
BRI hs 0 1 (0.6%) 0 1 (1.6)
LY 0 1 (0.6%) 0 1 (1.6)
it ¢ Bk 1 14 i ¢ 0 1 (0.6%) 0 1 (1.6)
ZAa—FLVRFR A OXRFAfili
*® 1 (0.8%) 1 (1.8)
B I iE 1 (0.8%) 1 (1.8)
KT HEERES 1 (0.8%) 1 (1.8)
B, BUES L VHEHATHOFEY
(BRBLUVR)—TEED) 2 (1.2%) 0 2 (3.2)
REELE 1 (0.6%) 0 1 (1.6)
Bz 1 (0.6%) 0 1 (1.6)
MAES LV DNREE 2 (1.6%) 5(2.9%) 2 (3.6) 6 (9.7)
1 /NRGB A E 0 3 (1.8%) 0 3 (4.9)
=Nk 958200 1 (0.8%) 2 (1.2%) 1 (1.8) 2 (32)
SF AR IRIE A E 1 (0.8%) 1 (0.6%) 1 (1.8) 1 (1.6)
IR ER. MERE & UHEfRIES 2 (1.2%) 2 (3.2)
FREERi% 1 (0.6%) 1 (1.6)
fifi #R 4 SiE 1 (0.6%) 1 (1.6)
FFREEREE 2 (1.6%) 1 (0.6%) 2 (3.6) 1 (1.6)
EMERES 0 1 (0.6%) 0 1 (1.6)
FFHeER R 2 (1.6%) 0 2 (3.6) 0
ERBLVIAEESE 1 (0.8%) 1 (1.8)
SVIZREZ D FESE 1 (0.8%) 1 (1.8)
Property of the Sanofi group - strictly confidential Page 124

(electronic 2.0)



2.5 BGFRIZBE 9 S AT
SAR153191 - Y JL< T GEEGFHEEZ)

Sarilumab

150 mg q2w 200 mg q2w 150 mg q2w 200 mg q2w

Initial Dose Initial Dose Initial Dose Initial Dose
Primary System Organ Class (N=126) (N=170) (PY=56.0) (PY=61.7)
Preferred Term n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
EREKIRE 2 (1.6%) 2 (1.2%) 2 (3.6) 2 (3.2)
TI53ZUFE/) I UVARTIS—
M 2 (1.6%) 2 (1.2%) 2 (3.6) 2 (32

PY: Patient-years, TEAE: Treatment-emergent adverse event.

SOC: System organ class, PT: Preferred term.

MedDRA/J 17.1

n (%) = number and percentage of patients with at least one TEAE leading to treatment discontinuation.
ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: Table sorted by SOC internationally agreed order and decreasing frequency of PT in the treatment groups
(sarilumab 200mg q2w, sarilumab 150mg q2w and placebo order).

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP_JPN/REPORT/PGM/ae_socpt_py discont_s t_ctd.sas
OUT=REPORT/OUTPUT/ae_socpt _py_dlscont_s_t_ctd __|pool i.rtf (01JUN2016 - 3:39)

5452 @5itER

Wish 7 5 B R REER] (Pool 1) TlE. 1B DI H. I -7 TEAE OB R, 7T v Rl
WL TH U AT HOMBEEH TR o2, TV~ T Ol GH TR LA IRBREO K G
IEIZE 572 TEAE ® 9 HE oo b OlE EYYEFS K OV AE HUE | (i ER LYY 3R REE ) &
O THRMA) CThY ., Hikr L < A s/ TEAE KO SAEmuﬂﬂﬁé:FJﬁ% IL-6 FRFICBET 2 & D
Thole, 1BREMRFEEOBEIC LT, HFREYYE (B2 X, wREs, g ==—F
VAT 4 AfR) BHLNTERIITEREOR G 2RI T 52 L L Lie, HREZIC K 03B
FIIT AN TOREGHM TRERBEWVITERD LIV 5T,

546 BARABEERE (J-Pool) TORMAREM (52 BMIXSHDOMHER)
F VU N~T % 2QEMBEE LT- & & 0ReMET — % Z[Module 2.7.4, 2.1.6 HHZRT,

TR 5-F OMRFE IR CHEE L7- TEAE, SAE K ONARBRIRO P H 12 FE - 7= TEAE OFEH R
(event rate) 1L, VU AL~7200mgHEE YV /L~7 150 mg BE TR I 7@V T2 <. RG] TRE
DI DT iR oTz, Fio, FETHITHRE SR ol
S2 M G RO T a7 7 A VITHFEREO T » A TR (Week 24) TR L7e a7 ”
7ANERBETH Y, RHIEGIZEDRERBEBNVTRD DRI T,
F 7. S2 WM GHHCERD ST WIEI R BB O TEAE OB OV T, TEAE, SAE K ONA
BRIEDOEE G- 1212 F > 72 TEAE ORBUIRMID 3 5 H ETIZE RO S, LAIBITRIFIIC A T H 1
MMU7ehnotz, Ef%HIZ, SOC XiE PT B4 TEAE (2B W TR G X - T & 2NN
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9% TEAE X, KRG CEMBEEIZRILT 5287272 TEAE RO LT, VU b~ T OREMEE
IREJIZHEE & 72 DEANTER D H e o 7,

55 HRITTFEIARETHEEER

S2HEITR LIz B0 AESHIFIL-6 Z[HE L7 & ZIZRIAN T IND 1IL-6 DAY ZFIERF K&
O AU B U7z IL-6 BAFEIC L 5 52% (G ek e, /MR RE, TRESI, IFZ 27 25
—¥ R DM RO IS, B ARYE & OV H F1 RURYSE) . RA OIREO T X
NI FR R O 2T v 7 7 A4 v BERBTEELEZ L, BHEE, B OaERA
Je OOV— 7 ZRRIEMRE . WBEPER L) W ONT AW FRIRANC X 2 R THR G2 L DI e g (N
ERALAORS U e OV JRME) IZERSE EER LT,

55.1 AESIDHE

EINT 7 2 Rx R (EFC14059 58B%) & OV LTS13618 ik HiA# LR () L~ 7 O HAIE G-
M) T &b L < RH72 AEST & U CRYMEN S Sz, BEEREO B v b4 7 e (Week 24)

TIREGLE LTV L~ TG SN EBE D 34%00 5 40%DFH TR O, RWTEAbhz
AESI & LT, AIMERBAE R ORFREENRD bz, b OFEGITIT IL-6 FLEICBHET 2 KR
BEEE L& L CTEICANCHD L NALT MR EEND, ZbD AESIHIZE LT, UL~ 7DH
B OFRBLROENIERICEROH D O TIdlehotz (F43) .

¥, HEEROS v N AT (Week 24) TIERiE, WLEZRIL, MILEEE,. 774 7%
—. b7 ARRIEGERE K O R D AESLIZERD HALT (£ 44) | Week 24 LARE CIIHBL o M
fE%E, MACE (F2E - B3) | — 7 AERIEE R OWREMER B O AESHITRE®D LAV 5T,

52 WG ALz AESI O 7 1 7 7 A )Uid, HEERRO T~ M F 7H A (Week24) TR 5

NI AESIO 7' 1 7 7 A )V LR T o 72, 52 & GRD AARNFFEEER] (J-Pool) Td AESI Diff
FAZOWTIE, 5.5.114HITR LTz,
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% 43 - Week 24 =TI

Hiont= AESIDERN - TEMMTHRER (J-Pool)

Sarilumab
150 mg q2w 200 mg 2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose
(N=126) (N=170) (PY=56.0) (PY=61.7)

AESI category n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
RS AE 49 (38.9%) 52 (30.6%) 80 (143.0) 72 (116.8)

BETREE 3(2.4%) 3 (1.8%) 3 (5.4) 4 (6.5)

B R A 1 (0.8%) 0 1 (1.8) 0

& 0 0 0 0
B M Bk A fiE 21 (16.7%) 31 (18.2%) 30 (53.6) 42 (68.1)
I /MR A E 6 (4.8%) 5(2.9%) 7 (12.5) 5 (8.1)
FEE 19 (15.1%) 27 (15.9%) 25(44.7) 28 (45.4)
BERBEMHILEZE? 0 0 0 0
HILEES 0 0 0 0
fEE B 0 7 (4.1%) 0 7 (11.4)
MACE (X&) b 0 0 0 0
T+HFI245F%— 0 0 0 0
1B EE 14 (11.1%) 20 (11.8%) 20 (35.7) 20 (32.4)
FESTERL R IS 11 (8.7%) 19 (11.2%) 74 (132.2) 95 (154.1)
EHES 0 2 (1.2%) 0 2 (3.2)
I— T REREIREE 0 0 0 0
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Sarilumab
150 mg q2w 200 mg 2w 150 mg q2w 200 mg q2w
Initial Dose Initial Dose Initial Dose Initial Dose
(N=126) (N=170) (PY=56.0) (PY=61.7)
AESI category n (%) n (%) ng (ng/100 PY) ng (ng/100 PY)
BBk & 0 0 0 0

PY: Patient-years, AE: Adverse event, AESI: Adverse event of special interest. CV: Cardiovascular, MACE: Major adverse cardiovascular events, MI: Myocardial infarction
MACE (primary) includes CV Death, MI, Stroke, Hospitalization for unstable angina (UA) or Hospitalization for Transient Ischemic Attack (TIA).

MACE (narrow) includes CV Death, MI, or Stroke.

MedDRA 17.1

n (%) = number and percentage of patients with at least one AESI.

nE(nE /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.

Note: This AESI table is based on MedDRA SMQ or company defined search criteria.

a Cases will be medically reviewed to identify cases of Gl perforation

b ncidence of MACE added to table for completeness

Source : PGM=PRODOPS/SAR153191/OVERALL/CTD 2016 01 JP/REPORT/PGM/ae aesi_teac s t.sas OUT=REPORT/OUTPUT/ae aesi _teac s t jpool x.rtf (29JUN2016 - 3:37)
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SAR153191 -4 1J)L= T GEGEFHEZ)

& 44 -Week 24 £ TICERSH o T- AESI DER - REMHEATFMRER (J-Pool : Any sarilumab dose)

Sarilumab + Sarilumab + Sarilumab Sarilumab + Sarilumab + Sarilumab
MTX DMARDSs Monotherapy MTX DMARDs Monotherapy
AESI category Any dose Any dose Any dose Any dose Any dose Any dose
(N=205) (N=30) (N=61) (PY=717.2) (PY=13.0) (PY=27.5)
n (%) n (%) n (%) ng (ng/100 PY) ng (ng/100 PY) ng (ng/100 PY)
R E 70 (34.1%) 7 (23.3%) 24 (39.3%) 109 (141.2) 13 (100.3) 30 (109.3)
BELRREE 5 (2.4%) 1 (3.3%) 0 5 (6.5) 2 (15.4) 0
B R R EAE 1 (0.5%) 0 0 1 (1.3) 0 0
& 0 0 0 0 0 0
B MR A E 34 (16.6%) 10 (33.3%) 8 (13.1%) 42 (54.4) 16 (123.4) 14 (51.0)
/NG A E 8 (3.9%) 2 (6.7%) 1 (1.6%) 9 (11.7) 2 (15.4) 1 (3.6)
FFrEE 37 (18.0%) 2 (6.7%) 7 (11.5%) 43 (55.7) 2 (15.4) 8 (29.1)
BMER/BHERHELESR
=N 0 0 0 0 0 0
HIEE RS 0 0 0 0 0 0
A& &M 4 (2.0%) 1 (3.3%) 2 (3.3%) 4 (5.2) 1 (77 2 (7.3)
TF745F%F— 0 0 0 0 0 0
1B BUE 25 (12.2%) 2 (6.7%) 7 (11.5%) 30 (38.9) 3 (23.1) 7 (25.5)
SEGTERL G 20 (9.8%) 2 (6.7%) 8 (13.1%) 151 (195.6) 2 (15.4) 16 (58.3)
EikEE 0 2 (6.7%) 0 0 2 (15.4) 0
IV— T RIRIEERE 0 0 0 0 0 0
B BRI R B 0 0 0 0 0 0
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Sarilumab + Sarilumab + Sarilumab Sarilumab + Sarilumab + Sarilumab
MTX DMARDs Monotherapy MTX DMARDs Monotherapy
AESI category Any dose Any dose Any dose Any dose Any dose Any dose
(N=205) (N=30) (N=61) PY=717.2) (PY=13.0) PY=27.5)
n (%) n (%) n (%) ng (ng/100 PY) ng (ng/100 PY) ng (ng/100 PY)
PY: Patient-years, AE: Adverse event, AESI: Adverse event of special interest.

MedDRA 17.1

n (%) = number and percentage of patients with at least one AESI.

ng(ng /100 PY) = number of events and number of events per 100 patient-years.

PY for a treatment group is the total duration of the TEAE period in the treatment group.
Note: This AESI table is based on MedDRA SMQ or company defined search criteria.

Source : PGM=PRODOPS/SAR153191/OVERALL/CTD 2016 01 JP/REPORT/PGM/ae aesi pool s t.sas OUT=REPORT/OUTPUT/ae_aesi pool s t jpool i.rtf
(26JUL2016 - 8:55)
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55.1.1 REESE

IL-6 PHEIC L 0 FERRBRYSED U A7 2D Z e h . EWNRBR L VR E bicA7 U —=
> 7 KA 4 WRILANIZ 38 EE A B X DRE, & D\ ITIEME, Bt TR O RYYE DGR b
B TR R BN RUSRYYE OBEE N B 2 BE TR DB U, £/, IR0 S L

iﬁ%#?+“&##®%&ﬁﬂ&é$%Xix7)~:/7ﬁ QuantiFERON®-TB F 25 554 D
BELRRIN LT, £, BYYEN R o853 v~T7 o522 Lz, bV
AT TROLNTHEY IL-6 FHEOIEM & — ﬁb TV~ T b EERRYUE & 5 Lo R YSE & D BEE
NN 3V W

EWN "7 & A%t AR (EFC14059 58%) C EYUE DR BIEIT T 7 v R EE & g LY U L~ 7 150 mg
PFHEECE L, 77 BREEE U <7 200 mg DFHBEM TIIRE 2 ZEFFRO bR o7z (K 45)
B b2 <R LIV EYUE T MR K O ERGERYE Chh o7, £ 70, EEZREYYEILY U L~ 7200 mg
PFRBECITRO T, YU A~7 150 mg OFFHRE3.7% (3/8144) KO Z7EHREE1.2% (1/814) I
R BHNTz, FELCICE - FHRYIETRRD SN2 0o 72,

ENT 7w SR (EFC14059 i) CTHERBIVENRDO LN 44D 5, 34 (UL~
7 150mg JFHEE 2 4. 77 B AREE 1 4) X ANC B EEEOHIEN TH 72, £72, VU L~7 150 mg
DFRRED | 4 CEBZERGE (FIREE) OB L RIREICEEE ARG O ANC 23580 b/, 725,
SOC TIHEYYEITIZNE SN o 1228, H U L~ 7 200 mg HERBED 1 44\ CHE RSV BT & 338
HiLTle,

H A NBEEEER] (J-Pool) TRYWE DIHLERITY U L~ T ORF G TR & a3 7- (3 46),
F7o. L ABNTEYYE TIEH Y L~ 7 150 mg #f & i L3V b~ 7 200 mg BE CHRBLER mVH
LI hotz, EERBYYEIL., 77 B REEDD 200mg ORFIRRICBIT L EM TRA L 24 %
200mg HELCHINZ B &, VU~ T OEFEGRM CTRE REIT R o7, FHEIZE - T2 EYYE T
NI, FRBREOBRE P IRCE o THERYYED B RITY VL~ T OXFFKEFER TR E 2EIT R0 -
72, EEREIYENTED BT X TOBFIXENE SUTBR LTz, 7L — F 4 OIF P ERIBAME (ANC <
0.5 Giga/L) % £ 7 B A RYWiE & O A il FUSYLE I TG0 H o T,

Wish 7" 7 B Rt (Pool 1) Tl UMEDHELZILT 7 B ARBET 751100 NMETH 72D
[Zxf L, BV b~ 200 mg BEABER OV U b~ 7 150 mg BFFRE CldE L 84.5 1,100 ALY
81.0 /100 NAEToh o7z, b <O LITIEYET, ERGERYE, JREEEY K OCBIHTAER T b
>7= ([Module 2.7.4, 2.1.4.2.1.2 3] 1.LLEHY X < FL 6N B IRYGYE)

o7 7 & et AR (Pool 1) TOEEZREYWEDFBIFIT, 77 v ARHE 3.1 14100 A4 (95% CI:
1.62,5.48) Zxf L, YU ~7 200 mg FHEELR OV L~ 150 mg DFRHBETIZZENEH 4.3 14,7100
N (95% C1:2.59,6.72) KT 3.04:,7100 A4 (95% C1:1.57,5.04) T 7= ([Module2.7.4, 2.1.4.2.1.2
] 2 EERYYE) . 2B, ZOFBE (eventrate) 1L, EMMERE OIRBRIKIEE IC L HEFHLE

—ZHEASNWTE Y | RIRENIEED AL OFR 3 5 BYYE UL e ORRYE DR R & e 5 5 HGE
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WZOWTIEINGEZH—OFERE LTE Lz, BEERBIYEDOFRELZE (eventrate) |, RA (TG %
BT DL FHIRAR G RFICRO L 5B (eventrate) (2~6 11,100 AfF) & FRETH
2 72(60),

W OF S L MR CIIE T ICE s T EIYEIL S A ITRO b, ZRHTXTOERIT
LTS11210 3Bk CTHEL L, BOEREG O REL L 72k i CORG-RIT, 200 mg 2w 7% 4 44, 150 mg q2w 23
14 ThoT,

b2 <D BN HFLRYE ITHRHZ Th o 7208, fEEMEEPRIEZ 138D bR o T, 1
ST T B ARRBRER] (Pool 1) TOHRMKAZORBLEIL, 7T v ARHEL YV L~ T OG- CRFRE
ThHY (FZ78AR, BV L~7 150 mg K200 mg BETENZIL 0.5%, 0.6%% 10 0.8%) . EHiES
LV RBIRBINT 5 2 L 13720 5 7=, ¥ES DMARDs fF I E % 2MERM (Pool 2) TiX, 24 (M
FEG & R DRAT L TV D HUBCIIE) IHE%. 6 210 v DX ERGENRBO biviz, £72, 1410=
2 —E VAT 4 ANRDFED BT,

W77 B AR (Pool 1) TORYLIE K OVEBRIK DO P 5-H IEICFE 5 BEYHE O FRBLR L,
= T O GHECRIRE CTh o 7z, EEREYYEDRBRIZONTIL, YU /b~ 7 200 mg f FHEE &
BV L~ 7 150 mg PFRBEME CHUE EOZENR R O N7 BREEROZE 1 1.1%) . TDED 95% CLiX 0
T AT (95%CL: -0.6,2.7) o 95% CLICHEES L &2 FIERTEITMIE SN o2, ENRE
fELTWeE LTh/hEaneEz2x6ib,

14+ DMARDs (ffl K22 &8 (Pool2) TOH Y )L~ 7 & DMARDs O X 2 EYIE K& Y
HEQEYYEDORBLRIL, 77 A RER & RERETBEO NI o7,

g5 DMARDs f l E 22 2VEEEH] (Pool 2) THRD LN EEREYYED 5 B, 21X ANC 28 0.5
Giga/L YA E~1.0Giga/L (7 L — R 3 DIFHFEKEAIE) Tholo, 2 b0 20 EYYE (BHR LD
7 RO ERERYMER ER) X, VU L~ T ORI S T 2 [\ B OG54 ICBL LTz,

T U N~ TEGIT K D EEZRRYYE K OB i RUERGYE O BLERIE, oA cR oA
D & RE 272X 72 7o 72(60),
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< 45-Week 24 £ TICRHONI-REEFED TEAE [CDVTODERN - TLMMEHIXRER (EFC14059 &

B%)
Sarilumab
Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX
(N=81) (N=81) (N=80)
Total Number of Patients 81 81 80
Total treatment duration in pt-yrs 29.9 35.8 34.0
Treatment duration up to the first event in pt-yrs * 24.7 27.1 28.7
Treatment duration up to the first serious event in pt-yrs * 29.7 35.2 34.0
Total patients with > 1 Infection (%) 23 (28.4%) 36 (44.4%) 24 (30.0%)
Number of patients with > 1 Infection per 100 pt-yrs 93.2 132.9 83.5
Total number of Infections (per 100 pt-yrs) 32 (107.1) 63 (176.1) 34 (99.9)
Total patients with > 1 serious Infection (%) 1 (1.2%) 3 (3.7%) 0
Number of patients with > 1 serious Infection per 100 pt-yrs 34 8.5 0
Total number of serious Infections (per 100 pt-yrs) 1(3.3) 3(8.4) 0
Total patients with Infection leading to death (%) 0 0 0
Total patients with Infection leading to permanent treatment
discontinuation (%) 0 3 (3.7%) 1 (1.3%)
Number of patients with Infection leading to permanent
treatment discontinuation per 100 pt-yrs 0 8.4 2.9
Total Patients with treatment-emergent Opportunistic
infections (including Tuberculosis) 0 1 (1.2%) 0
Total Patients with treatment-emergent Tuberculosis 0 0 0

AE: Adverse event, AESI: Adverse event of special interest, pt-yrs: Patient - years

Note: This table is based on MedDRA SMQ or company defined search criteria. Search criteria: Infections: SOC
Infections and infestations; Opportunistic infection: Opportunistic infection selected on Suspected infection event
page; Tuberculosis: HLT Tuberculosis infections.

* For patients with no such event, the duration is up to the end of the TEAE period.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/ae_aesi_overview_infection_s_t.sas
OUT=REPORT/OUTPUT/ae_aesi_overview_infection s t i.rtf (11MAY2016 - 10:16)
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3 46 - Week 24 FTIZRO ONTF-RELED TEAE ITDNTHDEH - R M RETXRER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w
Initial Dose Initial Dose
(N=126) (N=170)

Total Number of Patients 126 170
Total treatment duration in pt-yrs 56.0 61.7
Treatment duration up to the first event in pt-yrs® 44.6 50.3
Treatment duration up to the first serious event in pt-yrs® 55.4 61.3
Total patients with > 1 Infection (%) 49 (38.9%) 52 (30.6%)
Number of patients with > 1 Infection per 100 pt-yrs 109.9 103.4
Total number of Infections (per 100 pt-yrs) 80 (143.0) 72 (116.8)
Total patients with > 1 serious Infection (%) 3 (2.4%) 3 (1.8%)
Number of patients with > 1 serious Infection per 100 pt-yrs 54 4.9
Total number of serious Infections (per 100 pt-yrs) 3(5.4) 4(6.5)
Total patients with Infection leading to death (%) 0 0
Total patients with Infection leading to permanent treatment discontinuation

(%) 3 (2.4%) 3 (1.8%)
Number of patients with Infection leading to permanent treatment

discontinuation per 100 pt-yrs 54 4.9
Total Patients with treatment-emergent Opportunistic infections (including

Tuberculosis) 1 (0.8%) 0
Total Patients with treatment-emergent Tuberculosis 0 0

AE: Adverse event, AESI: Adverse event of special interest, pt-yrs: Patient - years
MEDDRA 17.1

Note: This table is based on MedDRA SMQ or company defined search criteria. Search criteria: Infections: SOC
Infections and infestations; Opportunistic infection: Opportunistic infection selected on Suspected infection event
page; Tuberculosis: HLT Tuberculosis infections.

? For patients with no such event, the duration is up to the end of the TEAE period.

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/ae_aesi_overview_infection_s_t.sas
OUT=REPORT/OUTPUT/ae_aesi_overview_infection_s t jpool i.rtf (3IMAY2016 - 6:07)
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5.5.1.2 1FHERHEXIE (ANC)

(] PN AR K OVg8aR 0 19 ML BRI E DFFAIL, AF Bk 5 (ANC) Db EOHER, BT
FERID ANC Jib D3 BLZ, TEAE & Y ANC Ji/) & B 72 EYE 2 & Tl YLiE & o B o I X
DITo 7,

EN 7T 2R RER] (EFC14059 3k) KON 7 T A IREER] (Pool 1) & B, HIMEREA
SE DTS . A MEREIBANEZ I ANCIAICE DD Th D Z LAVREN, £ A MmERE DT
EDOWAE, BEEEFREPHN TH - 72, ANC OFEITIRBRIEDOYIEIH 5% 2 W ORF A (Flal$ 54
ADOBPERA - F) TR LIZCO, FG5HME 4 BLRRICLE LTz, £ OfMoOFEO A ERKIZ-D
WK, VU A~ IO E 7T AR B CERIICER O B 5 213580 b o T,

[ NEAER Tl Week 24 % TD ANC OFIEEOHER (T Y U b~ 7 150 mg HFAIEE L B U /L~ 7200 mg
DFRECTHEELL T3, iR Tl B R AR 72 ANC OSBRI 3580 b iz,

EWN7Z7 AR ERN (EFC14059 #R) & ONESL 77 2 A% IEER (Pool 1) & H1Z, ANC B D
BRETRLE7L—R1XI7 L — R 2 OHERBAIEICE Y LTCBENR L Z L T0REGIET 7
TARBEL LT U L~ T OmEERETEN- T,

EINFBR Tl 7 L— R 1~3 OAF P ERIBAE DRI BARAFYEITRRD SR o 728 (2 47) |
HESLVRER Tl U L~ 7 150 mg FFARE L bl L CH U b~ 7 200 mg JFHRETZ L— K 3 O&FFRERT
DIE (ANC : 0.5 Giga/L LA b, 1.0 Giga/L K3i5) OIEBLRPEAEIN m D> 7=,

EWNTZ7 B AR RERN (EFC14059 38R) KOS 7 7 2R ER (Pool 1) & biZ, U~
BEHRECTRRYD BT 1.0 Giga/L Kiifi~D ANC B 1T —1#\EDO L DO ThH o7, U L~ T HE 5412 ANC
23 1.0 Giga/L AJili & 72 > T BEEF DO KT, U b~ T O Gk & 2 WIT— R Il L 72 %12 F
B L 7=,

EPNERER Tld, B R EYE DR B RIMEL . ANCRME & O BENEIC W TERD & % T 4 F2if
THZENTERNST,

— 07 AN ERBR DA Tl ANC DD & EYWIE DI HER L ORI BB IR H 720 - 72, ANC
DNERMERE NIR (LLN) LA B8 & Bl L C ANC 2% LLN ARl 0 S8 Tk, B 7R YYE & & o YiE
DIIERNE L 72D Z &l hoTo, 7 b— K4 OGFREREUMEN FL & 7z BB CEEE 70 iYYE 237
D HNTZBEITN 2o 72, £, ANC A 1.0 Giga/L ARiili O S FLRITREFANAR T L2y, EE K
YUIE DRIERITREEAIC —ETh o7z, S 5HIT, ANC 28 1.0 Giga/L Kjifi & 77 L7 B OEI S IR E N
60 kg Al O B THARAYE 2> o 7223 B 2R EGYE O FEBL=RITIKE DY 100 kg A EOBHE Tl b md»
o7, L72id> T, ANC O & B R YYE 2 5 Lo YYWE O R B & OBE IR S e o 7,

UbED &y | ENRRENENRBROERND, U A~ T OFREGIZED ANCITREADT 5725, &
B RYE 2 BT RYMED U A 7 OHRIZIIBIE L 72 &0 ) RGNS B vz, ZoftofE
FIMERICOW TR, IR EHEEL T UL~ 7 & MTX Xid MTX LAZ 0 DMARDs O #5-T
FRIRHICER D B 2 21338 b7z,
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= 47 Week 24 ETO TEAE S COFHERBDREKRT L— K- Z2EETNRER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w

Laboratory parameter Initial Dose Initial Dose
Criteria n/N1 (%) (N=126) (N=170)
Absolute neutrophil count

Grade 1: > 1.5 Giga/L - <LLN 22/126 (17.5%) 38/170 (22.4%)

Grade 2: > 1 - < 1.5 Giga/L 27/126 (21.4%) 34/170 (20.0%)

Grade 3: > 0.5 - <1 Giga/L 12/126 (9.5%) 17/170 (10.0%)

Grade 4: < 0.5 Giga/L 1/126 (0.8%) 0/170

LLN: Lower limit normal.

Note: The number (n) represents the subset of the total number of patients who met the criterion in question at least
once during TEAE period. The denominator (/N1) for each parameter within a treatment group is the number of
patients for the treatment group who had that parameter assessed post-baseline.

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/lab_grade neut_teae s t.sas
OUT=REPORT/OUTPUT/lab_grade neut teae_s_t jpool i.rtf (31MAY2016 - 6:07)

5.5.1.3 Mm/MRBAE

N U A= 7 OFGAZ X0 @Dl MDD D3FE O GV TWAH 2D, U L~ 7 DGR RER
TIE, IM/MERERAS 150 Giga/L A 0 BF &2 R4 Lz, & B, TRBRFENFH = C i/ MioEO% O i
DA L DRI OF G- H E TG TR O OHELMEEZ HE Lz, Sbic, B EL et
B (LTS11210 38%) i, M/ MKEUZBIE L 7R E O FIEIC LSV TH Y b~ T O RO EE
ATRE & U7o, FE 7z, ENERER K OV o akiiR & & 1 VB I 71 = Cld 100 Giga/L A O ifi/MiEk 2 TEAE
ELTHmETLHZEE LT

[ PN ERER K OVgaliR & b I M/ INRIBE ORI, L/ IMREL D SR B OHER . BIEEE R O i
/IRECDOBEEE . TEAE M OMH I B U 72 i/ MR DA OFHEIZ L 01T o 7o, /MR BAME O
LTz,

EWNT 7 2R AR (EFC14059 38R) K& OVESL 77 BRI (Pool 1) & HIZ, N—ZF A
D D M/IMRELDONEEEDOJA N, T v AR R LT Y A~ T OmE TR oS, Y
U~ T OFELEERM TEROH 52T R SN0 =, /M ORIE, FIEE 5% Week2 (3
bbb, FEBRBHERIERS) TROI, Weekd LIEZE L T, M/ MREOHBD 2 /7 H 7z
D, EHOMEIT R E U CRERENTH - 7,

5 DMARDs (FH R Z2 &PEER (Pool 2) Tld. fi/MREL 100 Giga/L A 00 % B 1L/ Mg
FEDIEBUR D2 EMps 77 B A IREM TR O N2 b D L RE AT o T,

1R E 100 Giga/L A OFEBLUT D70 < | REDHIEMEDORBL CTh o7 (F48) , ifiv/IMrEgEA &
H i o> f I B 1 I3 B e o 7,
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& 48-Week 24 £ TIZER& o =11/ R (100 Giga/L Kii) I8 Y % PCSA - REMHEH R EH (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w

Laboratory parameter Initial Dose Initial Dose
Criteria n/N1 (%) (N=126) (N=170)
platelet count

>75-<100 Giga/L 2/126 (1.6%) 3/170 (1.8%)

>50 - <75 Giga/L 2/126 (1.6%) 1/170 (0.6%)

>25-<50 Giga/L 1/126 (0.8%) 0/170

<25 Giga/L 0/126 0/170

Note: The number (n) represents the subset of the total number of patients who met the criterion in question at least
once during TEAE period. The denominator (/N1) for each parameter within a treatment group is the number of
patients for the treatment group who had that parameter assessed post-baseline.

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/lab_grade plat teae s t.sas
OUT=REPORT/OUTPUT/lab_grade plat teac s_t jpool i.rtf (31MAY2016 - 6:08)

55.1.4 BFEE

FFREEIZ SV T, Hﬂ%&%ﬁ%i‘ﬁﬁlﬁa DIEENEDZEAGIZ DN T OREES, ALT HINZ DWW T DR KOE
FERERI DI B FEEICER#E L7= TEAE OB ER NN T AT 2 —E0 EH LK EoFEL L0
RESELM: DA 4| :iofaﬂ?ﬁﬁ L 7=, SMQ A B 7~ 2 B Tﬁﬁ'ﬂ‘ﬁyﬁ (Drug related hepatic disorders
I K DEFENRRE 21T 9 2 LIk 0 | IRBREEEM DR LT EE IR
92 TEAE # 5% L7= ([Module 2.7.4, 2.1.42.47H]) .

EAN 77 AR EER (EFC14059 iklR) K OVESN 7 7 B AR (Pool 1) & B2, 7T BAREE
LT L X VU A~ T OB G T ALT L OVAST O FHMED X 0 KREWHEMNA R S 7z23,
YU N~ T ORBGHEM CTIRBARIICERDOH 5 21TRD b holz, T O, Week2 (372
bH, FHBRBBYEHERR) LBETRD b, RE U LE Y OFEEIZHOT 2 728M A bh
Teo Elo, TARYVERAT 7 Z—EOYHEDOK TN, 778 REEL LYY L~ T Ol 5#ET
WO bz, T2, TTOVEEITRB BT R ERHHAN TH > 7,

EN 77 B R IREN (EFC14059 58B%) Tid. ALT MORHERITT 70 BEL E LYV L~
TOmMBEGHETELS, VI AT OKEEERM CRE Z2EITRD N Tz, ML ALTEO%
SIHULND3fFUFTH o7,

HEAVRBR COY U L~ T R G H O TlX. ALT 2M5#1C ULN O 3 {54 #8 2 7= M 3 3% 558
6% 6 7 AU Ik b2 <. BERITRGMIC—ETho7, ZivH O ALT NI —EET
ot [EWNEER L OESNRERC ALT BN RO N BFE ORE 7L ALT g b U v~ 7 o
B ke LTz,

- comprehensive search) |
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ENRER T, EE fiﬂ?ﬁi‘% IO LN 0Tz, —J7, MR TlE, DMARDs ﬁﬁcﬁﬂﬁﬂ;ﬁii\@
T 12 4 ICEE L FREICBEI# T 2 TEAE 25580 L2, 20 9 LEAFRMEOHEEER 2R
e X L7z B ib\iﬁfn«»to

Hy’s law DI H D 9 5 ALT 7% ULN O 3 fF#Ex 0% B U /L B 228 ULN O 2 (518 & OMAE R 121%
BELIZbOD, ZNHD EFIZHOWTIRBREELSNOFRNE 2 b/ Z &5 Hy's law 12344 L
UNRUN &I LTz,

55.1.5 JHILEZEA

RABEZXG L Lz F ) X~ 7 ORI, EITHEERICHE S HILEZLNHE STy
b, LiedoT, U~ 7 OBKRBRTIE, RIEMBEREIEEOBEROBELZHT 288D
DUV E ZEILOBEEN S D BE ZBRIN LT,

ENEER (GF /I AR & O L FEEER) ClE, Week 24 & TISIHLE ZALITRD Hive o Tz

([Module 2.7.4, 2.1.42.5.11H]) .

WL~ 7 2 Rt REER] (Pool 1) TiX, U A~ 7235 X7z 1 4 TIHIBEEZILNFERO btz (0.11
100 N4E)  ([Module 2.7.4, 2.1.42.521H]) ,

F 72, ##5 DMARDs ) E 22 & H4ER] (Pool 2) OHLEZEL ORI (0.16 1£,7100 A4 [95%
CI : 0.06,0.32] ) %, United Health Care 7 — 4% ~X— X CORIEHEAT 1A RRFEE SNz RA BE
DI (0.39 1,100 A4F [95% CI: 0.31,0.48] ) KON TNF-o [HEHENF LG Sz RA BEOHBL
F(0.13 17100 A4 [95% CI : 0.08,0.19] ) 2B PRI LHEHNTH 72, HILELZELIZ, FEIC
T EEZILKROEEZ EUHEROAINCL D bOThH o, MEEZLDIRO LN BEDOK
EoriE, IEART mA REFIRIERE (NSAIDs) | RIBEEAT 1A FXIMTX 20 L Tu7=(61),

5.5.1.6 fEEIEMN

MU XA~ TEEIZEDIEENT A —F OWEMNMPFRD N TNDTIed, A7 ) —= U TR T —
ATAVRHZEED Y bu—)LRRRE 2 VAT v—)VIIE (3350 mg/dL, 9.1 mmol/L) 3EE b
V27UtV RifE (3500 mg/dL, 5.6 mmol/L) 723 &7 XL T % AMERT 6 MREILINIZ A & F
YO XD RIEROFHI G TG BRETF A2 LI LT 5 89 RIFERFIEEEZ L. Y A~ 7 OIK
nﬁ?ﬁf))%ﬁ?ﬂ* L7z, {RBREAR ., IEEHEIMOE R O TEAE & L COME X, ENRER &K OS5

2. FEOWRIETA BT A OREEHIIEWTEBRE(EEMOHTIC L 52 & & LT,

Hﬁ’gi‘*‘ﬁﬂ@ﬂ‘fﬁﬁ I REANT A =2 OYEOZE, IRERFEED T A K A T % National
Cholesterol Education Program Adult Treatment Panel (NCEP ATP) Il ® LDL 33D ZA, A& F 2 D
B R ORRIRI 7252 (k. MACE) %) IEE O b & OB EMEIZ X v IT o7z,

ENT 7 2Rt ER (EFC14059 #88k) T, Week 24 % T TEAE #iffH > LDL O F-EIE D #REE
FIHERS TlE, B ) L~ 7 Ol G-HET Week12 F THIM L ZDHRZE LT, LDL 2L A7 1—/L D
BIfE T AAERPAN (2.28~5.21 mmol/L) THER L7,
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EN 77 RN (EFC14059 #ikBR) CTONFEEIINICBIES 2 TEAE O HFR K< . Week 24
ETIZH VY IL~7 200 mg FHBED 44 (PTHICTEARMAE 24, M ~Y 77Uk Y R4, (Kb
BYREAEMNI4) COHRBOLNTE (F49) . ZRHOFERTEERWNRREOR G T ILIZE S
LD otc, iz, 2044 ON 2 4T ENRIERF OB G %251 Tz,

W7 7 ARt EERT (Pool 1) TliE, BEE/ X7 A—4% (LDL, HDL, XO*FU 7 V&Y R) 125
WTIEH U L~ 7 D Weekd THRAIDFHM 21T > 72, Week 4 TLDL CE¥ME) 1349 14mg/dL, ~Y 7
UtV R CEHE) 13K 23mg/dL, HDL CEAME) (349 3 mg/dL 3N L7z, Weekd PAREIZ 7= (20
THHDIERD NN oTc, HEMTITERD® 2 2ET580 HiLen -7, s DMARDs {f H &
ZAEMEM (Pool2) DIFE /ST A—XOWEINE, 77 B RREER L KERZETRD LN T,
NUZ VY REINCHEE K BERITHIE 72 o7 ([Module 2.7.4, 2.1.42.72H]) .

& 49 -Week 24 FTICRH oN-EEIBMDER - KEMMITHREH (EFC14059 HER)

Sarilumab

Placebo 150 mg q2w 200 mg q2w

+MTX +MTX +MTX

(N=81) (N=81) (N=80)
Total Number of Patients 81 81 80
Total treatment duration in pt-yrs 29.9 35.8 34.0
Treatment duration up to the first event in pt-yrs@ 29.9 35.8 32.7
Treatment duration up to the first serious event in pt-yrs@ 29.9 35.8 34.0
Total patients with >1 Elevation in lipids (%) 0 0 4 (5.0%)
Number of patients with >1 Elevation in lipids per 100 pt-yrs 0 0 12.2
Total number of Elevation in lipids (per 100 pt-yrs) 0 0 4(11.8)
Total patients with >1 serious Elevation in lipids (%) 0 0 0
Total patients with Elevation in lipids leading to death (%) 0 0 0
Total patients with Elevation in lipids leading to permanent

treatment discontinuation (%) 0 0 0

AE: Adverse event, AESI: Adverse event of special interest, pt-yrs: Patient — years.
Note: This table is based on MedDRA SMQ or company defined search criteria. Search criteria: SMQ Dyslipidemias.
a For patients with no such event, the duration is up to the end of the TEAE period.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/ae_aesi_overview_elevat_s_t.sas
OUT=REPORT/OUTPUT/ae_aesi_overview_elevat_s_t_i.rtf (11MAY2016 - 9:39).
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5.5.1.7 Major Adverse Cardiovascular Events (MACE)

DRELFIEE 2 44 B ORFHE 1 4400572 20 A < MINCHIEZR B S (CAC) 1, 26 T AHBR
TEE SN, CAC I, TR TORTROEEZRLIME RO TEAE # B FIZRHE, HE L, HE
DI DI EERITENMN SN EEZROME RO TEAE 1%, CAC Charter (CHESHZ L 92 SMQ DY
A MIEVFRES Nz, S 612, DIEROIERZ LI L T 5IEEED TEAE & HED OIS
i,

MACE (FEH) 1%, DIEE GECRRA AR O EETe) | D%, fadh, ABRE2ET 5
ANZEROESANIAPE 2 B3 2 — i PEDOME L3 /EE L, MACE (FRz%) X, OIMEE GETIRKDR
AR OEET) | DFEIE R O & LTz,

ENFRBRTIX, VU A~ T O %25 1F 72858 TIEX MACE 13589 Hiv7e 2y - 7253, EFC14059 7R
D77 B R TOHIEBEENEDLHFEZEN 1 48D biv/z ([Module 2.7.4, 2.1.42.8.11]) .

155+ DMARDs f W2 2] (Pool 2) THIE S/ MACE ($R3) DOIRFEEWIM CTIHE L7-3¢
BlZ (eventrate) (95%CID) 1% 0.54 100 A4F (95% CI: 0.33,0.77) T o7z, The Health Improvement
Network (THIN) 233k L7 4EFI R = A — MFSE Tk, MACE (LM/E3E, FEBSEMOMEIE, 4
) O BLEIE, DMARDs fEHH D RA BT 1114100 AMETH - 72,

5 DMARDs (f R 22 &PEEM (Pool 2) T SE, FEBBEIE M IE K OFEELSENE M 25
DOFRBFEIL, Wb 0214100 AMFETH 72, THIN OWFFECTOLMESE, FEBSCHEOAHEZE K Y
FEBOEMEZE TR OFE BT, 0.46 44,100 A4, 0.51 44100 N4} 1R0.4244 100 N4FEToh - 7= ((Module
274, 2.1.42.821]) .

55.1.8 BBUELT T 714 5F1—

EWN 77 & R FRER TOWMBUEDRBRIL, 77 R (62%) LT UL~ 7 Ojf 54
TELl, VA~ T OFKBEGREB TR ERZET 0o 72 (UL~ 200 mg GFARE 11.3%, VL~
7 150 mg PERRE 12.3%) (£ 50)

WBUE 2 5L L7 38 0% < 13 TEAE HIC | EOMBUEZ B L iz (U b~ 7 150 mg (f F#E
TlX. TEAE #IFIHIZ 104 15 tEORBUENRBD b TEY | 2 LORENH-72EEH T34 ThH
o72) o BEEZBHEUE, BEERZREBUE LK ONABREE OG- 1T 2 \BUEIXFRD iR o Tz,

Wsh 7" 7 B At IREER (Pool 1) Tl IBBUESICORBEIT, I vARHLHK LIV LT D
WG CE -T2 (U b~ 7 200 mg FHRE 7.3%, YU b~7 150 mg OFHEE 6.8%., 77 BAREE
3.9%) o VU7 DOHREGEZITIZEBEOT T b2 RO LTBMBEUEIL, EHENRE. BB K
OFHIRIZ T o 7o, WBUE O KFS31E, TEBRETERIC X 0 EEE S8 (V) L~ 7 200 mg Of ARE
76.4%. YV L~ 150 mg PFHEE 76.7%) & HIE S 1Lz,

W57 7 AR FEER (Pool 1) TOIRBRIK DG IEIZE - T BBUEDOFHBLRIL, 77 BARREE
LYV v~ T OmFEGRECE - 72 (U b~ 7 200 mg FFARE 0.9%., VU L~ 7 150 mg FHRE
0.5%., 77 &K 0.2%) . E5 DMARDs fFH R 2 EVEER (Pool 2) TOIREREE DG P IEIZE -
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TOIRBUE DR BLRIL, M7 7 R RERM (Pool 1) TR BT IEBRIEDO & 5 I FE - 7= B HUE
DFRBRLERETH ST,

] N RRIR K OV R & 6 12, AR Z20BBUE SOG DR BLR K ONRBRIE O I 51 1112 % - 7o il UE
BOGOFRBIRIL, VA~ T OMBEGHETCREE CTHY . BN RITEI SRR TR oz
HOEREIREWVIA LR ST,

Wish 7 2R (Pool 1) K OVES DMARDs B E #1224 (Pool 2) TEEDEHME
DIBIES SR VT F 7 4 T F —T RSN/ ho 728, ke OB (EFC14092 iBk) ©F — & il
HUBEIZAT 4 —T A« g Y HEEREO FREVED & DIERINS 67 D MEEE TlE I hiz, K
FEBNIINE U 72 R JE P EICFEG S, UEBE I AT 4 —T VR - U3 v VIR RHEIN 72
FEC M - AUHERT AR b SRR L7,

& 50 - Week 24 F TICREH o= BEUEDEMN- KEMBTHREH (EFC14059 FHER)

Sarilumab

Placebo 150 mg q2w 200 mg q2w

+MTX +MTX +MTX

(N=81) (N=81) (N=80)
Total Number of Patients 81 81 80
Total treatment duration in pt-yrs 29.9 35.8 34.0
Treatment duration up to the first event in pt-yrs * 28.7 33.1 31.2
Treatment duration up to the first serious event in pt-yrs * 29.9 35.8 34.0
Total patients with > 1 Hypersensitivity (%) 5(6.2%) 10 (12.3%) 9 (11.3%)
Number of patients with > 1 Hypersensitivity per 100 pt-yrs 17.4 30.2 28.8
Total number of Hypersensitivity (per 100 pt-yrs) 56.7) 15 (41.9) 9 (26.5)
Total patients with > 1 serious Hypersensitivity (%) 0 0 0
Total patients with Hypersensitivity leading to death (%) 0 0 0
Total patients with Hypersensitivity leading to permanent

treatment discontinuation (%) 0 0 0

AE: Adverse event, AESI: Adverse event of special interest, pt-yrs: Patient - years

Note: This table is based on MedDRA SMQ or company defined search criteria. Search criteria: SMQ
Hypersensitivity.

* For patients with no such event, the duration is up to the end of the TEAE period.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01/REPORT/PGM/ae_aesi_overview_hyper s t.sas
OUT=REPORT/OUTPUT/ae_aesi_overview hyper s_t i.rtf (11MAY2016 - 9:40)
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55.1.9 SEHERGIRIE

EWNT 7 B AR RER (EFC14059 3BR) KON 77 B ARXHRER] (Pool 1) TiE., OIS
DORBLRIT T T EARRE LR LTV L~ 7 OMEERETRE N T2,

AARADFEHER (J-Pool) Tix, M7 &b 1 BIOEIBA ISR DT BEHEOEIGZ, UL
~ 7 200 mg f 11.2% K O U L~7 150 mg B 8.7% T o7z (F51) . £io, EEREGEHAIG,
BEERY 72 FEFHAAL SO S ONRERFE D% 5 IR 228 - T2 SR S IXER D B Ze o 72,

W7 7 2 Rt BB (Pool 1) DIESTERALSS DIHERIT, ¥ U b~ 7 200 mg HFARE 9.5%, PV
V<7 150 mg DFHRE 8.0% & VT 7 2 REE 1.4% CThH -7 ([Module 2.7.4, 2.1.42.10.21H]) ,

W5 DMARDs f HH R HIZE PEEER (Pool 2) TlE., HEARESHHISUNT R0 o7, Fo, BOD
TSRS DN, K5y (89.8%) DVESTEMLRIL (RLBER OV S FEIE A Bie) ITRETH D |
15 DMARDs {f H R #1242 VEEEFH (Pool 2) CYRERIE D 51 1L I o 7o EHEL RS OFEBLH1T 0.6%
ThHoTl,

& 51-Week 24 £ TIZRH o N ESEAURIGDEN - REMFBTHRER (J-Pool)

Sarilumab
150 mg q2w 200 mg q2w
Initial Dose Initial Dose
(N=126) (N=170)
Total Number of Patients 126 170
Total treatment duration in pt-yrs 56.0 61.7
Treatment duration up to the first event in pt-yrs® 52.7 57.5
Treatment duration up to the first serious event in pt-yrs® 56.0 61.7
Total patients with > 1 Injection site reaction (%) 11 (8.7%) 19 (11.2%)
Number of patients with > 1 Injection site reaction per 100 pt-yrs 20.9 33.0
Total number of Injection site reaction (per 100 pt-yrs) 74 (132.2) 95 (154.1)
Total patients with > 1 serious Injection site reaction (%) 0 0
Total patients with Injection site reaction leading to death (%) 0 0
Total patients with Injection site reaction leading to permanent treatment
discontinuation (%) 0 0

AE: Adverse event, AESI: Adverse event of special interest, pt-yrs: Patient - years
MEDDRA 17.1

Note: This table is based on MedDRA SMQ or company defined search criteria. Search criteria: HLT Injection site
reactions.

* For patients with no such event, the duration is up to the end of the TEAE period.

PGM=PRODOPS/SAR153191/OVERALL/CTD_2016_01_JP/REPORT/PGM/ae_aesi_overview_injsr_s_t.sas
OUT=REPORT/OUTPUT/ae_aesi_overview_injsr_s_t jpool i.rtf (31IMAY2016 - 6:006)
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55.1.10 REE M

T VN~ T EELT X TOWEFEH Y X7 BT EN 72 0% T E 2 A LTl Y | Jimbiis (ADA)
DFRBLEFRT D AREMER D S, VA~ T IHTFEIC b bl > T S5 AR & 5 K %
B U2 E BN Lo THY . BEICL O HCEREEZEK LTS, Z0h, RAA
FrEMRE LTV IV A~T OKARE T v 7T A2IRIZhT-> T, FRPURDOREIL L Y ADA OFfsE
PRI ONZIEAE R 72 B R AU B MR 12 DU TSR R L 72,

[ N aR B S OV SRR OF & 22 MELE R CIE. ADA BBPERUE O RER o 1x— e EH LR (B
DOHFRAEIL 60 LLF) IC/3F S 47z, ADA BPEDOFRBRIT, RHIEGIC L 0 REIICHINT 2 2 & 1%
7ehodc, ADA OIEHL L HIINED KA OV 2RI B3 2 TR0 b o Tz,

EN T 7 & R CTlk, TEAE I HIZ ADA BEERFR D b BE 1370 o 7=, ADA Bk
I3 UL~ 7200 mg PFHEE3 4 . YU L~ 7 150 mg OFRE3 4 KOV 7 B AREE2 4 ISR O BT (F 52),

ADA Z3#7 D ADA 5 SO T B U CA 2D KA SUFTA RME DI K 2R LTc BB 1TV e o Tz,
EINFRER CHRIPUREE 2 /R L2 BB 1 4 OAR T, BRI bz, Zhidd Y~
7 200 mg DA G4 57 HIZERD HAv, {GBREOE G- F (o BH & O E IR T,

W7 7 B R BN (Pool 1) Tk, Fiilhd ADA BtEIG 2 R BEOEISIE, VUL~ 7
200 mg O FARE 4.0% % OV )b~ 7 150 mg GFHRE 5.6% CTH 72, LL2ARR 5, Rt ADA Bk
BOSIT T | RFET 2.0% 5 i, T DOEMD ADA 75341 D 2%03MA51ME T 5 2 & ARk S vl £
PED ADA BPEROS M ORI D OGS & LIz BEEIS IR, 3 U b~ 7 200 mg BEHEE 1.0%., 5 UL
~ 7 150 mg OFFHRE 1.6% K% N7 7 B AFE 0.2% TH - 72,

HEHh ) L~ 7 HFIEEERM (Pool3) TiX, R_X—RA T A TD ADA BitEiL 2.3% T - 7=, AL
TOFHGENED ADA GER N IZEE D 9.2% TR.H4L, 6.9% CTHRTUAZ R L, ST 7 & R X RER]

(Pool 1) TOHRBIE LV & @i o 72hd, WBUESISDOFRBLRILFERE TH Y | WRA /D7l
IEL7=BE T etz (1/1314) ZEnb, U A~T OREMR AR LT ADA OFfi
EPRIPLABGEIC LD ENH D L LTHIREMR LD TH S LB 2 Hivd, ADA FBLRRE L iBiUE
DRBLE ORNCEEMIZR S0 2 LD, ADA BT —i#@t D ADA Iiﬁ‘rié»ra“%%\ybx (s
ARBERIIGONRNEEZBND, BilED ADA Btk & hRFUABRIER D b T=5E. UL
~ 7 OREFEENMET T2 ERRBOLNTWNDHTD, ERNCKT 2 H E LTI, a:_ﬁ:E’Jit ADA [
PER T8O ADA BitERCld 2 < FifetED ADA BPER K O R URE R 2 4R 5 2 &M
B THDHEEZOLND,
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F 52 -Week 24 ETIZERH 5N f- ADASHDES - ADA BT xt&ER (EFC14059 :45%)

Sarilumab
Placebo 150 mg q2w 200 mg 2w
+MTX +MTX +MTX
(N=81) (N=81) (N=80)
Number of patients with ADA assay
results available 81/81 (100%) 81/81 (100%) 80/80 (100%)
Patients with an ADA negative sample at
baseline 81/81 (100%) 81/81 (100%) 80/80 (100%)
Patients with an ADA positive sample at
baseline 0/81 0/81 0/80
Neutralizing 0/81 0/81 0/80
Non-Neutralizing 0/81 0/81 0/80
ADA negative patients during the TEAE
period 79/81 (97.5%) 78/81 (96.3%) 77/80 (96.3%)

ADA positive patients® during the TEAE

period
Peak titer
Median

Q1:Q3

Min : Max

Neutralizing®

Non-Neutralizing

Treatement-boosted ADA positive

patients

Treatment-emergent ADA positive

2/81 (2.5%)
75.00
30.00 : 120.00
30.0 : 120.0

0/81
2/81 (2.5%)

0/81

3/81 (3.7%)
30.00
30.00 :30.00
30.0:30.0

0/81
3/81 (3.7%)

0/81

3/80 (3.8%)
30.00
30.00 : 30.00
30.0:30.0

1/80 (1.3%)
2/80 (2.5%)

0/80

patients 2/81 (2.5%) 3/81 (3.7%) 3/80 (3.8%)
Peak titer
Median 75.00 30.00 30.00
Q1:Q3 30.00 : 120.00 30.00 : 30.00 30.00 : 30.00
Min : Max 30.0:120.0 30.0:30.0 30.0:30.0
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Sarilumab
Placebo 150 mg q2w 200 mg q2w
+MTX +MTX +MTX
(N=81) (N=81) (N=80)
Patients with a persistent positive
response’ 1/81 (1.2%) 1/81 (1.2%) 1/80 (1.3%)
Neutralizing® 0/81 0/81 1/80 (1.3%)
Non-Neutralizing 1/81 (1.2%) 1/81 (1.2%) 0/80
Patients with a transient positive
response’ 1/81 (1.2%) 2/81 (2.5%) 2/80 (2.5%)
Neutralizing® 0/81 0/81 0/80
Non-Neutralizing 1/81 (1.2%) 2/81 (2.5%) 2/80 (2.5%)

ADA assessments only performed on sarilumab treated patients. Percentages based on number of patients with ADA
assay results available.

TEAE: Treatment-emergent adverse event, ADA: Anti-sarilumab antibody, Negative = below the assay cut point or
not drug specific, Positive = drug specific signal above the assay cut point.

No imputation is used for missing ADA results.

* Patients with no positive assay response at baseline but with a positive assay response during the TEAE period
(treatment-emergent positive) or patients with a positive ADA assay response at baseline and also have at least a
4-fold increase in titer during the TEAE period (treatment-boosted)

® At least one post-baseline measurement classified as neutralizing positive.

¢ Persistent positive response: treatment-emergent positive ADA detected at 2 or more consecutive sampling time
points during the TEAE period, where the first and last ADA positive samples are separated by a period of at least 16
weeks. Also persistent in case last sample analyzed is positive.

4 Transient positive response is defined as any positive ADA assay response that is not considered persistent.

PGM=PRODOPS/SAR153191/EFC14059/CSR_01_PKPOP/REPORT/PGM/pk_adasumm_d_t.sas
OUT=REPORT/OUTPUT/pk_adasumm _d_t_i.rtf (I7TMAY2016 - 8:59)

5.5.1.11 B4EE

F U N~ TG L DEEEEDO Y 27 FRARTREIR SR - T,

ENFRER TIX, LTS13618 RER DI HEILEE ToAH 24 (Wi & HI2H Vb~ 7 200 mg AR 12
FEMENES (PT B« ZoMEFLE R OVE ) 23389 47z ([Module 2.7.4, 2.1.42.12.15]) ,

ST L 2 SRR, ML I U L~ RS-0 SN TH Y . BT 12 BN
Tholz, WTNOBE LEMESEOBAEREIIA L T\ iedoto, MHRE S SAE & LTHE S,
RBIOEGIIP k&7, o, WmEE & BIHABRIIEIBR T Shv, AREGUXEME ST &
Wr S iz, MEANVRBROES LT — % OWES 7 T B R REER (Pool 1) Tik. MREMIM T L-HE
PEIEE O3B (eventrate) XV VI ~T7 OWFEGH LT 7R TRE 2E TR )ho7- ()
7 200 mg GEATEE 0.9 15,7100 A, 4 U A~ 7 150 mg GEFIRE 1.1 #5100 AFE, 7 &R EE 1.0
100 A4E) o £7-. AREMTORBRITHES DMARDs O HE 22 &ML (Pool 2) TORILHR

(0.8 11,7100 N4E) & K& 723820y > 7, SEER 7 — % N— 2 % WA #E(L R EE (SIR) 124
3L, INECTORBRKRBROF TR LN -SRI BIERIE, — BB TR O -2 725
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ﬁ$t*ﬁbfwkoéﬁkbf ZIVE CTORRIRFERO 1 TFE O v 7 MRS O3 B3 K OV
. R ER L OV RA BEEM RIS B DO TH o7 ([Module 2.7.4, 2.1.4.2.122 ) .

55112 L— T R$REE (UL— T RERAERE)

PUTNFEIEIL, 77 AR & i U CHUEIUE (ANA) OFBENE L 725 B CRERE K OV —
T AKFREGERE L B L T B,

[ NFRER M OV RBR DGR S, YV L~ TG L A ORI A K OV — 7 ZARRIEMRE & DB
TR 5 b DITRD SN T — T AEBE T B D TEAE b bR o712, £7-.
7T RREEL L TH U b~ T O EGEET ANA K O ds-DNA FUAR L 0 W RBREZ R~ 2 &
X723 > 7= ([Module 2.7.4, 2.1.4.2.131H]) .

5.5.1.13 fHEEM &R
E R L VAR OFE RO, Y L~ TG & BErERE & OBELTRET 5 6 DIFEEH b
N7y -o7z ([Module 2.7.4, 2.1.4.2.14H]) .

55H4H$AﬁA$I(JRm)f@52ﬁﬁﬁ%ﬁ®AEﬂ®ﬁ%

TR G- RF O IR R WIF] TR L7245 AESI OFEBLR (eventrate) &, BMRAVICH U b~ T DEEK
5ﬁ%fk%@%i@wokoitwmmmﬁﬁﬁéﬁﬁﬁﬁﬁmowf\E%&ﬁm;ék%@%
BIIRD BN,

TR GFICFRD D272 AESIO T 1 7 7 A Vi, HEREOD v 4 718 (Week 24)

TROLNTZAESIO T 17 7 A )V EBEBea—E L T\,

TV~ 7% 2 G Lz & & O AESI Ol & [Module 2.7.4, 2.1.6.4.2 TENIR L7z,

o JRYYE

52 W G- REIZFRD B AV BRI CAREE U 7 R E K OV 2 YYE O R BLE  (event rate) |
T U N~ T OEBEGREM TRERET o7, FHEICE - T2 EYYEITED LT, ﬁ%%ﬁfﬁ%
L7 IRBRER O 5 IR IC o T YE DR B (eventrate) 1L, U A~ T OK LM TR E e
X0 T, 52 MR GRICHZIIRD S Rotz, £i2. JL— F 4 O PERBUEZ £E 5 HEE
TRRRYIE TR B o T2,

o i BREE

52 R G- REIZFRD B AV BRI O U7 A BRIBAE O 5= (eventrate) (X, YU L~ T
DEFERB TRE AT RN -T2, VY~ T OWFER T b % < 8D bz PT X4 ek
JETH o7, BEEZRAMEKBAEIZY U /L~7 200 mg BEL N 150 mg BECTENEN 14T ORD B
7o Fo BB OR G IEIZE o 72 A MERBAEIZ T U L~ 7 200 mg B 4 4 L OV <7 150 mg
3RO LN,

o I/ IMRIEAME
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52 i SR B G- MR AR TR L S R RE D BB (eventrate) (X, H U=
OEBREHBTRERER Dok, WThOBRER T EE2 M/ MEEAERRED bht, /g
ool L i E S ORIC BEEMEIERD Dot

o JFEEE

52 F RO ER B IR EE W TR LS ITREE IC AT 5 TEAE DRHE (event rate) |3,
H U N+ TOERGHBTRE REII R, BELITREICEET 5 TEAEERD bhith ok,
EBREOHERIECE - IFHEE ST 5 TEAE 0RREIXAHEHE TR AEZ S, HUA
<7 200mg B 64 (ALT I, EHIEITEERUIEHF) RUH V<=7 150 me A 54 (ALT
ENETHERE) o ohi, 2055, Week 4 LIRICED LN EBBREORLEPIECIES
fAFEEE B+ 5 TEAE 2. U~ 200mg BE3 A B U U A~ 150mg B 1 258 b,
B, ALTEIMZH Y <7 200mg B BB LY U A~ 150mg ETE < BH oM, RBED
BEREICE-RHS L LTORREICH Y L7 OERERB TRE LEZ 2o T,

o JREEM
52 W SRR ERMNICEE 4+ 5 TEAEIZ, VA~ 200mg B 12 2 R U VU <=7 150 mg B 3
AR bohf, BERCEBREOEEPIEICE-FEEEMICET 2 TEAE ZEBH bhizho i,

o BEERUTF74T7F%—

52 I SRR G R B THE L ASEOREEE (eventrate) (X, ¥V AT DEHE
EEMTRELER o0, BERREGE, BCEMREER URBEEORSPIEICE > T @amiE
R oo,

o FEMEMTRS
52 B S EEHZ D &AL R E IR TR L BRSO REE (eventrate) 11, U AT
DEREBMTREREI Dok, 2B, BERERBRSR ERIEOR 54 IEICE - - 4
A RSILED bR o T,

o RIERE

52 A 5 C R bl ADA BMEIL, U <=7 200me BE 7.0%, Y <7 150me B 7.1%IC
Bvbh, Y7 OEREHETRERER 2o, ADABMRIGIREIC—BETH-, P
fofEII Y A<= 200mg O 1 AOHIZBD LR, WYV A<-7HT, fiiEModhRE:3o .
o',

S2EMBEERCEWTLT T 7473 —avy 7B bhithoft, ADABMERIEETR L
BHE B AONSAICBESENRE ShER, WTFhoBS L IBHEDERIFN L ADABENREDH L
NSRRI T e d o,

ADABMKEEE#TRLEBEOY b, 1AICEIMEORMAES b, YEEE (BEES
N . 5 otoxmic ko THRBEOR R IEICE - 28 E Tt ADARH TH
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ofe, FOH, 740—7 v FERMOB S T ADA R SR oD ADABMEE L LT
o fdbhidt, i ERsIESs ot

ADA B BE THEE DS (ACRSO i L -#icH o R Rk a5 diE) i1@Hoh
fedote,

o FOfthd AESI (IH{LEFRIL ML ERE,MACE,/ BHEEE - —7 255 B Bt RES)

FEN EFC14059 388 T Week 24 LIRRIZ AESI & LTHEROAT IV —T 14 (BEES
B )~ 7 150me BFABE, PT4 : ILFIAREE | LB RBOYT TV —T24

EEESTIEEEEEE: 7> 57 v~ 7 200 mg fiA~0D# 2B, PT4 : [LMUS
wEUnEvsA, BEESIEGEGEGEE: 7> 77V v~ 7 150 mg (i ~00# 2B,
PT4 : PhAMAER) BEIhi, ZhoDFERITHES HILERLIZ o1,

MRS, MACE (% - 338%) (22 Tid, EN EFC14059 B R 1F LTS13618 308 & 12, Week
24 LIRS bl iz,

B N—FAREBRUREMERERO TEAE 22V TH, £HRBHMzE L TR Lo,

56 FoOhoTEHMRT

56.1 MTXEL4 @ DMARDs & D #fRfEE
MTX LI DMARDs i FTH U A= 28E L L 20EeHEiE, EHNLTSI13618 E8IZH 0

THAEMNRABHFOL T L, @k L HErshi 3040884 <=7 150mg fFREE (154)
it V<=7 200me fFRIBE (154) 7 - FAhiCBufHirohi, 7—#h v bAT7HAT 244
BMEEOBREEHEEET Lt BBEOREEPIELEADBEO S L SAIRY VA~ 200mg
ftRBETHh- 1,

A—A T A RO A OFFNEET, BN A BER (EFC14059 38 oBE L —HLT
Y il

MTX EL#} 7 DMARDs fif HEEF 235V T, Week 24 & TiZ 4 U b~ 200 mg it FHEED 73.3%K&1F 150
mg i D 86.7%I- TEAE 7538 bhiz, \Eb £ <@ o TEAE L, SOCHIT NERiER LU
AdfE) . Thils LY o REE) RO THREE) Thofz, VA~ 200mg i HEED 34
IZSAE @S Hh, WTFhb SAEICL W H Y =752 hE L,

S2 R ERRORR TR, ¥ U= 200 mg (FRBEED 86.7%& 1F 150 mg {fFAHEE® 93 3%iZ TEAE
BEH LR, BEbE<EH bl TEAEIZ, SOCHITH Vi~ 200me FRABET HKiiEL L
FAESRE) . THBEE) RO (LT v REE) | bYA= 150me fFRABET THEES
BLURGHMRES) | BIMERL LA RE) BT Thifids LY o RBE@{ E) Th-oT, SAE
I3 Week 24 £ TIZ 3459 b, Week 24 LIFED SAE Do,

TEAE #if| %@ L TRCHiZESH 6hied ot
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H AN RA & ITH1T 2 MTX LIS DMARDs (fFHEE DL 27 v 7 7 A /Wid MTX fF T T
Vb~ 7 %8eh LIZENT 7 AR5 BREM (EFC14059 iBk) OLett:7n 7 7 A vt BBl L
TWie,

S2EMBE G RHCRD DB ek T e 7 7 A ik, BEEREO D v A TS (Week 24) TOZRA
WTa 77 ANV ERBETHY , BRIIRGIZE D RERBENTRO bR T,

56.2 BT TDESE|IEE

[EN LTS13618 sBR D W U L~ 7 LALLM TIL, Week 24 £ TIZ SAE, FE1HI L OVEER IO £
B2 FE 572 TEAE 13788 LRy » 72, TEAE ORBLRTY Y L~ 7 150 mg HAIRE & el L <Y
U L= 200 mg HAIRECE o T2, ZAUTTIC PT B CRINEESS . TESSERALELEE M OVFRERE B3 D %8
BIZEDHDTHY, AESHIZOWT S ZALDITHERK L7 HA 23580 b7z,

52 BB G-REOFER TIX, ¥ U /v~ 7 200 mg HAIRED 90.3%K% T 150 mg HLAIFED 83.3%(Z TEAE

DB HHLTz, SAE X4V /L~ 200 mg HAIRE 2 4 KO U b~ 7 150 mg HARE 1 412580 B,
AV D SAE 1T 7T Week 24 LIBRIZERD BTz, IRBRIEO#E G- 1EIZZE 5 72 TEAE 1% Week 24 LL
FEIZY U L= 7 150 mg HAIRE 1 4 OHRITFED BT,

TEAE #iff] 218 L CHTHNTFESO bz o7,

ENY U b~ 7 BAREREIIZIBW T, ADA BtERERD b Lic BE OIS MTX JFH T T8 U v
~ 7 P LIZENT 7 v ARRER (EFC14059 #ER) &g L CEM o723, WLz
Tt ADA HHUZ X 2R BT b e o7z, BARN RA BEICxHT 24 U L~ 7 AL
DEEMT a7 7 A ME, MIXJFH T TCOH I Av~ToRe7Te 7y A LEeE—B LTV,

WO RENT — X ICBWTH U L~ T OFHER &5 U L~ 7 BAIRIEER & & g L7z &

. BRMICERO S D ZITRO NIRRT, Fi2, VA~ T ORAE GRHHT - 2B 2o m
FITERD B inoiz,

ENERBR ORE R L [FIRRIC, MESNRER T ADA PEARRD B 7= B3 OEIA1X DMARDs {f 4 &kt
i L CH U b~ T HFREEM TR Mo 7208, MTX 208 L7220V IEE 0O ADA ELY 2 7 OB
NHX@%FW%W%%%E?%&%Méhéz&?&oto#U»vfﬁﬂﬁ%%ﬂ@AuM%ﬁﬁ
T —BENZ < L 1T E A EDBREOFURMIIE > 7=, U A~ THEAFREENICE VT, b
(RS FFeIED ADA BGPEA S8 BL L 7B C, IBBUERS, A ZMED RANSUIANMEDIHRIZ L v iR
B DR G- 2 th Ik L7 BF TN R0 o T, HSBRIZ I ) T b | DMARDs fif FHEEH TRl b7z ADA
%ﬁ%m&ﬂ%’ %Uwvfémﬁﬁﬁ"fémmm%ﬁi RN Y L~ T DERIMEX

7 a7 7 A WZERRICER O H 5B RIZ S o Tz,

56.3 HUILTTE LY XITDLE

F U~ T ORRRBRIZIE, PV A~TEERN N ) AT EHE2BRFT 2 338 (ENHER
PDY 14191 3Bk, SN aBR © 6R88-RA-1309 3Bk KUY SFY 13370 #R) 2 & £ 5, [EN PDY14191 7K
B, AANRABEZISZICY VI A~T I bV ) AT %8G Lz & &0 Re Li- 0
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BHEBRTH D, F7o. MBS 6R88-RA-1309 ikBRITIE /)3T A —4& (ANC =5 tr) ORHlia FEH
fy L LizHmE G5B cH v . #ESh SFY 13370 ikBRI% 24 A O &MERHRER TH D,

PDY 14191 3B TlL, HAAN RABFZXRIZY V<7 150mg FEX (X b ) X~7 162 mg #EIZ 7
A DZEIDAIT BREISLICY I A~ T T F V) A~ T AR FEE L7, ANC 28 1.0 Giga/L
KRNI D LT BEOERIIV VA~ THTEN- TN, VU ~T L b A~vToRe7Ta >
7 A VT B BRI TH o 7o, i FERI OB T8 METH 0 | EIYEDOHFRITRD biviehro T,
2R LT, KRB CTHR® b1tz TEAE X QKRR EEOL®EIX, ZhETIE SN I <7
@%Vﬁ%ﬁ%&@lé@%%@&ﬁ%xTtRA%%T?ﬁéﬂé%%&*ﬁbfwko

HES 6R88-RA-1309 ikBRIZEHB VT, IL-6 ¥ 7 F/VRiE L ANC D OBEMEICSWTH U b~ T L
ho ) X7 R Lz, ARBRICBWT, F U A~ TR S S L CH U L~ TR T
B G- OMEREMESEMIREIZ 105D 1 TH Y, WERKIZED PK 717 7 A VO NBGTRD b=,
ANC 8D OFEEBLE TOREE (4 REEILAN) . ANC S ARAE O FEEIfE K OFARE SR o P Ju i X,
U Lb<7 150 mg X% 200mg 2 . WNT U X~ 7 4mg/kg XiE 8 mg/kg iR EIAH G112 X 5 4
HERE CRBBUORFRE Th -T2,

W4t SFY 13370 SR Tl bV X~ 71K E O SCEICIEW Bl H &% 4 mg/kg & L, Z D,
%\E (Zhis U CRERBOGCEED & 8 mg/kg ITH R L7z, ARBRTIT F 2 U X~ THED 60.8%7° 8 mg/kg I

L7z, TEAE ORBEK RO LN FRITHE M TR EREWVITRD R0 o7, B
§ﬁ®£%kbf\%gﬁm\%7/x7 =8 EF/ KO RERER A 035580 Hav, LD
WERM TRERBWVIIRD SN -T2, H UL~ T L h ) AT TOREREOE N (UL
~ TR T RGP A TIEEIRNEE) | BERROEY (B UL~ 72 M 1E] R

U X< 71X 4MIZ 1E) KOPK 7' 7 7 A )LD ZERIZE ANC 1.0 Giga/L Kl OB PD ~
— =T % IL-6 [HEO BT > TV b DD 5 CRYYE & OVE S 72 YYE O FEIEH
IZRERZETBD b h o7z,

2EE LT, WTFHORBRIZENTYH, ZRMEICEH LTI A~vT L o) A~ 7RI CHRARICE
WD & 5 72T R b oz,

564 YYLITETHYITITEDHLE

WS EFC14092 3R TlL, VU b~ 200 mg 2w O HAE LA 7 2V L~ 7 40 mg q2w O HAIFRE
EHHR LTI L 72, ARBRCTH U L~ THABIRGERICRO bR e T e 7 7 A VL, ThET
(N S TP U L~ T AR GERBRORER & —B LT,

TEAE, SAE, {8 DB ILIZFE » 72 TEAE ORBRIT, BIFRMICH IV L~TRHLET XY A~
HCRECThHoT, I N T T XY A TIZBITLDEEMNT 07 7 A VO ZEITEIT IL-6 BHEIEMH
2R D SRR O BRI EEOEINCRNT 5D Th o7, ANC DD NT XU A~ T7HEE g LT
YN~ THTEROLNTEA, ANC B EIEGYEDFELY X 7 L ORSEMEITRD bR oTz,
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565 REMEBEELDOHER

ENHERTIE, P A~T7 ORE5EOENZE Y, TEAE, SAE, RREDE G- 1LIZ%E 7= TEAE
DREBUERD B HEVTRD b 7o, AESI & U TRl L 72 BYLE, A IMERBUE, 1L/ Mk
DIE, JFBEE . BEOE K OTESRAL RS O FBIRIC, U b~ 7 150 mg K O 200 mg #ECHI & 372
ZETH HAIRDN o T2, ANC 1.0 Giga/L Adiii, /MR 100 Giga/L i & OV ULN 3 {5# 0> ALT #4D%E
BRIZBWTHEKRFEIEREO b o T,

o WNRBROFE 22T — 2 07 T B AR IER TIX, U L~ 7 150 mg OFFARE L ik LT
U V=7 200 mg f HI#E T TEAE, SAE X ONRBRFEDF 54111123 - 7= TEAE D FEH R K OMgFE HIH T
TR L7258 813 (eventrate) ([ZANRONTZH DD, FBEIROZEII/NI L, ZTOED 95%CLIT0 %5
ATV (FR32) .

TEAE [ZOWTIE, B U ~7 2 HEFFORBEEDZE (95%CD 13 3.4% (95%CI : -1.4,8.2) Th
V. FEAF R ERBAE & OV A MR E T O 224 Bk U CH U L~ 7 200 mg fFHEE CORBLR R O
DT ED DT,

SABIZDOWTIE, $U~7 2 HEHMOBBEEDZE (95% CD) 1X2.6% (95%CI: -03,54) Th
oz, TDH L, BHERBYIEDORBEOENRBREDN ST BEREOZE  1.1%) . ZOFKBEED
72D 95% CIIL 0 & ATV CGEBLEDE [95%CI : 1.1% [-0.6,2.7] ) . U ~7 2 &R
W CHERBYIED U A7 IZHF 077 (95% CI O LR T 3%A1) 2355 Z LI BIITEETE
2o Te, ZOMD SAE I DWW TIE, BELROZITER T 2R EDFRITRANIE IR o Te, —h,
[ENFER CIEEERBRYIEDF BN D72 < HEHMICH L RZETRD b RnoTz,

RO G- IR E > 72 TEAE [ZOW TR, U b~ 7 2 BRI ORHERD T 1.7% (95%CI :
-1.8,5.1) THY., BV L~7 200mg GFHHEET 150 mg FEAREL Ll L CEo 72y, 2 OZEICHIINT
DRFEDRGITRD e o7, FRT, BYE, FHEREAER NN T A7 I F—ED ERRE
D IL-6 FLFEIZBE L2 F%, IEDOMOREDFRIZ L D IEIZHONT, U v~7 2 HERERT
BWOHHETIR LN oT,

WAVRBRICR T 20V L~ 7 2 &M TRO b EE/2 2T, ANC 1.0 Giga/L Al OFEBLE O
ZToH Y, ANC 1.0 Giga/L Kiii (7' L— R 3 OLFHERBAE) %5 Te ANC 28 LLN Al O 5B 3
UNA~=7 150 mg FEL LI L TH U b~7 200 mg BECT@Emdolz, —J7, EWNRBRTZ 9 L7m133R
DO T, S HICHARBRICBWVTH,. ANC O 0.5 Giga/L Kifii (7' L— K 4 O BRIV E)
Je O BRIV MEI L A G FIEICOWTiX, U ~T7 02 HEHMCEIAON o7, Zh
LOT =%, GFFRERBUCKIT D IL-6 [LIFEOE N FHHE L BT 5D ThoT,

HER T CRMBGREOZ2MEE TN U723 LTS11210 3B Cid. ZRMEICRIBENEO btz
AR IS EF =BV T U /b~ 7 200 mg 2w 7> 5 150 mg Q2w ~DIHEN [ RE & 72 D BE & ik
iz, ARBERCITIEBRFEMFT eV, BRRIRAE O RS (ANC > 0.5~1.0 Giga/L CREYE O3
72 L. M/ >50~100 Giga/L THIMLEFROHFFE R L, XL ALT >3~5ULN) (2L V| BBREE
ERIASY U L~ 7 ORI - HELZ 150mg 2w IZBET 5 Z L2 Algg e Lz, ARBRTIL, U r~>7
DRI ANC NALT DR—R T A 2 IRMEEICE T 2% EN A b7,
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EAAREUHEARE L bic, ALTHENGIBEEMC ST Y A~ 2 HEBERICH L E
R oo,

FUN=7OPRICHEELEZHHRLERITIERTHLZLBTFEATHHH, YA~ 200mg
T, A 60kg RKFEOHAABHEICBEWTHEHE 60kg L ED AR NBH L $E LT, TEAE, SAE R(F
BREOHEPINCE-- TEAEORREOBEMIR O ed-ot, F£iz, KE0kg RiEDAEMNE
FT, HUA=T7200mgBEICBTH Y A< 150 mg BE L H# LT, BIE, ANC 1.0 GigaL Fig
EUULN3 @O ALT OREOEMIIRohizdo T,

566 BEEE

HE#GE2L02{ b 1AERLEBEOREE 0 7 7 A V20T, BEEREEZEH L 2d-
frBELEE L NS ORERICECREOEROFEICLIALHEEVEIED LT,
Be#gEICLDZH VA= OEEET a7 7 A A~DEBIIEDH N,

57 BERRUVIRIBOER

E A8k O EFC14059 3488 Tid, TEAE il ic~— FH— iR H 0 THIRIZED bhiz o i
#%, LTS13618 38 T TEAE Mo ~<— r—oiEs 14 (RS IIEGNENEGEE: )
<7 200 mg HiAIE) R bh, A— b H—OiRP# (PT: ATHE) @& Shi, BT, Module
276 fHE]ICRER L=,

i, EARBTIIRES 45 E SN, WP b AEET (DMARDs §FH, iRz &) 2FT
HEBETHETY (11 CRBoohi, Zhoo@ERVHEBRABOFRRICESE, HEOR
ZEBEY Lo, B, EGHERBRAERL, TOBTRIZEEERI BV TRELE
WEENTWAEG2), £, ¥AERAWESAEBEFERBI SO THI A-7ORBERNRED L
T35 ([Module24, 311]) , HREHEPICBET SV A7 OERBRIIBENTHL 20D,
HRME P TP IA=TICL 2327 4 v bBRRICHTEV A2 2 ERIAZEESICB N TOAER
FTRETHD,

E PR FR~DOH Y AT OBITICOWTIRFAHTH L, PERTRHLILOOIgGHEE FRHP
BT LBA6NTVA(@63), b MAHCBITTAEAIIZ VW2 L ECELPOFARICHT
DI N=FICLHEEERARSABND Z v, BE~OH I AT OLEREZEE L LT,
BRoPIE XFEFOPIEZHFT<ETH S,

58 BRES

EPREB R O RBR O TR U I HERMBR CHRE Shicy U A~ 7 O K H#iZ 200 mg
Tihotl,

RT3, TEAE W PICHEO#ES»E 10 HRICERE LEZ ik 2 EESARE 5
eFc14059 #8724 (BEES I : 7 =<7 150 me i B, BEES
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B : U\~ 200 mg fif RBE) RUSLTSI3618 BT 14 (BEES
B )~ 7 200 me BB BB, WThORS b EERN CRER S
o ERIIRD AT, BBREOREIIM L, EFHLELZLEL Lot

WA BT, 2410 4FMUANICYH Y =7 200mg # 2[E (B 400mg) 5 Ihitd, HEE
FURAREEORKHTRITED o, ANC, FlEERUIEHIEEGEEATH- . W
EFC14092 BT 14412 9 HRILARIZH VL= 200mg % 2[8] (B 400mg) £5=h, fEEtEO@E
#BERBEHONE, VYA T REREGNE I AHED ANCI2043GigaL THY |, FHEREAEL L
THESW ., BHEIAFERIC LV BBREOREZPIEL, 7407 FAFLOERICEVEIE L,
ABEN ANC B4 B LR, YA~ RERICTHIEh 5 ANC OB EMESERR & —3
LT,

59 EYEFEIEA
YU =704, BaolERAE R CESEVR SRR B0, BTN R ELAEm D

AEEtEIEVWZ LTINS, £, L6ZEREZFENLTIE /7 o—FAfikE kI RE
FTAHZEICE AP HEBF~OREE TR LoELICET 2 EF AR EATW RN Ehb,
EmELHOWREICHT AEERLnZ LRTHEND, S80I, B E RV EERE T3
HEET, ) A7 ORENSREFER CILAEN 2 7T 28 IR s iho ke,

510 HRERRURHRERSR

F U A=7ORECLIEHRSEUVEBRESOEELTMHT S0, #AERBICEWT, B8
EREHEE2BEMICERE I EEELLEEFERESII VW TR S EUBREY. 2 7T s Rog
AL 28N EREREREE 28 M EFERSERELBFRII V2o, F,
EREREMEGHEBAMICBEO O -FEFESIRENMPIcRE SN -FEFES L L THL S
REWVEES T, BEML MRS IR ER 2 "+ 3 S0 RIIR LT,

511 hEREOERER
A= TFhoEIBEWTHREBEI TV,

512 R2WHICEATIERRUER

L6 DEHIZOWTORECHREVD M) A7 OEERBNLOBRL—HLT, HUL=F
BRAEBHBE 0 /7 AT IL6AFICHAET IR H IV 2hOHEERR LA TEN, BERAEDT
EARBOWTRICEWT Y, BIRE, ANCOMA, ALTEME CIREEMICET o RERT, 775
EARABLEBR L TH I A=7OmRBEERTE -k, BEERBRREXRRGL OO, ZOBERT
fhon 4 FR)HAl O DMARDs 25 L= RABF TR OGALLO L REBEW T2 -, ERRET
BARBTHE, BREMY O ERV= 2 —E AT 4 AMSOFRES 2 &1 B 1 RGREE
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BEIE T 23S STz, MRFRER Tl b 2 < G S 7z B R LR GYE IIERE M E O BB ¢, £
DOFBIRIIENRER TRD Sz AR REGYE 1 F2 50 T U L~ T O G & 77 B R M T
RELEWI RN oT2, £7o. EREROVENRR CHEREEOBRE NEFES N OO Z LD
ERIRA 7 BT AL O N TE LT, EAL OB O W THICIB N TH ANC O X ERE 72 YYE %
BT GIED U A7 O¥KRIZIZBEE L 2n B 2 b,

—HRENZ R T BB RHIRO HLD b O ERERICY U Vv~ 7 B 5 X B GG 03t S8,
INOHORSTIREE LTUIRE CThH o7, MBEUERIGOFEE RIS 7 ALK LTI <7
BECTRD27ZD, TNOOKINTEERE LTIRETHY . WEEED &< EELTEY, K
Sy NSRS NS R O3EIE T~ T2, B U L~ 7 & DMARDs OG- %517 - B3 L HARE L L
THIN~T OFEEZTIZBETIE, ZhDOFEZORBEIFRBE ChH oI, AT —T VR -
¥ a v AEERED AT HE i@%érmwlﬁﬁﬂﬁ%fﬁiéﬂfmé@ TFT 4TI
ST LY,

ERNRBR TIIOTOV U L~ T HRERETHHGEROD v b4 7HiA (Week 24) THRifE, BER
ZPE D AL 2R AL, THABETESS T MACE 1338 b2 > 7o, HEAMRER TRl & iz ﬁzﬂ%ﬁ
MACE K OVHLE LI DWW TIE, RIS X912, —BIICHE SN T A RBIE LY HE< 72
5D Z 3ol WANRER T oML ORBERIL, 4% UL~ 7 200 mg OF EE 0.9 £F,7100 A4F,
B UL~ 7 150 mg OFFAEE 1.1 44,7100 NMFER QT T B AREE 1.0 100 NEEE S U L~ TR DT &
REETHRBETH Y, — RO ZRGE LI L [RfRE Th - 7o, #E5 DMARDs (f ] B2 21k4E
HCHEZ BRI K > TMACE &HFE SN0 MERFR (OFHFEZE, WA U3 0 MESE) 1220

TlX, RESORIFEIL 054,100 A (95%CI : 0.33,0.77) Thol=n, T LT THIN 3%
fiti 7=l = 7k — RAFSEIC L W DMARDs it o0 RA & THAG SN BBIRITL 1.11 47100 AM4ET
bole, WMWEEZILOEGITEN (0.16 4,100 M) TH Y, Z DFBLEITL United Health Care 7 —
A= 27 J ) TNF-0 JLEIRIC L AV E 52 1F 72 RA B T S 7= 58815 (0.13 11,100 A4E[95%
CL:0.08,0.19] ) L[FRETH-oT=, ENREBRTH VU b~ 7 ORI TL— 7 ARRIEERE
AT LBEPERE B & HIE S T EBNE e Do T

HARNEFE TO ADA MO FBURITINS . ADA Bk, FrfetE D ADA BEE SUIH FHtiR o 5Bl &
B EWED KA OV M BE 3 2 238D b o 7z,

HANRABEICBWTH Y L~7 & MTX O, U L~ 7 & MTX LSk DMARDs O i &
Y U = T HERIEO RN T 2 7 7 A MZKREREWVITRO T, AARRICBHNTH Y L
~ 7 & DMARDs OUf H L O U v~ 7 HIAIRIE A T T RABE CLEMET 1 7 7 A VIR E 7R2E N
TR LR Tz,

HAAROSNEANBEZEDONTHICB N T U L~ T OREMT 1 7 7 A T, i, 2ER], BMI,
B OREIZ L D880 208 L CT—HE LT e, MEARBR Tl B ChtRp ket o 55 8 T ACR20 c#
FHPMED o T2 ENRER TIXE CHURORBURDUZ 22030 5T ACR20 BB RIZK E 728170 T2,

AHARAMOSNEANBETH I L~T L h ) AT OREMT a7 7 A VITER L Tz,
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B UL~ 200 mg 2w HAFREE T X U A~ T 40 mg 2w HARIEO R TlX, TEAE, SAE KO
BB O 5-HIEIZE o 72 AE ORBURITEMANCFFEE CTh o 7=, IL-6 PAFIZEE U 7= BAR R A E
B ORBERIIF ) L~ THETE N2, VI~ T RECTHPERBUNE DOFER N E D - 72126 3
DHT, EYWE, BEEERIYE, K OAMRLBYYEORBLRIT Y VL~ THEEK DT ¥V L~ THETH
FLEECh o 7=, MFHERB/ME & EYYE O RNIZ BE 2 22 L 13, DMARDs #f FEM TRl b7 fs R
E—HLTWD,

EWNTHEONT —ZICES< & KE 60 kg Kl DBHE TH YV /L~7 200 mg 2w (2 L HIEHIE
PV NL~T7 150 mg 2w IZ L DT E IR L CTY A7 BN 2 5 Z Lidenotz,

T U~ T OEMZEMEIL, BARAJFEER (J-Pool) @ 52 B GROLEMET —4% (G325
4) % TR UTo S2 IR B GREZER D DN T B R T 1 7 7 A WL HEERED A v b A 7 K (Week
24) TOREMT T 7 ANERKTH-To, AFFROBIUIRND 3 # HE TITZ RO B,
LU ITRRRFRIHAN L7220 o o, BRANICRIIRIRIC X 222t o WIER O bivieiro Tz,

ARE LT, U ~7 200 mg 2w XIIH Vb~ 150 mg 2w D&M 7T 1 7 7 A i, A7l
& b 1#10 DMARDs 2SR+ UL TH > 72 il RA BBE DIFFD 12D IV o & S (]
ARETH LI L2 IFTHHLDOTH D,
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6 ARRTq4yhrEYRTIET B8

EWNOEKERE 7 177 MMBWT, [ENE THHER 2 38 (TDU13402 3Bt & O PDY 14191 #6%)
TH VN~ T 25 S RA B 334, [ENGE IFEEER 2 38 (EFC14059 ik Je OF LTS13618
) THUN~T 2R EG SN RABE 25X E2ETe, AR 35840 RABEDNNTANLOMETH Y
N~ TR I,

Fo, WIRERRMANEIR 7 0 77 MZBWTH, RADIRIEIKE LTOV Y L~ T DHENMER OE
BYEZFHE L7z, K707 7 A TIE3000 6 BORBELZEALTEY, 2055 48 HRLL EOTRERIER
B2 T T2 BT 1500 4448, 144 BN LR 2 % - BFIL 600 4 Th o7, VU A~T DO
Hag, AWt sBI LIS O B OBV DMARDs (MTX, L7V 2 R, B Rafironxl,
KOANLVT 7% 0r) L OO T ROEAEEE U CEHE L 7=,

EFC14059 #ERIZ 5 T EFC11072 B/ — b B [FAlEk, EZEFHIEHE ThH D Week 24 TD ACR20 £
ERIZOWT, T BRI LY U L~7 150 mg 2w BEK& OV 200 mg 2w A CH EZDVUR S vz
(p<0.0001) , F7=, PK XX PK/PD it OFERNOH TV v V0 T OBREMUENR RS-, bl
E0. TV YU TGRS S WA T — Z OSME A ATRE &I L7z,

HESEREBR DT — 2 1%, D72 < &b 14100 DMARDs 23580 7R 145 AT T d - 72 AR EE ) & B D
TREME RA AT HAMAREZ GG L LERGICBOWTH Y A~ T IXREN OB THDHE V) Z &
DRI TEY, U~ 7 200 mg Q2w [ XERR I EE 287 T b 2 A w0 72 B Sk 48 45 o fnl
EWVIIIRIZBNWTENATND Z &6, AHE - HEPHREIND Z L 23R LTV D,

o i) U~FITRBT HEENORHFEMEDOHBHRT 4 v b

ERNT Y v 7@ Th % EFC14059 i8R TiX, ¥ U /L ~7 150 mg 2w + MTX X{I# VU v~~7
200 mg 2w + MTX 12 L 21613277 B AR+ MTX & bb#g L C Week 24 TH E 72 ACR20/50/70 D3R,
PETEEIME (DAS28-CRP, SDAL, CDAD) Ok, KU AHEE (HAQ-DD) DdiEZ /RL, ZDRhR
L. Week 52 £ THift 45 Z & DMifEdd Sz,

EFC14059 #ER DG RPEDORE RITIHWN T, ACREERIT, VU L~7 150mg 2w FEL T Y L~ 7
200 mg 2w FECIRIFREE Th o 7225, DAS28-CRP Hfi#, SDAIEME, & CDAI EAFICEIE L 72 BH D
BE1E. Week 24 TH U L~ 7 200 mg 2w FED B EUEMIIC E D> 7=,

[EN EFC14059 RERIZIVN T, B HBLA 3 » A LN D RA DK OSER O SE (L0 wiks 72
Td 5 ACRS0 TN ACR70) K OYRBIFEIWEDIX T (DAS28-CRP Tifi#, SDAIRME, MUY CDAI %fiF)
X, U A~T 150mg 2w BE L LS L CH U L~7 200 mg 2w BECL W BiF CThHho72, U ~T
OPEIEEH2IZ CRPAENIEF AL L7220y 72 B35 Tl £ D% ORFHER IV T, 3 U <7 200 mg
Q@w BEO T3 U )L~ 7 150 mg 2w #E L U DAS28-CRP O 3K & o7,

ENRER TOH VU L~7 200 mg 2w FEE VU L~ 7 150 mg q2w FEOFIWED 21, M BRIC L
SUNSDDS, AINE KR OV OB R, H & DB ORIER ORFIRSOSIZHE>TH Y v~
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150 mg 2w Z3&INA[HEL L, H VU L~7 200 mg 2w ZHEEHE L L TEFFT2b0TH 5, R
BrC MTX & OO I X 2 RHNEHRIZI VDT, AHI 1 [E 200 mg % 2 R TREG9 2577725 1B 150 mg
OFH-L 0 & B OMIENBREOERGIARDMEND Z ENRBENTWND Z EE BB E 2. KA
DG B 2T HERITITEE OWRECHIRSOG, AT IR G HMELZEE T 52 L REENR
Do

YU ~7 +MTX, YU /L~7 +MTX LIS D DMARDs X idH U b~ 7 HAREZ % T 72 AR A
RA BE M CHIMEORERICKRE REITA LN D 5T,

[F] U O H AR A K OYMELA RA B8 O] OB EE Bl ON = 7247 201 O B R AT O BUS O Ja B
IE. HARANRABFEOIRFICHT 20 Vv~ 7 OHESERE - HRAZ®RET 2I1CH-0 | WO H
B NISORERPIMERIEETH D Z L2 LKFFL TV D,

o7 7 2 ARt S AHRRBR O 2 3B OFE R, VIV L~ T OHREIZL > T, 77 BARICHEEL T
RA O e OIERIC BT 2 H ERUGEN RO, BR EOFERSGEITRERAZ R b 2l A IS
Rz, ZnoolRBRICBW T, ERBEORIIO 3 5 AUUNIZ, ¥ U~ 7 200 mg 2w BE Tl
62%LL EDBE D, 150 mg q2w FETIX 54% D HEE D ACR20 iEZ MR L Tz, 2HEE LT TR
X BB EA R L TR Y | 2R ToO ZEHE R G HIM D Week 24 X ORERHIH DR\ EFC11072
ARERTIE Week 52 IZE D E TZOEBBMENR A Oz, Fo, YU L~ T TOMEROTEROF 72k
# (ACR70) 7% 6 » HMLLEFHE L COZEBFEOFRIGIE, U <=7 200mgq2w T 7R LD & &
Mol (FNEI 148% K& VN 3%) . FHEEMMEERER CTIX. YU /L~7 200 mg 2w THREZHIE LT
LA, —HDEE (14.6%) ([ZOWTITADMERATHIM I 150 mg 2w (ZHE L7275, Week 148 (T
FUT ACR20 B0 13 90.3% TdH > 7=,

MTX D3N RA+57 T o T2 D 34.1% K O 72 < &b 141D TNF-o BHE KD D RAA-J5 LA
Td > T2 B D 28.8%7M3, Week 24 T DAS28-CRP DEEMFEILUET I 2 2.6 A 2 2k L TV /2, DAS28-CRP
W26 K ThHoTZBFED I B, Week 52 [TELIEFENM: A2 AT 2 BIHI S 7 S 417203 > 7o B 1E 50.7%I2
TN Z et U~ TIRRICE o T < OB TIIRBIEEPEORENMELS oo Tz
EDRIRE T,

AR BR D BRI GAE DR— 2 T A BT D HAQ-DI A 2 7%, f KAE 312%F LT 1.61~1.82
ThO, R=RAT A VIFICEEOHKEEN L LN TWER, YU AT OEEIZE > THREOHIK
BREIXCE Lo, MERRBRICEB W T U b~ 7 200 mg 2w BED 9 5 58.9% K% TF 150 mg 2w BED 5 5
50.0% 7 BFE )Y Week 12 THAQ-DIIZI W THERIIIZEM O & 2 hE 2 - 7=, I B ik skt T,
U L~=7 200 mg 2w TG A BRI L TH 5 Week 148 £ T, H{AERRICH T 2BRMICEKROH 2
WENFHE L TE Y, MEMEBEE O7-HIZ 150 mg 2w IZJHE L7 BFICB W THSEORHRN A o
77

HESVRBRICHB W T U L~ 7 0D 2 FIRIE, SF-36 /1S & 4 5 ki /2 @ EeREE 1 o6 L CHERZR
WL LT LAVRENT, WRBROY Y L~ 7 200 mg 2w #ETIE, SF-36 O F (A & Ok
FHAVRITE Ol A 2 7AW ONfEH 2 D R A A Th L H AR, B EEEIEE () | RO, 2F
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WORERERS, 15 7). FEATEHERE, R OVDOREIZEB T 2eEN#RE Sz, YU /L~7 0 150 mg q2w
BHTIE, U L~7200mmg 2w &5 TRONTZ S O & RIERRFER S i,

WS EFC14092 38R IZ 3T U /L= 7 200 mg q2w HLAPETEIL T # Y A~ 7 40 mg q2w HiAIRE L (%)
BRI 72 B TIX 40 mg qw () K D Cuvz, ACR20, 50, 70 ckisE &[RRI, DAS28 O
NR—=RAF A b OEEL O DAS EfERIZ 24 B OB GHMEZBEL CT XU A~T7 % ER-72,
P UL~ 7 200 mg & 5 S 72 Tk DAS28-ESR Efif (2.6 Kiii) (CEETHEENT XU LA~T
40 mg G- I BE L L TR 4 S o7z, UL~ T % DMARDs &S L7 7R
xR TR HNZ L 51T, IROBBUT RIS TH -7, TN D OFERIT, U r~T
200 mg DHAPEE L L TR TH Y | FLINFFRIEIRDAREELE LTHWL Z LN TELHZ L%
AL TS,

DlEoTF—421%, U ~7 0% (200 mg 2w XX 150 mg q2w) 12 & > T RA O#sE K OMER D
ERARIC EE ORI 2 UEm RN G o, < OBE TREAFIEORENMES D 2 L2 5R"THD
Thb, HEWIEIZOWTH, U A~T OEEGIZ X > TR DERRIIER DO H 5 dEEN R S
7o LU, BHNCIEN R ONT-RBEEIT 200mg 2w O YL - HETHRE LI 20 FR%4<, 2
D & EDROGE IL-6 FFICBE U7 M E R 33 Lz & & ol & LT 150 mg q2w [ ZJE L7
GAEICBWTHEHT 2 Z ARSI TS, EHIT, DRERIREIC OV TS, BRICE
DI HWEN B SHT-BERIT. U L~7200mg 2w BHEDO T NE o7, ZNH ORI, HV
N=TD2HABELE LA THLHOD, RA DEBIFEIEAZ R T U LOFMERICBIT 5% 7 1 v b
IZ2WT, 200 mg 2w DEEMEZ ~THDTH 5,

o FAEFEEMMH DR

WAL EFC11072 3UBRIZ BV T, XM 72 FHE CRIM O EREZ3HME L, 1 &I v~T
200 mg 2w FEML OV U L~ 7 150 mg 2w BEC, 77 BAREIC I U CREERBEETORE N A &
(AR LTz, T oMbl IEBER GRA%E O R < b Week 24 IZR.HL, ¥V /L~ 7 200 mg 2w
V150 mg 2w D 2 HEOEGIZ L > T, U6 A K OBERABR MEDOEITA & HITIR T LTz,
THHOFEFRIZ, YU L~ T D 200 mg 2w K Y 150 mg 2w O & & SR ) U~ F ORIEiEE I
DR EAIRIRIR 2D Z L ER LTV D,

mTSS K ONZ DREREFICB W THEIT R A O e o 7o B, U b~ 7 200 mg 2w BED F7 3
150 mg 2w Bt L D %00 o 72, T DL Week 24 O sl CREICHEHFEMICHE B CTH o 72 (B ORI
MBI L DT — 2 2 Ete) . E5I2, H U /<=7 200mg 2w Z ki G L, A ERE 2N L5
BUCITET 2 Z L & LEBAICB O TH, #BRD Week 100 £ THEITOIHIA R L TR Y | #dEm
PG DOEEATIEREE DSHRRBEAIIZ 91%IK T LT, BEDOKES (60.6%) TIL, mTSS DN—R T A )
SOEMITOLL T CTHoT=, —J7. BHNTH Vb~ 7 150 mg 2w D 5% Z 1T TOT=BERAR 55D
B ST RIS B ~OBATOEEIZ L 0V U L~ 7200 mg 2w ~DEIE X 2T > - BE 2B 1T 5
TS IFE S O EFT OHNHNIE AR 725 U )L~ 7200 mg q2w TOHHID 91% T - 7= DITH L T.57%
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DHThHoTz, Fl-, WANTH YV IL~T 150 mg 2w OFEE- 2521 72 BE TlX, mTSS 12k 5X—=&
TAUPHDOED 0L Th o e BE TP 20572 (50%) . ZHub DT —#L, RABRET
OREERREETION T 23 U v~ 712 X2 8fIZOVTL 150 mg 2w ~DiiE % FIHE & 9% 200 mg
Qw DEEMEZ RTHEOTH L, 2D Lix, RADIFRICE VT, BT 2 Bk % i/ R
29D ETEVDITERETHD,

EFC11072 3B/ <— k B TH U /L~7 200 mg q2w (2 X ¥ 1 FEM ORI ICHLE S 7= BIET oY
BEOMHNIL, 3FHOMEAER (LTS11210 38R) 12X - THERF S L7z, ¥ Y L~ 7 200 mg q2w
2L D 3FEROIBEIL, YU L~7 150 mg 2w TIEH Z B4 L, Week 52 TH U /L~ 7 200 mg q2w
(ZHE R L 2R RIRHR L7356 K 0 b BEIE oGRS 2 X 0 2 Re9 i Lz,

3FEHD mTSS DRX—R T A D O EIL, EFC11072 3R/ S— K BIZBW TR LY
V=7 200mg 2w TIRE I NTZBE TIIE/NTH Y | 77 B R THRINITIERE I NIZBE TIIHR KR TH
STz (FZBAREE: 330, UL~ 7 150 mg 2w #f : 1.87, $ U /L~7 200 mg q2w £ : 0.79) .

3EZICEAI O X BPHIETT N A D e o T BB OFIG X EFC11072 3R/ S — F B TH U L~7
200 mg 2w HE T > 7 4EH T 51.8%, U L~7 150mg 2w B Th - 72 EH T 44.7% TH VY, 77k
RRETH S TN 36.2% L e bk o7, 3EBRITBIEI O X BREFAIEIT 2N 2 DR o T2 8 DE|
Al 2FERICADNEIE L RIFREICHER L Tz,

EFC11072 iR/ X— k BIZHBWTIRE 70kg (EN EFC14059 SBRDAE DK 90 X—& L X A V) K
O BF TOMAENZ A X RFRE TRl O R 2 Hat Lz & 2 A, REORWEEEMICB,
THH VU I~T7 150 mg 2w FE L D 200 mg q2w #E D 7 53 BIERIIEE O I Zh B3 v > 72,

X BRFRIRHI IR B C o 5 BEIEIAE OB TINHENIL Y U L~ 7 150 mg 2w BEIC i L CTH Y L~ 7
200 mg 2w HED G BEN T Y | Z OEAPIEIFAE 60 kg KIFOH LM THRO b/, Licdio
T, BARIZBT 2V VA~ T OA&GRZICFEM T ETH D X RFENEIEZ T 238V THA
NBETHRBROBERIFBOOND LIRSS,

o ReMTuTrANE IL-6 NEMY T TIVEEDHE L 0—EiE

EWNHBR CRERRNEE TCERWVEERERO ) bR LERO LN L OIXIL-6 RFIZBEET 5
G (RYYE, LFREREOEA . ALT 00 R FIESHIREE T 5 F5 (ESEALR) ThoTz,
INHORERITENARBRTOV YV L~ T LEENEOH HHEFRLE RERENT RN, DA%
FEINFER T L < 5415 TEAE Tho7ond, WSNRBR I Ch o7z, [EN K OVMEsiRER AL
MCZOENECTEBIIAHATH D, 77 BRREL KR LY U L~ 7 BT, EYYE, ANC O
W, MR DR . ALT B0 K% OB ELHINAS i O EE TS Sz, DLEO#EIT, IL-6 PLER:
ICTHRENZEEL - HT2H0THD, HEIET 7 BAREE (0.84,7100 M4E [95%CI : 0.16,2.28] )
EH VN~ T DGR (0.4 44,100 AMFE [95% CI : 0.26,0.66] ) I CRFEETH -7z,

JEYSE X E N M OV R BR Tl b 2 < B H7- TEAE TH Y, BYYEDORIRIT T 7 B REEE
WLV~ TR TE o7, EEREYYE K OV F1 REYSE O BLRIZ OV T, Eenil
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#0 DMARDs |2 & 28525 F 72 RA L DOFEBIR & FRRE Th o 7o, BAMRAER I X 2 R

IREEBIIA DN o T, FRIS ANC O & IS 72 YYE & BT RYED U A 7 DR & o B3GR
D HNT, F M/ IEL DRI ONT S M ES & OBEITERD v o7,

PV~ T OEGIZED | BISEFBASE R OFIE & U TR S U7 BRI R 7 B UE SR A3
BOONTZ, TT 74 7% —0ORETR LN, EHEOEEE LT, VU A~TIZxT
DIBBEIENH SN TWDEBFICH LIV~ T 25T _R&ETIEnd Lz,

PSS, MACE K OVHALE 22 7LIT— %0072 RA BB EM CHIE S8 ERK % LR D Z L3722 n
oz, Fiz, BNRBR T U L~ 7 ORGP TL— 7 ZAREGERE ST R &I S
WIIEBNE 2 Do T2,

DMARDs & O FFEITHARRLEE LTH U A~ T &2 8E Lo BE Tl AR OZ2MEIC
L. SRS X D ERRIICER O H D BIT R b o7,

[EINFRBR T TEAE, SAE XUXRBREK DB IEICFE - 7= TEAE IZOW T, HiE - FHEMICERD
IZERO® 52580 bivle o7z, ABSI & U7oEYWRE, [ MmERJE, M/ RsE, TR, i
HBORE S ORI SO O FEBLERITH U v~ 7 200 mg BEM O U L~ 7 150 mg BECRIFRE TH - 72,
ANC 1.0 Giga/L A, /B 100 Giga/L i & O ULN 3 5D ALT MO R BRI B\ C A EKTF
PEIFRO b d o7,

UL, HEFNRERT — % Tid¥ U L~7 200 mg & 150 mg DT, TEAE ORIHRIC—H L7=ZN
Ao, Zb0EFIEERE LT, FHERBEDRBEEDOEIZILD LD TH T, RELORKEL
RO ZETRM TOHPERBU 3T 5 TL-6 [LEIC L 23 ITFEHR BN THRINS LD TH Y | ANC
DR—=ZF A INEDOEAGITY VL~ T OYREE LB L Tz, 5 MRS C R O 72 IR R &-RUS
B9t% (150 mg 2w & 200 mg q2w) | ’%’5< & IFREREE I I E O R S E O ekt ik L 7 B
M EFEEZ B ET 5551215, ANCIE—MEICED LIE#ICH 28> THEE LTS &9 37751
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