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4MSU 4 month safety update

ADA PiA X% X~ 7HUK (anti-drug antibody)

All Ixe AS All axSpA Ixekizumab Exposures Integrated Analysis Set

ALP TV ) IR AT 57—+ (alkaline phosphatase)

ALT 7Z7=7/) 7 A7 x7—E (alanine aminotransferase)

ANCOVA 3T (analysis of covariance)

AS SRIEPEFFHESR  (ankylosing spondylitis)

ASAS | B HE BE i % BE A 2722 (Assessment of Spondyloarthritis International
Society)

AST TANTGX T I ) 8T A7 2T —E (aspartate
aminotransferase)

bDMARD PRIBMERMET Y ¥~ FIEO AW FRIEHA] (biologic disease-modifying

antirheumatic drug)

bDMARD-naive

bDMARD (Z K& D IGHERRER D 72 B

BMI

KK FE# (body mass index)

CEC R FEHEZ B2 (Clinical Endpoint Committee)

CI {E#EX ] (confidence interval)

CMH Cochran-Mantel-Haenszel

CTCAE HEFRLIGEHFEHYTE (Common Terminology Criteria for Adverse
Events)

DMARD PREBEMEDTY 7~ T3 (disease-modifying antirheumatic drug)

HLT i EE  (high level term)

HR Hazard ratio

IBD PIEMRGPE L (inflammatory bowel disease)

IL-17 A & —nrA%.-17 (interleukin-17)

IRR Incidence rate ratio

IXE80Q2W AFX X A~7 80mg & 2T 1 [l 5

IXE80Q4W AFXEXA~7 80mg & 42 1[5

LLN JLVEFIPH FBR (lower limit of normal)

LSS Lilly Safety System

MACE FELLMAE A 2 & (Major adverse cerebro-cardiovascular event)

MedDRA ICH [HPEEFHFESE (Medical Dictionary for Regulatory Activities)

mNY %Kil =2 —3—7 (modified New York)

nr-axSpA X MRAT R AT B A2 AR HERIE % (nonradiographic axial
spondyloarthritis)

NSAID FEAT A REFIRIESR (nonsteroidal anti-inflammatory drug)

OR Z v Xt (odds ratio)

PBO 77K (placebo)

Primary AS PC Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set

PSAP program safety analysis plan

PT HRGE  (preferred term)

QIDS-SR16 HRE AKX S 5 SRR E 16 THH @ A C#Hii (quick inventory
of depressive symptomatology 16 items self report)

Q2w 212 18] (once every 2 weeks)

Q4w 412 18] (once every 4 weeks)

Rad-axSpA X ARAT R TR &4 L R EFHERI i ¢ (radiographic axial
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spondyloarthritis)

RR relative risk

SD FEAEMR 7= (standard deviation)

SMQ MedDRA #E#F25E 3 (standardised MedDRA queries)

SOC FREBIRSHA (system organ class)

SpA FHEEAHI ¢ (spondyloarthritis)

TE-ADA TR 5% DHiA 7% X~ 7HUK (treatment-emergent antidrug
antibody)

TEAE IR 54 T, o GHIR O Fof Rk PERF £ TIICIBLUTE(L L
7 EFS (Treatment-emergent Adverse Event)

TNFi JiE S5 T - BHEE A (tumor necrosis factor inhibitor)
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27411 #HBEARSHTFESGERUVTLERBRORD
274111 A XXX TOREMFHED - DERREEFKETEOBLER

TEENED X BRAT AR D5 IRE B HEBI 4  (axial spondyloarthritis : axSpA) [LAF, 78
EMEHFHER (ankylosing spondylitis : AS) ] BHFITXT 54 F&F X~ 7 OERKRMLZ ML, F
& LCLAT OERE A 2 SO NAHEER CRril L7z, MO E 23K 2.7.4.1-1 lTRT

e IIF-MC-RHBV (LLF, RHBV) #Ek : W ERYANC X DR O 2 WIEEIMED AS B
xtG & Lic sk R, EBER L, EIREOT T BRI, ZHERRER
e IIF-MC-RHBW (LL'F, RHBW) #lk : JEEESEA 7 FHEA] (tumor necrosis factor inhibitor :
TNFi) (2 X DIRERRERD & HIEEMED AS HE xR & Lo hiadtm, BiEak, 77k
AR, CEEMRAR
- TNFi |2 X 2R3 & 2 B3 L1, 1 3T 2410 TNFi I L D EHARZ 21T, AER

NiE 12 LA EOIBETHIENA+0TH D LIRS EM W L, 1 HILL Eo
TNFi ZH 1k L7=8E & L,

RHBV B} Y RHBW fBRIZSNN LT- R COWRE DL M7 — % % ARG iE D& et
T—RIZE DT,

X6z, RYERE CH S IIF-MC-RHBY (LN, RHBY) REROT— X % AS BE OZ2 4t
PFEfENTIZE 7=, RHBY skBR OMEZE N OGRBRT V1 %255 2.7.4.72 IR,
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# 27411 REUFHEICAWEBRAR -5
RROEE REHEEOD REBTTA BRI ORI - RROETRE
¥ - BERED | TS | mirg HRO B R UM DRSS BEH - 5 HE haaiaka i Rl T
% 53.5.1.1.1 I/\ 16 @F‘Eﬁ@ E*ﬁ?&ff‘ {ﬂ%;ﬁiq]
- WCTOA FEx e ; ‘
o iR PRGN (0 16 gt 341 40 AEEOBANC X 16 AIE DR
#535.1.120 |OREMEEZT T SHMPER, BIEH |« XESO mgQawW KT H5 o IXES0 mgQ4W | HIASEBRA Y | Shagy | RTE
351123 i b EER T T |o IXESOmgQ2W & T 5 SN e
(24 M) R & ey o s . . B - 8141 TEEIMED AS B | I« 16 .

EEENDE IR % A, CHER e 75U AYTA0meQW BT | vpeg megow | [ASAS S X6 |1 24 B ONN:
e DEMC |msasiasm | L e BESI | AR S ) oL
(GEATZE (52 1) 5517, 2EET |y, , © TTERQW RTES « THY AvT | BEIE% (mNY B | RESERS |

opei e |10R BoooBl | M) RUXSpABTR | MR : 36 [y e
534 | g ey | B MBI | BRI (16~52 H05) LSRRI il e AR E T
(s2E) |G cosm | P00 P s IXESOmgQuW TR \T 7RI S
= @&O/\@%% o IXES0 mgQ2W J F# 4 52 i@k O fili
wie, b Ui
16 MO ERES
Wi ToA &%
=T DHNERK e oo | e . . e
e gy e | SRR SRS | B HIH (0~ 16 ) P TNFi (2 £ BIRE | L -
sasiata | EEEETE N 7w, (o XEomeoaw p i (DRSS o n g immie o | R T
IR 1 e |z TEEH. WATREM | e IXESO mgQ2W K TS BE 114 ] AS F# d [ASAS J& ;@F;Ej ' 16 DAL
by 11F-MC- ° LB o« IR QW KTHE o IXES0 meQaw |1 X AIRFERL -
e RHBW , " L% R B % o
SEAME R e Jo I BN /E: Z. s} 8 e LA Gl ks N -l A N ’(l”’["}jé
(FHATSERD R e | B 5 e 7 | ket o~szimwp < | TBL e mor| BRER L
/r’ﬂ?’jzﬂ?x\’?j@ % Mk 5 IS | o IXESO mgQ4W & TH# 5 T4 B U [SPARTRZB 1B e T g -
s coty | BT o IXES0 mgQ2W J& FH#4. 5 B B
VR (224 % 7
i %,

Abbreviations: AS = ankylosing spondylitis; ASAS = Assessment of Spondyloarthritis International Society; IXE80 mg Q2W = ixekizumab 80 mg every 2 weeks; IXE80 mg
Q4W = ixekizumab 80 mg every 4 weeks; mNY = modified New York; Q2W = every 2 weeks; Q4W = every 4 weeks; SpA = spondyloarthritis; TNFi = tumor necrosis factor

inhibitor.

a Patients randomized to an ixekizumab treatment group received a 160 mg or 80 mg starting dose at Week 0 (randomized at a 1:1 ratio).

b Adalimumab was included as an active reference group. Study RHBV was not powered to test equivalence or noninferiority of ixekizumab vs. adalimumab.

¢ Including data during extended treatment period in Japanese Population.

d TNFi-experienced patients are those who have had prior treatment with 1-2 TNFis and discontinued at least 1 TNFi due to intolerance or, in the opinion of the investigator, an
inadequate response following at least 12 weeks of treatment.
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HEEE X, Z4eMET — 4 % Program safety analysis plan (PSAP) Version 8 (Z52#L L 72 515 TOf
ALz,

ARHFETIE, 220087 —% %~ ~. Primary Radiographic axSpA Placebo-Controlled Integrated
Analysis Set (Primary AS PC) /& TF All axSpA Ixekizumab Exposures Integrated Analysis Set (All Ixe
AS) ZHWTEELMWT —XZ2ER Lz (8 274.1-2) . 7. BT SEMIL, EEAL
SNTHERE D OB, IBRIEE 1 BILL LRI T X TomRE L EXR L, SOFEITICHN
7

e Primary AS PC: AS BE A% L L1z 2 DD T RLHBOE 11 AHAER (RHBV &5 K&K O
RHBW &) O, 227 U —=2VHREh b 16 B E TOT =2 2B LGt v b,
7 XY A~ TR RHBV SREBRODA T, RHBW RERIZITE EN RN b, TH U AT
HOT =213 Z0FEMir v MITE e,

e All Ixe AS : RHBV # R K O RHBW AN G601 FEF AT DT RToOT—4 |
WNZ RHBY #BROIFFEMREG BN O/ O X AT OFT —% (RHBV i O
RHBW B2/ 5 RHBY sREBRICESR SNI-MBRE OT —4) NEEND, THUIELRYD
LNRNAEFRROEO T2, RO XV £ < OBERE % & et kI R LR TN 217 -
72

RHBV ik, RHBW &, Primary AS PC Jz N All Ixe AS DR TOFERIL, RICEIHMEL
¥, RHBV iRBRFFE#HIEE (161#) [5.3.5.1.1.1-RHBV Clinical Study Report (Week 16)] . RHBV
AR SIS 2 (24#) [5.3.5.1.1.2-RHBV Clinical Study Report (Week 24)] . RHBV iRBRFAFE
4% (5238) [5.3.5.1.1.3-RHBV Clinical Study Report (Week 52), 5.3.5.1.1.4-RHBV Clinical Study
Report (Week 52 addendum)] . RHBW Bt G E = (161) [5.3.5.1.2.1-RHBW Clinical Study
Report (Week 16)] . RHBW aBRiafEia 5 (52 ) [5.3.5.1.2.2-RHBW Clinical Study Report
(Week 52)] . & TN Integrated Summary of Safety (ISS)  (5.3.5.3.2- Integrated Summary of Safety) (Z
TNENRT,

F72, BT 2 52 @G & & AT All Ixe AS & W2 Z 2O IFERITHE R4 4 month
safety update (4MSU)  (5.3.5.3.3-4 month safety update) (Z/~7,
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£2741-2 BEMEHRXBEICIT M XXX IOREMFBIALHERTEY +

Integrated Analysis Set Studies | Treatment Period Analysis Population Treatment Groups Treatment Comparisons
Primary Radiographic RHBV | Blinded Treatment axSpA Safety Population: Pooled placebo Pooled IXE vs. Pooled placebo
axSpA RHBW | Dosing Period All randomized patients who | Pooled IXE 80 mg Q4W Pooled IXE 80 mg Q4W vs. Pooled
Placebo-Controlled received >1 dose of their Pooled IXE 80 mg Q2W placebo
Integrated Analysis Set assigned study treatment. Pooled IXE Pooled IXE 80 mg Q2W vs. Pooled
(Primary AS PC) Patient data were analyzed placebo
according to the treatment to Pooled IXE 80 mg Q2W vs.
which the patients were Pooled 80 mg Q4W (dose-response
assigned. relationship)
All axSpA Ixekizumab RHBV All treatment All axSpA Ixekizumab Pooled IXE NA
Exposures Integrated RHBW | periods where Exposures Safety For exposure only:
Analysis Set RHBY | ixekizumab is Population: All patients who | Pooled IXE

(All Txe AS)

administered

received >1 dose of
ixekizumab in studies for the
AS indication.

Pooled IXE 80 mg Q4W
Pooled IXE 80 mg Q2W

Abbreviations: axSpA = axial spondyloarthritis; IXE = ixekizumab; IXE 80 mg Q2W = ixekizumab 80 mg every 2 weeks; IXE 80 mg Q4W = ixekizumab 80 mg every 4
weeks; NA = not applicable; vs. = versus.
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274113 BWAERVEFHHEAE
KFEEFRIT OV T 5.3.5.3.2-Integrated Summary of Safety PSAP (27 L 7=,
FRZHT B WERY | JF G WM OZEMMITIZIZUU FICER LTEN—A T 1 U2 i,
- HEHEL (Treatment-emergent adverse events)

- HIOHHE TEA OG22 TORWE (R UV —= 7HI%) 13, X—2 T4
NEEHE SR O G BIR ORT OB ek & L,

- BTG CEAN OB L ZZ T TV DBRT, N—RA T A O EFELITIL S
O G HIE OB OIRBRE DB EBIE B BTN GBI L, B5LIE bkt L T\ bHEH
Gl L,

- JRBERIR A IR B LT B R BRI L O A Z VYA AN R — AT A D
/MBS e RAE 7> B TRER IR 5.1% O B RRAE M O A Z VWA o D/ IME e KA~
D&

- IO CEF O EZZ T TWRWE (A7 ) —= 7% X, X—2 T A
ANTRHE RS oS ORTOBIM ek L L=,
C HTOFGHA TEAN OB G- 22T TV DT, N—R T A TEHl S o 5
DHTD KD 72 WNENT ORIERE & L=,
o N—RATAUNHRN—RT A L OKWTERE M O AEBHE~DOE & -
- R=R T A L, IR GO # 5 R O FTO KO I W EIT OREM & LT,

FRICHr S 720 RY | AllIxe AS T, UUFIZERLIEN—RT A 2 vz,

o AF XTI 0BEKRHIEKREG S, MBI T bR G SN Sa T, ERICRE L
ATOHIR CHEAN DT 5% 21T TOZRWIFOR—2 T 4 V DOEFRE AV,

o T XU L~T (RHBV REBROEHRIR) 25 0 WG SNZEEAIE. NR—A T4 3 A %
X X~ T OHNEE G- % 50T D RBERTO KO 7B ORIEE & Lz,

o  TTRARN OEKBICEESNEEAIE. XA T A NI, FEF AT O0REREEZIT S
SREERTD KD 22 W BT ORIEE & LTz,

FRITHI B 72 W RY | X—=2A T A4 U OELEKR R T MEFTITIEN—ZA T A VKRR —RF

A HBOWEMEE & bICHT HHERE OHRH N,

T HIEE LT, 7 T —ERoOR5HE O EE, B CT/ERlk L7z Cochran-Mantel-
Haenszel (CMH) #7E % HWTHEFT L7, CMH fREIZAIN A, Mantel-Haenszel A XL K A
v RO — M= MRS 5 72T Breslow-Day M€ % W=, 4 v XMbid, /X A~7I2 L
BDIREEN T, TTERENREE LTEH LT,

BRI DA BT BT 2 BB REM O el 2133 Bt (ANCOVA) & iy, & G-
FOERBR, KONR—R T A VIROEFEBOLEEE T M E DT, Type Il EHFITHES
SHEZMWEZ, BEFHADOEILEIZOWT, /b SRESEOLLEN, t-REZHWT 0 &
BBRDLMNEIPERETDHZLICEVFHMI Lz, ZABITMA., FEEEZE, &/ME, 5 1 Uo7
R PRE, 53 LR M O KIEZ 7R T,

AARBATE T, HHTAREAFEFGHL LT 10 FREAFM L7, PSAPITHEH T REFERS
DT 71 R OFRT N R A3k LTz,
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AT O T, BRRABEMEZ 3 L7z, 20 OMITIIREM2 b D THY | ZHMEEZZE
L72b DT RhoTeZ &b, pEOMIRICITEEAET 5, (XM (Confidence intervals :
CD KOPEINRENTZHET, ZALIEFAORI ZRTOESORIETH D,

ATKFBHFE CTIL, AFFRIIREEE (A7 3V —T | U LOFEFRGE BB LIRS
OEIG CRIFEME) 1 . KO TEAE EER T RS AEFFR TIIREDIM T LRE R G
B 100 NFE4S720) o 1 fFLL LD TEAE 258 LI BRa%0 £ 12 BHHEE CER L, R
BROAEFRZORGEGIT, EERE NAHRBRO ERRGHHN 16 B & FH—Cbhv ., RHYp
EFIOEE IR EHB CTRERCTH 722 &b, EREGHIROAEFERGO BRI H
Wiz, z2anF— s dEassscoscoF—rnaEn a0, Allxe AS T
DA FEF X~ 7 OFEBEHEITHEEREIC L0 BpoTnie, 20720, IREDIF T L7288l
F 12 MR TG L 72, TEAE OFNZIITOWT, RIS EMEGIC X ) A EFROE
FERE (EBREE, PHEELEE) ek Lic, £7o, AKEHFE T, BEERAEFZRIT Code of
Federal Regulation (CFR) |(ZfEWNE# L. International Council for Harmonization of Technical
Requirements for Pharmaceuticals for Human Use (ICH) A N7 A ZHERL L 7=,

7ds, MR 5 aMSU cozatT — s i 2| sz cor— s naEn s,

MEHT 715 K OMBEAT NS DFEAMIX 5.3.5.3.2-Integrated Summary of Safety PSAP Version 8 (27 L 7=,

27412 £ERMTRERR
274121  Primary AS PC

BB DO NER

Primary AS PC 21X, 566 BlO#ERE 23 E £/ (IXES80 mg Q2W & 181 4], IXE80 mg Q4W Ff
195 i, 77 BAREE 190 ) (F 2.74.13) . EAF XA~ TRHD 346 il (92.0%)

[IXE80 mg Q2W #¥ 169 il (93.4%) . IXES80 mg Q4W Ff 177 # (90.8%) 1 MONT T wREED
179 51 (94.2%) 73, RHBV itf# /X RHBW ikt O R G5 HM 252 T L7z,

Primary AS PC Ti&. 306 (8.0%) DA ¥t F X~ 754 [IXES0 mg Q2W £f 12 41 (6.6%) .
IXE80 mg Q4W #f 185l (9.2%) 1 KON 1161 (5.8%) D7 T v RBEEHINIEERIEDOEK G2 Ik L
7o IRRIEOE G HIEFIEOEIEIZOWT, BRI ET Lo T, 1BBRED B8
HITERE OBB R OREEFLTHY . AEFRICLVIEHRIEOR 5 % ik U7 gkiE oFI&13,
A XA THR T TERBEL D @hoT (£2.74.1-3) .
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£2741-3 HEREOAR (SRF¥EHM) (Primary AS PC)

PBO IXE80Q4W IXE80Q2W Total IXE Total
(N=190) (N=195) (N=181) (N=376) (N=566)
n (%) n (%) n (%) n (%) n (%)
Number of Patients
Completed Period 2 179 ( 94.2) 177 ( 90.8) 169 ( 93.4) 346 ( 92.0) 525 ( 92.8)
Discontinued from Period 2 11 ( 5.8) 18 ( 9.2) 12 ( 6.6) 30 ( 8.0) 41 ( 7.2)
Reason for Treatment
Discontinuation
Adverse Event 2 ( 1.1) 9 ( 4.6) 5 ( 2.8) 14 ( 3.7) 16 ( 2.8)
Subject Decision 7 ( 3.7) 5 ( 2.6) 5 ( 2.8) 10 ( 2.7) 17 ( 3.0)
Lack of Efficacy 2 ( 1.1) 2 ( 1.0) 1 ( 0.6) 3 ( 0.8) 5 ( 0.9)
Death 0 0 1 ( 0.6) 1 ( 0.3) 1 ( 0.2)
Lost to Follow Up 0 1 ( 0.5) 0 1 ( 0.3) 1 ( 0.2)
Physician Decision 0 1 ( 0.5) 0 1 ( 0.3) 1 ( 0.2)

Abbreviations: IXE = Ixekizumab; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population;
n = number of patients in the specified category; PBO = Placebo; Primary AS PC =Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set.

Note: Percentage is calculated by n/N*100%.
Note: Period 2 in the table refers to the Blinded Treatment Dosing Period
Source: ISS, Table ISS.4.4.
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IELAE SNl S

AFEFR AT O 2 REFHELOT T CARHOBRBEHMIZFEK TH o2 REHIFE CEYE) 13,
IXE80 mg Q2W #£725 111.7 H, IXE80 mg Q4W 23 109.5 H KON 7 EAREEN 1108 HTH Y | #&
PR AR IE,. IXE80 mg Q2W #EAY 55.4 A4, IXES0 mg Q4W £ 58.4 NAEKL YT 7 B REEN 57.7

NETH-72] (k274.1-4)
K2741-4 BRE~NDEBEZBOELN (FRIXEHM : 08K~ 16 EEF)
(Primary AS PC)
Analysis Set Primary AS PC
Studies Included RHBV, RHBW
PBO IXE80Q4W IXE80Q2W Total IXE
Treatment Group (N=190) (N=195) (N=181) (N=376)
Days of Exposure, n (%)
>0 190 (100.0) 195 (100.0) 181 (100.0) 376 (100.0)
>7 190 (100.0) 195 (100.0) 181 (100.0) 376 (100.0)
>14 189 (99.5) 195 (100.0) 181 (100.0) 376 (100.0)
>30) 188 (98.9) 191 (97.9) 181 (100.0) 372 (98.9)
>60 184 (196.8) 187 (95.9) 176 (97.2) 363 (96.5)
>90 182 (95.8) 180 (92.3) 174 (96.1) 354 (94.1)
>112 158 (83.2) 154 (79.0) 158 ( 87.3) 312 ( 83.0)
Mean days 110.8 109.5 111.7 110.6
exposure
Total Patient-Years 57.7 58.4 55.4 113.8

Abbreviations: ISS = Integrated Summary of Safety; IXE =

2 weeks; IXE80Q4W = ixekizumab 80 mg every 4 weeks; N = number of patients in the analysis population; n =

ixekizumab; IXE80Q2W =

ixekizumab 80 mg every

number of patients in the specified category; PBO = placebo; Primary AS PC= Primary Radiographic axSpA
Placebo-Controlled Integrated Analysis Set; RHBV = Study [1F-MC-RHBV; RHBW = Study [1F-MC-RHBW.

Note: Percentage is calculated by n/N*100%

Note: Total patient-years are calculated as sum of duration of exposure in days (for all patients in treatment

group)/365.25.

Source: ISS, Table ISS.4.2.

274122 Alllxe AS
EhEP o AS OFEFKRE T
628.0 NHE)  (F 2.7.4.1-5) |

639 BlOPERE A X X~ T OG22 (GREBRERIARIX
FDHH 175 6] (RERFZEMIMIL 238.8 A4E) 13 AS TOHESEHEE -

HETHLA FEXFA~7 80mg D Q4W OF 5% 1 L. 521 Tz (Table 1SS4.3)
AMSU TiE. 641 FIOWRENA T F X~ T OG- 52Z 57 (RIREHRIT 749.6 NE)

(3% 2.74.1-5) .

FDHL,
7o (RRmRER M1 318.7 AHF)

10

215 FIOWERE A 15 X~ 7 80 mg Q4W D 5% 1 LI Bz 1T
(4MSU Table 7.4) ,
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2

®2741-5 AFEXATTOBRBEOEN (2RE5HE) (Alllxe AS)
Analysis Set All Ixe AS
Studies Included RHBV, RHBW, RHBY
Treatment Group Pooled AS IXE

FEERE (N=639)

\ 4 Month Safety Update (N=641)

Days of Exposure, n (%)

>0 639 (100.0) 641 (100.0)
=7 639 (100.0) 640 (99.8)
>14 639 (100.0) 640 (99.8)
>30 632 (98.9) 636 (99.2)
>60 614 (96.1) 624 (97.3)
>90 596 (93.3) 611(95.3)
>120 581 (90.9) 600 ( 93.6)
>183 510 ( 79.8) 563 ( 87.8)
>365 341 (534) 427 ( 66.6)
>548 83 (13.0) 167 (26.1)
>730 0 23 ( 3.6)
Total Patient-Years 628.0 749.6

Abbreviations: All Ixe AS = All axSpA Ixekizumab Exposures Integrated Analysis Set; axSpA = axial

spondyloarhtritis; IXE = ixekizumab; N = number of patients in the analysis population; n = number of patients
in the specified category; RHBV = Study [1F-MC-RHBV; RHBW = Study [1F-MC-RHBW; RHBY = Study

[1F-MC-RHBY.

Note: Total patient-years are calculated as sum of duration of exposure in days (for all patients in treatment

group)/365.25.

Source: |1, +MSU

Table 7.3

11
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27413 CGABXZREFOAOFT TR VZ DM
2.7.4.1.31  Primary AS PC

Primary AS PC O N OFERHERIRHER R — R T A U EEZ 3 2.7.4.1-6 ICER L, 764 % Table
ISS4.5.4127 %, £72. 10%LL ETHE SN TWDEE I RDEIC L 2R EE £ 27472 1
T, NAREEHFRVEE, FRIRIE R O — 2 T o PRI P G RE R O LT,

Z DM DFFHEIZ- DV TIL, ISS Appendix 3 (27777,

274132 Alllxe AS

All Ixe AS O N OFEHPIVFHE R AR — 2 T 1 UFEMEIL, FREREAL Y AMSU & 12, Primary
ASPC L[RBECTH -7 (3K 2.7.4.1-6 LT 5.3.5.3.2-Integrated Summary of Safety ISS table 4.10) .

12
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Primary AS PC All Ixe AS
PBO IXE80Q4W IXE80Q2W Total IXE Pooled AS IXE
(N=190) (N=195) (N=181) (N=376) . 4 Month Safet
FEE IR (N=639) Updsafe (N-6 41y)

Male, n (%) 158 (83.2) 159 (81.5) 139 (76.8) 298 (79.3) 515 (80.6) 516 (80.5)
Age (years), mean (SD) 448 (12.53) 447 (13.22) 429 (11.04) 43.8 (12.23) 43.8 (12.27) 43.8 (12.26)
Weight (kg), mean (SD) 82.30 (17.637) 82.22 (18.486) 78.06 (15.807) 80.22 (17.350) 80.62 (17.381) 80.65 (17.386)
BMI (kg/m2), mean (SD) 28.30 (5.682) 27.93 (6.370) 26.79 (4.809) 27.38 (5.693) 27.55 (5.675) 27.57 (5.691)
Race, n (%)2

American Indian or Alaska Native 8 (4.2) 8 (4.1) 8 (4.4) 16 (4.3) 25 (3.9) 26 (4.1)

Asian 41 (21.6) 39 (20.1) 38 (21.0) 77 (20.5) 142 (22.3) 142 (22.2)

Black or African American 1(0.5) 2 (1.0) 2(1.1) 4(1.1) 4 (0.6) 4 (0.6)

White 137 (72.1) 143 (73.7) 130 (71.8) 273 (72.8) 457 (71.6) 458 (71.6)

Multiple 3(1.6) 2(1.0) 3(1.7) 5(1.3) 10 (1.6) 10 (1.6)
Duration and onset of axSpA (years),
mean (SD)

Age of onset of axSpA 26.8 (8.59) 27.5 (9.00) 27.1(9.24) 27.3(9.11) 27.0 (8.88) 27.0 (8.88)

Duration of symptoms since AxSpA
onset

18.38 (11.061)

17.56 (11.496)

16.18 (10.032)

16.89 (10.823)

17.18 (10.764)

17.17 (10.751)

Duration of disease since AxSpA

diagnosis 10.20 (9.784) 9.37 (8.653) 10.11 (9.030) 9.73 (8.832) 9.55(8.987) 9.55(8.984)
SpA features, n (%)

HLA-B27 Positiveb 162 (85.7) 166 (85.1) 155 (85.6) 321(85.4) 549 (86.1) 551 (86.1)
Baseline CRP (mg/L), mean (SD) 15.998 (21.6942) 16.848 (27.8507) 15.319 (17.8886) 16.112 (23.5682) 15.810 (22.5354) 15.808 (22.5029)
Previous AS therapy, n (%)

Non-biologic systemic agent 189 (99.5) 195 (100.0) 180 (99.4) 375 (99.7) 637 (99.7) 639 (99.7)

Non-biologic non-systemic agent 14 (7.4) 19 (9.7) 11 (6.1 30 (8.0) 51(8.0) 51 (8.0)
Baseline Concomittant Medication use,

n (%)

NSAID 162 (85.3) 159 (81.5) 150 (82.9) 309 (82.2) 539 (84.4) 541 (84.4)

DMARDs 64 (33.7) 63 (32.3) 53 (29.3) 116 (30.9) 207 (32.4) 208 (32.4)

Oral Corticosteroid 20 (10.5) 22 (11.3) 17 (9.4) 39 (10.4) 65 (10.2) 68 (10.6)

Abbreviations: All Ixe AS = All axSpA Ixekizumab Exposures Integrated Analysis Set; AxSpA = axial spondyloarthritis; CRP = C-reactive protein, DMARD = disease-modifying antirheumatic
drug; IXE = Ixekizumab; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population; NSAID = nonsteroidal anti-
inflammatory drug; n = number of patients in the specified; PBO = Placebo; Primary AS PC= Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set; SD = standard deviation.

13
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Note: Percentage is calculated by n/Nx*100%.

Note: For weight, BMI, baseline is defined as the safety baseline for each period.

Note: Duration of Symptoms is calculated as: (date of informed consent - date of onset of symptoms)/365.25.

a <Primary AS PC>IXE80Q4W N = 194; Total IXE N =375; <All Ixe AS> Pooled AS IXE N = 638.

b <Primary AS PC>PBO N = 189; <All Ixe AS Fii&EH> Pooled AS IXE N = 638; <All Ixe AS 4 Month Safety Update> Pooled AS IXE N = 640.
Source: ISS, Table ISS.4.5, Table ISS.4.10; 4 month safety update Table 7.5.

14
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2742 HEER
27421 BHEBROBEH
AEFRRICETOMELZUTOLIITER L,

o BEEL  HEAINEEINIHEHRFTITEL, PHILRVWEFHRBEFELT, LTLDY
RIREDORRBERELEL LW ESREHEERLLERT D,

e  Treatment-emergent adverse event (TEAE) : AEHLEDOV 7y N THY . IGBREREH%
WCRBLUTEAL L2 T L W EFR R R BLHE,

o HERAEER:  AFFZROV Ty N THY, WIEEITEMNH D 07RVNICH1IDL
T HETHDH LT D ICH DEECAK LI-AEFSR,

o FEEROEREMR : EETH UL TEAE ([2OWT, HEEH IRIRBRE Y E il o K F B4R 2EAT
PRAT S, BESAEESLOREBURIC OV TIL, QB [ A & O # oo [K 5B 4%
BRI LAY

o EHIICHELEEEIRZFESRER  HFHE N UTORICESWTHERE T REAFEFERT
bHoERELEAERES  FENGERLBRER (B12X. AERFB~OER) | 1
XX AT OBRBEBENOLEONTZELEORFT R, A CESLTIREICTRHE SN TWD
AR AN B L 723 ER U R 7 . RO BRI SR B O B To— ki 7
V27K [FAE, L]

27422 [BEAOBKABRTOEEEROEN

RHBV iR & 8 RHBW RO Gk G-HFICRO SN AEFZOMEL L 2.742-1, &1
FEX A THET 2%LL BIZRD Bz TEAE 2% 2.7.42-2 12, FRNCHE LI ER T REFE
FG A F2.74.2-3 (279, RHBV iR & Y RHBW skt O ERB G- HIMIC BT 2 22 2Pk ix
FNENG 2.7.6.1.2.51 KL O 2.7.6.2.2.5.1 THIZ/RT,

RHBV &%}t O RHBW R C, BBkt 5 mF XAk Th o7, 7Z2d6. RHBW iR T
I3 TNFi (IS X DR 295 AS BEZXZRLE L TN Z Lb | #EE ORIFHIFA K < |
&0 RN HEEAME CIREN 720 23 & - 72 [RHBW 7B ) Y RHBV kB D AS OFEEZKI S D
HE OFETENZR 11.6 FFXT 7.7 . X—RAF A VRO hs-CRP O F-BEILZ LT
17.80 mg/L KT} 13.51 mg/L, ~~— AT A HED ASDAS OSEHMEIZZENEH 4.13 O 3.76, ~—
AT A WD BASDAI OSEHMEIZENZEN 7.44 J Y 6.72 T - 7= [RHBV O iRBRAATEHE
5.3.5.1.1.1-RHBV Clinical Study Report (Week 16) Table RHBV.14.6 & T RHBW DBk it &
5.3.5.1.2.1-RHBW Clinical Study Report (Week 16) Table RHBW.14.6],

mmvﬁ%&ommwﬁ%f1#ML@TH@@%ﬁﬂ 1% 42.7% K ) 62.3%. 5% D TEAE
% 1.2%M 0N 3.8%, BEERAERRIT 1.2%M 0 3.3%, WNTIEREOR G FILICE A ESR
GE 1.8% KN 6.1% Th -7z, lHlx DERRRBRICIBW T, 580 bz TEAE O3 IFERE S L
KIFPFEECEHETHY, HTORFEESZORIMEMICRE &0 TR, #ILT, 1%
TR AT ORENET 0T 7 A VBRI ERO & 5 1ENTFED biRro T,
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RHBV ik & Y RHBW R Ofkfif G-Ik (16~52 1) 1T b AEFROMEL R
2742412, A XX A THET 2%LL LIZFRO Hiv/z TEAE 2% 2.7.42-5 12, FRIICHEL
TTHEATREFEHRLEE 2.742-6 1277, RHBV B &KUY RHBW sl Ofikmi ¢ 541 (16~
528) TR D eI, 5 2.7.6.1.2.52 THE O 2.7.6.2.2.52 THIZ AT,

RHBV 7 % O° RHBW s Offkfe s G- M (16~5218) To 1 #F:LL D TEAE ORBEE
61.1%J% N 63.7%. =% D TEAE X 4.0%M Y 6.4%, BEELAERESRIT 5.5%M O 32%, WO _‘/é.‘
BRIEDE G ISR > oA HEFRIT 24% KL DN 3.6% ThH o7, Mei 5 1M o IXES0 mg Q4W fif
SRER Y IXE80 mg Q2W (FARED LA T 1 7 7 A MiE, BERBEHBOA FEx A~ T D%
TR T A NE—B LT, kG THZICRD b= 2RO RiXe o7,

7238, RHBV RO 5 Mk G-I e Ok 5-IH (52 k£ T) TEELAEFRLREI

L7-EBRDO—EA2H 2.7.42-7 1277, £7-. RHBW RERIZEB W T, S5 & OWksiE 5
I 2HKFET) CTEHEERAEFLERBRELLIENO —EA2EK 2.7.4.2-8 1217,
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2.7.4 [EERZE &M

% 2742-1. RHBVHERRURHBW REBOFETEROME [RLMHEFIXRER. SRS HE (0:E~1688F) ]
Study I1F-MC-RHBV Study I1F-MC-RHBW

Treatment PBO ADA Q2W | IXEQ4W | IXE Q2W | Total IXE PBO IXE Q4W | IXE Q2W | Total IXE

Group N=86 N=90 N=81 N=83 N=164 N=104 N=114 N=98 N=212

Category, n (%)

Patients with >1 TEAE 34 (39.5) 44 (48.9) 34 (42.0) 36 (43.4) 70 (42.7) 51 (49.0) 73 (64.0)a 59 (60.2) 132 (62.3)
Mild 22 (25.6) 28 (31.1) 22(27.2) 28 (33.7) 50 (30.5) 18 (17.3) 34 (29.8) 23 (23.5) 57 (26.9)
Moderate 11 (12.8) 14 (15.6) 12 (14.8) 6(7.2) 18 (11.0) 26 (25.0) 35 (30.7) 32 (32.7) 67 (31.6)
Severe 1(1.2) 2(2.2) 0 2 (2.4) 2(1.2) 7(6.7) 4 (3.5) 4 (4.1) 8 (3.8)

Death 0 0 0 0 0 0 0 1(1.0) 1(0.5)

Patient with >1 SAE 0 3(3.3) 1(1.2) 1(1.2) 2(1.2) 5(4.8) 4 (3.5) 3(3.1) 7(3.3)

Discontinuation due to AE 0 1(1.1) 0 3(3.6) 3(1.8) 2(1.9) 10 (8.8)a 3(3.1) 13 (6.1)

Abbreviations: ADA Q2W = adalimumab 40 mg every 2 weeks; AE = adverse event; CSR = clinical study report; IXE = ixekizumab; IXE Q2W = ixekizumab 80 mg every 2
weeks; IXE Q4W = ixekizumab 80 mg every 4 weeks; N = number of patients in the analysis population; n = number of patients in the specified category; PBO = placebo; SAE =

serious adverse event; TEAE = treatment-emergent adverse event.

Note: Patients may be counted in more than 1 category. Event types are not mutually exclusive; for example, deaths are displayed separately but are also counted among SAEs.
Patients with multiple occurrences of the same event are categorized by the highest severity.
Study RHBV was not powered to test equivalence or noninferiority of ixekizumab versus adalimumab.
For both studies, the Safety Population was defined as all randomized patients who received at least 1 dose of study drug. Patients were analyzed according to the treatment to
which they were assigned at Week 0.

In the individual studies, the Total IXE was not compared with PBO.
This table summarizes adverse events that occurred in Blinded Treatment Dosing Period and were reported by cutoff for each clinical study report (16 weeks).

a2 p<.05vs. PBO.

Sources: RHBV CSR, Table RHBV.14.75; RHBW CSR, Table RHBW.14.75.
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% 2742-2. RHBVEHERURHBW R TS T X AT THD 2% LULIZEOONE-EEER [REMBRANRER. ERES5HME (0:B~16:8

) ]
Study 11F-MC-RHBV Study I11F-MC-RHBW

Treatment
Group PBO ADA Q2W | IXE Q4W IXE Q2W Total IXE PBO IXE Q4W IXE Q2W Total IXE

N=86 N=90 N=81 N=83 N=164 N=104 N=114 N=98 N=212
MedDRA Preferred Term, 2:A5E, n (%)
Nasopharyngitis NEUEFED/S 6 (7.0) 6 (6.7) 6 (7.4) 5(6.0) 11 (6.7) 2(1.9) 5(4.4) 4(4.1) 9(42)
E}?gfg;ﬁsmrmry tract o 4(4.7) 222) 7 (8.6) 4(4.8) 11(6.7) 3(2.9) 9(7.9) 4(4.1) 13 (6.1)
Injection site reaction TESHEBAL RS 2(2.3) 3(3.3) 0 7(8.4) 7(4.3) 1(1.0) 3(2.6) 8 (8.2) 11 (5.2)
Rhinorrhoea B 1(1.2) 1(1.1) 1(1.2) 3(3.6) 4(2.4) 0 0 0 0
Injection site erythema | VESIENALATEE 0 1(1.1) 2(2.5) 2(2.4) 4(2.4) 1(1.0) 1(0.9) 2 (2.0) 3(1.4)
Diarrhoea T 2(2.3) 4(4.4) 0 2(2.4) 2(12) 0 6 (5.3) 4(4.1) 10 (4.7)
Arthralgia RAETR 0 0 2(2.5) 0 2(12) 3(2.9) 7(6.1) 3(3.1) 10 (4.7)
Injection site pain TSRS 2(2.3) 3(3.3) 0 1(1.2) 1(0.6) 2(1.9) 4(3.5) 4(4.1) 8(3.8)
Headache UEIE 0 3(3.3) 0 1(1.2) 1(0.6) 1(1.0) 3(2.6) 3(3.1) 6 (2.8)
Iridocyclitis LERTEST 67 0 0 1(1.2) 0 1 (0.6) 0 2(1.8) 3(3.1) 5(2.4)
Pharyngitis LISFIEEAY 2(2.3) 2(22) 1(1.2) 2(2.4) 3(1.8) 0 2(1.8) 3(3.1) 5(2.4)
Musculoskeletal pain 3] 0 1(1.1) 0 0 0 2(1.9) 4(3.5) 1(1.0) 5(2.4)
Oropharyngeal pain 1 EnH SRR 0 0 0 0 0 0 6(4.4) 0 5(2.4)
Vulvovaginal mycotic A ot B 55 12 T b
infectionb PRI SRR 0 0 0 0 0 0 0 1(43) 1(2.2)

Abbreviations: ADA Q2W = adalimumab 40 mg every 2 weeks; CSR = clinical study report; IXE = ixekizumab; IXE Q2W = ixekizumab 80 mg every 2 weeks; IXE Q4W =
ixekizumab 80 mg every 4 weeks; MedDRA = Medical Dictionary for Regulatory Activities; N = number of patients in the analysis population; n = number of patients in the
specified category; PBO = placebo.

Note: In the individual studies, the Total IXE was not compared with PBO.

Note: This table summarizes adverse events that occurred in Blinded Treatment Dosing Period and were reported by cutoff for each clinical study report (16 weeks).

a2 p<.05vs. PBO.

b Denominator adjusted sex-specific event for females. No events in Study RHBV. RHBW: N=17 (PBO), N=23 (IXE Q4W), N=23 (IXE Q2W).

Sources: RHBV CSR, Table RHBV.14.76; RHBW CSR, Table RHBW.14.76.
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% 2.7.42-3. RHBVEIERU RHBW SABODERIIIRE LIFEITAREZEESER [REMHETNRER. SRIESHME (0:.8~16:88) ]

Study I11F-MC-RHBV Study 11F-MC-RHBW
Treatment PBO ADA Q2W | IXE Q4W | IXE Q2W | Total IXE PBO IXE Q4W | IXE Q2W | Total IXE
Group N=86 N=90 N=81 N=83 N=164 N=104 N=114 N=98 N=212
AESI, n (%)
Infections 13 (15.1) 19 (21.1) 16 (19.8) 17 (20.5) 33 (20.1) 10 (9.6) 34 (29.8)a 23 (23.5)a 57 (26.9)
Cytopeniasb 1(1.2) 2(2.2) 1(1.2) 0 1 (0.6) 0 0 2(2.0) 2(0.9)
Allergic reactions/Hypersensitivities 1(1.2) 4(4.4) 3.7 3(3.6) 6 (3.7) 1(1.0) 3(2.6) 6 (6.1) 94.2)
Potential anaphylaxis 0 0 0 0 0 0 0 0 0
Non-anaphylaxis 1(1.2) 4(4.4) 33.7) 3(3.6) 6(3.7) 1(1.0) 3(2.6) 6(6.1) 9(4.2)
Injection site reactions (HLT) 4(4.4) 7(7.8) 33.7) 11 (13.3) 14 (8.5) 6(5.8) 9(7.9) 16 (16.3)2 25 (11.8)
Cerebro-cardiovascular events 0 0 1(1.2) 0 1 (0.6) 1(1.0) 0 1(1.0) 1(0.5)
MACE 0 0 0 0 0 0 0 0 0
Malignancies 0 0 0 0 0 0 1(0.9) 0 1(0.5)
Hepatic events (narrow terms) 1(1.2) 2(2.2) 1(1.2) 1(1.2) 2(1.2) 2(1.9) 5(4.4) 1(1.0) 6(2.8)
Depression 0 1(1.1) 0 0 0 5(4.8) 0Oa 2(2.0) 2(0.9)
Suicide 0 0 0 0 0 0 0 1(1.0) 1(0.5)
IBD 0 0 0 1(1.2) 1 (0.6) 1(1.0) 3(2.6) 0 3(1.4)
Specific IBD (narrow terms)c 0 0 0 1(1.2) 1 (0.6) 1(1.0) 2 (1.8) 0 2(0.9)
Non-specific IBD (broad terms)d 0 0 0 0 0 0 1(0.9) 0 1(0.5)
Intersitial lung disease 0 0 0 0 0 0 0 0 0

Abbreviations: ADA Q2W = adalimumab 40 mg every 2 weeks; AESI = adverse event of special interest; CSR = clinical study report; HLT = High Level Term; IBD =
inflammatory bowel disease; IXE = ixekizumab; IXE Q2W = ixekizumab 80 mg every 2 weeks; IXE Q4W = ixekizumab 80 mg every 4 weeks; MACE = major adverse cerebro-
cardiovascular event; N = number of patients in the analysis population; n = number of patients in the specified category; PBO = placebo.

Note: In the individual studies, the Total IXE was not compared with PBO.

Note: This table summarizes adverse events that occurred in Blinded Treatment Dosing Period and were reported by cutoff for each clinical study report (16 weeks).

a2 p<.05vs. PBO.

b Cytopenias include neutropenia (Studies RHBV and RHBW), and leukopenia (Study RHBW).

¢ The following IBD-specific terms (narrow terms) were reported: colitis ulcerative, Crohn’s disease, inflammatory bowel disease, and proctitis ulcerative.

d  The following IBD-non-specific terms (broad terms) were reported: colitis.
Sources: RHBV CSR, Table RHBV.14.75, Table RHBV.14.95, Table RHBV.14.97, Table RHBV.14.98; RHBW CSR, Table RHBW.14.75, Table RHBW.14.95, Table
RHBW.14.98, Table RHBW.14.99.
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Study I1F-MC-RHBV Study I1F-MC-RHBW
Total Total Total Total Total Total
Treatment IXES0 IXES0 (N=329) IXES80 IXES0 (N=281)
Group Q4w Q2w Q4w Q2w
(N=164) | (N=165) (N=144) | (N=137)

Category, n (%)

Patients with >1 TEAE | 106 (64.6) | 95(57.6) | 201 (61.1) | 91(63.2) | 88(64.2) | 179 (63.7)
Mild 69 (42.1) | 56(33.9) | 125(38.0) | 41(28.5) | 34(24.8) | 75(26.7)
Moderate 30(18.3) | 33(20.0) | 63(19.1) | 42(29.2) | 44 (32.1) | 86(30.6)
Severe 7 (4.3) 6 (3.6) 13 (4.0) 8 (5.6) 10 (7.3) 18 (6.4)

Death 0 0 0 0 0 0

Patient with >1 SAE 8 (4.9) 10 (6.1) 18 (5.5) 4 (2.8) 5(3.6) 9(3.2)

Egcommuamon ducto |50y | 636 | 84 | 565 | 536 | 1066

Abbreviations: ADA40Q2W = adalimumab 40 mg every 2 weeks; AE = adverse event; CSR = clinical study
report; IXES80Q2W = ixekizumab 80 mg every 2 weeks; IXES80Q4W = ixekizumab 80 mg every 4 weeks; N =
number of patients in the analysis population; n = number of patients in the specified category; PBO = Placebo;
SAE = serious adverse event; TEAE = treatment-emergent adverse event.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in
severity after baseline and on or prior to the date of the last visit within the study period.

Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be
counted in more than one category. Deaths are also included as serious adverse events and
discontinuations due to adverse events.

Note: 'Total IXE80Q4W' is a pooled group of 'PBO/IXES80Q4W', 'ADA40Q2W/IXES80Q4W' and
'TXES80Q4W/IXE80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W',
'ADA40Q2W/IXE80Q2W' and 'TXES80Q2W/IXE80Q2W".

Note: Percentage is calculated by n/N*100%.Sources: RHBV CSR (52 week) Table RHBV.14.55, RHBW CSR
(52 week) Table RHBW.14.54.
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% 2.7.4.2-5. RHBVHERRU RHBW RERTLA F X XY THD 2% ULICEDON-AESE
Z [ sHMETRER. BERE5HM (16~528) ]
Study I1F-MC-RHBV Study I1F-MC-RHBW

Total Total Total Total Total Total
Treatment IXES0 IXES0 (N=329) IXES0 IXES0 (N=281)
Group Q4w Q2w Q4w Q2w

(N=164) | (N=165) (N=144) | (N=137)

MedDRA Preferred Term, ZAFE, n (%)
fas"f’ha"yng‘“ REE % 23(14.0) | 16(9.7) | 39(11.9) | 6(4.2) 4 (2.9) 10 (3.6)
Injecti it S o Lty e
r’;ﬁ‘t’fg‘l’lﬂ S s RS | 10(6.1) | 15(9.1) | 25(7.6) | 2(1.4) 8(5.8) | 10(3.6)
Upper
respiratory tract | _F/iH Y 9(5.5) | 11(6.7) | 20(6.1) | 7(49) | 10(7.3) | 17(6.0)
infection
Back pain R 3(1.8) 2(1.2) 5(1.5) 6 (4.2) 53.6) | 11(3.9)
Arthralgia BA 0 3(1.8) 3(0.9) 4(2.8) 6(44) | 10(3.6)
Iridocyclitis IEEREGEE | 2(1.2) 3(1.8) 5(1.5) 5(3.5) 5(3.6) | 10(3.6)
Bronchitis RET S 3(1.8) 2(1.2) 5(1.5) 5(3.5) 4(2.9) 9(3.2)
Gastroenteritis | & 5% 0 3(1.8) 3(0.9) 3(2.1) 6 (4.4) 9(3.2)
U i —- v/
inrfle“;fgfa“ R 0 0 0 3(2.1) 6 (4.4) 9(3.2)
Sinusitis Rl sl 1(0.6) 2(1.2) 3(0.9) 3(2.1) 5(3.6) 8 (2.8)
I‘fa?ﬁmma“’ry RFEVEIETR 2(1.2) 7(4.2) 9(2.7) 0 0 0
Pharyngitis liiFEDS 4(2.4) 5(3.0) 9(2.7) 3(2.1) 2(1.5) 5(1.8)
Injecti it Ve st [ G T
e‘fy‘iﬁ;ﬁ;“ © | mshEAnATEE | 3 (1.8) 5(3.0) 8 (2.4) 0 3(22) 3(1.1)
Diarrhoea T 2(1.2) 5(3.0) 72.1) 3(2.1) 3(2.2) 6(2.1)
Alanine TT7=rT R
aminotransfera | / N7 A7 | 4(2.4) 2(1.2) 6 (1.8) 3(2.1) 3(2.2) 6(2.1)
se increased = Z—¥8n

Abbreviations: ADA40Q2W = adalimumab 40 mg every 2 weeks; CSR = clinical study report; IXES0Q2W =
ixekizumab 80 mg every 2 weeks; IXE80Q4W = ixekizumab 80 mg every 4 weeks; MedDRA = Medical
Dictionary for Regulatory Activities; N = number of patients in the analysis population; n = number of patients

in the specified category; PBO = Placebo; TEAE = treatment-emergent adverse event.

Note: 'Total IXE80Q4W' is a pooled group of PBO/IXES80Q4W', 'ADA40Q2W/IXES80Q4W' and
'TXES80Q4W/IXE80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W',
'ADA40Q2W/IXES80Q2W' and 'TXE80Q2W/IXES80Q2W'.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in

severity after baseline and on or prior to the date of the last visit within the treatment period.

Note: Percentage is calculated by n/N*100%.
Note: MedDRA Version 21.0 (RHBV), Version 21.1 (RHBW).

Sources: RHBV CSR (52 week) Table RHBV.14.57, RHBW CSR (52 week) Table RHBW.14.56.
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#&2742-6. RHBVEHERKRU RHBW HEBRDFFIHE LITEIANEEEER [Rink5H
T RER. #igk5HME (16~52:8) ]
Study I1F-MC-RHBV Study I1F-MC-RHBW
Total Total Total Total Total Total
Treatment IXES0 IXES0 (N=329) IXES80 IXES0 (N=281)
Group Q4w Q2w Q4w Q2w
(N=164) (N=165) (N=144) (N=137)
AESI, n (%)
Infections 57 (34.8) 46 (27.9) | 103 (31.3) | 43(29.9) 51(37.2) 94 (33.5)
Cytopenias 1(0.6) 2(1.2) 3(0.9) 1(0.7) 1(0.7) 2 (0.7)
Allergic
reactions/Hypersensitivi 8(4.9) 6 (3.6) 14 (4.3) 7 (4.9) 5(3.6) 12 (4.3)
ties
Potential anaphylaxis 0 1 (0.6) 1(0.3) 0 0 0
Non-anaphylaxis 8(4.9) 5@3.0) 13 (4.0) 7 (4.9) 5(3.6) 12 (4.3)
Eﬁ%‘m sitereactions | 1591y | 27(164) | 42(128) | 5(@3.5) 13(9.5) | 18(6.4)
Cerebro-cardiovascular
events 1(0.6) 0 1(0.3) 1(0.7) 1(0.7) 2(0.7)
MACE 0 0 0 0 1(0.7) 1(0.4)
Malignancies 1 (0.6) 0 1(0.3) 0 0 0
Hepatic events (narrow 8 (4.9) 6 (3.6) 14 (4.3) 3(2.1) 5(3.6) 8 (2.8)
terms)
Depression 0 0 0 1(0.7) 1(0.7) 2(0.7)
Suicide 0 0 0 0 0 0
IBD (narrow terms) 3(L.8) 1 (0.6) 4(1.2) 0 0 0
Interstitial lung disease 0 0 0 0 0 0

Abbreviations: ADA40Q2W = adalimumab 40 mg every 2 weeks; AESI = adverse event of special interest;
CSR = clinical study report; HLT = High Level Term; IBD = inflammatory bowel disease; IXE80Q2W =
ixekizumab 80 mg every 2 weeks; IXES80Q4W = ixekizumab 80 mg every 4 weeks; MACE = major adverse
cerebro-cardiovascular event; N = number of patients in the analysis population; n = number of patients in the
specified category; PBO = Placebo; TEAE = treatment-emergent adverse event.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in
severity after baseline and on or prior to the date of the last visit within the study period.

Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be
counted in more than one category. Deaths are also included as serious adverse events and
discontinuations due to adverse events.

Note: 'Total IXE80Q4W' is a pooled group of PBO/IXES80Q4W', 'ADA40Q2W/IXES80Q4W' and
TXES80Q4W/IXE80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W',
'ADA40Q2W/IXE80Q2W' and 'TXES80Q2W/IXE80Q2W'.

Note: Percentage is calculated by n/N*100%.
Sources: RHBV CSR (52 weeks) Table RHBV.14.55., Table RHBV.14.82., Table RHBV.14.90, RHBW CSR
(52 weeks) Table RHBW.14.54., Table RHBW.14.80., Table RHBW.14.86.
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A EF w7 HEFRL Frge i AR #HE

Eiacs i SEBIF 5 N ey B PERI] HEfip HERG (FARGE) FHETOHEK (H) Bt HYENE FEELE AL L

PBO/IXES0Q4W | AA 80mg ek M s 136 8 7L R JhEE el )
(N=42)

e I 141 CRIEIE) 7Rl P JFEE L ENEI)

e 214 19 L R JEEE 2L [mlf

EXIVBI2RZ 262 (CREIE) 72U PEE JEEE 7L ENEI

fi¢) UPNIT 303 CRIEIE) &Y H FEE AL PN

TREET vy 309 2 L EE Ey 7L e

#IR 309 2 U PR JEEE 2L [mlf

peo/ixesoQzw M RAALSOT 80mg Bk WAL 114 5 by \;E FEE L Il

(N=44) DYON

TSRO SOS 128 4 HY (3553 JEEE 2L Al

TSRO SOS 145 6 HY (3553 JEEE 2L Al

TSRO SOS 155 6 HY (3553 JEEE 2L Al

RIS 164 13 L R JEEE 2L [mlf

LG /N 175 9 Hh Hg HEE 7L Al

LG /N 183 22 HY (3553 JEEE 2L Al

R332 187 5 L R JEEE 2L [mlf

TSRO SOS 204 4 HY (3553 JEEE 2L Al

TS EROL S 212 4 HY (3553 JEEE 2L Al

JEHB 219 39 L R JhEE el Al

INZAN: P 252 10 HY Hg g 7L [mlf

LE LS 252 10 HY oA o= 5k B

V2 SHfik 261 35 HY (3553 JEEE 2L [mlf

LG /N 261 35 HY (3553 JEEE 2L Al

[ EPN 80mg B M BHEEST 284 CRE) 7L e HE Bk R

[ EPN 80mg etk ol 2yt sE 340 5 RL s HE AL mf

ADA40Q2w/IXEs R AA 80mg ek M emvEzoriE 10 16 L R FEE L )
0Q4W (N=44)
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A EF w7 HERG Froiir AR S
B TEGI & PN e b PERI Al HERR (FEAGE FEETOHK (H) 5 FREE FEEE P UNTS LR
AN 27 25 7L R JEEE 7L i)
=SS 63 40 2L s JFEE L i)
NEEESS 136 11 2L R JEEE 7L i)
PR REATIE 154 34 7L R JEEE 7L i)
BRI 188 27 7L R JEEE 7L i)
BRI 215 30 2L AR HiE 7L i)
BRI 245 100 7L R JEEE 7L i)
Bl s Uo7 80mg Bk W B 276 6 L EE JEEE  BLPIE REE
TN
R 281 4 7L EE o= 5k FNEL-)
i e g 284 CREE) 7L & JEE  BSHIE RENEE
| ENEEINDY NV Omg /g A T 32 2 2O 33 FEE L 14
TN
[ii-2n) 34 13 7L R JEEE 7L i)
i 61 53 L R JFEE L [Eif)
T 5 B 69 29 L REE JEEE el ENEIfi)
- SR A 69 (CRIEfE) 72U HSEE FFEE 2L FNEL-)
T R AR 97 17 L EE o= 7L i)
VAN AL 2 ) 98 5 7L R JFEE L [Eif)
[ ] TAYIA T 4 Omg Bk M hEE 68 3 7L s iy 7L [EificH
T ET T A
JRER
T ARG UERT I NT A 253 CREIE) 7oL B HEE L E NG
77—
TI=TIINTVAT =T 253 CRIEfE) 72U FFEE 2L FNEL-)
—-PHEhn
M BRI R 266 15 L HRE JEEE el [Eifiz}
Hl s sor 80mg Bk M ELER ORI 151 13 7L PR FEEE AL PREIL)
TN
il IR R B RE T SE 163 CREIE) 2L R JEEE Al ENEIfi)
BRI R S 163 3 2L AR HiE 7L i)
ADA40Q2w/IXEs [N BEEIN 80mg Bk (i 4 6 L PR JEEE 7L [Eifiz}

0Q2W (N=42)
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A EF w7 HEFRL Frge i AR #HES
Eiacs i SEBIF 5 N ey B PERI] HEfip HERG (FARGE) FHETOHEK (H) Bt HYENE FEELE AL L
% ] e 18 1 L R FEE L )
i 2 Bsss; 107 5 L fRE JEEE 7L i)
BEfih Bz i 9% 130 5 L s FEE L [EI-)
SHIE T H i, 164 5 7L EE HiE 7L [Eif)
FHH 164 40 L PR JEEE 2L [mlf
Jibd HE 1. 164 5 7L EE HiE 7L [Eif)
ARGE R 197 7 L PR JEEE 2L Al
B PRI 311 54 L PR JEEE 2L [mlf
[ EPN 80mg bk M AR 157 13 by HEE L mf
TSRO SOS 185 3 HY (3553 JEEE 2L IS
7a—1 290 CREIE) 72U REE HiE Bl LEIN
[ ] AA 80mg Bk 8 e A 73 1 L s FEE AL )
K I FAf 171 1 L PR JEEE 2L Al
AL 1 % 1. i 205 4 7L EE HiE 7L [Eif)
[ EPN 80mg B 5 JREH SHHUAran 71 1 by HEE L mf
TEFHEBAL B 99 1 Ho R FEE AL [EI-)
NETAVAMERR 173 8 HY H g 7L [mlf
[ EPN Omg B AR 20 53 RL o HsE HEE L mf
JERIEEE ST 72 8 L PR HEE 7L Al
I 218 21 L R JhEE el Al
Mgt 250 4 L REE JEEE 7L [mlf
LRI S 338 11 U PR JEEE 2L [mlf
Vo SHiE 361 12 L R JEEE 2L [mlf
TR 361 9 L R JhEE el Al
IXE80Q4w/IxEso M H A LS DT 80mg FE M BT 171 85 L R HiE 7L [mlf
Q4W (N=78) TN
[ FA 80mg ok M iz 112 36 el R FEE AL s
B R HE 113 CREE)  Hv R FEE L PN
ESIKIP 148 1 L PR HEE 7L Al
HH LT o 149 21 7L R JEEE 2L [Eif)
[ EPN 80mg B MR 84 2 RL R JEE L Rlalfg
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1FEF <7 HERG Fegeim R B5E
e G SiE B PN 55 PERI Ellin BEFEG (FEARGE) FBLETOHEK (a) BELR EEE JEE WLiE HR
i3l 85 CRREIE) 7L B JFEE 2L PN Efi)
PRIRTS 85 14 2L Fp g o= 7L B
TLAX— VLR fE 4% 107 15 L JFEE 2L B
SR Y 111 13 L R FFEE 2L B
[ FA 80mg Yk W KoY 43 5 el R FEE AL s
ERGERR Y 109 7 L R JFEE 2L B
T ARG UERT I NT A 225 19 HY HhAE HEE L [EEi)
77—
7L 7 F o ARARF T 225 94 HY R HE 7L [Fl1E
—-BEahn
TI=V TN AT =T 232 12 HY Fp g HEE el [EEi)
—-BEahn
TARTGXUERT I NT A 311 50 HY Fp g HEE el [EEi)
77—
TI=V TNV AT =T 311 50 HY [958 HEE L [EEi)
—BEahn
M7V T7F o R ARE T 318 CREIE) 7oL Fp g FFEE 2L R
—-BEahn
AT 80mg ik A euieios 64 183 HY  E HEE L fal 4
DION
FHR 151 187 L Fpg HEE el B
AT HHL 151 8 7L Fpg HE 72l [EEi)
IXES0Q2W [ EPN 80mg Wik W R T 37 19 L EREE FEEE  EPE AE
(N=83)
ELVES 60 8 HY 1 HE 7oL [EE)
ZIEALBE 63 5 HY e HE 7L B
HIERR 70 4 HY 1 HE 72l [EEi)
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27423 GEfEAtEY FTOEEEZROEN
Primary AS PC & O} All Ixe AS DA EHFROMEE K 2.7.4.2-9 KK 2.7.4.2-10 |[Z7-7,

%2742-9 HEELRNOEH (Primary AS PC)

PBO IXE80Q4W IXE80Q2W Total IXE
(N=190) (N=195) (N=181) (N=376)
n (%) n (%) n (%) n (%)
TEAE 85 (44.7) 110 (56.4) 96 (53.0) 206 (54.8)
Severitya
Mild 40 (21.1) 58 (29.7) 52 (28.7) 110 (29.3)
Moderate 37 (19.5) 48 (24.6) 38 (21.0) 86 (22.9)
Severe 8(4.2) 4(2.1) 6(3.3) 10 (2.7)
Death 0 (0) 0 (0) 1(0.6) 1(0.3)
SAED 5(2.6) 5(2.6) 4(2.2) 9(24)
TEAE related to study treatment 34 (17.9) 48 (24.6) 39 (21.5) 87 (23.1)
Discontinuation due to AE
(including death) 2(1.1) 10 (5.1) 6(3.3) 16 (4.3)
TEAE of special interest
Cytopenias - based on SMQ 1(0.5) 1(0.5) 2(1.1) 3(0.8)
Hepatic 3 (1.6) 7 (3.6) 3(1.7) 10 (2.7)
Infections 23 (12.1) 50 (25.6) 40 (22.1) 90 (23.9)
Injection-site reactions 10 (5.3) 12 (6.2) 27 (14.9) 39 (10.4)
Allergic
reactions/hypersensitivities 2(L1) 6G.1) 26.0) 15(40)
Anaphylaxis 0(0) 0(0) 0(0) 0(0)
Non-anaphylaxis 2 (1.1) 6 (3.1 9 (5.0 15 (4.0)
Cerebro-cardiovascular events 1(0.5) 1(0.5) 1 (0.6) 2 (0.5)
MACE confirmed events 0(0) 0(0) 0(0) 0(0)
Malignancies 0(0) 1 (0.5) 0(0) 1 (0.3)
Depressions 5(2.6) 0(0) 2 (1.1) 2 (0.5)
Interstitial lung disease 0(0) 0(0) 0(0) 0(0)
Specific Inflammatory bowel
disease 1(0.5) 2 (1.0) 1(0.6) 3(0.8)

Abbreviations: IXE = Ixekizumab; IXE80Q2W = Ixekizumab 80 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; MACE
= major adverse cerebro-cardiovascular Events; N = number of patients in the analysis population; n = number of patients
with at least one adverse event at the specified category; PBO = Placebo; TEAE = treatment-emergent adverse event.
Note: Adverse event is considered Treatment-Emergent Adverse Event if it first occurs or worsens following the start of
treatment during a study.

Note: Patients with multiple occurences of these categories are counted once for each category. Patients may be counted in
more than one category.

Note: Deaths are also included as serious adverse events and discontinuations due to adverse events.

a: Patients with multiple occurrences of the same event are counted under the highest severity.

b: The data collection for the clinical trial database does not contain specification on when events become serious, the
numbers may represent more events considered serious than what was actually serious during the treatment period.

Source: ISS, Table ISS4.11
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+£2742-10 AEERDEH (Alllxe AS)
Frequency Incidence Rate
FESES 4 Month Safety Update F G IF 4 Month Safety Update
(N:639) (N:641) Total Patient-Year = 628 Total Patient-Year = 749.6
n (%) 95% CI n (%) 95% CI IR 95% CI IR 95% CI
TEAE 467 (73.1) (69.6, 76.5) 489 (76.3) (73.0, 79.6) 74.4 (67.9,81.4) 65.2 (59.7,71.3)
Severity 2
Mild 207 (32.4) (28.8, 36.0) 209 (32.6) (29.0, 36.2) 33.0 (28.8,37.8) 27.9 (24.3,31.9)
Moderate 219 (34.3) (30.6, 38.0) 230 (35.9) (32.2,39.6) 34.9 (30.5, 39.8) 30.7 (27.0, 34.9)
Severe 41(6.4) (4.5, 8.3) 50 (7.8) (5.7,9.9) 6.5 (4.8, 8.9) 6.7 (5.1,8.8)
Death 1(0.2) (0.0, 0.5) 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1) 0.1 (0.0,0.9)
SAEb 43 (6.7) (4.8,8.7) 51 (8.0) (5.9,10.1) 6.8 (5.1,9.2) 6.8 (5.2,9.0)
TEAE related to study treatment 192 (30.0) (26.5, 33.6) 202 (31.5) (27.9,35.1) 30.6 (26.5,35.2) 26.9 (23.5,30.9)
Discontinuation due to AE (including death) 35(5.5) (3.7,7.2) 38 (5.9) (4.1,7.8) 5.6 (4.0, 7.8) 5.1 (3.7,7.0)
TEAE of special interest
Cytopenias - based on SMQ 7 (1.1) (0.3,1.9) 9(1.4) (0.5,2.3) 1.1 (0.5,2.3) 1.2 (0.6,2.3)
Hepatic 33(5.2) (34,6.9) 40 (6.2) (44,8.1) 5.3 (3.7,7.4) 5.3 (3.9,7.3)
Infections 275 (43.0) (39.2,46.9) 295 (46.0) (42.2,49.9) 43.8 (38.9,49.3) 394 (35.1,44.1)
Injection-site reactions 85(13.3) (10.7,15.9) 85(13.3) (10.6,15.9) 13.5 (10.9,16.7) 11.3 (9.2, 14.0)
Allergic reactions/hypersensitivities 45 (7.0) (5.1,9.0) 50 (7.8) (5.7,9.9) 7.2 (5.3,9.6) 6.7 (5.1,8.8)
Anaphylaxis 0 (0.0, 0.5) 1(0.2) (0.0, 0.5) 0.0 (0.0, 1.3) 0.1 (0.0,0.9)
Non-anaphylaxis 45 (7.0) (5.1,9.0) 49 (7.6) (5.6,9.7) 7.2 (5.3,9.6) 6.5 (4.9, 8.6)
Cerebro-cardiovascular events 5(0.8) (0.1, 1.5) 7 (1.1) (0.3,1.9) 0.8 (0.3,1.9) 0.9 (0.4,2.0)
MACE confirmed events 1(0.2) (0.0, 0.5) 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1) 0.1 (0.0,0.9)
Malignancies 3(0.5) (0.0, 1.0) 3(0.5) (0.0, 1.0) 0.5 (0.2,1.5) 0.4 (0.1, 1.2)
Depressions 5(0.8) (0.1, 1.5) 6 (0.9) (0.2,1.7) 0.8 (0.3,1.9 0.8 (0.4,1.8)
Interstitial lung disease 0 (0.0, 0.5) 0 (0.0, 0.5) 0.0 (0.0, 1.3) 0.0 (0.0, 1.1)
Inflammatory bowel disease 9(1.4) (0.5,2.3) 10 (1.6) (0.6, 2.5) 1.4 (0.7, 2.8) 1.3 (0.7, 2.5)

Abbreviations: CI = confidence interval; IR = incidence rate per 100 patient-years; IXE = Ixekizumab; MACE = major adverse cerebro-cardiovascular events; N = number of patients in the analysis
population; n = number of patients with at least one treatment-emergent adverse event (TEAE) in the specified category; TEAE = treatment-emergent adverse event; Total Patient-Years = total time

patients were in the treatment period.
Note: Percentage is calculated by n/N*100%.

Note: Confidence intervals of percentage are from binomial model.
Note: Confidence intervals of incidence rate are from likelihood ratio test of treatment effect from the Poisson regression.
*a Patients with multiple occurrences of the same event are counted under the highest severity.
*b The data collection for the clinical trial database does not contain specification on when events become serious, the numbers may represent more events considered serious than what was actually

serious during the treatment period.
Source: ISS, Table ISS4.12; 4MSU Table 7.6
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A XX X~ THED 206 61 (54.8%) [IXE80 mg Q2W &£ 96 51 (53.0%) . IXE80 mg Q4W Ef
110 B (56.4%) 1 MO7 7 EREED 85 il (44.7%) 1T 1 LI EDOKEEAFRZ 72\ TEAE 23
HHL LT, &4 XA T LT 7 2ARRETHIL L7z TEAE O K/ ITRE L OHEETH
ST, EED TEAE (3824 T X X~7/HD 106] (2.7%) [IXES80 mg Q2W #f 6 1] (3.3%) .
IXE80 mg Q4W Rf 4 5l (2.1%) 1 KO T BREED 8] (4.2%) IZiRD BT,

Primary AS PC D& A ¥t & X~ 7HET 1%L EOWERE 233 L= TEAE 23 2.74.2-11 |TR
T

A XXX THTRLELBD LN TEAE (5%LL EOWBRA CRE) 13, ERoERY:
[ X A~ THE 6.4% (IXES0 mg Q2W #f 4.4%. IXES80 mg Q4W Ef 82%) . 77 & REE
3.7%. LAFIENA] ROV ENREEZ: [53% (5.0%. 5.6%) . 42%] Th-ol- (F 2.742-11) , 77
TARREE R TEA X A~ TRETRABE D EWEM S R 57z TEAE (X, EFENL S
(IXE80 mg Q2W #f 8.3%. IXES0 mg Q4W Ff 1.5%. 77 vAREE 1.6%. LLTFFEIE) . % 9 FEiE
(22%. 1.0%. 0.0%) . MOEFEHIER (0.0%. 2.6%. 0.0%) TdH-olz,

1%L L OYIERE IZFEBL L 7= TEAE OFR%F Y A7 (Relative Risk : RR) Z LA FDRIZR L7z,
e 5.3.5.3.2-Integrated Summary of Safety Figure ISS.4.1 (341 F & F X~ THET 1%LL_EOHHx
HFIZHBLLTZ TEAEIZOW T 7 B AREHIHT 5 RR 278 L7c, ZH 60 TEAE O RRIC
ONT, A FXFEFACTRLT T ERHORICHEE L TREREWVTRD b RipoTe,

e 5.3.5.3.2-Integrated Summary of Safety Figure ISS.4.3 |d IXE 80 mg Q4W £ T 1%L LD #E R
FITHEBL LT TEAEICOWT T 7 BAREECRIT 2 RR 2R L7, :m;@ TEAE @ RR |Z
DUWNT, IXE80mg Q4W Bt & 7' 7 B ARTEOMIZHE L TR E 2@ WIERD e o7,

TRBRIE & ORI EEGRAGE TE 72\ TEAE 13, &1 XX XA~ 7HET 23.1% (IXE80 mg Q2W
# 21.5%. IXE80 mg Q4W Bf 24.6%) (23 L7- (%2.742-11) ,
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® 274211 24X EXFIATTHOBFERED 1%ULICHRBR L-ARBEREZMOLLVEEERZRVARBERIEETELEVEEER (Primary AS PC)
BRI Ay EREERZ B DR FHRBEFRIGETE 2
AcE PBO IXE80Q4W | IXE80Q2W | Total IXE PBO IXE80Q4W | IXE80Q2W | Total IXE
(N=190) (N=195) (N=181) (N=376) (N=190) (N=195) (N=181) (N=376)
BERGHBGIE (%) 85 (44.7) 110 (56.4) | 96(53.0) | 206(54.8) | 34(17.9) 48 (24.6) 39 (21.5) 87 (23.1)
JRYE 35 & OV AR HUE Infections and infestations 23 (12.1) 50 (25.6) 40 (22.1) 90 (23.9) 10 (5.3) 22(11.3) 7(3.9) 29 (7.7)
RGBSR Upper respiratory tract infection 7(3.7) 16 (8.2) 8 (4.4) 24 (6.4) 4(2.1) 7(3.6) 1(0.6) 8 (2.1)
NRUEGEDS Nasopharyngitis 8(42) 11 (5.6) 9 (5.0) 20 (5.3) 1(0.5) 4(2.1) 1(0.6) 5(1.3)
WHERZE Pharyngitis 2 (1.1) 3(1.5) 5(2.8) 8(2.1) 1 (0.5) 2 (1.0) 2 (L.1) 4(1.1)
SR Bronchitis 1(0.5) 3(1.5) 2 (1.1) 5(1.3) 1(0.5) 2 (1.0) 1 (0.6) 3(0.8)
A\ ERE PR R Y *a Vulvovaginal mycotic infection *2 0(0.0) 0 (0.0) 1(2.4) 1(1.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)
IR B Jk G Urinary tract infection 0(0.0) 1(0.5) 3(1.7) 4(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
;ﬁi%/ﬁﬁﬁﬁ%k £ OB G gfenjgi‘dﬂ‘ifggfe“ and administration |, 1909.7) | 33(182) | 52(13.8) | 11(58) 136.7) | 28(155) | 41(10.9)
TESHEBAL RS Injection site reaction 3(1.6) 3(1.5) 15(8.3) 18 (4.8) 3(1.6) 3(1.5) 14 (7.7) 17 (4.5)
TEF AL Injection site pain 4(2.1) 4(2.1) 5(2.8) 9(2.4) 4(2.1) 4(2.1) 5(2.8) 9 (2.4)
TSR ALALBE Injection site erythema 1(0.5) 3(1.5) 4(2.2) 7(1.9) 1(0.5) 3(1.5) 4(2.2) 7(1.9)
sy Malaise 0(0.0) 1(0.5) 3(1.7) 4(1.1) 0(0.0) 0(0.0) 1(0.6) 1(0.3)
o s Gastrointestinal disorders 10 (5.3) 19 (9.7) 16 (8.8) 35(9.3) 0(0.0) 6(3.1) 3(1.7) 9(2.4)
FHi Diarrhoea 2(1.1) 6(3.1) 6(3.3) 12 (3.2) 0(0.0) 1(0.5) 2(1.1) 3(0.8)
HIEAN R Dyspepsia 0(0.0) 1(0.5) 3(1.7) 4(1.1) 0(0.0) 0(0.0) 1(0.6) 1(0.3)
A RS L O E AL Musculosielotal and connective S0 | a1 (1L1y | 18(92) | 16(88) | 34(9.0) 2(1.1) 1(05) 1(0.6) 2(0.5)
B Arthralgia 3(1.6) 9 (4.6) 3(1.7) 12 (3.2) 0(0.0) 0(0.0) 1(0.6) 1(0.3)
I Back pain 3(1.6) 1(0.5) 422) 5(1.3) 1(0.5) 1(0.5) 0 (0.0) 1(0.3)
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LY2439821 2.7.4 FRRIYZE 2N
MV R (GREMEFTHES)

BRI Ay RREFRE MR RRBFEBITETE 2
g PBO | IXES0Q4W | IXES80Q2W | TotalIXE | PBO | IXES80Q4W | IXES0Q2W | Total IXE
(N=190) | (N=195 | (N=181) | (N=376) | (N=190) | (N=195) | (N=181) | (N=376)
R Musculoskeletal pain 2(1.1) 42.1) 1(0.6) 5(1.3) 1(0.5) 0(0.0) 1(0.6) 1(0.3)
R £ OV s Skin and subcutaneous tissue disorders | 9 (4.7) 14(72) 16(88) | 30(8.0) 2(1.1) 42.1) 5(2.8) 9(2.4)
2 % FEE Pruritus 0(0.0) 2 (1.0) 4(22) 6 (1.6) 0(0.0) 2 (1.0) 1(0.6) 3(0.8)
s Eczema 0(0.0) 2 (1.0) 2(1.1) 4(L1) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
R Eye disorders 6(3.2) 11 (5.6) 12(66) | 23(6.1) 0(0.0) 1(0.5) 3(1.7) 4(L1)
T AR Tridocyclitis 0(0.0) 3(1.5) 3(1.7) 6 (1.6) 0(0.0) 1(0.5) 1(0.6) 2(0.5)
AR Dry eye 1(0.5) 1(0.5) 3(1.7) 4(L1) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
R R A Investigations 9 (4.7) 8 (4.1) 5(2.8) 13 (3.5) 2(1.1) 4(2.1) 1 (0.6) 5(1.3)
T7=27 3/ k7 A7= | Alanine aminotransferase increased| o o 5(2.6) 0(0.0) 5(1.3) 1(0.5) 2(1.0) 0 (0.0) 2(0.5)
Z —BHN
PR, MRS & ORI dezsolig:rtsory thoracic and mediastinal | 5 | 8 (4.1) 5(2.8) 133.5) 2(1.1) 1(0.5) 0(0.0) 1(0.3)
1 e SR Oropharyngeal pain 0(0.0) 5(2.6) 0(0.0) 5(13) 0(0.0) 1(0.5) 0(0.0) 1(0.3)
P Rhinorrhoea 1(0.5) 1(0.5) 3(1.7) 4(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
e Nervous system disorders 7(.7) 6(3.1) 6(3.3) 12(3.2) 1(0.5) 0(0.0) 2(L.1) 2(0.5)
S Headache 1(0.5) 3(1.5) 4(22) 7(1.9) 0(0.0) 0(0.0) 2(L.1) 2(0.5)
A Vascular disorders 7(3.7) 3(1.5) 4(22) 7(1.9) 1(0.5) 1(0.5) 0(0.0) 1(0.3)
ELIE Hypertension 5(2.6) 2 (1.0) 3(1.7) 5(13) 1(0.5) 1(0.5) 0(0.0) 1(0.3)

Abbreviations: PBO = Placebo; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; IXE = Ixekizumab; N = number of patients in the analysis population.
FH4 - MedDRA ver21.0

KURPICR O ESEYE - RRBIRIZ, 72 L), [HV 102 B TR S v, [H Y | LW SnmE1T, RSP GE TS RnEgRL LTHEG L.

*a: PR AR RIS KT D 45 B - N=32 (PBO), N=36 (IXE80Q4W), N=42 (IXE80Q2W)

Date: 20 HEHE I
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LY2439821 2.7.4  ERIRAZLE 4
MY R R (RIEMERHER)

274242 Allxe AS
AllIxe AS TiX, 467 5l (73.1%) 7> 1 {£LL £ TEAE 238l L7z (K 2.7.4.2-12) .
TEAE O REB/FITEEIIPELTHY . mED TEAE 1 41 ] (6.4%) [T D bk
(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.18)
A XX AT PREE SRS T d K< o7z TEAE (5%LL EOBERE I3 EL) 1%
EWHEER (11.3%) . EXGEEG (102%) K OESIBA KL (69%) Th o7 (K
2.7.42-12) ,
4MSU @ All Ixe AS TlE, 489 il (76.3%) 73 1FLL = TEAE 3Bl L7z (¥ 2.7.4.2-13) ,
o TEAE OREMITEESUIPEETHY . mED TEAE (X 50 ] (7.8%) IZi8D bz (
5.3.5.3.3-4 month safety update Table 7.8)
o AXEXATTNEEINTHEHRE THRD L AONT TEAE (5%LL EOHERE 1T REL) |
FWHEEZE (12.2%) . ESGEREEE (10.9%) . EFEALOG (7.0%) ROVEH (53%) Th
o7 (3£2.742-13) .

I [ B8 > TEAE FEHLIRP @ 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.21, Table
1SS.4.22 & X Figure 1SS.4.5 12, A ¥ F X~ 7 GHFD TEAE O#E IR FER O3 BLIEIE K OY
DRI CAEE L7 R A, 12 MR T 60 R E TR L, 4 XX A~ T ORMIREIC
9 2B BIR MR D TEAE OFBIRIIHIME RN /203> 72, F£72, 5.3.5.3.3-4 month safety update
Table 7.11, Table 7.12 } (X Figure 7.1 {2, 4MSU TOA F & % X~ 7 H 5K TEAE DZFE BIKY
BN ORBLENG K OWEEE I Ciliss L7238 862 12 MR T 60 BIFE TRLI, A FEFX
~ 7 OREMIREREITH D 2B BIRKFER O TEAE OB IIIEIME RNz 72 o 7,

B, K 2.742-1212, 4 FF A~ TEEREO TEAE OIEARGER ORI A 3 » HRIET
Y, Eo. # 2.742-13 12, AMSU TOA Ft X A~ 7 E5H D TEAE O FEAZER DGR
Z3HAMBCTRT, o7 —20nb, LT, 43X X~ 7 OREHMIC KL D TEAE O
FEBUFIEL OHNMNTERD B o7z,
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LY2439821
N BT (SRIEPEFFHER)

% 274212 3 1 AMROEEEROHREIKR

(All Ixe AS. HFEE)

2.7.4 [EERZE &M

Total IXE
SERIRGE &t ~3p A | 4~6 5 A | T~9 5 A e 10~12 5 H ¥ 12 5 A~ "
EAFE (N=639) (N=639) (N=597) (N=511) (N=427) (N=351)

n (%) n n n n n
DHEHRL 467 (73.1) 292 98 40 21 16
I E TR ERES 1(0.2) 1 0 0 0 0
TS OEE LA EFSR 42 (6.6) 17 12 8 4 4
BRI LI - - HEES 35 (5.5) 14 14 3 4 0
JRYYIE R X OV%AE BE Infections and infestations 275 (43.0) 124 70 37 20 24
-MHBE S Nasopharyngitis 72 (11.3) 30 18 12 4 8
RGBSR Upper respiratory tract infection 65 (10.2) 26 16 7 9 7
NEEERS Pharyngitis 23 (3.6) 11 7 3 0 2
SR Bronchitis 20 (3.1) 9 3 2 3 3
IR B Fk G Urinary tract infection 14 (2.2) 5 2 3 2 2
il Sl g% Sinusitis 13 (2.0) 5 2 3 1 2

B A Gastroenteritis 12(1.9) 3 5 2 1 1
SRS Tinea pedis 10 (1.6) 2 6 1 0 1
flREEE Conjunctivitis 8 (1.3) 3 1 4 0 0
=D Rhinitis 7(1.1) 3 3 0 0 1
. S HREE O SR e Gene.r;'il disorders and administration site 124 (19.4) 36 15 14 3 6

conditions

BSOS Injection site reaction 44 (6.9) 33 5 5 1 0
TSR ALALBE Injection site erythema 18 (2.8) 13 4 1 0 0
PRAIEMEE IR Inflammatory pain 14 (2.2) 3 0 6 1 4
TSR AL SR Injection site pain 10 (1.6) 9 0 1 0 0
Iy Fatigue 9 (1.4) 5 2 0 1 1
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LY2439821

YRR GRIEPEFHER)

2.7.4 FRIKH

Total IXE
SERIRGE &t ~3p A | 4~6 5 A | T~9 5 A e 10~12 5 H ¥ 12 5 A~ *c
HoAE (N=639) (N=639) (N=597) (N=511) (N=427) (N=351)
n (%) n n n n n
TSI FE 2 Injection site rash 9(1.4) 7 0 1 1 0
TS A IERR Injection site swelling 8(1.3) 3 3 2 0 0
FEC i s Non-cardiac chest pain 7(1.1) 3 2 2 0 0
s Gastrointestinal disorders 106 (16.6) 39 26 12 16 13
T Diarrhoea 31 (4.9) 13 6 3 6 3
N Abdominal pain 9 (1.4) 1 2 1 3 2
HIERR Dyspepsia 7(1.1) 3 3 0 0 1
HR Gastritis 7 (1.1) 0 2 0 4 1
B R R IS KOS SRR Musculoskeletal and connective tissue disorders 101 (15.8) 35 29 19 9 9
RAER Arthralgia 25(3.9) 12 4 4 3 2
I Back pain 18 (2.8) 4 3 3 3 5
RS Musculoskeletal pain 12 (1.9) 6 2 2 2 0
R Neck pain 9 (1.4) 3 3 1 0 2
VU e Pain in extremity 9(1.4) 2 2 1 1 3
FRIE M HER Ankylosing spondylitis 7(1.1) 3 2 1 1 0
SRS Arthritis 7(1.1) 2 4 0 0 1
et A Enthesopathy 7(1.1) 1 1 3 1 1
FZJEFS OV T AR E Skin and subcutaneous tissue disorders 83 (13.0) 32 25 10 5 11
iz Eczema 11(1.7) 3 3 1 1 3
82 Rash 11(1.7) 4 2 2 0 3
% 9 P Pruritus 10 (1.6) 4 5 1 0 0
ARpE Eye disorders 61 (9.5) 22 20 8 5 6
R BARIR S Iridocyclitis 22 (3.4) 7 9 1 3 2
AR iz )5 Dry eye 7(1.1) 4 2 1 0 0




LY2439821
RV BT GRIEPETTHER)

2.7.4 [EERZE &M

Total IXE
SERIRGE &t ~3n A | 4~6n | T~9n e 10~12 5% ] *¢ 12 5 A~ *c
HAsE (N=639) (N=639) (N=597) (N=511) (N=427) (N=351)

n (%) n n n n n

R AR AY Investigations 48 (7.5) 18 10 8 5 7
TI=VT I NIRRT =T —BH Alanine aminotransferase increased 20 (3.1) 10 3 4 0 3
_7;%;][; TXVEBET I NTUAT 2T — Aspartate aminotransferase increased 16 (2.5) 7 3 3 1 )
M7 L7 F R ARFF—E 8 Blood creatine phosphokinase increased 10 (1.6) 1 3 2 0 4
Y= NVHE IR T AT =T — BN Gamma-glutamyltransferase increased 9(1.4) 4 0 1 1 3
A R R Nervous system disorders 45 (7.0) 18 8 5 8 6
SR Headache 13 (2.0) 10 1 0 1 1
FEMED F W Dizziness 7(1.1) 2 3 0 0 2

R g, MOERds & UM Respiratory, thoracic and mediastinal disorders 44 (6.9) 19 6 6 6 7
NIk Cough 12 (1.9) 2 3 1 2 4

O JZenHgE T Oropharyngeal pain 10 (1.6) 5 2 2 1 0

FE e = Psychiatric disorders 28 (4.4) 11 7 4 2 4
ANHRAE Insomnia 13 (2.0) 4 2 3 1 3
RZz Anxiety 8(1.3) 3 4 1 0 0
JIRESES Vascular disorders 21 (3.3) 10 3 3 2
R i Hypertension 16 (2.5) 8 2 2 2 2

N = 2R E L. n=FILH1K
H4:4, : MedDRA ver21.0

TR G RH L e A E R R RidR L L,
FEC - ECLUANDOEELRAEFR - PILICE > AERRICOVTUL, B CoRER 273, F—HRE CR—OFFFRPEHREEE LB, WIOLENT 5, Al o2 i

L MR O 1R B OFERERE A R T

*er~3 o AL 1~90 HOHIM %, 4~6 » A1X91~180 HOHIM %, 7~9 » A1 181~270 H O &, 10~12 » Fi%271~360 H OEIF &, 12 5 A ~1F 361 H~DOHIRM L HLE IR L Lic, 72720, 3
E RSO EERAEFS - HIEICE o AEFRICOW T, IRBRER SAICREE LIZ5E12E~3 0 A DWIRICE D,
L0%LL LORBEIS TR b AFEHER LTI,

Date: 20 HENEHE I




LY2439821

YRR GRIEPEFHER)

*274.2-13 3 » ARROEEEZOHREINR (Al Ixe AS, 4MSU)

2.7.4 [EERZE &M

Total IXE
iig'ﬁ”‘%fﬂ aat ~3aH %c | 4~6nH xe | T~9HH ke | 10~124 #c | 1247~ e
s (N=641) (N=641) (N=612) (N=563) (N=482) (N=434)
n(%) n n n n n
B EEG 489 (76.3) 294 102 43 25 25
T E A EHES 1(0.2) 1 0 0 0 0
FEC LS D EERA FHL 50 (7.8) 17 13 9 6 10
RO ILICE ST FEHR 38 (5.9) 14 14 3 5 2
JRYSIE 3 L OV A BUE Infections and infestations 295 (46.0) 125 75 40 23 32
NSUEFEES Nasopharyngitis 78 (12.2) 30 19 13 6 10
A Y Upper respiratory tract infection 70 (10.9) 26 17 8 9 10
NFEE 7% Pharyngitis 27 (4.2) 11 8 3 0 5
RS Bronchitis 23 (3.6) 9 4 2 3 5
PRI SR Urinary tract infection 17 (2.7) 5 3 4 3 2
1 E S Gastroenteritis 16 (2.5) 3 5 4 2 2
RN SN Sinusitis 14 (2.2) 5 2 3 1 3
S EEREE I A NE *b Vulvovaginal candidiasis *b 2 (1.6) 1 0 0 0 1
JEHB Tinea pedis 10 (1.6) 2 6 1 0 1
i P Conjunctivitis 8 (1.2) 3 1 4 0 0
A~ LR Oral herpes 8 (1.2) 3 1 1 2 1
S LTS Tonsillitis 8 (1.2) 1 0 2 4 1
HREZE Herpes zoster 7(1.1) 4 0 1 1 1
S Rhinitis 7(L.1) 2 3 0 0 2
— % - By B E S O G AL Ok R General disorders and administration site conditions 137 (21.4) 86 18 20 3 10
HESHEAL SO Injection site reaction 45 (7.0) 33 6 5 1 0
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YRR GRIEPEFHER)

2.7.4 [EERZE &M

Total IXE
fjifgﬁ% aat ~3HH xe | A~6HH k¢ | T~9HH ke | 10~12 451 *c | 125~ *c
s (N=641) (N=641) (N=612) (N=563) (N=482) (N=434)
n(%) n n n n n
RAEVEETR Inflammatory pain 24 (3.7) 3 1 12 1 7
VESHB AL AL EE Injection site erythema 18 (2.8) 13 4 1 0 0
95 Fatigue 10 (1.6) 5 2 0 1 2
e SRz 2 Injection site pain 10 (1.6) 9 0 1 0 0
et s pifivat 2 Injection site rash 9 (1.4) 7 0 1 1 0
SRR IR A Injection site swelling 9 (1.4) 3 3 2 0 1
FE O e Non-cardiac chest pain 8 (1.2) 3 3 2 0 0
TEEN Pyrexia 8 (1.2) 0 4 2 1 1
A R B L O Musculoskeletal and connective tissue disorders 120 (18.7) 35 29 22 9 25
B &g Arthralgia 31 (4.8) 12 4 7 3 5
i Back pain 22 (3.4) 4 3 3 3 9
iXEg¥] Musculoskeletal pain 15 (2.3) 6 2 2 2 3
DU i Jre Pain in extremity 11 (1.7) 2 2 2 1 4
FHHBIE Neck pain 10 (1.6) 3 3 1 0 3
R E B HER Ankylosing spondylitis 8(1.2) 3 2 1 1 1
ESIKIP Arthritis 8 (1.2) 2 4 0 0 2
i A<t 7 O AE Enthesopathy 7.1 1 1 3 1 1
i R Myalgia 7(L.1) 3 1 0 0 3
B Rk e Gastrointestinal disorders 109 (17.0) 39 26 12 16 16
T Diarrhoea 34 (5.3) 13 6 3 6 6
iz Abdominal pain 9 (1.4) 1 2 1 3 2
THEA B Dyspepsia 8 (1.2) 3 3 0 0 2
H% Gastritis 7(1.1) 0 2 0 4 1




LY2439821
N BT (SRIEPEFFHER)

2.7.4 [EERZE &M

Total IXE
HERIARITIR ot ~3nf ke | 4~6nA ke | T~9nf ke | 10~12 50 % | 12 A~ e
AR (N=641) (N=641) (N=612) (N=563) (N=482) (N=434)

n(%) n n n n n
B2 6 J OV T ALk b Skin and subcutaneous tissue disorders 90 (14.0) 33 26 11 6 14
J&% Rash 13 (2.0) 4 3 2 0 4
[ Eczema 11(1.7) 3 3 1 1 3
EOFEIE Pruritus 10 (1.6) 4 5 1 0 0
MR P Eye disorders 72 (11.2) 22 20 11 7 12
UL AR IR Iridocyclitis 29 (4.5) 7 9 2 4 7
MR A Dry eye 7(1.1) 4 2 1 0 0
i e Investigations 54 (8.4) 18 10 9 6 11
TI=U T NT AT 2T —EHIN Alanine aminotransferase increased 21 (3.3) 10 2 4 0 5
T ANGXUERT I ) NT AT 27— N Aspartate aminotransferase increased 18 (2.8) 7 3 3 1 4
I 7L 7 F o AR AR — B N Blood creatine phosphokinase increased 11 (1.7) 1 3 2 1 4
vy =T NEIJVRNT AT =T — BN Gamma-—glutamyltransferase increased 11 (1.7) 4 0 2 1 4
R 25 . M ZR 6 L OMERR b 55 Respiratory, thoracic and mediastinal disorders 51 (8.0) 20 6 7 7 11
I Cough 13 (2.0) 2 3 1 2 5
1 JE R A Oropharyngeal pain 11 (1.7) 5 2 3 1 0
R E Nervous system disorders 47 (7.3) 18 8 5 8 8
SHE Headache 13 (2.0) 10 1 0 1 1
FIED EN Dizziness 8(1.2) 2 3 0 0 3
R B Lo AE fE Metabolism and nutrition disorders 41 (6.4) 10 12 7 5 7
R SR Dyslipidaemia 7(1.1) 2 3 1 0 1
IRl Psychiatric disorders 30 (4.7) 11 7 4 3 5
RERSE Insomnia 14 (2.2) 4 2 3 2 3
KL Anxiety 8(1.2) 3 4 1 0 0
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LY2439821
MY BRI (FRIELMEFHER)
Total IXE
R EAIRR &% ~3nA % | A~6xH %c | T~9nf % | 10~12 55 *c| 1255~ *e
FEAGE (N=641) (N=641) (N=612) (N=563) (N=482) (N=434)
n(%) n n n n n
1L P Vascular disorders 22 (3.4) 10 4 3 3 2
=S Hypertension 17 (2.7) 8 3 2 2 2

N = 2R F L n = B

H54 :MedDRA ver21.0

TRERIRIE S WML - EH R EH TR LU,

LTS OEERA EFG - FIEICE ST HEFRITONTUL, BUIE CoORERNZRT, F—HBRE CH—OR EFFEBPEEIEIEB LRI, YIROAEFTT 5, KrHliiF o SBmET L, S
o 1 A B OFHlgERE $E R~ T,

sa: BV R ER IS5 R N=516

*b: MR R FHITKI T 550 FE: N =125

*c: ~3 H 1L 1~90 HOHIEZ, 4~6 » 1L 91~180 H DM Z, 7~9 » H 1% 181~270 HOHMZ ., 10~12 » 1L 271~360 H OHIEZ, 12 A ~11 361 H~DOHMEEFFRIHRELT, 72771, BT LT LS
DOEBLAFEFR - FILICE A HFEFRICOWT, IBRER GANCRBLLIZSAITE~3 » A OBBIZE DT,

1.0% LA EORBEI LG TROON A EFGERT,

v
o
=
@
;
~
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LY2439821 274 BRIRAYZ A
MY BT (GRIEEFHER)
274243 §ER

Primary AS PC (23T, 1 {4£LL D TEAE 388l L 7R E OFIE 1L, B F X A TRHET
7T BRI HEARE NS T2 L OO, IXES0 mg Q2W #f & IXES0 mg Q4W ff & ORIZZEITRD H i
72y o7z, TEAE ORI ITEE IIHEETHY | FEGH TRED TEAE 038 L 7ZEIAIC
ZITRO LR o T,

All Ixe AS (4MSU & #p) IZBWT, #2717 7 A /LI Primary AS PC L[k CTH 7=, F
7o RHMEEEITME 5 TEAE OFBLRITHIIME AN 220> e,

NG ORERIE, BEFIRIE COIRA o3 7235 MERLfE (psoriasis vulgaris @ Ps) [ ONBEHEE M5z
fif (psoriatic arthritis : PsA) (Z351F 2 BRI HFEEEL (Ixe Ps /PsA) 5 2.7.4 LK OB HFEE
BE (Q2wW) 274 E—EHL TV,

27425 BE

2l = | 1 B P ovrasroF — 2 EEREE T, 2T 1] (RHBW #8R) Ol
(B Db (53532IntegratedSummaryofSafetyTableISS423) AT

v 470 e ) £oic, OECHIERD SR TRV, ZO%, 4MSU @ﬁF
BT OT —ZEEHRER TS, OB THILRD 5T 72, RHBW #RERIZE T 55816
—HAR2742-14 18T, HFREOBORZH 2.7.4.7.1 HIZFEH LT,
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RV BT GRIEPETTHER)

% 274214 FFHTH—ZF (RHBW iER)

274 BRIRH)L 2

AFEF A< HERR ESi e lEl ESES HES
Beh B SEGIE N Bh & P51 A lhn HERS (EAGE) REETOHE (H) REf% T FEEE LT R
IXE80Q2W [ EPN 80mg ik M EREX 54 1 nL e g Pk T
(N=98)
N = 2B

F54,: MedDRA/]J Version 21.0

B GRET. Mkt G- W HNISATUIEBNC O W TR E R G- s L Ok i G- WM o 52 Ot L TR R LT,

AX XA T EG BT, EERAEFSZORINEE G B2 R, BEERHEFEPEHREIIL QODIGEITIE, YIIFO# 5 EE /R LTz,
HERZEAFTOAKT, ERFSHMOKREGGAEEZ 1 B BLEL CERE, AEFROEEE I IRERFROREEE LR,

Date: 20 HEEHE I



LY2439821 2.74 BEIRRYZ At
MY BT (GRIEEFHER)
27426 EELGHEEEZR
2.74.26.1 Primary AS PC

EA XX A2THE OB 24%) KOTTERED SH (2.6%) (2, 1L EOEERAGE
HENEH LIz (3 2.7.42-15) . IXES0 mg Q2W #f K& Y IXES0 mg Q4W REICRIT 2 EHE LA E
FLRONFUT, IXES0 mg Q2W FET 4 ffl (2.2%) (T 81 [1 Fllcr m—9", WHEARR. ZIAL
BEROVEBR (5 27471 H) | o 1 HIZ 5 DL OWESR. o 2 Fllczhneimd 7 v
TFURARF =PRI KO AR (5 2.74.7.1 ) ] . IXE80 mg Q4W BET 541 (2.6%)
(25 DRSS, WHEESR, 7 u— 9% (3 27471 18) | RS (8 2.7.4.7.1 1) KOVEHHE]
KOTZ2AREETSH (2.6%) &5 [RIEMEEE, KEBEEH., RE~L=7, MEXKD
BAfi%] ThHoTz,
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RV BT GRIEPETTHER)

+274.2-15 FELRTAETEEZRDEH (Primary AS PC)

274 BRIRH)L 2

PBO IXES0Q4W IXES0Q2W Total IXE
HAE Preferred Term (N=190) (N=195) (N=181) (N=376)

n (%) n (%) n (%) n (%)

Patients with >1 SAE 5(2.6) 5(2.6) 4(2.2) 924

7 a— 0 Crohn's disease 0 1(0.5) 1 (0.6) 2 (0.5)

L AR Atrial tachycardia 0 0 1(0.6) 1(0.3)

M7 L7 F ok AR —EHn Blood creatine phosphokinase increased 0 0 1(0.6) 1(0.3)

H #% W 2 Completed suicide 0 0 1(0.6) 1(0.3)

9 DI Depression 0 0 1 (0.6) 1(0.3)

HEIEAR R Dyspepsia 0 0 1(0.6) 1(0.3)

ZIEHLBE Erythema multiforme 0 0 1 (0.6) 1(0.3)

H I Gastroenteritis 0 0 1 (0.6) 1(0.3)

e Fracture pain 0 1(0.5) 0 1(0.3)

T Peritonitis 0 1(0.5) 0 1(0.3)

T 2 Pharyngitis 0 1(0.5) 0 1(0.3)

R B SR e Urinary tract infection 0 1(0.5) 0 1(0.3)
RARZ Arthritis 1(0.5) 0 0 0
KB EEHT Femur fracture 1(0.5) 0 0 0
DNEME IR R Inflammatory bowel disease 1(0.5) 0 0 0
R~V =T Inguinal hernia 1(0.5) 0 0 0
k=SS Vasculitis 1(0.5) 0 0 0

Abbreviations: IXE = Ixekizumab; IXE80Q2W = Ixekizumab 80 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; N = number of patients in the analysis population; n = number of patients
with at least one serious adverse event (SAE) in the specified category; PBO = Placebo; Primary AS PC = Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set; SAE =

serious adverse event.
Note: Percentage is calculated by n/N*100%.
Note: AE is coded using MedDRA Version 21.0.
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274262 Allxe AS

All Ixe AS TiE, 4361 (6.7%) 23 1 FLL EOEERAEFEFRERKI L, 2 BILL EIZHBL L7
HERAFFRIL, 7o—95 361 (05%) 1 . Wmd 27 L7 F R ARFF—E8MN, HRIK
WLt AT RREE & ORI (4261 (03%) ] Thotz (F2.74.2-16) .

4AMSU @ All Ixe AS Tid, 5141 (8.0%) 2% 1 LA LOEELRAFFREZIE Lz, 26ILL LI
RB L EERAFFRIT., 7 — 9, BEMEEE (& 36 (05%) ] . H7 L7 F Uk
AR BRI, RIR, MK, \BEERBR. BE%. @A U U AMER OREEG [% 2
Bl (03%) 1 Thotz (F£2.742-17) 1,

2 HHIE O EE A EFRLOEBURDL : 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.28,
Table 1SS.4.29 K% U* Figure 1SS.4.6 T, A ¥t F X~ TGO HEE R A EFLORBES KOG
FIE T L= 88R 42, 12 AT 60 lRFE TRLTZ, 4 X A~T7 OEMBRZRIZED
E%fﬁﬁ%$%@%ﬁ$l1f§ﬂﬂfﬁm O bR T,

274263 {EHk

Primary AS PC IZ3B W\ C, & GHEH CTEHERAETEFRORBEISICEITRO b ol
All Ixe AS (4MSU &ip) IZBWT, HEHERAEFRICET OLEM T 2 7 7 A4 /UL Primary AS
PC LA CTH Y . BHRE IS HE2H FEFRLORBBRITHIME N 2RO e h o 7z,

T DOFERIE, Ps LT PsA IR T DB M HFEEEF (Ixe Ps /PsA) 2 2.7.4 TR OBERRH A
FEEEE (QQW) F2.74HE —H LTz,

U 4AMSU TIEBMENT-FHEREFEEFLO I B, JUEYE (ovarian cancer. RHBY BRI T ICIEER) 1. HEEREO
T—HEERETICHE SN TV OOHFERROT —2 1y MIUIEEN T\ RD 572725, 4MSU 12T
BNEhiz,
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& 274216 EELGHAETEROERN (Alllxe AS, HEFERF)

Frequency Incidence Rate
HEAGE Preferred Term (N=639) Total Patient-Years = 628.0
n (%) 95% CI IR 95% CI
Patients with >1 SAE 43 (6.7) (4.8, 8.7) 6.8 (5.1,9.2)
7 a— % Crohn's disease 3(0.5) (0.0, 1.0) 0.5 (0.2, 1.5)
M7 L7 F ok AR —EHn Blood creatine phosphokinase increased 2(0.3) (0.0, 0.7) 0.3 (0.1, 1.3)
IR Bradycardia 2(0.3) (0.0,0.7) 0.3 (0.1, 1.3)
W B Cellulitis 2(0.3) (0.0,0.7) 0.3 (0.1, 1.3)
L IERIEIE Osteoarthritis 2(0.3) (0.0, 0.7) 0.3 (0.1, 1.3)
PR Y Urinary tract infection 2(0.3) (0.0,0.7) 0.3 (0.1, 1.3)
AapE Acute kidney injury 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
SR LA ZE Acute myocardial infarction 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
B 7% Arthritis 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
INEEES S Atrial tachycardia 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
SEREET Oy Atrioventricular block complete 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
FIEEE Avulsion fracture 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
b Back pain 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
2 e Bladder cancer 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
PREEAS A Calculus urinary 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
JiEgastii Cerebral haemorrhage 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
FMERIT Cervical vertebral fracture 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
SV SER Cholecystitis acute 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
JaARN) VTN T 4T 4 VKIGR Clostridium difficile colitis 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
IS R4 Colitis ulcerative 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
B A BE Completed suicide 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
5 Y Depression 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
HRIBIFEAE Drop attacks 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
THILR R Dyspepsia 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
IRk | S Dyspnoea 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
ZIEALEE Erythema multiforme 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
‘BHTR Fracture pain 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
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Frequency Incidence Rate

HEAGE Preferred Term (N=639) Total Patient-Years = 628.0

n (%) 95% CI IR 95% CI

ELZES Gastroenteritis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
i A Hyperglycaemia 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
) U S E Hyperkalaemia 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
(B b ME ST 2% Hypoglycaemic unconsciousness 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
R~V =T Inguinal hernia 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
U U RE R Lymphadenitis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
SR B MR R A RS Meralgia paraesthetica 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
e A E Nephrolithiasis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
ELE R R R Parathyroid tumour benign 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
HE R Peritonitis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
WK 5E %5 Pharyngitis 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
7o ISR Plica syndrome 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
fiti 2% Pneumonia 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
NE T VAR Pneumonia haemophilus 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
AL A% Post procedural haematoma 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
A Radius fracture 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
AR F L Road traffic accident 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
Rl E R Sinusitis 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
P2 J¥ PSR i Skin papilloma 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
FHER B AE Spinal ligament ossification 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
< BT I Subarachnoid haemorrhage 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)
TR Tenosynovitis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
Rk Tonsillitis 1(0.2) (0.0, 0.5) 0.2 0.0, 1.1)
! Urinary retention 1(0.2) (0.0, 0.5) 0.2 (0.0, 1.1)

Abbreviations: All Ixe AS = All axSpA Ixekizumab Exposures Integrated Analysis Set; CI = confidence interval; IR = incidence rate per 100 patient-years; IXE = Ixekizumab; N = number of
patients in the analysis population; n = number of patients with at least one adverse event at the specified category; SAE = serious adverse event; Total Patient-Years = total time at risk in years.
Note: Percentage is calculated by n/N*100%.

Note: AE is coded using MedDRA Version 21.0.

Note: Patients with multiple occurences of these categories are counted once for each category. Patients may be counted in more than one category.

Note: Confidence intervals of percentage are from binomial model.

Note: Confidence intervals of incidence rate are from likelihood ratio test of treatment effect from the Poisson regression.
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2.74 [EEAZE

Frequency Incidence Rate
FHAFE Preferred Term (N=641) Total Patient-Years = 749.6
n (%) 95% CI IR 95% CI
Patients with >1 SAE 51 (8.0) (5.9, 10.1) 6.8 (5.2,9.0)
DB Ovarian cancer*b 1(0.8) (0.0,2.4) 0.7 (0.1, 5.0)
7 a— Crohn's disease 3(0.5) (0.0, 1.0) 0.4 (0.1, 1.2)
ZE TN R HE Osteoarthritis 3(0.5) (0.0, 1.0) 0.4 (0.1,1.2)
M7 V7 F R AR —E N Blood creatine phosphokinase increased 2(0.3) (0.0, 0.7) 0.3 (0.1, 1.1)
iR Bradycardia 2(0.3) (0.0,0.7) 0.3 (0.1, 1.1)
e B 4% Cellulitis 2(0.3) (0.0, 0.7) 0.3 (0.1, 1.1)
TR KIS Colitis ulcerative 2(0.3) (0.0,0.7) 0.3 (0.1, 1.1)
B Gastroenteritis 2(0.3) (0.0,0.7) 0.3 (0.1, 1.1)
=) v A ME Hyperkalaemia 2(0.3) (0.0,0.7) 0.3 (0.1, 1.1)
TR S Y Urinary tract infection 2(0.3) (0.0, 0.7) 0.3 (0.1, 1.1)
AR s Acute kidney injury 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
= LN S Acute myocardial infarction 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
RAREI 2% Arthritis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
Ly AR R Atrial tachycardia 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
EREET A v Atrioventricular block complete 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
FIEEE BT Avulsion fracture 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
T ERTwE Back pain 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
iz e Bladder cancer 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
PREERE A Calculus urinary 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
4 HH if, Cerebral haemorrhage 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
SHMEB T Cervical vertebral fracture 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
SRS Cholecystitis acute 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
JaARNITYTN T 4T 4 URIER Clostridium difficile colitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
H #% W 2 Completed suicide 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
g FL—v Cyst drainage 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
OReY Depression 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
HRf 8 4E Drop attacks 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
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Frequency Incidence Rate

HEAGE Preferred Term (N=641) Total Patient-Years = 749.6

n (%) 95% CI IR 95% CI

ML R E Dyspepsia 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
A aRES Dyspnoea 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
LI AL Erythema multiforme 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
e Fracture pain 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
=i Hyperglycaemia 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
A bR T R T o Hypoglycaemic unconsciousness 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
B~ =7 Inguinal hernia 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
LAY 52N/ Iridocyclitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
I A A1 A SR AEE Lumbar spinal stenosis 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
VISIAYGE S Lymphadenitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
JECE B MR R R AR Meralgia paraesthetica 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
e A E Nephrolithiasis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
B EI ORI e Parathyroid tumour benign 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
JELES Peritonitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
I EFEES Pharyngitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
7~ 7Rt Plica syndrome 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
i 2% Pneumonia 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
NTE T )V AVERIYE Pneumonia haemophilus 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
WLIE 1% I & Post procedural haematoma 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
BEEET Radius fracture 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
AR F L Road traffic accident 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
Il g e 5% Sinusitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
P2 I PSR i Skin papilloma 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
FHEE B IE Spinal ligament ossification 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
Pt~ =7 Strangulated umbilical hernia 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
< HET H Subarachnoid haemorrhage 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
e dis % Tenosynovitis 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)
Rk Tonsillitis 1(0.2) (0.0, 0.5) 0.1 (0.0, 0.9)
TR Urinary retention 1(0.2) (0.0, 0.5) 0.1 (0.0,0.9)

Abbreviations: IXE = Ixekizumab; N = number of patients in the analysis population; SAE = serious adverse event; n = number of patients with at least one adverse event at the specified category;
CI = confidence interval; IR = incidence rate per 100 patient-years; Total Patient-Years = total time at risk in years.
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Note
Note
Note
Note
Note

VRO GRIEVEFHER)

: AE is coded using MedDRA Version 21.0.

: Percentage is calculated by n/N*100%.

: Patients with multiple occurences of these categories are counted once for each category. Patients may be counted in more than one category.
: Confidence intervals of percentage are from binomial model.

: Confidence intervals of incidence rate are from likelihood ratio test of treatment effect from the Poisson regression.

*b: Denominator adjusted because gender-specific event for females: N = 125 PY = 142.8 (Pooled AxSpA IXE)
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27427 ZOMOEELEESRR
274271 ABREOEREPLEIZES-FEER
2742711 Primary AS PC
HEHRRBIZLDBEHRBOKGF LT, 24T A~THET 16 6] 43%) . 7T BAREET 2
5l (1.1%) ToH->7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) ., W&RIX. IXE80 mg
Q2W FES 6 B (3.3%) [HESEALEOUGAY 3 il BRI T, MR kO A% (5
2.7.4.7.1 H) 2% 1 ] | IXES80 mg Q4W FEAS 10 B (5.1%) [BMkaiE fEEkeE A s (56
27471 83) . ru—9m (5 27470 H) | SRR, =g, EER OF 2.74.7.1 1) |
fiA Lo 2 BEHERER. MIE, KRR OREMBE 1 F1] RO7 7 'R 2 6 (1.1%)
(MR, KOBEHIRLRE 1F]] Thoto, 723, IXES0 mg Q4W HED AMERTEBEERME B M &
FHL LT RE 1T, AFRICL Y EREEHFTITRBREOKR ST IESh, £0%, BB
BRI ABEE e oTz (ZORRCTEERAERERLEGEINT) |

274271.2 All Ixe AS

All Ixe AS TlZ, 35 (5.5%) WHEEFRICELVIBBEOKR G2 IR L7z, 2 BILL IR L
TR DOE G P ILICE - e A FEFRIT, IS [4 B (0.6%) 1 . {EEMERIBR KO
a—9% (%26 (03%) ] ThH-o7- (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.31)

4MSU & All Ixe AS TiZ, 386 (5.9%) DAEFEFRICLVIGREORGEZHIELE, 261 E
B L TIRBRIE OB G LI E > A EFRIL, EHEAIE [4 61 (0.6%) 1 . IEEERE
K, 7 a— KON EBRAEL [ 2 B (03%) ] ThHo7= (5.3.5.3.3-4 month safety update
Table 7.18) 2%

12 IR DOIRBRIOF G HILICE ST HERS GECEET) OFIBURM : 5.3.5.3.2-Integrated
Summary of Safety Table ISS.4.28, Table 1SS.4.29 }2 OF Figure 1SS.4.7 {2, A F&F X~ 7 IHFERFD
RREOKGHILICEST-AFFER T E2ET) OFRBUEIG LK ORGEHIM TR LR 8R4
12 R T 60 R E CT/rL7=, F£7=. 5.3.5.3.3-4 month safety update Table 7.13, Table 7.14 &z I}
Figure 7.3 {2, 4MSU TO A FtF X~ 7R DIRBRIEOHR G P ILICE T AHEFE T LD
Te) OFBIRNG K OMRGEHIM CHHE Lo RBIRL, 12 BERET 60 FETRLEZ, £ FEFX
<7 OEMBETIZEO, IBBRIROFR 5 IEICE > A EFRORBERITEEIMERIIZRD Hivien

277,

2742713  #E#
Primary AS PC CiE, AHFHFRICL VIBREDOHR G 2 Pk LI-gERE OFIG 1T, &1 F XX
~THNT T EREEL Y @ oz b OO, IXESO mg Q2W B & IXES0 mg Q4W Bf & DI IT e

2 AMSU TIEMENTIEBEOE G R ILICE > A EFRGO Y b, JIREIT, FiEloT — X EEBH%ICHIES
Ni=7=® AMSU Ic Tl a7z (BFER 1 EFL) , 72, HioBRBREOBRERIECE A EHES
Do b, BEMKER | OFESL IEBEHEGRICEE SN2, 4MSU TITEE I -584 CHE:
I,
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Mmolee 2 BILL EIZFRD BT IERBRIE O G- H1 1112 - 7o A EFLITIERN EBALSUE [IXES0 mg
Q2W HET 341 (0.8%) 1DATH -7,

All Ixe AS (4MSU &dp) IZBWT, IBBREOEGHILICET-AEFLZO T 0 7 7 4 /VIT
Primary AS PC & [RIERCTH Y . FLRWIRE IO IBREOR G ILICE S T-HERAEFLZOD
FBLRITHIMETIZ 2o 7o, IRRIEOFGHFILICE T AEFROFRIL, Ps L PsA 1Tk
T DBEREHFREEEEL (Ixe Ps /PsA) 26 2.7.4 THE OWERHHHFEE R (Q2W) £ 2.74HE—EHL T
W7o,

274272 HHICHELIZEBIREFEEER
2742721 R AE
27427211 'R

TNFi 13 AS B#FIT LU R 2RI 0, SR OIS X 0 IERBYE~DRZMER &< 72 D
(Xu et al. 2017) , BEEORERIZINT, AR HI O HIZ L - TRIKBYRIEYYED U 2 7
DEREND Z ENTRRENTND, BHEIGOE - TR YEIL, A, XA, B
WAV A L A TN Y BTV HREPER IR CTh o7, T I L CTIEEE/RFHT
HY . BRICH LT RHAR I ERREIC L VAL, AP ok 5k i3
7277 7= (Bergman and Lundholm, 2018)

BV HREYENL, B VH TV E R ALK T A E LA A X —n A F o117
(interleukin-17 : IL-17) OFENZB W CTHHZIER T REHLTH D (Gaffenetal. 2011) , H g
RIZEWT IL-17 BHEA 2 5 S h72 axSpA BB O F o ¥ X EYME DB O T — 213780, L
2L, &7 ¥ X~7 O MEASURE-1 8 & 0" MEASURE-2 B O AT —4# (57161 Lo, %
BIERIE 100 AFEY720 09 ThDH I L D/RE T, MEASURE-2 #BR D 2 /12 & SBHGRAE (211
f) 12BN TH, FEELFIL 100 AMFEH720 09 Tho7o (Marzo-Ortega et al. 2017)

27427212 BEBRBEROA XX AT TOIELGRLMEICET H5Em (BRFAE)

FRAESE D B ESED Ps KT8 PsA O MARBRICE W T, BYYETEA T FA~THTT T+
R EEETRO SRR, IFLALOAEFQIFEBTH Y BENDPEED EKH
WY Th -T2, EEEEEBRIYEITRD bR o7,

Ps KU} PsA REROD T 7 £ R %t RIS 51T D REIEH G 1 > O AHEIE, 77 AR S B LA
FEXF A THTEVHETRDOON, A FEXF AT OEHA =R LNEELLNLHES
RLEZLN, LpLRNRD, Iy DK MG R ST H > ¥ B WT b A
X A7 T OBKBRR T 0 7T A CBFICHE LR < BEMKICIT S TAREE, 2B
AR T ARG R OV L R b A 122200 72,

27427213 EERUBERAE

JEYLE IC BT 5 TEAE 1%, X TOKYE (MedDRA OEFERIRSHE TEYYER L OVFAER
JE) ICEENDIEAGE L TF8) | EERRYUER O H 1 RSYYED FREMED H 5 A E RS L EH
L7z, #REBIRSHE NEGER L O%A BE] ICH £ 5 TEAE, EELRAEFS K OVERIED
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TG PILIZE S T AFEFRDRD B IIERE TN OB E G 2, FKEFHIC MedDRA HEAGE
ZZRAWTER L7,

H 0 SURGYE O AT REME D & 5 JEYIE &2 [FIET 272012, H L UHESR L7 MedDRA DK
FED— % 5.3.5.3.2-Integrated Summary of Safety PSAPV8 @ Appendix 10 (Z/R L7z, ZD—EIZIE
FERIRE NEYYER KOV ARE] KO TRRRBAE] 726, AFREEEO RO 5 F
EERERET DHIODOREAKRGEN, 7 TV — RFEEIITEAE) HICETENTND, REOKR
KRFETIEL, WE SIAEFEFRDPIRE ORI/ BRIRPT R/ BRI & —H L7V & B
(R VAR SHARWER D | AFRUEYYE & L7c, IRFEOREARFETIL, B REGYED WRetED &
LHEFEROERICEET 20 ORI IXEFRHME 2 L8 & Uc, B RUEYYE O W EEM:
D&% TEAE RO b N TR E B L ORBEE G, G L O LR AT TV =5l
MedDRA FAGE & IV CEAI LT,

D EGSERE D FEFRD 7 N—T % LL IR
o UANLRFR

C ERBERIRHE TRYYEKR OFERIE] OO 6, R YA VARG (High Level Term,
HLT) (28 £ T~ TORAE

o NUVHREYL N VHTEGL L, WV FEIC I I &R Sl i SAVTORGYE &
T VHEIC Lo TEICER I INDHERE (fungal XIE mycotic) 1T X DREYWE & LTz,

- VKRG (HLT) ICEEN D TR CORKRE R OCEHEYO 10 AGE (EHEER
B, APEEERYY, EPME A EREE S SRR R, FE AP E
AR ERMRIEK, BERMERER, MREETE=Y THEROE =Y THERRE)

C AV HREGIED TN T T Y — 2 AT OEFRE LI

() afEs U E (AED Y U FE, OFEE RGN, OHIREE D Y X RED 3 FEARGE
LER

Q) MERR T (R U AE, HEMEESRIR G SMREE D P AE, Sk
HEY, H o DA EREER, VA MERIAR M OEFEMERIAR O 7 FEAGE

L IER
VB VR (TR R Y BIEMR O D A SN E R D 3 HAGE
LR

@ BIEH L UFIE (BIES VA RER NEHERIER O 2 FEARGE L ER
)N P ERE (Nh v P FIEDIEAGE & 2

- (6) T DRMDKER E S D FE (Bl P A E, I P FYE, BEEMENT P,
REN L VHIE, BRERER, A M=~ U RERE D U A, R
WEZY TIERONE= U THERR O 9 HAZE L EFH

(D) RO L VH (DS YDA L S

- ) FDMMD T VA EYE (LD T AT TV —DHEAFEICE TNARWE DO
RTOT R EGL)

- HESEERN O Y B

JERYIEICBE & 2 5l 70 B 2 M UM 58 J7941% 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Section 5.6.3 [ZFC# L 7=,
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27427214 BR

SR A R E B ORGE % 5 2.7.4.7.1 THIZ/R LTz,

274272141 Primary AS PC

BA FEF A TRHED 90 ] (23.9%) 7% 1 LU EOEGYEICEAE T 5 TEAE 258 L, 77k
REED 2361 (12.1%) (ZHA~FHEIE N @2 - 72, IXE80 mg Q2W #f & UV IXES0 mg Q4W FED W
TG, RYMEICEE T D TEAE OFBLEIG N7 7 v RBEC L TE -7z (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.32) .

e IXE80 mg Q2W £f : 40 i (22.1%)
e IXES0 mg Q4W &t : 50 5l (25.6%)
o TTEAREE: 234 (12.1%)

A FEXF AT TR HLEL RO LNTEYYEIZBET 5 TEAE 1%, EXGERY R O LHEE

RTHoT, IHEWEDOFERE DHERR ST 13 72y - 72, IXE80 mg Q4W BED 1 651 (0.5%)
(R O HARIEIZ S, IXES0 mg Q2W FED 1 # (0.6%) [ZEEEDRIE Y v ¥ FIENFH LT-
(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.32) . J&YYEICESE# 9% TEAE D% < [XHEE X

ITHEETH T,

HERAFEFS  BYYEICEET 2 HEHERAEFFRIT. B XX ATHO 4 ] (1.1%.
IXE80 mg Q2W H#ED H 7%, IXE80 mg Q4W HED MRS, WATAZR K QYR BEIEYL) 12780 bivT-

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.24)

BBRIEOB G-I - 24 XX X< TEEO 36 (0.8%) PEYYEICBET A2 AHEFRICEIVIR

BBtk L7 (IXES80 mg Q2W HED YL T, IXE80 mg Q4W FEDFH=E R K UEES)
(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) ,

HFn R . BN RSS2 ﬂetﬁ’rxvﬁi@ 2 %1 (0.5%. IXE80 mg Q2W B AIE N
TUANE, IXE80 mg QAW BEDFIRIEIZE) TR b v (5.3.5.3.2-Integrated Summary of Safety
Table 1SS.4.33) .

N DY VBTG INEA TR X TRED 34 (0.8%) ITRRD HITn, EYWEITW
THHBETH Y, T TIXES0 mg Q2W HEICIRD b LTz MEIEEREERYL, Mish v ¥ X E,
REH TV HIE) ., e BRGSO M RGE 1 L5 AL - 72 (5.3.5.3.2-Integrated Summary
of Safety Table 1SS.4.34)

274272142 All Ixe AS

All Ixe AS Tlix, 27561 (43.0%) (ZRYMEICBIET 5 TEAE 233 8L L7z, 246 OREYUEICBE

Y5 TEAE OKRE/ TR TP EEL T, 1R O E EEDORYGYENFEEL L 72 Di% 8 il (1.3%)
Thote (kA 2 4, WHEaR, BIHK, RHMARE. Rk, 7exA NIV LA - T 700
KGRI OERER 3% 1 B)) o B b < B URYLEX, BIHEESR . ERGERY K ONKHEEZR
bote, THEMEDOREE PR SN WBRE X e o Tz, HRIREZ D 6 6] (0.9%) 1IZRD BT
(G I EEEE, 3B HAESE)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.35)

4MSU @ All Ixe AS Tl&, 29561 (46.0%) (ZRYMEICBHET 5 TEAE S RBL L7z, 415 DK
YUEIZPEE T 5 TEAE ORES T SUIFEE T, 1 RO ORGYENFEEL L 72 D% 9
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LY2439821 2.74 BEIRRYZ At
RV BT GRELMERHER)

Bl (1.4%) Tho7z RELOCBERD 261, WHEHK, EEEEE, Rk, 7oA )P0 L -
T A7 4V VRIBREOIEER DS 1) o &b B UIEYYEIL, RWREER, OB
S OMHEAR Td o 1o, THEENMEDFZ DR ST BRE 1L W Do 7o, HRIRIEZ DY 761 (1.1%)

IZRRO BV (B BIDSREE, 4 A R4EAE)  (5.3.5.3.3-4 month safety update Table 7.19) .

HEAERS  MQYEICHE T 2 BHERAERZIT. 12 # (1.9%) IZi®H 541 (Table
1SS.4.36) | 2 BILL BIZER0 S FRITEHEL (2 B, 0.3%) KUUREER 2 #l. 03%) TH
- 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) , 4MSU Tid, REYYEIZBET 5 HE
RAEFRRIL, 13 61 (2.0%) IZEO LI, 2 FILLEICEED DR H5ITERR 2 F. 03%) |
PRSI 2B, 0.3%) KOYEEE 241, 03%) ThH-o7- (5.3.5.3.3-4 month safety update Table
7.17)

IBBREOE G-Ik - 8 #] (1.3%) HMEIYEICEET 52 A EFEFRICK VIGBRIEOR G2 Tk L7z
(B AEMEOE, RRULME TR, BRER, RS, BBl v U E, IR, BRENMERE )
& 141) (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.31) , 4MSU TlX, RBIEOE G- 1k
(ZFE S TRGYEICBE§ 2 A FFROBIMTR <, 8 B (1.2%) 2SERIYEICBHEY 2 A FHFRIC
K VBRI G- 2 H 1 L7 (5.3.5.3.3-4 month safety update Table 4.3)

N2 FRGE - T S REGED 9B (1.4%) ISRRO Bz, D 5B 5B, THRIO HFILER
QThole, 550D 4ABNE, BEOHRRD U XRE, BEDH XS (BICnlEl o P 2
Thombani) | TEEOMGEG, TEHEEOHBEED VP HIETH -T2 (53.53.2-
Integrated Summary of Safety Table 1SS.4.37) . 4MSU Tidh > Y XYL OEIMT 72 <. B2 P XK
e 9B (1.4%) (278 vz (5.3.5.3.3-4 month safety update Table 7.21) 3,

HAnRRG: © 11 61 (1.7%) (2R BRIFLERGES, 1 61 (0.2%) (ZIRF D H ARG D Al he
MWD EH HFEGENRFRD Bz (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.38)

o IR ARG 11 FITHIL LT
- 5 (0.8%) (ZH P AIENFEBL LTS [361] (0.5%) MBEED P HEE QIR 1
BISPREIL) | 1 BIBSHEEOREIERIES, | BIASEE D OED v i ]
- BEO WD D ZREDN B LT ERE X, BEOD VX EGe (KFEEE) O AlEE
PR D HFEREHRBL LT,

- WEEEEORIE D Y AIEEFRBL LT HRE 1T, AR TEAE IZ X W IRBEED R 5.2 H 1k
L7z,

-6 (0.9%) I[ZHARIEIZ BRI L, ZHIT TR CEREITEEDOELR TH T,

o 14 (02%) IAREEAI2ANANRAT AN REY (JAFRRE) DOFREMED & D HENHME S
D, T OEERE I E I RIFT 2 IR DR DA~ VAR RJFEPE LT DH T, IRBRIED
B A2FET 52 &< miE LT,
AMSU TiE, R0 HFEGA | BN &S iz, AEERE L T11-T12 O B f§ /3 #ilc hag o
I D HE Sz, (5.3.5.3.3-4 month safety update Table 7.20)

SHFERFIC, RBOD VU FBROERIHEVREO OED X LWs Sz 1 Bk, ok, Fikl S A
FOERITIEW A LI S 4, 5.3.5.3.3-4 month safety update Table 7.21 |Z48# S 7z,
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LY2439821 2.74 FRRAZE2NE
MV BT (GREMEFHESR)

JYYEIZ B 5 TEAE, HEREYYE, MOW VX EG % | G ERBAED 17 = U —
(2. 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.36 |Z %4y L 7=,

2 [ O RGEIZ B 5 TEAE OFEBLIRM : 5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.28, Table 1SS.4.29 & X Figure 1SS.4.8 |2, A ¥t & X~ 7R OKYE B3 % TEAE
DFEBVEN G K OBRFE I TR L7z B2, 12 MR T 60 MiFE TR L7z, F72, 53.533-4
month safety update Table 7.13, Table 7.14 }2 X Figure 7.4 {2, 4MSU TOD A Ft& ¥ X~ 7IHERED
JEYLIEIZ B 5 TEAE OFEBLEIG K& ORI CR% L7282 12 T 60 #ikF £ T
RUTe, AF BT A~ T ORBGEERICH O BILEIZBE$ 5 TEAE OB ARITEINMEM 27227
7=

27427215 e

Primary AS PC (28T, 1 2L EORYYEIZESE 9% TEAE OFRBLEIGIX, &1 F X X~v7
BT 7B RBECHAE D272 b DD, IXES0 mg Q2W Af & IXES0 mg Q4W A & DI AT
DAL o T, EYYEICRH T2 TEAE OREITEE LT EETHY , FEREGHTRED
TEAE 2338 L 72 IS I E=ITRD bR o o, BYYEICRE T 5 HERAEFS, RBREOHK
HHIRCE A EFHES, BRREYE, b P2 YT, IXES0 mg Q2W AE L IXESO mg Q4W Af
EDOMTEIT Do, Fo, EHREFEBEITEO b oT,

All Ixe AS (4MSU & Te) (2T, BYYEICBIE T 5L 27 1 7 7 A L% Primary AS PC &
FEECh o7z, £ EHIREICHE S TEAE OFBRIIHIMERIC 20> T2,

ZIH DRI, Ps O PsA IZH1T DR GEEEL (Ixe Ps /PsA) 55 2.7.4 T L OBESEH A
FEEE (Q2W) 274 E B L T2,

2742722  MEREDAE
27427221 P

IL-17 1%, GFHRERRE RN =0 A4 L O AE N LT, FHhEkEzE B3 2%&FI 25 2 & 23
HINTWDHT72 (Witowski et al. 2000) | 4fF FERE KL O OBEREIC T 251 IL-17 €/ 7 v —F
NPURDOEFOFMIZIEETH D, B F X~ 7 OBEKABR TH S MEASURE-1 B K O
MEASURE-2 #R THIZE SN2 GF PERIBVDIE O R BLRIL, £ 7 T X~ 7B E%ZIT 72 AS &I
BT 100 AMFEY720 0.7 Th-7- (Baeten et al. 2015)

o, AR SN TV D AS BRI (TNF) 2B\ T, RRBRIEIAHTH-TLbDD, =
< A PLIM BRI AME K OV AR B M 23 S 40 Cuv7z (Hyrich et al. 2004; Scheinfeld 2005;
Lee and Kavanaugh 2006; Kerensky et al. 2012) . 12 T, AS & IZET 5 MERBE O SCikiE
RGN TEY, RIEKE RM/IMIZONWTHERTRELEBLOND .,

27427222 BEBRBEROA T XAV ITOXIELGRLMEICET S8 (IMBKBRAEE)
HESEN D EFED Ps L PsA BF Z x5 & U725 1 AHRBRIC BV T, MedDRA FEHER FR
(standardised MedDRA queries : SMQ) D ILERJEEIZ B9 5 HEHROFEIE S I1TIK» - 7=,

L2» LERAIREE ClE, K grade ODAFHERIBAME DA % X~ 7 %T&ﬁéhk%ﬁ%ﬁ%f‘§< e

STz, grade 3 LA B (AFHEKEC 1000/mm3 i) D AFFRERBUE DR BLEIA X, REE THE S
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MV BT (BREMEBEHER)

Nz, MELC. HFHERBAMEDRBIL —BETH Y . A T F A~ T OREFIEIZITES T, &
YIESE O EH & OBEIX o 7o, /MRS E IR P ERBUDE & e TTRBLEI ST S BT
<, LT grade TH Y, HIMFG L Db X o0 RBEIX R T2,

27427223 EERURERAZE

[ BRI AEIC B 5 TEAE 1, & MMEEIC & 2 mERBAE (SMQ)  (20000027) @ FAL L

VDI EEIC &S MR E (SMQ)  (20000030) K OV i e (2 & 2 /b AR s
(SMQ)  (20000031) @ SMQ IZ& EN 2 MAGEEMTT D52 L & LT,

MERRDRE DB ONWT S | BRRIRAE & OB % rREMEN & 5 TEAE Td 5 EYYEIZ &
O L7, RE O Tl P ERIE T 5.3.5.3.2-Integrated Summary of Safety PSAP V8 (Z
FeH L7z grade IC K W EE LT, 26D grade DAFFRERBGHIE B ORI% 14 B LLNICIEHL L 72K
GUiElX, WER9IaF BRIV E & B L T\ D & & 2 72,

FIREDFRAT 2 I/ MRS EIZ BN C F 72 IR RSB 5 HifnBE F5 [HmB#EHE (5
KRB ZFRS)  (SMQ)  (20000039) (ZH EN DTN TOEAFELER] ICOVTHEML
7=

MERPEAME I BT 2 5EME 72 E 38 M O R 77513 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Section 5.6.2 {272 L 7=,

27427224 EEES

AR TIE, ERRIORAR7ZEMREEIC &5 mEKEAED SMQ % HIV T, MLERBAE I BET 5
TEAE Z#%5K) L7z, MERIADIE 2 & T Mg AR AR R 2 25 2.7.4.3.1 HICER L, MRFERMRE
FERORFEMEAES 2.743.1.1.1 HICEH LI,

274272241 Primary AS PC

A XX AT 36 (08%) &7 TEREED 16 (0.5%) (& 1 LU O rRERE X
WX BRI E AN EL L7 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.39) .

e IXE80 mg Q2W Af : 2 i (1.1%)
e IXES0 mgQ4W & : 141 (0.5%)
o  TTEAEE: 14 (0.5%)

IXE80 mg Q2W #ED 2 FlAMGF BRI EZFBL L. £ 55 1 FlIX A M EREAME I8 BL L7,
IXE80 mg Q4W B TIE 1 BIDAFFERBMEZFBL LT, 7T BARBETIX, 1 BN ERBUE &2
BH LT, A FBXXATHEL T 7 BRFEOMIC, MEKEEICEES S TEAE ORIEIGIZO
WCHERRIIZER DO H 5ENITRD e o7z,

HBELAEREG  MEKBADEICHETIEERAEFERIIRO N R o7z (53.53.2-
Integrated Summary of Safety Table 1SS.4.24)

BB OG- L - EREAE I B 2 A EFR TIRBREOKR G- 2 ik U 7295 13 e ds
- 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) .
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2.7427224.2 All Ixe AS

All Ixe AS Tix, 7 1 (1.1%) 1Z4F BRI E I3 A M BRSO E 25 FEBL L 72 (5.3.5.3.2-
Integrated Summary of Safety Table 1SS.4.40) , 4MSU @ All Ixe AS TiE, 96l (1.4%) ZiFHERDK
DE XOE A I EREE 235 B L 72 (5.3.5.3.3-4 month safety update Table 4.4)

HELAFEER  MEKBAEICHES 2HERAFERITBO NN (53532-
Integrated Summary of Safety Table 1SS.4.26) , 4MSU Tt [ﬁlfik?@i’)ﬁ (ZBEE T D EE A E R
TR b2 o 7= (5.3.5.3.3-4 month safety update Table 4.4)

BB G Tk - M ERBAEICEES 2 A FHFR TIRBREOR G 2 ik U 7o 1372
- 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.31) , 4MSU Tt% ., MMEKJ/EIZESE T 5
HFEERTIRBRIEORG 2 F 1L L7 BRE 13V 2o 72 (5.3.5.3.3-4 month safety update Table
4.4) ,

2 A [ bR o M BR B E (S BRE3 %5 TEAE O FEBURYL ¢ 5.3.5.3.2-Integrated Summary of Safety
Table 1SS.4.28 &% (X Table 1SS.4.29 |2, A ¥t 3 X~ 7 IRHRIEO BRI/ iE 12 B4~ % TEAE D%
BEIG L ORI CTIEE L7 Bl 2, 12 #FEIET 60 #F £ T/RLZ, £/, 53.533-4
month safety update Table 7.13 2 OF Table 7.14 12, 4MSU TOD A % & F X~ 7 IHHEF O M B E

(ZBHHd 5 TEAE OJEBIEIG f OWRER W] TRk L7 568l 2, 12 #HIE T 60 #ks £ TR LI,
FHIWRGR (2 5 MBKISAMEIZBEE 5 TEAE OFBURITHIME I 78 o 72,

27427225 R

Primary AS PC (23T, MEKEEIZBIHES 5 TEAE OFEBIEIG L, A& GHEM TEIT 2D
STz, BERAERSGROERBORGHILICE > EAEFLITRD Sieho Tz, /M
SEIZBEES % TEAE L33 b e o7,

All Ixe AS (4MSU &de) (2RW T, MERBAMEICEE T 2L 87 17 7 A /LI Primary AS
PC LAk TH T, £z, RIMEFEIZME D TEAE OFEBLR|IINIMEMIZ 2o 7,

IR DORRIT, Ps KT PsA (281 H R HFEE Rl (Ixe Ps /PsA) 55 2.7.4 TH K OBEAR HI H
FEEEE (QQW) F2.74HE —H LTV,

2742723 7 LILF¥— R B EE
2.74.2.7.2.3.1 P

T LR =S IEBOEIZ BE T 5 T, RGO E % XL H HREORFH A RE U 7o %
W2V 5 D HEROINEICEET 52 FROUMERRAFEE L THN LA TN S, %%ODWr
TULAX—D ) R 7MEORbAER Y —LD 1 2 TH5HM (Vultaggio and Castells 2014)
BUESOGC DO —EITEEHEORRFREICL 2D TH D, 2O L D 72K T T, i@@ﬁﬁ}imﬁi%?ﬂﬂ
ARA[RET., FRHIZREETH D & STV 5D (Uetrecht and Naisbitt 2013) o BHEIES T T TD
RITEFHOR) 33%% &b, —fREH O 7% R IABLEH DK 20%I528 L, EABERO 8%%
i85 (Gomes and Demoly 2005)

axSpA FBEIZRIT D7 VX =G IEBBUEIZ B 5 FROFHEIG BT 5 7 — Z T IRE
TH D, TNFUCKDIBRBROH 24T o FAND AS BEZ MG L LTz 4 FEH OB aR—
TlE, A7 VX~ T0RE5E2Z T 5 # (15.63%) 37 LAF—RIRICE D ik Lz
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(Arends etal. 2011) , A > 7 U F T ~TDZDOMD 2 >OFERTIL, AS BH D 5.7%H RO
WBUE UGN IZ £ W (Venetsanopoulou et al. 2007) . F£72, AS BHE KU PsA FBE D 12.5% D HER
T LI —MEEIZ 0 (Cherouvim et al. 2004) = Fhadbra ik L=,

27427232 BEBRBEROA XX AT ITOITELTLEICET SFEMR (T LILF—RIE
/ BBE)

HREERED B FAED Ps LY PsA RE Z x4 & L7258 AHRBRIZI W T 7 LIV X — Ui
JEIZBHE T 5 FROBBENSGIX, VTR L B LA T XX THTEN ST, 1 ZEAED
FRIIFEEE, FREEIIREIFEETHY, A X AT OEERIIZITEL o Tz,
F7o. BBRIEEEZOPA X X~ 7 HUR (TE-ADA) OIRRE & 7 LIV X — UG/ auE 2 B
W5 FEGOMENEZ T2 LO T o, WK T2 7T A2IKT, A FEFX~<T
EDORRBEZRRH DT F7 4 7 X% —FENRHERINTBE LA LN Do 7o, BUERERZIC,
AX X AT OHREGEZTEWiEEHE T 7 4 7F —RiE ST 5,

27427233 EERUBERAE

T LR BBUEICBE T D TEAE LT 77 4 7 X% —X 3T+ 7 4 X —DAhT
T —IZpEEND, BELET LAX L WBIEIC DWW CEEFR RN L E & S,
o T UKL WBIEFLR, TT 7 4 T F T —

TFT7 4 7% v—%, BEORWEELRT LV —LT, FICEDHZEHH D (Sampson
etal. 2006) | EIAK ERINTND, BRRBROT —ZNET 7 47X —ORREMEOH HH
LERETDHINE22ORA 7 V== 7 EHERHY | 1 DHIX MedDRA DT 7 4 7 F 2 —Kix
? SMQ (20000021) DIRFFEIZHASE | FRAWFRICFEET DL ICT A s GEHEL |
2OBIIT T 74 7F 0 —DOREMEDH HFLEFET 72D Sampson HIZ LY 2006 I E
FINT (KEHE2) |

TF74T7%—0FEHE 11X, 7T 74 7F =60 SMQ (20000021) IZ&EFNHLLTFD
MedDRA D HEAFEIZ I3 < TEAE DIFEIC L W B S iz

C T A7 FR R

T T4 Tx—vavy

S T T 4 TG

CTFT T TR a v
a— = AJEERE

- 1 BGEEUE

T T 4T X —DORNE 2 (X, Sampson 5 (2006) XV FEHEH I 4 OB T Y —DFE
FL)D 2 OLL ED TEAE ORBLDBLETH D, D OFEGUIIFFRFCREE T HLERH Y |
JEBIR S B RE SN T FRICE S, TRTOFERGUL, IBBREREND 1 HLRIZEE L T
HWEND D,

FYE 2 THETSND 40D H T3 —d

- T IV —A BRSO B -
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LY2439821 2.7.4  WRPRA)ZANE
NV BT GRIEVERHER)

- AT AU —B : R A

- AT FY—C MR SUIREE D REIR

- B 7 2V —D : BIBEROFE

o T UVAX—US/IWBIEER, T T T 4 TR —

T VRS WBEUEICBE S S TEAE OET T 7 4 TX =0T TV —ITHENDLFR
LW BUE O SMQ (20000214) DREFEFED 9 b 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Appendix 7 (ZF0H L7 FEARGER O ERRICRER L7277 40 X 0 — L BR LT FER ARV - FS:
LEF LI,

HTFTT 47X —OT VAR —RUE WEUEIC B 5 TEAE Z 5681 U 7o SR $ & FEBLE

. HEE, HERAEFR, BREORGRILICE T AEFESL LR GRINCEN LT,

T LIV —BOG IBBUE BT 2 5 A0 B 28 M OV SR 7 1EIE 5.3.5.3.2-Integrated Summary of

Safety PSAP V8 Section 5.6.5 (ZFC#HE L 7=,

27427234 EEES

BRIR A9 Z LR EB OROR 2 55 2.7.4.7.1 FHIZR LT,
274272341 Primary AS PC

TRTOT VARG WBIEICE#E T 5 TEAE 1L, ET 7 4 FF v —IZBHEIN b0
THo7,

A XXX T 15 6] (4.0%) KOTZEREED 2 6] (1.1%) 12 1 L EOT LLF—
BOG/ BBUEICBI# 45 TEAE 233681 L7, IXESOmg RETlX, 77 B REEHCHAS, HAEHED
WHLEIG N E -T2 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.41)

e IXE80 mg Q2W Ef : 9 i (5.0%)
e IXE80 mg Q4W Rf : 6 {5 (3.1%)
o TTEARE: 26 (1.1%)

2K ORZ VRS Z RO LT VLX—IL,/ BEUEICEET S TEAE THY | &A1 F
X A2 TEHOZNTIL4H] (1.1%) KO2H6] (0.5%) IC@D BT,

T LVX =G BUEIC BT 5 TEAE O KE S ITRE R NHFEETHY . GEDOT LLX
— Bt BBUEIZ B9 % TEAE X 1 ] (02%) TH-o7= (IXESOmg Q2W #f. ZIEHLEE)
(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.42, A#HERE OBGRITH 2.7.4.7.1 THIZFEH L
77)

5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.43 % X Table 1SS.4.44 |ZipERIEE 5%, 1 HLL
WA BZBATRE LT LA =L/ BEUEZRT, B4 F XX~ T7HO 44 (1.1%)
2, RBREER G 1 BUNIZ Y LV —UsWBUENFEEL L [IXE80 mg Q2W FEd 3 i (1.7%)
&wD@mmyywﬁ@1ﬁ<w%)] T ERBETIIREA Lo, &4 F XX~ THE
D 11 1 (2.9%) 12, REBREEG% 1 HEZBA TT LK —KBBEUENN 3B L 7= [IXES0 mg
Q2W #ED 6 il GWQ\D@mmyMWﬁ@SW(N%)&U77?$ﬁ@2ﬁ(H%)]o

HERAEFR 7 LF O/ BBUE B 2 BERAFFRN 16 (02%) IZFHHL
7= (IXE80 mg Q2W #f, ZJEHALEE)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.24, A#5k
FHOBGRITE 2.7.47.1 IR LT,
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BB OG- AR - JEEERT LV —MG/WBUEIC LD 161 (02%) MRBREOR G %+
1= L7z (IXE80 mg Q2W #f, & 1Ez9%)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) .

274272342 All Ixe AS

TRTOT VAT UL,/ WEUEICR#E T 5 TEAEIX, T T 747X —DHERXTH o1,

All Ixe AS T, 45 il (7.0%) 237 V¥ —IE/@#EUED TEAE %3 L1z (53.53.2-
Integrated Summary of Safety Table 1SS.4.45) .

KE DT LXK,/ BHUEIC ST 5 TEAE 13BE TP EETH 72, 161 (0.2%)
ICEEDOT LILX— K BEEIZBE 9% TEAE 28381 L7- (IXES0 mg Q2W #f, ZAUALEE)

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.46, Table 1SS.4.24 /% X Table 1SS.4.42) .

BB 5%, | HUAKD 1| HE2BX TRBLLZY LA —OG,/IBBUEICBE S 5 TEAE
% 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.47 }2 TN Table 1SS.4.48 |Z/~7 7, 13 i (2.0%)
Ty 1 HUNIZT L =08, MBUER B L, 3461 (53%) 12 1 HEBATT LAF—IG
S BUEDFEBL LTz,

AMSU @ All Ixe AS TiL, 50 f5l (7.8%) 27 L ¥ — it MEED TEAE % 5Bl L 7=

(5.3.5.3.3-4 month safety update Table 7.23) 4,

KE DT LXK,/ BHUEICBE T 5 TEAE 13BE TP EEThH 7=, 161 (0.2%)
WZEEDT LV — b/ WEUEZBS#E 35 TEAE 233881 L7- (5.3.5.3.3-4 month safety update
Table 7.24) .

RREER %, 1 BUAKLD 1 BABX TRILLEET LV —KL 8BIEICBEES 5 TEAE
% 5.3.5.3.3-4 month safety update Table 7.25 & Uf Table 7.26 (2783, 1461 (2.2%) (2, 1 HEANIZ
T LR IS BUERFEBL L, 38 ] (5.9%) & 1 HZEBX TT LVF—I&/WHUE D 5
BLL7,

HERAERG 7 VLRSS WEUEIC B 5 SR A E R 16 (0.2%) (2HIL
7= (ZHLEE)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) , AHKERE O FGRILEH
2.7.47.1 BUTEH L7z, 4MSU TiE, 7 VX —US,HBUE 2 BE T 2 BE LA EHLR OB
F< 01 B (02%) 127 LV — s BBEUEICBEE T 2 HE R AERRBEI LT

(5.3.5.3.3-4 month safety update Table 7.27) .

BBREOE G-k« 7 LV — UG, WEBIEICEE S TEAEIZ XD 361 (0.5%) 2N RERIED
BHERILLE (T VAT —MEREER, 2 MERE K ORREMEKRE)  (5.3.53.2-Integrated
Summary of Safety Table ISS.4.31) , 4MSU T, 7 L/LX—J& iBHUEZBS# 95 TEAE (2 K&
DIRBRIEDO PG Z 1 U 7o g o INE 72 <. 3 B (0.5%) 237 Lob = — s/ i iuiE | B
95 TEAE I X W {RER¥IEDOE 5.2 1k L7= (5.3.5.3.3-4 month safety update Table 4.5) .

¢ HEEROT —ZEER LY GRS, 1HEOT T 7 4 T X —ORRENERH L FR (EHE2) BEE STV,
FENTOFRV (2 X v 5.3.5.3.2-Integrated Summary of Safety Table ISS.4.45 (2 & £ TWenoTz, TOFERRIF, £
DHEDFHMZ LY . FETFT7 14 FF—DFEG LM S,
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WO T Vv — 8 S EUEICEIE 9% TEAE O R BRI @ 5.3.5.3.2-Integrated
Summary of Safety Table ISS.4.28, Table 1SS.4.29 }2 I} Figure 1SS.4.9(2, A ¥&F X ~7 (L‘fgﬂ#@
T LR OGS EUEICBIE Y 5 TEAE OFEBUEIG K OWREE WM CosE L2 R 8Lk %2 | 1
IR T 60 #KFE TR L7z, F7z. 5.3.5.3.3-4 month safety update Table 7.13, Table 7.14 % X Figure
7.5 (2, 4MSU TOA F L ¥ X< TTHERO T L VX —E,/ BBUEICBEHE T 5 TEAE OFEHE]
B S UG 5 I H] CRlfHE L 7o B BLR % | HFFET 60 WRFE TRLIE, 4 F XA~ 7 ORBIG

FEZPE D 7 LV —ROS,/ IEBUE 2 B % TEAE O3 BLERIIHINME M 72 - 72,

27427235  #Eik
o T FT74T7F—
Primary AS PC X TN AllIxe AS Tik, 77 4 7FX v —TRO LN oT,

o FETFT4TXFU—MT LA KIS IBBUEICE T 5 TEAE

Primary AS PC |ZBWT, FETF7 4 ZF% 2 —MT7 LA —LBEEICBE S % TEAE @
FEBEISIE, IXE80 mg Q2W AE KL N IXE80 mg Q4W HETT T AR TE N2 b DD,
IXE80 mg Q2W #f & IXE80 mg Q4W Ff & ORI CAEITME S 72, YL FRICHET 5 TEAE O RFH5
I X TH Y . KGR TEE O TEAE 3 EH LB IS EITRO b Rho Tz, 4
MERICBE T A EE A ERL, RO R IEICE ST AEFRIC, IXES0 mg Q2W L
IXE80 mg Q4W #f & DRI TAIT M)~ T2,

All Ixe AS (4MSU Ze) (B WT, UEFRICEAET 2L 87 1 7 7 A /LI Primary AS PC
AR CH -T2, F-RWIRGEICHE S TEAE OFBLRITHMMERIZ /e~ 7,

ZIH DRI, Ps O PsA IZH1T DR GEEEL (Ixe Ps /PsA) 55 2.7.4 T L OBESEH A
FEEEE (QQW) F2.74HE —H LTz,

2742724 SRS R
PR, MedDRA JEARFEIT THEHEALKIS (PT) | . MedDRA @EALE X TR S EAL G
(HLT) | &Figd 5,

27427241 P

FEFRAL SO X, PUIL-1TA PR TH D17 X~ (Abrouk et al. 2017, Cosentyx USPI 2018)
DHIEBT HIZIEXT Y 5~ (Humira USPL, 2018) . =% /L&~ | (Enbrel USPL 2018) .
/L Y X~7 AL (Cimzia USPL, 2018) . &Y= Y A~ (Simponi USPI, 2018) % &¢e
TNFi D KL 572, axSpA DI & L THERHINDE 7 u—F A HiRORIER E L THEINT
W5, SPEEFRTA OGS OB BEISITITSORIC L > TEDL O E N A LN DM, TIUTERILH
FHIZDOTe > TWATDEEBE 2 51D (Vultaggio et al. 2016) , AS BH Z %52 TNFi 2855 L
ToiRBRO A 2Rt Cld, sl L7z 8 sl 6 sl CHEASEML SO ICB T D A A L T\ 5,
B OFERTIE, TNFi & G-HEO L SOG O FEBLR 3o FIEE & Hefig U CTREEHERIICH B
o7z (Risk Ratio=2.93. 95% CI: 2.02-4.23)  (Maetal. 2017)
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27427242 BERFHOA FEXFATTOTELRLHEICET 58Em CESMAERL)
FRAEE X ESE D Ps OV PsA JRE 2 kb G & U7- BB 55 AHGER Cik, SRS X7 7
EARBEHCHARTA F XA T HTCE RO O, ERHEALS (HLT) (3FEFICESHD S
A=y FEFHBALAOG (HLT) OFBLEIG IR IS RIEICIRT Lz, S&b 2 < FBL L 2 S
AR (HLT) (%, JESHBALLEE & OVEHEER Cdh o 7=, EFBALS (HLT) ORE 1%
BELOHEETHY, A FEXF AT ORGEHILIZEDLZ EIFENTH- T,

27427243 EERUBRRAE

SRR IZ BA#E % TEAE X, MedDRA O @EfiE (HLT) & [ESEALSS] D9 5,
%$%(£ﬁﬁ%&é&%ﬁ\ﬁ%%M%%KR@\E%%m%%%mﬂ\ﬁ%%m%%%ﬁ\
TESHRAT BB VRS AL BE T D JE ?a‘z%#ﬁ{%ifa'é’éﬁiﬁb B, VESEALBIEE . AR
HIMERR . RSB AVE) A PRV EAGE L ER L (BRSO L2 RGBT AT D MedDRA @
N=a Itk ikELR)

HESHEAL RS IZ B3 5 TEAE 8Bl L o BRE K OB BLEI G 2. RGEICE END
MedDRA HEAGER AV, HGEEANCER Uiz, BREEROESEALS (HLT) 380 L7 gk
FHIORBLEIS %, SAFEICE 15 MedDRA FEAGEZ IV, BEGRERNCERN LT,

TESTEALEOS  (HLT) ((ZRB83 2 56/ 7 i 28 )k O 3R J71£1 5.3.5.3.2-Integrated Summary of Safety
PSAP V8 Section 5.6.6. 1250 #E L 7=,

27427244 EEES
274272441 Primary AS PC
A XX A TRETIE, TR L EOESNEA LS (HLT) (ZBH#E3 %
TEAE Z 8L L 7= BB OFEIE N L0 o [BA X XA~ 78 3941 (104%) . 77 BAREE 10
% (53%) 1 , IXE80 mg Q2W #¥ Ti&. IXES0 mg Q4W REM N7 T B ARBHIC L, TR SO
(HLT) (ZBdi#9" % TEAE %388l L7tk #F OEIG A md -7 (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.49)
e IXE80 mg Q2W Ef : 27 {5 (14.9%)
e IXES0 mgQ4W &t : 12 (6.2%)
o TTEAREE: 1061 (53%)
DA XX X TREOESFEALOE (PT) K OVEREALER O BLHIEIT. 2 18 fi
(4 8%) KU 9l (24%) TH Y., MedDRA EAFEDO T Tl % < FEHL L. TEAE 2IKDFEHLE]
(B E G2 7o, Koy OBSHALR)E (HLT) (2B % TEAE 138 E CTh 7= (IXES0 mg
Q2W ¥ 11.0%. IXE80 mg Q4W #f 4.6%. 77 AREE 5.3%) . IXE80 mg Q2W FED 145 (0.6%)
(2, B OVESNLES (PT) 23FBL L7223, & O @& B OEFHALS (HLT) (ZRSE#E T %
TEAE 23881 L 7= g8 13 722 v o 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.50)
SRS (HLT) (2B 9% TEAE O BB O P REIT e A & % X~ 7HE [IXES0 mg
Q2W BE 0.6 [ (42 H) THY . IXE80 mg Q4W £f 0.3 (2.1 H) ] OFNT T RK5RE
(0.1 [ (0.7 H) 1 XY EMN->7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.51)
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A F X A TRECHESENS (HLT) (ZB8#ET % TEAE #%BLL7- 39 filD 5 B, 4
EALSOG (HLT) 2B % TEAE OB 1 1 Th > 72 #BRE 1L 16 B (41.0%) . 2 X% 3
THoTWERE X 1361 (33.3%) . 4 LI ETH - 7=8BRE X 10 ] (25.6%) ThH-o7z, 14D
U < TSRO S (HLT) (CB3# 9% TEAE O3EBLEIG 1L, IXES0 mg Q4W HEL1 4.
7 61 (3.6%) ; B, 5 B (26%) IRONT T RREEL . 5 6 (2.6%) ; B, 5 %l

(2.6%) JIZH~T, IXES80 mg Q2W RE[1 1, 961 (5.0%) ; %k, 1841 (9.9%) ] THfEAIC
Fo 7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.52)

HERAERS  EHHALE (HLT) ICBEET 2 HERAEFZIIRA LR Lo 72

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.24)

BB G5 P Ik IXE80 mg Q2W #ED 3 fil [1.7%., 3 #il & & EF A S (PT) ] |
IXE80 mg Q4W FED 1651 (0.5%., VEHEBALIEIE) ATEREAL)S (HLT) (ZBF#9 % TEAE IZ X
0. BBIEOEG 2 H 1 L7 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) .

274272442 All Ixe AS

All Ixe AS Tix, 85 %1 (13.3%) 2% 1 FLL LIRSS (HLT) (ZB#ET % TEAE & %81
L 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.57) ,

KRSy DTEFHBALLOE (HLT) (CB#9 2% TEAE 38R (10.0%) ULPS5E (2.8%) Tho
72 361 (0.5%) 23EFEDOFESERALIG (PT) Z%BL L7 (5.3.5.3.2-Integrated Summary of Safety
Table ISS.4.58)

1 LA EOESHBALSOS (HLT) (BT % TEAE %8 L7-#kBR#E (85 B (13.3%) ] @9
B 1 [ENE 3.9%, 2~3 [ElX 4.2%., 4 FILLEIE 52% CTh->7= (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.59) .

A F XA~ T OPNAER G D YR OEFENLS (HLT) (CBH#ET 5 TEAE OFEILE TOH]
M OFHMEIX 41.4 H, FYRAEIT 16.0 H TH -7 (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.60) .

4MSU O All Ixe AS Tid, 856 (13.3%) 2% 1 fELL EOEFERALSOEG (HLT) (2B % TEAE
Z%H L7z (5.3.5.3.3-4 month safety update Table 7.29)

KRSy OTEFHBALLOE (HLT) (CB#9 2% TEAE 38R (10.0%) ULPS5E (2.8%) Tho
72 3 Bl (0.5%) DEEOEFEAS (PT) Z58BLL7- (5.3.5.3.3-4 month safety update Table
7.30) .

1 RPA EOESHBALSOS (HLT) (BT % TEAE %8 L7-#kBR#E (85 B (13.3%) ] @9
B, 1ENE3.9%, 2~3[FE 42%, 4[FILL T 51%TH -7 (5.3.5.3.3-4 month safety update Table
7.31) .

A F XA~ T OPNAER G D YR OEFENLS (HLT) (CBH#ET 5 TEAE OFEILE TOH]
MIOEYMEIL 43.7 B, F9fEIZ 16.0 H TH - 7= (5.3.5.3.3-4 month safety update Table 7.32) .
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HERAEEL  EHREAKE (HLT) (CHES 2 HEERAEEREIEIAL P12

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) . 4MSU T4, JEHEALES (HLT) (2B
W HEERAFRGIIBIE L 20> 7 (5.3.5.3.3-4 month safety update Table 4.6) ,

BRI OB G AR ¢ 5 6100.8%, FEHENLLUE (PT) 2% 4 i, FEAEROLATRDY 1 Bil] 2 FERERL
K& (HLT) (ZBHE# 3% TEAE(Z XLV | {pEREoHF 5241k L7z (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.31) , 4MSU Ti, {EHIALLIE (HLT) (ZBH#ET % TEAE IZ & 0 IGHRE O
G- ik L7c g o8 iide <o 5 Bl (0.8%) MEFTERALEIE (HLT) (2B % TEAE 12 &
0. WRBIEOE G 291 L7 (5.3.5.3.3-4 month safety update Table 4.6)

2 AMFEOESEA S (HLT) (ZB9#3 % TEAE OFEBLIRP @ 5.3.5.3.2-Integrated Summary
of Safety Table 1SS.4.63, Table 1SS.4.64 }2 " Figure ISS.4.11 |2, A & & X~ 71K OFEFHHAL
[t (HLT) (SB35 TEAE OFEEBUEIG K ORI Coide L= R4 12 MR T 60
RfE C/rL72, F£72. 5.3.5.3.3-4 month safety update Table 7.35, Table 7.36 2T} Figure 7.7 (2,
4AMSU TOA FEF A~ 7“%%65#@&%#%@&55 (HLT) (2R3 % TEAE OFHEIE K Ok
I CiEE L7 B Z . 12 BWERT 60 MFETRLZ, ZIHDT—40nb, A F XX~
7 ORYEZITHE D &%ﬂ%ﬁu}iﬁi\ (HLT) (2R84 % TEAE OFEBLER TGN 2 > > 72,

27427245 R

Primary AS PC |28\ C, MESEMLAE (HLT) (ZB8# 3% TEAE ORBEIAIL. &1 F kX
A= TRECTT T v AREHCHAE < . IXE80 mg Q2W FEAS IXESO mg Q4W BE M (N7 T B AREFIC A~
BT, WEFHEBALRE (HLT) (2RS4 % TEAE O FAEE O RKE/ITEE T FEETH Y |
FEGRECHEE O TEAE 33 BL LB I 2ITRO bieholz, EERAEFRIIRO LT,
RO G RIS E - T2 A EESIE, IXES0 mg Q2W £ & IXES0 mg Q4W #f & D THIT RN
ST,

All Ixe AS (4MSU Ep) IZBWT, EHEBALE (HLT) IZBh#ET %27 a7 7 A VX
Primary AS PC & [FIfR Ch o 70, E-RWIREZEITIE S TEAE ORI IME I /20> 72,

SRS (HLT) (SR % TEAE OFEBEIG K ORI RIL, PEETIEIED Ps BE
Xl Uiz 28 B (RHAZ, RHBA & O RHBC &BR) O 7 7 v R OME T~ &

(GEBIEIS 14.9%, 100 NFEY47-0 OFBIER 64.7, LLTFFER) & PsA BFEZ x5 L Lo EH e
R (RHAP &' RHBE #BR) 7 7 2RO EMTE v M (21.4%. 50.1) LT,
Primary AS PC D2 A X X~ T7HE (10.4%., 34.3) OFBEMEHNAE -T2, T bid, EH
ESALSOSC BT D TEAE OFBENIG K ORBRIIA T F A THOL N T T B AREEL Y &mh
ST EWVWH) HT—H LTV,

2742725 fEbmMEASSE
27.4.27.25.1 "R

~ U A% HWIZRERTIE, A RIEIZ IL-17 BB 55 Z LR S Tn%  (Dart et al.
2010; Kotla et al. 2013; Lim et al. 2014) .

BEYEROZHEKNF 2 EBRET 5 ERENAT S AIEEL 72575 (Haroon etal. 2015) . ASHE#E T
ITOLMERD Y A7 NENZ & EZHAT 20 DDOBTENRERNH Y | KIEBERNERRT
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HBRFDO—2THdHEZEZLINTWD, RIEIXT 70— A EIREELIEZ BEMEE L, 72, 8
HREE, ME, RO A Y ARGUED X 5 22 0lE RO U R 7 KT OIS LY MBI T
72— APEENREE(GIE 2 2T % (Zhang et al. 2016)

2009 FFE TITHR INT- ASBEZ G & LB D A Z T ClX, OIFEZE K O AR
D 100 AMEY 720 OFBIRITZ LI 035 LTV 0.07 Th -7 (Mathieuetal. 2011) ., U 7~ FH
RBBE LR L LI AA A adk— MHAE T, EELME A X2 &+ (Major adverse cerebro-
cardiovascular event, LT MACE) @ 100 AF-%7= V) O3 BT axSpA 75 0.01, BIFi Y v~Fn
0.03, LU PsA 2001 Th-o7e, THHD IHRBICOWNT, FIERFOFHn, PERI, K& ORI
EETLMAE RO Y A7 K7 Tl L7fE R, MACE ORBIRICHFFAIICH BRETFRD Hiu
ol Z Enb . RIEITOMEREDO Y X7 O RERETHZ ERHREIILTWD  (Lauper
etal. 2018) .

27427252 BEBRBEROA XX AT ITOXTELTLEICET SR (ROnEA Ry
~)

HESED D EAED Ps KT PsA BHFE A xR & L7258 NARRBRIC KW T, PO 1~ b oJ
BESIZ, 7T ERBELA T XA THOM TEIRONR 2T, A FEF AT 2GS
NIZHERF 2BV T, MACE OFHLRIT, BRI LA Lol A ¥ X AvT7 2530
TR 2 H51T D MACE OFEBLHE (100 AMEHT20) 13, [FRROPERE EH 255 & LBl
ZETERE SV DA ZE K O e [R5 EZ B4 (Clinical Events Committee : CEC) 7%
HE LD T2 DMEA X2 ] OFBLERLE —FH L Tz (Gelfand et al. 2006; Brauchli et al.
2009; Gelfand et al. 2009; Mehta et al. 2010; Ahlehoff et al. 2013; Gottlieb et al. 2013) , £{&kL LT,
BRARRRER T — & OFHi 2~ & DA ZE SUIME A D K5 el & A <> R OFBD Y R 7 HER
IR E N o Tz,

27427253 EERUVRERAE
MACE (& 3E, FEESEHED OHHZE, IEBSEEDOMAT) 2 &M OmE < Mk, N
?® Cleveland Clinic @ CEC (& CHIE S L7z, MBS EMARE L7FR L2, LMEHED
MedDRA JEAGE & FHRIICED LN IEHEIC LSV TED HiL7z MedDRA FEAGE N OVEHEL ¢ &
(2. CEC TOHEDT-OIZHEIR L7z, CEC 1%, {GBRHEYEMAME LAFEFER2HEL, A
EHEAPRESINTZERTHL) (WELINDIFEOETIIESE, AEFROERICEEL
TWD) . AEFERICEYE LW (AEFLROERICEHLTELT, MoK O Rt &
DXATFEGOFRBANRNEEZ BND) | ITAEFLOMRIIT RN TR LTS &
DFHliZ 5 2 72, CEC OHEZZ T =T X TCOAEEFGIL, MOME A X ~OMEHTIZE O i
7o MEZZTTEAEFLONT TV —ZLIFIORT
o DLER

ST (DESR)

I (Y

C RLEERMEIC L D At

TR N e S YN
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LY2439821 274 BRI
RV BRI (BRI HER)
- HERAENR
C IR XA AR
© O BRRAERRIEDMT DAL ZEIRSE
LRSI K DR g v
- B R A TR
o HRRER
CORRIE A X b IR MR E I AE R (e, e, FREARNER)
o RMM/EHFS
- RIHEROFS
- R AT AT
R4 Ca i A A 2 S A FEEL Lf:%ﬂi%ﬁ%i&&(ﬁ%%ﬁ%/—\% GRERNC CEC #Hili (FEE L 724,
FLTRV, HEDDOLENAR14) Sile MedDRA BAGEZ WA T Y —RINCZRI L
77
MACE (%, HIEZ NI L T HM0ME A < hOFHSHEMATHY . MACE OEFRZLLFITR
ERE
o MAEIE (L E M OMNIAE A RIK DT 25 A, AR R LSS O H A D FE T IR <)
o FEBUEMED LFiFEZE
o BSOS (FALh 7 IV — i, i, Bzeh % 14 7 RH)
JRdCa I A X b SUTBEFFH A T MACE O A EFG 2B L - BRE L OCFRBEIE % |
MedDRA JEAGEZ IV, BEERER], &GN, LRV T Y —RlcBR LT, FEBOErEOH AT
DAL AHT AV — (RS iR g 2 A 7 A8 1 33EBSEE DA F o 7
T A —OHIZFIR LT,
IR Lo A8 A N M IS BT 2 R 70 E 28 S OV 3R 7 1%51% 5.3.5.3.2-Integrated Summary of Safety
PSAP V8 Section 5.6.7 [Z 70 L 7=,

X 7

27427254 EEES

B PR |2 B AR 5] DR 2 575 2.7.4.7.1 BT R L 72,
274272541 Primary AS PC

A X EXF A THD 246 (05%) MOTTHRED 2 6] (1.1%) 12, 1R ORI B
HD TEAE 23881 L7-, IXE80 mg Q2W #ED 141 (0.6%) 2N LEAMEIZFHL L, CECIZXV.OLFE
PEAREENR & HE & iz, IXE80 mg Q4W FED 1451 (0.5%) MIFEIEAFBL L, CECIZ LV —ili
MM IMFEAE & HIE Sz, 77 B ARBED 261 (1.1%) 2SO A X NB#E D TEAE 2581 L
Teo TT7RRED 26D 5, 1 FINEEIRAEL AT FEEAFBLL, fiEITHERTRY
CHIESN, BEITFERTHL EHES N, b 1 BIIRRHBEL B L, FR TRV &
E S 47z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.65)

HERAEFEG  MOMEREOCORERAFTHEROFKIIL L) > 7 (53.53.2-Integrated
Summary of Safety Table 1SS.4.24) |
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IBRIEOFE G- A IE O AE B O FFHGIT LV IRBRIEO®R G- 2 1k LI gBRE 1TV e o
7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) ,

MACE : MACE O38LL72 7 > 7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.66) .

2.7427.254.2 All Ixe AS

All Ixe AS TiX. 6 #1 (0.9%) 7230 1fi& B9 > TEAE %8l L 7= (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.67) .

1B (0.2%) MRMELHEZELZ B L, ODFfZE & HIE S,

161 (0.2%) PRFBEAIEBL L. —mMEMEmIE(E & HE S 7,

16 (0.2%) MM ZREELL, FRTRWEHE SN,

16 (0.2%) A EAEIZIEEL L, OEEAENR S HE ST,

161 (0.2%) 2MRARZFEEL L. DEEARTEIR S HE S,

1B (02%) PERFEETay 7 Z2RE L, L7ry 7 EHEIN,

4MSU @ All Ixe AS Tix, 841 (1.2%) 23 .Coif % BS# > TEAE Z %881 L7 (5.3.5.3.3-4 month
safety update Table 7.37) . IBMMINTZ26IILLTO LB Y TH D,

1] (0.2%) AADEHEIZRBLL, DEEREIRE HE S,

1] (0.2%) AAODESEIRZFRBLL ., DEEREIR S HE S,

HELRAFEFS  IMOMEREDCHERAFFRIT 40 (0.6%) (ZHBE Lz (BHOMHEZE,
SERBEET e v/ WRIREOWKHIm)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) ,
AMSU CiE, MOMEBEOEERAEELRIL S B (0.8%) I[ZRB L (BHELHEE, £
E7 vy 7 IR DL OV EHENR)  (5.3.5.3.3-4 month safety update Table 4.7)

IBRIEOFE G- A IE O AE B O A FHGII LV IRBRIEO®R G- 2 1k LI gBRE 1TV e o
7= (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.31), 4MSU T4, MLl RO A EFS
W2 L DIBBEED®R &2 ik U7 gBrE 13 720y - 72 (5.3.5.3.3-4 month safety update Table 4.7)

MACE : 1 5] (0.2%) M2aVELAEIEZ B L, DAFEZE & fE S vfe (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.68) , AJEFIIX, BEAEEE & U CaE@EIRELE (2013 4F) K OMRHE R
HE (2017 4F) Z2A LTz, AFRIIEBRAEFR LW S N, MBREOERG3H Ik
Lol AREERE ORGRITE 2.7.4.7.1 BHIZFLHE L7z, 4MSU Tid, MACE 23588 L7245
DOEMF7e <, 14] (02%) 75 MACE Z %88l L7= (5.3.5.3.3-4 month safety update Table 4.7) .

12 30 PR O .o i 3 B ¢ TEAE M2 T MACE O FEBUK YL @ 5.3.5.3.2-Integrated Summary of
Safety Table ISS.4.28 &% UX Table ISS.4.29 (2, A & & &% X~ 7 I5HEIFOMK.O L B# O TEAE &Y
MACE DFEBIEIG K ORI T L7282, 12 BHRT 60 WX TRLE, 7,
5.3.5.3.3-4 month safety update Table 7.13 }2 X Table 7.14 (2, 4MSU TO A F& F X~ T {RERF D i
i 8 BEE 0O TEAE J2 U MACE D8 BLEIE Je ONEEE I CRtE L7z 8R4, 12 M HFH T 60 1

SIOESRITHEEBICOEEREEFL L L TEEN TV, CEC TOHENHEEEDT — X EE R £ TITYT
I TS T2, BEEEHTIIN LI A Ny MOXEER TR 5T,
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BECTRLE, 2NHDOT—20hD, £ XA~ 7 OEMIREICLE S MOIMERHED TEAE K&
" MACE O3 BRI NME A 72 D35 7=,

27427255 fham

Primary AS PC TiE, JKOIMERSHE D TEAE M RBL L - EIG ICS B GREM CEX e o7, H
BRAEFEZRLORPEORGPILICE ST AFEFLZITERO H5NT, CEC I2X VY MACE &HHIE
SNTFERL RN ->7c, MACE ORHE (M/E L, FEBFEMED L gE K OFEBSEME O H1) |
BEL 2o T MO M E B # O TEAE GEEMRMAT AR, RMEEAROFS:, HE R NEIRE)
IZOWNWTh, ZREOBERITFRD Dotz

All Ixe AS (4MSU &) IZBWWT, MO ME A Ny MIBE#E T 22T 1 7 7 41X
Primary AS PC & BB RFEETH 72, All Ixe AS TiE. 14128 MACE (BMEOAREZE) &H)E
SN, BREOELFIEITIZEL ooz, BEHIREIZHES MACE O BLSIIIINEIZ
AIEoY

ZIH DRI, Ps O PsA IZH 1T DR FGEEEL (Ixe Ps /PsA) 5 2.7.4 T L OBESEH A
SEEE (Q2W) 274 E—BH L T2,

2742726 EttES
2.742.7.2.6.1 =

S | B9~ 2 MRS O 2R K OVMBERAI D U A 7 12O T, BEE TG LTV D AR
@E%T%é AS BB AR E LT, EMEEEO Y A7 2§l L TV D AR RO R L &
22— DFER KA Z T OFERD D | —fRERM & bR TR R EEEREO Y 27 BT 25 2

& DVRENT [pooled relative risk (LA F. RR) 1.14, 95% CI: 1.03-1.25], —#%x&EM & T, AS
B CTIIMAL R REMENEE (pooled RR 1.20; 95% CI: 1.01-1.42) . 3B 8EE (pooled RR 1.92;
95% CI: 1.37-3.69) . VU > 3 (pooled RR 1.32;95% CI: 1.11-1.57) DU A7 OHERN/REZ 4
7= (Dengetal. 2016) ,

axSpA B TlE, EMAHEMHEEE O Y A 7 REZHIT 5 A =X LBIBE I TW5DH, Gl
& LT, ASHE T, IL-1. TNF-a KOV IFN-y D X 9 22 MiE P O RIEF IS A~ A L DY
AT E Y CDA+T HIfLDYETEAGEFE S 4L, EMAREENEZ O U 27 R T 52 &nEZ BN D,
F72. HLA-B27 ~OBE A, I X BIARIC L > Th ., EMAEEEL O U 2 7 23K
ZAHEER H D, X BHARITRE EICKT L CEMSESEREO U 27 BMEKT 55261 T
V5% (Changetal.2017) ,

IL-17 BHEH & B 5 S 1172 axSpa FBE THE SN EEERE ORBLEISG X, €7 ¥ X~ 7 Ol
kBN D AT A[RETH 5, MEASURE-1 i BROMFAE 7 ¥ X~ 7/ (n=360) O 44lix, &)
O 52 HOBEFFHESR IS [EEE 3R OS] 2R L, 26 ORERIE, 100 A
L2 0) OFBF 0.6 12/ L7 (Braunetal. 2017) , #45 S 72 EmrEEE X, BHIfRME Y o)
i, FLEE. BEpeRAT BERGE. KOV UoNER 16 TH - 72 (Baeten et al. 2015) ., MEASURE-1 i
BR Gl 2 [ 0B B AT A B S 72 2 EEME S O R BLIER O H 72 x> 72 (Braun et al. 2017)
MEASURE-2 i85 Cid., BEMEARE)S 1 Hllc3EB L7~ (Baeten et al. 2015)
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27427262 BERFHOA XX AT ITOETELRLHEICET HiEm (BIEES)
HAIE ST ESE D Ps JL OF PsA FRFF 2 x5 & L7228 TIAHRABR C O LT O 2R H) 72 5 BLE &
%, BIEIIED Ps T PsA BB TS SN RBIEIG & REREWITRD > 7 (Margolis et al.
2001) , FRZIEEGNEE SR (Non-Melanoma Skin Cancer : NMSC) LIS OIEM:EE (X, PSOLAR
K Y OBSERVE-5 registries (Kimball et al. 2013, Fiorentino et al. 2014) | W ONZ KIFEABIZIMFSE
(Kimball et al. 2014) TG SIHEIR RS RENTRDST2, A T EF AT 2GS
TeHRE BN T, RIS X 2 BHER OB BEE OINIERD bt To, SR,
BERERER T — & ORI M ONEFSCEROREHRER D 6. A X X~ 7 #AICBE U 7= B fEE o
U A7 HERITRE IR Do T2,

2.7.4.27.26.3 EERUBERAE

HMENESS (C B 5 TEAE (X, M E 72 I3EEM A OEE (SMQ)  (20000091) 128 £ 5 A

KeELER LI, ZTOSMQIZIE, L FO FLL~LdD SMQ A ZEND ¢

o EMEEE (SMQ)  (20000194) ; HIZ FALOMEFAOEMEE (SMQ)  (20000227) KN
MR EMEEE; (SMQ)  (20000228) 723& £415,

o CEMEAHOMEE (SMQ) (20000195) ; HIZ FALOHEMEE AR O Mk FHIEE (SMQ)
(20000229) K OVEM:FE R OIEMIKFAOIES; (SMQ)  (20000230) MR&EFEi b,

BEANMENESIZ BT 5 TEAE 2 88 Lo BRE BN OFIG 2, LFToNT T —Icik3%, &5

FERNC B L7z,

e NMSC
- JREHR R
o BAREE - LESHIaE. BUERE LR, K OV FE A o s
© R BB

©OJEARGE - AR, R N, DIERY EEOE. EREEE A O KE AR
M OV 2 N Ty b=
o NMSC LIS O LRSS ERLO NMSC TiEFE L7z 8 BAGHLS O BENE £ 721370 A O &5
(SMQ) DTN TOHAGFE
BRI I C BT 2 R 72 B R M O 38 7151 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Section 5.6.8.(ZFC# L7z,

27427264 @ #R

B R A B A E B OBOR 2 55 2.7.4.7.1 IR LT,
2.7427.26.4.1 Primary AS PC

MR I C BT 5 TEAE 28 161 (0.2%) (2R Hilz, IXE80 mg Q4W FEDARMERE 1L, &
PERTE BEERME B s 2 F8BL L (5.3.5.3.2-Integrated Summary of Safety Table SS.4.69) . ZAULZ XV
RO G-I Ik =41 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) | #ZBIZHIHIC A
el (ZORMICEERAEFEFRE LTHESNT) . AEREOREZE 2.7.4.7.1 HITFLHE
L7z,
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2.7427.26.4.2 All Ixe AS

All Ixe AS Tl&, FEMEMEEFIZBIET 5 TEAE 28 3 61 (0.5%) IZR® bz (IREETAEY., &k
AE REERME B s e OB DERE 23 % 1 1) (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.70) .
4MSU @ All Ixe AS T, HEWEEFICBIES % TEAE 235388 bV HHRE OB INE 72 < | MR
BB 5 TEAE 728 3 ] (0.5%) (ZR8e Havie (BRELES, SWERTE BEERTE B Mp & O e
234 141)  (5.3.5.3.3-4 month safety update Table 7.39) .

R A ERG  EMEGCEET S EERAERS () 25 161 (0.2%) ISR b

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) , 4MSU Ti&, HEMENEGICREET 5 HELR
AEFLRN 261 (03%) (TR (B, JIEE)  (5.3.5.3.3-4 month safety update Table
4.8) .

RO G- J il EMEEEICER 5 TEAE (Bt & OVEMERTE BEERME i)
261 (0.3%) PIRBIEOEG-2F 1 L7 (5.3.5.3.2-Integrated Summary of Safety Table ISS.4.31) o
26105 B 161 (BVERTEREERVE A M) OBGRZH 2.7.4.7.1 ISR Lo, M T, INEHE
Y (%2 DRBLE & fERE éﬂ’bf_) DRD BT 1 FIOPRE X7 — X EEHORICIRBREORE %
FIEL TS, 4MSU Ti, 77— [EE B ORICIGBREE OG- 2 1L L7ZIESE b 5o T, 3 f

(0.5%) 73 EEVE (B ﬁ—é TEAE (2 X W {gBRIEDOE G521k L7 (5.3.5.3.3-4 month safety
update Table 4.8) .

2 A [ b O HEMENE (T B9~ 5 TEAE OFEBLIKP : 5.3.5.3.2-Integrated Summary of Safety Table

ISS.4.28 X UF Table 1SS.4.29 (T, A & % X~ 7y O EIEES I B 5 TEAE OFRHEIE K

ORI Tt L7388l % | FHEMRET 60 Bk E T/RL7Z, 72, 5.3.5.3.3-4 month safety
update Table 7.13 & TN Table 7.14 (2, 4MSU TODA Xt & X~ 7 IRHEIF O EMEE I BHET 5
TEAE OFBUEIG K ONRSEHIH T L 7o B BIR %2, 12 MR T 60 MFFE TRLZ, A FkF

A= 7 OFEWRETRITE O BEMEEEIZEE 325 TEAE O BRI IME R /2o 7=,

27427265 EE)

Primary AS PC (23 C, TEMEEEICESE 95 TEAE 28 1 65 (IXES0 mg Q4W Bf) DI TFEDH 5
niz,

All Ixe AS (4MSU &) IZHBWT, 3BIOHLDREETH Y | EHEEEICEES 2 Ze 7T~
7 A /WX Primary AS PC & [AEECThH -7, F7EWRERIZIE D TEAE OB IIEIME I 72 >
ST, 2B, A F XA~ T ORI TR L B ER I BES 5 TEAE ORBIZIT, o
FLIL-17TA SR TH HE 7 ¥ X~ 7 D5 (Braunetal. 2017) & [REETH -7,

ZIH DRI, Ps O PsA IZH 1T AR FGEE R (Ixe Ps /PsA) 5 2.7.4 T K OBESEH A
FEEE (Q2W) 274 E—BE L T2,

O FESEBFIZITONEET A & SN TV, ZICIPEE & R S 7=72%, 4MSU TP & L CEF iz,
THNEE (RHBY RBRBITHRICHEE) X, PO T —XEEH £ TICHRE SN T L OO HFEREO T —4 &
v MFEEEN TV o =2, AMSUIC CBIE =,
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N BT (REPEEHES)

2742727 FEEZEZR
2.74.27.2.7.1 Ch-

AS BEICBIT HFREBEOEIHI OV TORERIZBEN TH 5D, B CTIHM S i KB
HTIE. AOHEE L COFERBOARRIT 11,701 AD AS BE TIX 10.0%. L L7 AS TX
WEBF TIL5.5% CTH -7z [4 > Xt (Odds Ratio : OR) =1.93; 95% CI: 1.80-2.07] ., =52, Jf
ROEDHT AS HE Tl 3.9%. AS THRWEH TIL 2.0% Th -7 (OR=2.02; 95% CI: 1.81-2.26)
(Kang et al. 2010) .

AS BEZRIG L LT h~7 Q718 4)) &7 78R (776H) OZREMEE R LT 24 B O
AR AR T, ALT O LTV A~ TR 6.8%. 77 BAREE 2.6%2. AST D LAY
L= THE 58%., 7T BARRE 1.3%ICRO L7 (Inman et al. 2008) . 1> 7 U F T ~7 (202 )
EFTRR (75 6)) ZEER LT 24 BREDO T T & R REERRER T, ALT O EFRNA 70 %o
~TRED 9.4%, T ERBED 4.0%ICEBO BT, —F. AST O EFIFA 7V XU~ THO
5.4%, 7T BREED 2.7%I258 Hi72 (van der Heijde et al. 2005) , AxSpA & Zxf& L L=tk
NV RYRvT NAND 4FEHOREVERR (RIEEHIFRIL 981 AF) O CI. TR
EORF OFRBRT 100 NFELT-0 73 Tholzn, BEERAERS L LTSN 14
DHTH Y | IRBREDOE LG H T E - T2 fEFIT Ve > 7= (van der Heijde et al. 2017)

27427272 BEREROA XX AT INOETELRLZLEICET S4EH (FEESR)
RESEN G HEIED Ps MOV PsA BE 255 L L-RBRICBW T, A XA~ 7 oEHFEHIC
PEORFBIESER O U X 7 RITTRER SN o T,

27427273 EERUVRERAE

JFBEEAT HF G OMMT T, FKANCEEE L rEEED & 2 FEELZ S . T SMQ OV
NWNCEENAEAFEEHNTERE L
o ITHEBIERERMA., HiEk LOVER (SMQ)  (20000008)  (JAF - $7#)

o JIFIEIZERT ZREYT O o Wik LUBIE (SMQ)  (20000009) (A% - #F%)

o JERRYEMEATA (SMQ)  (20000010)  (AFE - M)

o R4, FFMEE, LB L OZOMORFMIEESE (SMQ)  (20000013)  (JAF « %)
o JIFHRICEEE T B EERE S L O M fEE (SMQ)  (20000015)  ($kz%)

JFBE A 2 B L I R O O BLEI S %2, SMQ 125 £415 MedDRA FEAGEZ VW TH#
HREANCER Uiz, PEBEE VAR OHGEE IS LB & BEDOHO HGEZ AW T2 B 2 Rk
L7,

JFBI AU BT 2 3R 72 E 38 e Ok J77413 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Section 5.6.1 I[ZFCH L 77,

27427274 R

FFESE O fE R A B DWW CIEES 27433 THTEL LT,
i R O BB 72 E B O BGR 2 5 2.7.4.7.1 THIZ R LT,
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274272741 Primary AS PC

A XX A THO 10 ] (2.7%) KO 72RO 3 6] (1.6%) (2 1 L EOfFEEE O

TEAE 233881 L7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.71)
e IXE80 mg Q2W Af : 345 (1.7%)
e IXES0 mgQ4W &t : 741 (3.6%)
o TTRAEE:3H (1.6%)

KHZ<BOLNTIFEEHO TEAE X, 77=07 3/ 7027 27 —BHM [IXESO mg
Q2W #£ 0 5 (0.0%) . IXE80 mg Q4W #E 5 il (2.6%) . 77 BAHE 1 #l (0.5%) ] LOT AN
TXUBRT ) N T AT 27 —EHN [IXES0 mg Q2W #f 1 5] (0.6%) . IXE80 mg Q4W Af 2
Bl (1.0%) . 77 vREE20] (1.1%) ] TH-o7-, IXES80 mg Q4W HED 1 I TIX, 7I7=7 3
JRITUAT 2T =B RORT ARG BT I ) b T A7 27— LT (& HICHEYEE
ERRD 5ELLE)  AREBRE ORGREH 2.7.4.7.1 HISFEE L2, HFEEOBERBREMIC OV T
55274331 HTELLT,

HERAEFRS  WHEOHEERAEFZIIRO bR D -7 (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.24)

BRIEOELRIE : FFREEOAEFRICLVIRRIEOR G2 F 1k Lo gBRE 1T W e o7

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) ,

2.7427274.2 All Ixe AS

All Ixe AS T, 3361 (5.2%) (Z 1/FLL EOAFEIED TEAE 2338 HiL, b L <R HA7AF
BED TEAE X, 77 =07/ NI AT =T —BHME T ARG X UBT I ) b T AT
=7 —EBHINTH->7- (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.72) , 4MSU @ All Ixe
AS TIiE, 40 1 (6.2%) (2 1 LA EOFBED TEAE 25380 b, fed & < o7 )it B
TEAE |3, 77 =07/ b7 AT7 =27 —BHWMKE O T ANT XTI ) P T AT 2T —
BN TH - 7= (5.3.5.3.3-4 month safety update Table 7.40) .

HELAEFRS  MEEOEERAGEFRITFEO bien o7z (53.5.3.2-Integrated Summary of
Safety Table 1SS.4.26) , 4MSU T& . FEEDHERAERERIIRD N1 -7 (53.5.3.3-4
month safety update Table 4.9) .

RO G R  HBEEOAFEFEFLRICLVIRREOR G 2 1L LR T Wiho o

(5.3.5.3.2-Integrated Summary of Safety Table ISS.4.31) , 4MSU T% ., FEHEHOAEFEHFRICEI VIR
BRI P G- 1k L7 g8 13 722y o 72 (5.3.5.3.3-4 month safety update Table 4.9)
2 JF R O ATFES#E D TEAE OF BRI : 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.28 &
" Table 1SS.4.29 (T, A F &% X~ 7inERr O AFEIE D TEAE OFETLEIG K OMREE I CTHE L
7B 2 12 MR T 60 HRFE T/r L7, F£72. 5.3.5.3.3-4 month safety update Table 7.13 }z Y
Table 7.14 |2, 4MSU TOA %t % X~ 7{pfRIEONTBIE > TEAE O FEHEIE K OMEEE i [#) T7
U FRBIEL, 12 HERT 60 HFE TRLZ, 4 XX A~ 7 DIRENRNREL o THAT
B3H > TEAE OFEBLRITHINME A1 L8 HiL7ein-o Tz,
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Primary AS PC (23T, ATRH# D TEAE ORBIEIG X, FHRGHEM TR R o7z, EHER
BEEG R OVEREOE L T ILICE > A EERITRD SN2 -7,

All Ixe AS (4MSU &¢p) 123\ T, HFBIED TEAE DZ24E~7 1 7 7 A /LI% Primary AS PC &
FEECTH-o7o, E-EWIRTEICHE S TEAE ORBURITHIMEIC 20> 7=,

ZIH DRI, Ps N PsA IZH 1T DR FGEEEL (Ixe Ps /PsA) 55 2.7.4 T L OBESEH A
FEEEE (QQW) F2.74HE —H LTz,

¥, NFREREMAIEIC R 256/, 2.7.43.3 THIZRHK L7,

2742728 S5ORRUEBER - BIETA
2.742.7.28.1 'R

AXSpA [F—RANICHEATIEDO B TH Y | fEFEED QOL »iflk (7, MERFEE. ZHi30
B BMEERSE) IDNA T, BEREREE . KT, S5 O A B DRBMEE L AT S
Gt 3> % (Kilic et al. 2014) . AS B TO 5 DIROFEIROHE T, BED 100 NMEHTZY
0.55 (Shen et al. 2016) 2> K[ED 100 NFH72 D 6.94 (Wu et al 2017) OHIPHIZH D . 5 DIHD
FIRROBEIIHED 10.6%0 5 7 7 2 AD 12.3% (Chan et al. 2017, Kreis et al. 2015) D#iPHIZ
%, KHBZREMFIA TIZ. AS BFIL D SR ELZRIET L2V R/ BnFLIEmL, — Ko
£ & el L C, Shen (2016) D45 Tl Hazard ratio (HR) : 1.72 (95% CI: 1.30-2.27) .
Kang (2010) ®O#ETIZ OR : 1.97 (95% CI:1.72-2.26) LA STV 5D,

AS BETOAZLSEICET 2 TIREE 1TV 20 b 00, KETEf Sz 1,878 Bl AS B
TOaB— MIFFETIE, 1000 AMFEYS72 0 OFBRITHZRSED 022, HEEXD 148, (5
DO HEZE@D 3.71 ThHotz, KT EZRELH%O, —fREM L 7 AS BEEM TOH K
& [ (Incidence rate ratio : IRR) 0.70; 95% CI: 0.17-2.83] K OVH &A= (IRR 0.86; 95% CI: 0.45-
1.64) U RAZ DO EFITFBO SN0 -7 (Wuetal. 2017) , ZOFERIT, ASEMIZEIT LR
FTCOHREFICKLTEY, Ps KINPsA DL E & —H L T2uy (Kurd et al. 2010; Egeberg et al.
2016; Hagberg et al. 2016) . ASEEMNIZH T 2 BESLHEITAICE L UTER DML LETH 5,

o+

27427282 BEBRBEROA T XAV ITOIELRLMEICET SR (3 2REUVER
/ BIE1TA)

HHEEED B EAED Ps LY PsA OF M FHEEKRRBROT — % T, > oWk OEZR AETAD
RERENEIIELS, T ERREL A TR A THOM TEITIA LN -T2 (QIDS-SR16 (T #
HENEFEROMTICHESL) , A FEF AT 2 HESNWHRED > SR UL AR BEAT
Z\CEE T 5 A EELORBEEILIL, Ps L PsA BEICBIT D2 ARRLFERE TH-72, 1%
XA T REEZ T WERE TIX. B BEATAICEET S AEFERO Y A7 HKRITED 5
niginodz, ke LT, BIKRBRT — % OFlin s, A XXX~ 7 HHICES 5O L UH
B BEATADY A7 ERITRR S iRhoTz,
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27427283 EERUBRRAE

IO ONH R BT A B 5 TEAE 1L, MedDRA IZEFR S N7Z ) WLk O A B
722835 SMQ [HoB LU HZ B (SMQ) (20000035) . Fzk7 =Y —LLTH
/B (SMQ)  (20000037) K)ok (HE/ HEBZKER<)  (SMQ)  (20000167) 238 5 ]
ICEENDPTEHWTER LT,

29 ROV E# B EAT 2 5B LI IRE B ORBE S 2. RN SMQ IZ&END
MedDRA FEAGEZ ZH) LT, RBER PIREZEOHFELZ G L72BR L IREDOH O HFEZE V-3
Kz ER LTz,

2 O¥ KON E R BEAT 22 BT 2 F AR E R M Ok J7 1513 5.3.5.3.2-Integrated Summary of
Safety PSAP V8 Section 5.6.9 |25t L 7=,

27427284 EEES

B PR\ FEL B AR 5] DR 2 575 2.7.4.7.1 BT L 72,
274272841 Primary AS PC

EA XX AT 206 (05%) KOTT2REED SH (2.6%) (2 1L ED H 2¥F &k OH
B/ BEATAICBET D TEAE B Lz, 77 8RBT, 1 U ED S OREVAZ B
T4 4% TEAE ORHEEGN, &4 F XX~ 7R LD b E»-7- (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.73) .
e IXE80 mg Q2W Af : 2 i (1.1%)
e IXE80 mg Q4W Ef : 0 1 (0%)
o TTEAREE:SH (2.6%)

FEL : IXE80 mg Q2W HED 1 fillc, BRSO biv/e (5 2.74.2.51H) |

FERAEFRG  IXESOmg Q2W BED 2 6] (1.1%) @ 9 DI BE 325 i B %IR35 &
BRAEEEPBE LT (9O LA OEZEZ)  (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.24 KU 2.7.425H)

BRI O P G- 1k : IXE80 mg Q2W FED 141 (02%) 23, AEHFG (AR 12X 0 IRBRHK
OGP 1 L7 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30 X OV 2.7.4.2.51H)

B AR A S 40 5 SER R 16 T H 0 B

Primary AS PC Ti&, IXE80 mg Q2W #f & TN IXE80 mg Q4W FEDO Wt 7T BARERIZ A
SGED RO b TR F OFIG 1T EEMIC R < (IXE80 mg Q2W Hf 64.0%. IXE80 mg Q4W Ff
53.1%., 7T BAREE 47.0%) . HEENRTED O HERE OBIG IXBUEMICIK ) o 72 (IXES0 mg
Q2W #¥ 23.0%. IXES0 mg Q4W it 28.1%., 77 &AREE 35.7%) (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.75) . #J 54.6% DB E N X — X F 4 VIFICH R, R—ZXF 4 %D
QIDS-SR16 i A 2 7 ek Lz,

QIDS-SR16 Item 12 (Thoughts of Death or Suicide) A =2 72DV TIE, #RE ORI (92.1%)
I E_—RA T A %D QIDS-SR16 Item 12 DfgiE A 2 T IE_N— AT A UHFIC AT Bz
Mmolz, TRTOELERT, XR—RAT7 A VLI LT2_"—2F A 1% ® QIDS-SR16 Item 12 £
BMAAT O EFIFRL, FERAKZIZOWNTOE X OHINERS bitZehr -7z (5.3.5.3.2-Integrated
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Summary of Safety Table 1SS.4.76) , ~X—Z 7 A 1% ® QIDS-SR16 Item 12 Fim A 27 283 T -
T HEBRE 1T 2y 72 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.77)

274272842 All Ixe AS
All Ixe AS TiE, 5 6 (0.8%) (&9 DHRICEEE 5 T AZRICBEE T 5 TEAE 2358 L 72
(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.74) ., 4MSU ® All Ixe AS Ti, 6% (0.9%)
(29 DRI BET 2 T B RICES#E T % TEAE 23%8L L7= (5.3.5.3.3-4 month safety update Table
741) ,

FEC 1 BHCHRZABEZR RO bl (BB 1L IXE80 mg Q2W D525 17 TW\Wiz ; &

27425 ) , 4AMSU TiX. 2 2IRICBHE§ 2 T A FRICHEF 5T 0BT R0 72
(5.3.5.3.3-4 month safety update Table 4.10) .

HEERAEES 2 ] (0.3%) (25 MWICBIET 5 U AKICHEE S 2 HELAHFFERPHEHR
L7= (9o OVARBEZ)  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) ., 4MSU Ti¥,
V) Oﬁb:&%@?‘éﬂ TEBCBES 2 EERAFFROEBIMTZR <, 2 61 (0.3%) 129 2>mIcH
WD XA RICEHET 2 EHERAEFE RN L7 (5.3.5.3.3-4 month safety update Table
4.10)

IR GHIE - 1 #] (02%) BERIEOE G L2 HIE L7 (H&BE%) (53.53. 2-Integrated
Summary of Safety Table ISS.4.31 & OV 2.7.4.2.5TH) , 4MSU T, 2 2WIZBE# 32 XA
B9~ 2 TEAE (C XV IRBRIEDOBR 5% ik L7 0B <. 1 4] (0.2%) 75>/“%ﬁ;~20>?£
G-z ik L7z (5.3.5.3.3-4 month safety update Table 4.10)

2 MO 5 DKk EHE S BEIT A4 ICEHE ST 5 TEAE OFBURP © 5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.28 & UX Table 1SS.4.29 |2, A Ft& & X~ TIRIEIFD 5 D OV H F%
/S BEAT 2T 5 TEAE ORBENIS K QMRS HIFE Tt L7283 R %2, 12 MHERET 60 Mk
X C/RLT, F£72. 5.3.5.3.3-4 month safety update Table 7.13 2 TF Table 7.14 (Z, 4MSU TDO A F% &
X X~ ZIRIERED 5 2 OV A B2 BEE -5 TEAE O3S BLEI A M QMR FE ] Colis U 7= 58 BlsR % |

HERET 60 MEFE TRLIE, 4 XX AT OBRENRINES 2o TH I 2L OHE A
{ 1125\ 2B % TEAE OFEBLRITHIMEFN TR B ieho 72,

H CE ASSE 58 5 DSERREE 16 B H o H ekl

All Ixe AS TiE, X—2Z2 T A D QIDS-SRI16 ki A 2 7 A3k L= Wira OEIE1T 39.3%.
A a7 NEAL LB E 1L 43.9% CThdh - 7= (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.78) , QIDS-SR16 Item 12 (Thoughts of Death or Suicide) A = 7 {22\ Tl (5.3.5.3.2-
Integrated Summary of Safety Table 1SS.4.79) . #ER#H D KE /> (88.9%) 1TN—RZ T A %D
QIDS-SR16 Item 12 Dz A 2 TIE_N—A T A VI HA_RBIRITRO e - 72, 3 1l (0.5%)
DR_R—A T A %D QIDS-SR16 Item 12 fix i A 2713 3 TH-7= (5.3.5.3.2-Integrated Summary of
Safety Table 1SS.4.80) : 1 fillZ, HEATENICEAT2EMARML TR, HEOEBEZN RN &
DHERB S L2 5 1 Blix, MMBEORREZZT, 2 2R TEARVWESI6NTL ;1 Bl
QIDS-SR16 Item 12 (Thoughts of Death or Suicide) fx A 27 % 3 & L7223, KiElEDOZEE %
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7, IRRafkgi L7z, #% B, RHBY sBROE AW P L. (BtEoxkm) , 2
O OHERE TIX, 5 DR BERICHEE L AEFROBEITR D Lol

4MSU D All Ixe AS Tid, X—RZ T A %D QIDS-SRI6 fcrd A 2 7 Nk # L - HBrs O EI &1
36.9%., fxm AT NEAL L 7-HEBRE X 47.5% CTh > 7= (5.3.5.3.3-4 month safety update Table
7.42) . QIDS-SR16 Item 12 (Thoughts of Death or Suicide) A= 72DV TiE (5.3.5.3.3-4 month
safety update Table 7.43) . %ﬁ%ﬁ%@jﬁ%ﬁ/\ (88.5%) I —RAF A 1% D QIDS-SR16 Item 12 DFx
MAATIER—=RAT A VIRFIZHAREITRO Do Tz, 4AMSU TiX, X=X A V1D
QIDS-SR16 Item 12 figimi A 27 28 3 T o oA OBEMIT /D> 72 (5.3.5.3.3-4 month safety
update Table 7.44)

27427285 e

Primary AS PC (25T, 9 DR HE BEATAIZEES S TEAE ORBEIGIX, Ik
REETEA T X~ TR E D)o 72, IXE80 mg Q2W #f & IXE80 mg Q4W #f & D] T2
2o lo, IXER0O mg Q2W FED 1 #illz, HEBEZENRBO bivlc, 2 WAk EE BEATAICHE
W D EERAERES BBRIEOBERIEICE - HEFSLIT, IXES0 mg Q2W L IXES0 mg
Q4W BEL DI TEIT -T2, F2. BA T XA~ TRET, 77 2REHTE~ QIDS-SR16 &
A TIC XV &7z 9 DI OEALITRRD Lo T,

All Ixe AS (4MSU &) IZBWT, I OWMEUHZ BEATAICEEST 22T e 7 7 A
/Ui Primary AS PC & [ABRToH o7, o RWIBRERIZHE S TEAE OFEH IR 22> 72,

ZIHDORRIZ, Ps O PsA IZH1T DR FGEEEL (Ixe Ps /PsA) 55 2.7.4 T L OBESEH A
FREEE (QQW) F2.74HE —H LTz,

2.74.27.2.9 RIEERAR R
2.74.2.7.29.1 P

% < @ axSpA B IIRIEMGE A (inflammatory bowel disease : IBD) DO#k7cBAHiAADEE S &
fFLTW%, IBD [ P&ICH ., EFREF (health outcomes) (26 8% 5 2 % AN H 5

(Szabo et al. 2011) , FRRAIICHI S22 IBD (27 70— i db 2 WITIRIBIERIBR) 2% AS BE D
5~10%ICRBH LD LHESNTE Y, FEHEENEERAIC LY AS BE O 25~49%ZHE
D LE ORIENTRO 5415 (Rudwaleit and Baeten 2006) , AS & UF nr-axSpA & O KM MK
OBEEIAN DREOBBED AR R MR T D720, AZIMTONATE Y, 8 RERD AS B
2,236 Bl &% O nr-axSpA B 1,242 BIBENTICE N TWiz, ZOOFEMATIZ L% IBD HHEIX
AS BB T 4.1%, nr-axSpA FBE T 6.4% CToh - 7= (de Winter et al. 2016)

AS B IZHIT D IBD OFEBLRICE LT, —EDORMITE 5 TWARY,  Thi7 ¥ bAoA >
DIHALE I W TR IRGE & RIERNROW T OE 28> Z &b, G RIBR LY v —
JFIZRIT 5 IL-17 OFEIDN £ 72 TIEZV (Monteleone et al. 2011) , B X X~T D 22D
II#H7K5% (MEASURE 1 & MEASURE 2) Tl 571D ASEBE N7 ¥ X~T7 I 7 7R %
BT ORICEELICEID T DN, B XX~ REE SN EED, 52 BHEORBREIFIC

B DRG] CHl#E L7z grade 3 X grade4 @7 1o — i DFBLIEIL, 100 AFH7-0 0.7 T
&Ho7= (Baeten et al. 2015) , F£7=. B X X~T7 D 4B T L D 150 mg XX 75 mg £ F# 51
£ 2 2 HDOIEHR (MEASURE 1) Z5% T L, ERAERIZSIN L 72 AS B 360 B DG 3 HH DAL
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BT, BEWIE T L7 v — i\ A ONESERIGR ORBLERIX, ZEi 100 AMFE4720
0.5 % *0.1 ThH -7~ (Baraliakos et al. 2018)

27427292 BERFHOA XX AT TOETELRLHEICET HiEm (REMRER)
HEEN S EAED Ps KT PsA BE Z x5 & UZFRRBRIZEB W T, IBD ORHEIS IR |
TIERHEA XA THOM TETIA LN ST, A XX AT 2 HEG I N HRE
2B W, IBD OFBLET, BRI B Lieholz, A XX AT 2B SNHHRFTICE
7% IBD OFHEAIL, IL-17A THEFITHLH L7 F X~ T ORBR (7 F X~ T HEERESR)

LRIECTH T,

27427293 EERUVRERAE
IBD (ZBdi#3" % TEAE X, LAT D AL A7 2 U — KO MadDRA FEARGEZ FHWCRE L7z
o IBDIZHRFEMZ2HEE (%) -
C RIEMEIER R RAEMENGE R
A= R I = RN
C ABBMERIGR ¢ SIS E RIS . ISR . TR E G &

o IBD IZHFFERAZRNEE AV T Y —IZE EN D HAFEIL 5.3.5.3.2-Integrated Summary of
Safety PSAP V8, Appendix 11 |ZFc#: L7z,
FRRA R OFERr R HEE & U CTHRIE SN2 FRIT, AN 1BD ORFMAELKZ AT 5 CEC IZX
DHE ST, IBD DAIREMEN D D, ITHERE L7 IBD LHESN=F5R 4, IBDFRL LT,

27427294 R
i R O BB 72 E B O BGR 2 5 2.7.4.7.1 THIZ R LT,

2.74.2.7.29.4.1 Primary AS PC
EA XXX TEED 445 (1.1%) KT T BREED 14 (0.5%) 1 1L Eo IBD (B4
LRPEA) (PeEEE) XUTIERFERY (R#FE) 72 TEAE 25389 Hbiv7z (5.3.5.3.2-Integrated Summary
of Safety Table 1SS.4.82)
e IXE80 mg Q2W HED 141 (0.6%) T, Kr#i)7e TEAE THDH 7 v — AR L, 7 v—r
JEOFHEMER & D &HIE Sz,
o IXEB0mg Q4W D 3 ffil (1.5%) (2. 1 LA > IBD (B U 7 FF B Y ST IRRF AT 72
TEAE 233881 L 7=,
- 1ENE. FFRE TEAE THLH 7 v — e RBlL, 7 r— RO aRetknd 5 & HIE S
niz,
- 1 BlE, FrREY TEAE Toh 2RGHREGR (REMERIBROREER S 5 L HES )
& A TEAE Th DIEBMEER R (IFHRARICED . SBIEAR) 253l LT,
< 1B, FERFEA) TEAE TH DO RGBRZFHILL., 7 v — RO RN & 5 LHE S
72

o TITERAREED 1H (0.5%) 12, HEA) TEAE TH ARIEMEREEENRI L, 7o —JFon]
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REMEN B D & HIE Sz,

70— R R ONEBEME R R O ATREMER 6 2 L HIE S Lz 5 Bl H 6, 2 FISITIESEME KGR
OEEERH Y (IXES0 mg Q4W BED 1 B N7 T wAREED 14]) | 2HITIZIBD & & HIT Y
I LA EFROBENH -7 (IXES80 mg Q4W FED 2 451)) , F7=. [F SHID 5 HD 441X RHBW
AR CORBLTH Y (IXES80 mg Q4W #ED 3 Fl ) Y7 Z v ARFED 1 f51]) | 1~2 KD TNFi DIz
EZIFTEY ., BBRA~OBED 2~3 5 AN H1E L Tz,

HERAEFS  IBDICEET 2 HERAEFFRIL, IXE 80 mg Q4W FE K& UF IXE80 mg Q2W #
WENEN LBIRB L7 a—mE, 7T BRI 1 BIRELLEREEBEETH -T2

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.24)

IRERIR DI G-Ik IXES0 mg Q4W £ 3 4728 IBD (ZBHi# 9% TEAEIZ L V. BB OFK 5%

ik L7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.30) .

2.7427.294.2 All Ixe AS

All Ixe AS T, 1261 (1.9%) (2. 1FLL L0 IBD (2B 2 R A T IERF A 72 TEAE 723
P BTz (5.3.5.3.2-Integrated Summary of Safety Table ISS.4.83)
o 9% (1.4%) (Z 1 {2 IBD (Z BT % %5 5LAY 72 TEAE 23 FHL L 7= -

- 541 (0.8%) . BEA2 TEAE THDH 7 a— G BEH L1- . 2O DOFERITT T,
TR L2 FHTHo T,

S ABNE, T a— RO RRENER S D L HIE ST,
BN, BEE LT e —n EHIE S L,

- 361 (0.5%) (2. FEEAY/R TEAE THHEGERBRENEI L, 20550 1 HIIHE
BEMEEGR D RE LT,

C 2B, M RIGR O FREME NS D L HE SN, TD I HO 1 NI LT IEE
MEEAGAR I, AR CHE SR T2, BB RIBRITWT G BEFREDH
RTHoT-,

1 BNE, HEE UTIEEE RGBS &fIE ST,

- 141 (0.2%) (2. IBD (2@ 45 TEAE 3881 L, B KGR O AREME N 5 & flE
STz, EEMERIBRIZBEFREOFR TH T,

o 3% (0.5%) &, 1/FLL Eo> IBD (ZBHH U 7= FERFEIK 72 TEAE T D KIGRMDFELLT-
- VENEL BEE LTEIBBEERIG R &HIE ST,
CLENE. e — RO RTREMEDN B D & HIE ST,
- 1LHNE, FERFEAY TEAE Th 2 KGR ZFELL72A, IBD & fIE S o7z,

IBD (Z B9 2 KA SUTIEFFEAY TEAE 2 38BLLT7- 12 il 5 B 11 FliLATRetEd & 5 X%
EE LT- 7 v — i SUXTEEME R &OfIE &7z, IXESO mg Q4W BEDD 3 BlZIZIE B E KA
DOEEFENSH D . IXES80 mg Q4W BED 2 HICIZ IBD & & HITH Z VD ) DHEEFEZROMENH - T-,
IXE80 mg Q4W FED 3 filix, 1~2 Al TNFi DURFE 2521 TH Y . 1RER~DBRERD 2~3 5 AFINZ
ik LT,

85



LY2439821 2.7.4  FRRE)L A
VY BT GREMEFHER)

4MSU @ All Ixe AS TiE, 1361 (2.0%) 1=, 1£E2L Lo IBD 12 BEH9 % 45 B A U T4 A 722
TEAE 2538 B 417z (5.3.5.3.3-4 month safety update Table 7.46) , 4MSU TEMMIi7= 1 fillx
4MSU 7 — % 1 v b A 7 RICHEE LTI MERG R &HIE ST,

HERAESRR  IBD ICBHET S EELAHFFRIL, 4 61 (0.6%) (ZHEH L7 (IXESO mg
QW #ED 7 v — i 2 il K ONBEBEMERBK 1 il IXE80mg Q4W HED 7 v — % 1 i)

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.26) ., 4MSU Ti%, IBD |[ZBH#§ H» EHEAE
FLT, BriciciBmsne 1B GEEERER) Z2MA7z 5 61 (0.8%) ([CHIL L (53.53.3-4
month safety update Table 4.11)

EBEOL G AL - 5 61 (0.8%) 73, IBD (ZBH#4% TEAE (2 XV | iGERIEOHREGZHIE LT

(IXE80 mg Q2W FfD 2 v — 5 e VB RABRA 1§, IXE80 mg Q4W FED 7 m— 1, &
BERIGH e ORI 161])  (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.31) , 4MSU T
X, ETcBmE e 16 GRGIERIBR) 2MmAr 661 (0.9%) 7% IBD 2B %5 TEAE (2 X
DIRBRFE D 52 1k L7z (5.3.5.3.3-4 month safety update Table 4.11)

2 JEHREO IBD IZBJH# 4% TEAE OFEHRP @ 5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.28, Table 1SS.4.29 }2 O® Figure 1SS.4.12 (2, A FE&F X~ 7{H¥ERFD IBD (ZBH:# 9% TEAE
DFEBLEN G K OBRFE I TR L7z B2 12 MR T 60 MiFE TR L7z, E72, 53.533-4
month safety update Table 7.13, Table 7.14 }2TX Figure 7.8 {2, 4MSU TOD A & ¥ X~ 7IHERED
IBD (9% TEAE OFREBIEIG M OURGEWIM T Lo R BIR %2, 12 HHEFRE T 60 HRF £ TR
Lico A& XA~ 7 OREEHFNE < 72->TH IBD IZBE %5 TEAE OFEHRITHEME 1T
DO T,

27427295 EE)

Primary AS PC CliZ, IBD |ZBi#E 5 TEAE OFRBEISIL, FHR GBI CEX o7, 71
— R SURTEBME RGO FEEME S 8 5 & CEC IC L W HIE Sz 5 ik, IBD (CBEEd 5 5
B IERF R 72 TEAE 25881 L 72 561 (0.9%) X TTho7z,

All Ixe AS (4MSU &#e) (28T, IBDIZEE S 52487 v 7 7 A /LiX Primary AS PC & [
RTho, EHBRGEICLES TEAE ORBURITHEIMEEIZ /20> T2,

AS DEFERBIR 7 v 7' Z A2 5 IBD ([CBH# 95 TEAE ORBEIA (X, H)0] 55RO fieH
FreXMRE LT XTORBROIEMITE Y MZBITD 03%L 0 b@Emrotz, ZO/REIT, 7
02— U ONBIBIE RIGR OGN, Ps BHE T 1.6%. PsA 35 T 3.0% (Eppinga et al. 2017)
ThHoT=DITxF L, axSpA B TiX 4~16% (de Winter et al. 2016) L @EHW\WIZ IR T D & 2
bivd, F£7o. axSpA BE D 46.2%I1%. TEHHLE NS T 0O BERE M D THILAE RAE M VR
WEHE T DOREZAT 5 (Van Praet et al, 2013) . ZAUHDOPFTRIX IBD & 2B STV ATHENE
NH Y, IBD BRIEORIKTHILEN D D, LIz > T, A F XA~ 7 OEERBRIZSM LT
BERE L, M. FHIUTE OMOIERERA 2 IBD F4: (KiF%. BIBEALSUIATMEES) 72
EOIERE R LIFER O EZ A L TR S, RERBIAARTIC IBD L REERZW STV iR o 72 w]
HEMLN D 5,

AS BEIZENWT, A F1F X~ 7 OG0 IR Tl L7z IBD IZB8E# 9 % TEAE OFBLHR
X, HIFEREO All Ixe AS T 100 AE¥4720 1.8, 4MSUD All Ixe AS T 1.7 THY . S 5T, IRE
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M CHE LR FRHELZBESICLVHE SN IBD (ZB8H# 3% TEAE ORI, All
4AMSU @ All Ixe AS T 100 AF-2%4720 1.5 C (5.3.5.3.3-4 month safety update Table 7.46) . TNFi ®
VB LS T - 3B (100 A4 720 02~23) L [EFEE TH -7~ (Braun et al. 2007) .

27427210 FHEMEMESR
2.7.4.2.7.2.10.1 =

R ESE O & M B (Interstitial lung disease : ILD) @ U X7 L5 L @O BE O A HE
PEDVRIR SN TR Y . HlEEF TV T, IFAEMFRVRF ST A FR A3, ILD DOFESE & B
HLTWD EWI AN H S (Thavarajah et al. 2009; Perez-Alvarez et al. 2011) , £7=, W\ D0
DIEFIHRE TIX, Bt TNF FE TENRIEL CTldd 2 DBIEEO G OHE & 72 2 AlRett o & 2 2tk
ILD 23/r 23TV %  (Bale and Chee 2013; Kakavas et al. 2013)

AS [BETO ILD (2B 2 CMRITIE & A L7\, BIEIIFEICB VT, 26 Bl AS BH A
FED CT 23T, ILD 28 4 6 (15.4%) TH-O2 -7 (Casserly et al. 1997) , 55 10D MR ZRIE
KON AS FBFICE T 205 HRCT OWF9E% L7z El Maghraoui & (2004) 1%, 4 il (7%) I
ILD Zi®iz, AS OEE N —fREMUIFMEL LA LD ILD O Y A7 IZHL 00, 2t
DY A7 RLVAFIREBDIMT T D DMNTONWT, fama 5 & T 72D O BI5GB LD FHT
— 21T TR,

274272102 BEBREHOAXTEXIATITIOIELREMICHET SEHR (BB MEMER)
WEICHE Sz Ps Y PsA OF — % Tid, ILD ([T A2 ZEMOM IR bt i
BEERNGL LT X TCORBROIEMNTE v MBI 2HBEIZL0.1% Th o7,

274272103 E%&U‘*ﬁ#ﬁ;‘f
ILD (ZBi#4~ 5 TEAE D EFIIILL F OFEAGEE - -
o RFOME MM A (SMQ) (20000042)
o IFERERMEAIZE (SMQ)  (20000157) PN FRED 6 FEAGE & fRATICE 7=
C UFERERIE S A AE S E ) LSRR (k)

©AFRRERMERUE X (BRF%)
o AFERERIIERRE (FR%)

L7 LVIERGRE (3%)
- AFRRERIEZIE  (B2%)
- LAE g (FRER)

ILD (2B 9 2 5l 72 B 38 M O 58 5 1K1E 5.3.5.3.2-Integrated Summary of Safety PSAP V8 Section
5.6.11 \ZRLd L7,

274272104 #ER

2.7.4.27.2.10.4.1 Primary AS PC
ILD |2 B#4 % TEAE 138D b o 7=,
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2742721042 Allxe AS
ILD |ZRB9E4 2% TEAE 1T b dno7z, 4MSU T, ILD ICB#4 % TEAE (33D 67
Mol

274272105 &5k

Primary AS PC &N All Ixe AS (4MSU &#p) DOWFIIZBWT S, ILD ([ZB# 95 TEAE (132
DO T,

ZIH DRI, Ps O PsA 1T AR FGEE R (Ixe Ps /PsA) 55 2.7.4 T L OBESEH A
SEEE (Q2W) 274 LE —HE L Tz,

274273 TE-ADADQHRBRREBEEER

Jiik

TEAE & treatment-emergent anti-drug antibody (TE-ADA) ZEBLRVL & O BHEMEDOMEHTICIZ, 2D
DERNCHELFEEH T REGEHELTHLT LAX— KL WEE (7F7 4 5% —KROE
TFT7 4 T7F =) ROVERENR)S (HLT) MWz, ZhOOFERNICHE LEER T X&H
EHGT, ADA KL E AEFERORE L OMICKRERROTRENICET 5, AW 2 4%
[HEDSETBIRS NIz, HWBRE O T LVF— UGB EUE IS AL OS (HLT) & #BRE o
TE-ADA FEBLIR L & O BN OFEAT 7 1EOFEMIX 5.3.5.3.2-Integrated Summary of Safety PSAP V8
Section 5.6.4.2.2 IZFC#k L7z, 7 VAT — UL/ WBUE (777 4 7% —KOHETF 74 7%
—) ROVESENLSE (HLT) % 1 /LI EFBL L 72 TE-ADA 2] & TE-ADA BEtEfl 0% & %
HEEH L2, 2 O%, REFAOMNT A FEHE L, TEAE ORI E TE-ADA OFEHLK QLA & o FERFI)
70 B EHME A FEA L 7=, Primary AS PC 2 TY All Ixe AS (28T Db R E R LT,

fREMTEFEE TlE,  [TE-ADA Bt T/ #5E 2 TE-ADA (2P| % U° TE-ADA KA E B &
EFZ LT, Lo, fENTHREENIC TE-ADA RHEEFIN W e otz Z L b, fERICFLHE L
7= TTE-ADA B T2 i8R | 1 [TE-ADA 2R L RFRTH 5,

2.7.4.2.7.3.1 7 ULILX—RIG./ BEE

WOFERENTE v FOT LIV =G BWBUE (77 4 7% —KOIETF 7 4 FF 0 —F4)
DOFRBRIZ . FEISHIFD TE-ADA ORIV 2.7.42-18 128 LT,

88



LY2439821
RV BT GRIEPETTHER)

274 BRIRHL 2

& 2.7.4.2-18 TE-ADA RBIKRAD T LILF—RIG/BBYE (7T 74 7FP—RUFET7FT T4 53F2—FF) OFEBKR (Primary AS PC. All Ixe

AS)
Allergic Reaction/Hypersensitivity Category Primary AS PC All Ixe AS
TE-ADA Status Group
Placebo Q4w Q2w Total IXE Pooled IXE
Nx=190 Nx=195 Nx=181 Nx=375 EE 4 Month Safety Update
n (%) n (%) n (%) n (%) Nx=626 Nx=638
n (%) n (%)
TE-ADA Negative Patients, Ns 185 185 175 359 582 588
Patients reporting >1 potential anaphylaxis TEAE 0 0 0 0 0 1(0.2)
Patients reporting >1 nonanaphylaxis TEAE 2(1.1) 6(3.3) 9(5.1) 15 (4.2) 44 (7.6) 48 (8.2)
TE-ADA Positive Patients, Ns 5 10 6 16 44 50
Patients reporting >1 potential anaphylaxis TEAE 0 0 0 0 0 0
Potential anaphylaxis TEAE occurred when:
Only when TE-ADA present 0 0 0 0 0 0
Both when TE-ADA present and when TE-ADA not present 0 0 0 0 0 0
Only when TE-ADA not present 0 0 0 0 0 0
Patients reporting >1 nonanaphylaxis TEAE 0 0 0 0 1(2.3) 1(2.0)
Nonanaphylaxis TEAE occurred when:
Only when TE-ADA present 0 0 0 0 0 1(2.0)a
Both when TE-ADA present and when TE-ADA not present 0 0 0 0 0 0
Only when TE-ADA not present 0 0 0 0 1(2.3)a 0

Abbreviations: All Ixe AS = All axSpA Ixekizumab Exposures Integrated Analysis Set; IXE = ixekizumab; n = number of patients with >1 TEAE; Ns = patients in the subgroup; Nx =
immunogenicity evaluable patients; Primary AS PC = Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set; Q2W = ixekizumab 80 mg every 2 weeks; Q4W = ixekizumab 80
mg every 4 weeks; TE-ADA = treatment-emergent anti-drug antibodies; TEAE = treatment-emergent adverse event.

Note: Percentages are based on the number of immunogenicity evaluable patients and are calculated by n/Nss.
Note: This table summarizes events by time-varying titer at the start time of the event.

a This event was erroneously captured at the submission as an event that occurred only when TE-ADA was not present. The event was reassessed and correctly classified as an event that

occurred only when TE-ADA was present at 4 month safety update.

Sources: ISS, Table ISS.4.84; 4AMSU Table 4.13.
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2.7.42.7.31.1 Primary AS PC

Primary AS PC TiE, EM&FGHIMF (0 #E~16 #EF) 2757 4 7% —0 RS
BRE 1IN o T,
o T TEAREE:

- TE-ADA &M 2 5 (1.1%) (& 1L EDIET 7 7 F 2 —B3# D TEAE 238 H il
7=

- TE-ADA Gt O#BR & TIXIET 7 4 7 % 2 —B# D TEAE IX388 LR 0o 72,

e IXES0 mg Q4W #¥ :

- TE-ADA 2D 6 5] (3.3%) (2 1 LA EDIET F7 4 F %2 —BE D TEAE N8 H il
71:_.0

- TE-ADA Gt O#BR A& TIXIET 7 4 7 % 2 —B# D TEAE X388 LR 0o 72,

e  IXES0 mgQ2W #¥ :
- TE-ADA FZMED 941 (5.1%) 2 1 LA EDIET F 7 4 F %2 —BE D TEAE N8 H il
71:_.0

- TE-ADA Gt O#BR A& TIXIET 7 1 7 % 2 —B# D TEAE X388 LR 0o 72,

27427312 All Ixe AS
Alllxe AS TlE. 777 4 7% =0 MR SN A 1T W7o 7,
- TE-ADA [t 44 5] (7.6%) 2 11-LL EDOIET F 7 ¢ T %2 —B#D TEAE 23380 5
niz,

- TE-ADA Bt 161 (2.3%) (2 1L EDIET 7 1 7 % > —B8# O TEAE 2338 H il
T2 AMBREI1IIET 7 4 7 % 2 —PEHD TEAE JEE DK 8 » H Bl TE-ADA Bt & 72
S>THEY ., TE-ADA OFUKMIL, IET T 7 « 7 F v —BHED TEAE B OK 1 » A RO
EHIT OB KT, PREICDE I D PURMMmATRD i,

AMSU @ All Ixe AS TlI., 777 4 T X —NWER I NT-WBRE 1T W2 v 72 (53.53.3-4
month safety update Table 4.13)
- TE-ADA F2MED 1 6] (0.2%) 12 1L EDTF 7 4 5% —OR[EEM:D & 5 TEAE 7338

D BT,

- TE-ADA [&t: 0 48 5] (8.2%) 2 1 LA EDIET T 7 ¢ T %2 —B# D TEAE 23380 5
iz,

- TE-ADA BGMED 161 (2.0%) (2 1 LA EDIET F 7 4 F %2 —BE D TEAE i H il
71:_. o

2742732 SRS R
W OFE T E »~ N OTESHBALSL (HLT) OB Z . FRFEBIRFD TE-ADA OSBRI
IO 2.7.4.2-19 ITERN LT,

SARFGRIT, WFSEIFIZIZ TE-ADA BB L T RN E ZITRBLT-FRLE SN TV, D%, TE-ADA 23%
HLTWAEEICHALZFL L HIMI SN,
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% 2.7.4.2-19 TE-ADA HIZWKRA DESTEREL RIS D FHIRIKR (Primary AS PC. All Ixe AS)

274 BRIRHL 2

Injection Site Reactions HLT Primary AS PC All Ixe AS
TE-ADA Status Group Weeks 0 to 16
Placebo Q4w Q2w Total IXE Pooled IXE
Nx=190 Nx=194 Nx=181 Nx=375 A S5 R 4 Month Safety Update
n (%) n (%) n (%) n (%) Nx=626 Nx=638
n (%) n (%)
TE-ADA Negative Patients, Ns 185 184 175 359 582 588
Patients reporting >1 ISR HLT TEAE 9(4.9) 8 (4.3) 25 (14.3) 33(9.2) 72 (12.4) 70 (11.9)
TE-ADA Positive Patients, Ns 5 10 6 16 44 50
Patients reporting >1 ISR HLT TEAE 1 (20.0) 4 (40.0) 2(33.3) 6 (37.5) 13 (29.5) 15 (30.0)
ISR HLT TEAE occurred when:
Only when TE-ADA present 0 0 1(16.7) 1(6.3) 1(2.3) 1(2.0)
Both when TE-ADA present and when TE-ADA not present 0 4 (40.0) 0 4 (25.0) 9 (20.5) 9 (18.0)
Only when TE-ADA not present 1 (20.0) 0 1(16.7) 1(6.3) 3 (6.8) 5(10.0)

Abbreviations: All Ixe AS = All axSpA Ixekizumab Exposures Integrated Analysis Set; HLT = high level term; ISR = injection site reaction; IXE = ixekizumab; n = number of patients with >1
TEAE; Ns = number of patients in the subgroup; Nx = number of immunogenicity evaluable patients; Primary AS PC = Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set;
Q2W = ixekizumab 80 mg every 2 weeks; Q4W = ixekizumab 80 mg every 4 weeks; TE-ADA = treatment-emergent anti-drug antibodies; TEAE = treatment-emergent adverse event.

Note: Percentages are based on the number of immunogenicity evaluable patients and are calculated by n/Nss.

Note: This table summarizes events by time-varying titer at the start time of the event.

Sources: ISS, Table ISS 4.85; 4MSU Table 4.14.
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2.7.4.27.3.2.1 Primary AS PC
o  TTEAREE:
- TE-ADA [EMED 961 (4.9%) 12 1 LI EDOESEA S (HLT) (ZB# 9% TEAE 2538
D BT,

- TE-ADA FEPED 16 (20.0%) 12 1 =LA FOESFHAL S (HLT) ([2B#4 % TEAE 28
RO BTz, AYERE X TE-ADA 23 (5529 H) SHLARIOH 1 HIZ, OIS
BN SRR A B Lo, LRI TR RO (HLT) O3 E ifmmf_o

e IXE80 mg Q4W #¥ :

- TE-ADA [&MED 8 41 (4.3%) 12 1 LI EDESEAI S (HLT) (ZB# % TEAE 23538
D BT,

+ TE-ADA BED 461 (40.0%) (2 1 LA EOEREAL S (HLT) (289 % TEAE 23
RO BT, 46E Y TE-ADA BBEME L R DENCEFRNEE L CTEBY ., ko8l (3
BICIASPUARAG, 1 B CIIASPUAR & O R EEHLRAME) % % TEAE O X A 7 SCHIEE I
ZAITRD bR o T2, TXTO TEAE ITRE TP EETH - T,

e IXES0 mgQ2W #¥ :

+ TE-ADA Rt 25 611 (14.3%) (2 1 UL EOESENI S (HLT) ([ZB#d4 % TEAE /8
BT,

+ TE-ADA [y PED 2 451 (33.3%) 1T 1 L EOFESHAL G (HLT) (ZB9E 9% TEAE 23
PR BTz, 1Bl TE-ADA 23 fafkd & X (ZHBI OB O EFA OGN FEL L, ik
DOFBL (PR B & OMEHUAM) #121% TEAE ORBILR -7, o 16X
TE-ADA 3B5MED & %2 TEAE 238l L7z, Z O#ERHE 1L TE-ADA BtEA & L7201
FISHO1EIOHRTHY (Fiffli 1:10) | 5513 H L5 15 BT, B O S EAmE
JEAZ B LT,

27427322 All Ixe AS
. TE-ADABKﬁ@ 7261 (12.4%) (2 1 RLL EOESA RS (HLT) (ZB3#4 5 TEAE 23

BT,
. TE-ADA Btk 13 411 (29.5%) (2 1 4-LA_ EOEFERAL S (HLT) (ZB8# 35 TEAE 23
RO b,

- 34 (6.8%) TIiE. TEAE IZ TE-ADA 3 FEHL L CTWRWE XITRB L, BB L
TEAE (JESENLSOs . TESTERATALEE M ONVESEAE Z 9 FERG) 134 XTIk ¢ TE-
ADA ODREBZ LB Lo 7,

- 91 (20.5%) Ti%. TE-ADA I TEAE 23581 L7=725, TE-ADA 35 (4 %1%
RBUAAm, 1 EIX PR BTN, 4 FHARBUAAN & OV R EEHUIARAN) %2 & 5] e [F
UHEFAD TEAE OFELNFED b L7z, FEL L 72 TEAE (EHBALLS . FEHEALAL
BE, VRSO K ONESHALFE ) 1L 9~ TR X5 C, TE-ADA O%88]
% EIEE OBACITERD bR o7z,

-1 (2.3%) Ti TE-ADA 23 %EL L T\ 5% & X2 TEAE W RELL7-, = Ogbr
TiX. & 15 BIZ 10720 TE-ADA 3tk & 720 (BUiRffi 1:10) . 55 13 H X OV 15
H a:iﬁrﬁmﬁ}ﬁwi@ﬁ&ﬁmﬁ%ﬁ L7,
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AMSU @ All Ixe AS TlX. TEHEA S (HLT) (CE8#4 %5 TEAE (ZLLFDEY Tho7-

(5.3.5.3.3-4 month safety update Table 4.14) |

. TE-ADA FEtEd 70 61 (11.9%) (2 14 LA EOFEFERAL S (HLT) (ZB3#Ed 5 TEAE 23
BT,

- TE-ADA D 1561 (30.0%) (2 1 0L EOEREAL A S (HLT) (CES#4 % TEAE 73
RO BT, HEERE D OBMO 261X, HiEOT — [EHE H R Clk TE-ADA 2T
HEHHAI SO (HLT) 23 L7-BRE Th o712, T D% TE-ADA BRI L 7o 7208, %
DOFE R CTIXEHEALSOG (HLT) 2338 HiZe o 72729, TE-ADA 23%BL L T 720
EXIIRBLI-EH L S,

2742733 #Ek

7 LV — b EBUEIZES L C. Primary AS PC Tlid., 7 LLX— i/ WBUEIZBE 3 5
TEAE % %88l L7 TE-ADA BB OEI & 1%, TE-ADA ZMEFITOEIE LY bikoo7z, 77 «
7 X T —ORBUIHE ST, TE-ADA GBI 5T 7 1 7 % 2 —(#D TEAE b8 ®
SR otz, T T T 4 T % —E# O TEAE 23538 b7z 17 B3 Tl TE-ADA 26
BRI CThoTo, Alllxe AS BWTH, 77 4 7F 0 —ORBUTHE ST, TE-ADA [HtED
1 FlDOIHTIET F7 47 % —BF# D TEAE 23788 HiLiz,

FESHMBALSOE (HLT) (2B L C. Primary AS PC 2 TN All Ixe AS Tl JEFEBAL B HET 5
TEAE O EJEE XK NBE X IHEETHY, BEERAEEZORBIL o7z (5
2742724 TH) , WH(Z, Primary AS PC T, TE-ADA JEHFICIESEALLG (HLT) &3 L
TR F LI BIORTH -7, All Ixe AS (AMSU & Ee) TiX. 560 TE-ADA BHERFICIE, RS
EBAL BT B 5 TEAE (3 TE-ADA JBLLARTIZFEBL L 7=, TE-ADA F8if% COFERROHI LR
Motz > 9 B> TE-ADA BHMERITId, ESEALOSIZEES % TEAE (X TE-ADA FE8LLLAT

2L Z 0 . TE-ADA RHAZITHURMMOMEIZ 23030 B VRSN SOGIZ B# 9~ 5 TEAE OFEFH K Y
HIEEEICERIZ R D o 1o, EOH% B FERORBIIFR L1z, F7o. RBHHEP2E TR L &
TE-ADA Uitz 73 U7 gBRE T, SRS BEE % TEAE OFEBLL 20> 72,

fitiam & L C. TE-ADA &7 LL & —[i, S BUEICBE T 5 TEAE & ONESHERAL SO B
% TEAE & OREBMRIIRE SN2 h o7, BERBRITRD ST, Huikfl & Likds s o
WL RENRDoT2Z &5, 2SO TEAE IX TE-ADA BHUZ L 5 b O TIHR W Z L AVURIE S
niz,

274274 TEAE L EWEBREDREE

IO ORBR TN SN REOFRHTIL, A FEF AT O 16RO T 7HRE L 16 #
B 5 H# 00 TEAE, BARAIITERENLRS . BYYE, XUE7 LV — Ok, 8 HUE DOFE B
FE ORI B 2B TR b e otz (55 2.72322H) |

FANCHE LIZER T REAEFRTHLIBYIE (Do V¥, ~I_A . 7 RUEREIC L 5
JUER OHEELRAEFLZ L RESNEAERR) | BEUENKE (TF7 40 7% —) | AFhERE
DIE. MACE KON IBD ORBLEIAIX, FEFIERNNER ThoTelod, A FEF AT ORE
& OB M Z M2 2 LTk o T,
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2743 BRFRREEOTE

BRI MR PR A, AP, R ORRAE 2 TR EG B & D 2 7 2 — /e
Feh UC, Bl L7z, ERRMAEMEICRE 9 2MREE (ISS IZFC#) 1. EFEHAL (International System
of units : SI) & IEMHHAL (conventional units) 723570 28 51T OMREZ R LT, T —HIZ
IZAT P a— NN OBRBEOT —X b EENTWNDHMN, RETIEAT Y 2 —/UIHE - T2 iR
. EFRE L OIHEREREOMRICOVWTERT 5, MKRRAEORT IZBT 5 E#RIT
5.3.5.3.2-Integrated Summary of Safety PSAP V8 |2/~ L7z,

27431 MEFHREOHER

MR AR O R B U CREPR I BB AR EF ORGR & 5 2.7.4.7.1 IR LT,

2.74.3.1.1 Primary AS PC

2.74.3.1.1.1 R—ZRFAUNODFHELERUR—R A VEICRE L-BREEOESE
MIRFHIREDN—=RAT A U INER—=AT A UL DREBIERE TORLEOERN A 5.3.53.2-

Integrated Summary of Safety Table 1SS.4.86 & UX Table 1SS.4.87 |Z/r L7, #atFHICHE CTh -7

b EZ L FICENT 2, 26 OELEORKNBEELZFHIT 272012, XR—RA 71 VHICH

ESUIRAE 27 L7245 OB S 542 L7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.88

J% X Table 1SS.4.89)

e IXE80 mg Q2W Ff}x (N IXE80 mg Q4W FE T, 7' Z7 EARFEZH A MBI DD 23780 HivTz,
N=2 T4 nbOEbE (/b ZRFEHE) 1T, 21 FEF X~ THD3-0.865x109/L,
IXE80 mg Q2W R¥ 73 -0.934x109/L . IXE80 mg Q4W #¥ 73-0.801x109L. 7 7 & R BN
0.056x109L T o7-, HMEREN —ETHIRE L 2o 7o FE OFE L, 77 B ARBICH
~ IXE80 mg Q2W FEJ OV IXES0 mg Q4W BETEN o7 [ X X~ THE41 6] (10.9%) .
IXE80 mg Q2W #¥ 24 #i (13.3%) . IXE80mg Q4W Ef 17 #] (8.7%) . 77 ARt 7
(3.7%) 1.

e IXE80 mg Q2W M N IXES0 mg Q4W RET, 77 B ARBEIC LRGP HERE DD 23388 BTz,
N—=2 T4 pbOEbE (/b ZRFHE) 1T, &A1 F ' F X~ THD3-0.826x109/L,
IXE80 mg Q2W R¥ 73 -0.920x109/L . IXE80 mg Q4W R¥ 73-0.738x109L. 7 7 & R BN
0.050x109L Tod o7z, AFHEREN —ETHIRE L 2ol FE OFE L, 77 B AR
~ IXE80 mg Q2W FE M N IXE80 mg Q4W BETrEilo7n [BA F XX~ 7# 36 5] (9.6%) .
IXE80 mg Q2W #¥ 19 #i (10.6%) . IXE80 mg Q4W Bt 17 #] (8.7%) . 77 ARt 3 {4
(1.6%) 1 .

e IXE80 mg Q2W Hf 2 UM IXE80 mg Q4W FE T, 77 B ARFEIZHLARHIRE DR D338 H LTz,
N—=2 T4 pbOEbE (/b ZRFEHE) 1T, &A1 F &% X~ TF03-0.046x109/L,
IXE80 mg Q2W R¥ 78 -0.046x109/L . IXE80 mg Q4W R¥ 728-0.047x109L. 7 7 & R BN
0.008x109L Toh 7=, LiL, ZH6DOE(LEITERRIZITIME R < A& GO BIRN
—ETHIRE L R o T WBRE OFEIGIZONTEH, BROH ZEWNIGEO bieholz (24
XXX~ TR 6 B (1.6%) . IXES80mg Q2W Af 3 ] (1.7%) . IXES80 mg Q4W #f 3 {4
(1.5%) . 77 BAREEOH] (0%) 1 .

e IXE80 mg Q2W M N IXES0 mg Q4W RET, 77 B ARBEIC U/ MREL DA 23388 BTz,
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N=Z2T A U nbOEE (/b R EHE) 13, 21 F X~ T HEN-244x109/L,
IXES80 mg Q2W #£/3-24.0x109/L, IXE80 mg Q4W HEA3-24.8x109/L, 77 HAREEN 16.1x109/L
Thotz, LnL, ZDOZLEIZEERINITIE R <, f/IMREBEN—ETHRME 72 -
WA OB IIEERERE L LKL, BROBENMIRO NN T2 [ FEF X~
TREOB] (24%) . IXES80 mg Q2W £ 4l (2.2%) . IXE80 mg Q4W #f 541 (2.6%) . 77
BAREE26] (1.1%) ] .

e IXE80 mg Q2W ) N IXES0 mg Q4W RET, 77 B ARBEICHA~JRMEREL DN TR BTz,
N—=2 T4 UnbDEbE (/b ZFRFEEE) 1T, 21 FF X~ THED 0.08x1012/L,
IXE80 mg Q2W Hf 7% 0.08x1012/L . IXE80mg Q4W #E 7% 0.07x1012/L . 7 T & & #f
73-0.02x1012/L Th o7z, ZTNHDOELEOKE SR OEbD G FEN) 13ZEEOBKE
ZRTHOTRL, MRBICHEER D D LIXB 2 bhoT,

e IXE80 mg Q2W # M N IXES0 mg Q4W RET, 7B ARBEICH A~~~ M7 U > FOHMAFE
bivlc, X=X F7 A4 b OEbE (/D FFEHMHE) 1. 21 F XA THDN 0.6%.
IXE80 mg Q2W 2% 0.6%., IXES0 mg Q4W HEDS 0.6%., 77 BARREN-0.6% Th-7=, Lo,
IO OZEALEITERRIICITER < . BREREO~~ F 27 U > FREEOHERE OFIEIC
DNTH, BEROHLEBNNIED N o7 [ XXX~ THE 2 6 (05%) .
IXE80 mg Q2W AE 21 (1.1%) . IXE80 mg Q4W EE 0% (0%) . 7 Z7&REE1H] (05%) 1,

e IXE80 mg Q2W A} ONIXES0 mg Q4W FET, 77 B ARBEIC LR RIMER~E 7 1 B R E

DHIMARRD BTz, N—=A T A UinbOEbE (RN RFEHMHE) 1E, B2 FEFA~7
#E 2% 0.2045 mmol/L-Fe . IXE80 mg Q2W #f % 0.2040 mmol/L-Fe ., IXE80 mg Q4W Ff 23
0.2049 mmol/L-Fe, 77 & AR#EA3-0.0235 mmol/L-Fe Th -7z, LiL., ZibHOE{LEITE
RENZIIRE < . B HGRHEERMER~TE 7 0 B U RENSEOWHRE LD b
ST,

e IXE80 mg Q2W M N IXES0 mg Q4W FET, 77 B ARFEIC bR R M ERZAE O /Mg 72 el

SO LT, N—=2AT A4 UnboEE (R/DREHME) 1L, B FEF A TR
73-0.3 fL. IXE80 mg Q2W #£73-0.4 fL. IXES80 mg Q4W #£723-0.3 fL, 77 B AREEN-1.1 fL TH
oz, TIVH DL EIFZAMEDOMEE T T O TR, BKRNICHERH L LITE 2 bh
AIEoY

fham & LT, IXE80 mg Q2W ¥ K& N IXE80 mg Q4W BHED Wt . 77 B AREHIC R A EREL

R ERBL DAL TSGR BTz, TRIFERIC A IMERE & O ERELDS — B C L IRME & 7o - 7 9iBr

DHEE S, 77 BARRECH A~ IXES0 mg Q2W AE M O IXES0 mg Q4W #ECTRinro 7o, Moo | ifEk sy

B2 13 IXES0 mg Q2W B}z Y IXE80 mg Q4W #E & 7' 7 B ARFEWVRIRBO LR oo Z & iX

FMEREL DWW 3 E & U THFHERE DT LD Z L 2R LTV D, IivIMR, E'J:\Ji[LﬂE&Uﬁ'ﬁJﬁLﬂ?

BN T A —Z OEbEIT NS < BRIIICEWRR H 5 6 O TIERN o7, AFHEREOZEE)IZE

T 57— X%, BEFIBE COVRA+ 47255 MLl (psoriasis vulgaris : Ps) M OVBE A ME #2 ¢

(psoriatic arthritis : PsA) (Z331F 2B M HEEEEL (Ixe Ps /PsA) 55 2.7.4 T K OESR HH FAGE &R
(Q2W) #2741 E—B LTV,
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2743112 R—RSA MDA TI—DEL
Primary AS PC ([Z2OWW T, HIMERE L M/ IMREDR—Z2F A o NER—RF A L ~DHT
U =0T —4 % CTCAE DOIMKTFOREEEZHANT (& 2.743-1) . X—=2AT7 A4 L HOWVTI
NORE AT, AIMERE ST M/ MIEL D grade O EALDFRD Lz #krE OE S % 53.53.2-
Integrated Summary of Safety Table ISS.4.91 (27~ L7,

R27431 R=RSA4AUhbDHTI)—ELOFHEIZAL= CTCAE DE#E (Version 4.0)

Leukocytes Neutrophils Lymphocytes Platelets
>LLN >4.0x109/L >2.0x109/L >1.1x109/L >150x109/L
Grade 1 <LLN - 3.0x10%/L <LLN - 1.5x109/L <LLN - 0.8x109/L <LLN - 75.0x109/L
Grade 2 <3.0 —2.0x10%/L <1.5-1.0x10%L <0.8 —0.5x109/L <75.0 — 50.0x109/L
Grade 3 <2.0 - 1.0x10%/L <1.0 — 0.5x10%/L <0.5-0.2x10%/L <50.0 — 25.0x109/L
Grade 4 <1.0x109/L <0.5x109/L <0.2x109/L <25.0x10%L

Abbreviations: CTCAE = Common Terminology Criteria for Adverse Events; LLN = lower limit of normal.
Source: National Cancer Institute (2010).

I EREL ; CTCAE @ LV &V grade (HIMERBIEDEAL) 1I&H T TV — ML L7980 1
A XX X< TR 41 (11.0%) [IXE80 mg Q2W # 24 4 (13.4%) } UM IXES0 mg Q4W £f 17
B (8.8%) 1. 7T BAREE TH (3.7%) ToH o7z, IXES0 mg Q2W Ff M ¥ IXES0 mg Q4W FED U
THb, 7T ERBICHEARINODO DT Y —OELE R LI ERE D BEMICE o T

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.90 }2 O} Table 1SS.4.91) ,

o BAXEXAVTED 1] (03%) 23, grade3 I[ZEAL L7z . Z OHBERFE 1T, IXESO mg
QAW HET, N—RA T A VIEOEITEEE TR ETh o7,

o grade 4 [THAL L7 1T W oo T2,

AFHEREL ; CTCAE O XV @\ grade (4FHERIBAMEDIAL) 127 TV —NE(L L 7o 98BRF 1%
A XX X< TR 36 F (9.7%) [IXES0 mg Q2W £ 19 ] (10.6%) M OF IXES0 mg Q4W ¥ 17
B (8.8%) 1. 7 BAREE3H (1.6%) ToH-o7=, IXES0 mg Q2W A} ¥ IXES0 mg Q4W FED U
THb, 77 ERBICHARINODO T Y —OELE R LIZERE D BEMICE o T

(5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.90 }2 O} Table 1SS.4.91) ,

o grade 3 ITHEAL LR IRV 2o T2,

o BAXFEXA<TEED 1A (0.3%) 23, grade 4 ([ZHEAL L7= 1 Z OWERE 13 IXES0 mg Q4W

BEC, N—RA T A VRFOMEITIEEM TR ETH 0 . 2ERTEBEERE B My 2 R 8L L 7=k
b Cdhole (RHEERAE OFGRIT, 527471 HBR)

U 2 8ERER « CTCAE @ X 0 & grade (U /RERBUMEDEAL) (287 2V — 03B L L7 4%Bx
FIEA TR X~T7RE300] (8.0%) [IXES80 mg Q2W £f 1141 (6.1%) . IXES0 mg Q4W Ef 19
Bl (9.8%) 1 . 77 BAREE 14 ] (7.4%) ThH-o7= (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.90 }2 O) Table ISS.4.91) .
o BAXFEXRATRHD 2 ] (05%) A3, grade3 IZHEAL L7z : 2 FIOFERE TV
IXE80 mg Q4W FET, _"—R T 1 VIKDE iﬁéﬁ{LTﬁﬁuLT@ofco
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o grade 4 [THEAL LT-ERAE IRV 2o T2,

I/ MREL 5 CTCAE D L0 &y grade (M NRIBAEDEAL) 1Th T TV =232 L 72952 1%
A XXX~ TR 9B (24%) [IXES80 mg Q2W #E 4 % (2.2%) . IXE80 mg Q4W #f 5 {4
(2.6%) 1 . 7Z7HFE 2 #] (11%) Th o7z (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.90 KX Table ISS.491) , ZHHD 11 DA T X A~ TRMEONT 7 B REEOWERA 1T
HUEE FRRUL ECTH S Te =2 T A H D grade 1 1IZHEAL L7, grade 2, 3 X 4 (L L7-#E
BRE IR o T,

2743113  BREBICFPREREAE X (TR GE S BE L -ER
A H BRI K OV RIS E D grade DTETER 72 BRIRBUSZEE A X 0 S UNZEHG 3 5 7201
JRYUE B O FR N NI FLOFBL A S, ZIENA grade D 4FHERIZME & O/ MRS E
DFRO BT A ORFIE 14 BUNTH 203 i i L7z, BIYEIZ TN TORMEZ G HRR L E
# L7z (MedDRA DOZRERIKRGIE NEYER L OFAERE] IZHEND T X TORELEL H
7o) o HimESRE, HifBEHGE ERRMREHEZER) @ SMQ (20000039) D IEAFET T
EER L, MEELUTFICEHLE

B HP BRI E 23 Se AT S A OF U 72 JRYSE -
- B XX A TRHED 5B [1.3%., IXES0 mg Q2W #f 1 5] (0.6%) . IXES80 mg Q4W #¥f
441 (2.1%) 1 73, grade 1 DLFHFERBAE DO FE L 14 HLANIC, 1L EORYYEIC
B L 7= TEAE #3881l L7= (IXES0 mg Q2W A¥ : BB I v V& JE 1 5], IXES0 mg Q4W
B BWREER 2 01, AV AMERERRR L O ERGE A 16

B XX A TEEO 24 (0.5%. IXES0 mg Q2W B} Y IXES0 mg Q4W FEA 1 65111 A3,
grade 2 DIF FERBAME DI B 14 B FLINIZ RIHBAR 2 3881 L7 (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.92) .

I ERIBDRE LI AT U AEDF LT EYYERSE O TEAE Z 388 L 72 E 3D 70 <. &1 %%
A~ THEZIT D 4 FERBUDE & FEYYE O B & 2> 72 gAY 70 BIEME 3R D Hiv7e o 72 (grade 1
DLFFERIBAE 32 Bl 5 B KON grade 2 DUFFRERBAE 7 BT 2 6)  (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.90) , ®(Z, 1T 417 grade 4 DAFFERBAEIZ, &0F b
U <U3fess U7 BYYE I 8B L e o 72,

M/ NS E 23 54T A DF L 72 i BRdi F 5 -
M/ FELZ . JedT TG OF U7z i BEE S5 G338 8L L 72 0 o 72 (5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.93) .

274312 Alllxe AS
2.7.4.3.1.2.1 R—RSA MDA TI)—DEIL

All Ixe AS (ZOWT, AMBRE L M/ MREDR=Z2T A U INERX=RAT A L E%~DIT Y —
DEALT —H % CTCAE DMK FDOHNHE (& 2.7.4.3-1) % H\>, 5.3.5.32-Integrated Summary of
Safety Table 1SS.4.94 |Z/R LTz, F7o, N—A T A UZIZHMERECSULIM/ IMRELD grade 238k L
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To R OFIE K QMg I CIEE L7z 100 AMFEY 720 OFBIE L Z 21 5.3.5.3.2-Integrated
Summary of Safety Table ISS.4.95 2 TX Table ISS.4.96 (27~ L7z,

BEMEREL . A X XA~>T7 2% 537 80 # (12.6%) 75, CTCAE @ KV =\ grade (M MiLEK
WWMEOIEAL) I T TV —NE L L7 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.94 %
" Table 1SS.4.95)

o 16 (02%) MWR—RT A MEOIEEE TR, LS grade 3 1ZHE L LT,
o grade 4 [ZHAL L7 1T W oo T2,

HPEREL . A X A>T 253z 824 (12.9%) 75, CTCAE @ XV &\ grade (4FHHEK
WWMEOIEAL) 1T T TV —NE L L7 (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.94 %
" Table 1SS.4.95)

o grade 3 ITHEAL LR IRV o T2,
o 16 (02%) MWR—RT A MEOIEEE TFIRLL LS grade 4 IZEA L LT,

VU SEREL : A X XA~vT7 kb Sz 8241 (12.9%) 73, CTCAE @ LY &\ grade (U v
INERIMEDEAL) 1T TV =N b L7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.94
J O Table 1SS.4.95)

o 4 (0.6%) 2, N—RT A MEDIEUEE FIRLLEA D grade 3 12 L LT-,
o grade 4 [ZHAL L7 1T W oo T2,

A : A FFX~v T afkhbshiz 27§ (43%) 23, N—2 T A AEOILEE TR L
N &V EV CTCAE @ grade (I /MRIEAE D EAL) (A7 3V —nZ b L7 (53.53.2-
Integrated Summary of Safety Table ISS.4.94 % TX Table ISS.4.95) .

4MSU @ All Ixe AS IZ2WVT, HIMEREL & M/ MEEDN—AT A IR —=AT A A%~ D T
73 —DOET —H % 5.3.5.3.3-4 month safety update Table 7.48 IZ/x L7z, F/2, X—RAT A
B2 A ERECU LM NMREL D grade 23 AL U 7o gBRE OEIE K O FR I CHIFE L 72 100 A4
720 OFEBLER % Z LE 4 5.3.5.3.3-4 month safety update Table 7.49 }2 T Table 7.50 {2/~ L7z,

HlmEkEL : A T X XA~v72®E Sl 8761 (13.7%) 73, CTCAE @ XV &V grade (H Mk
JAEDOEAL) I Hh T T Y = b L7z (5.3.5.3.3-4 month safety update Table 7.48 K TN Table
7.49)

o 1§ (02%) MWR—RT A MEOIEEE TIRLL LS grade 3 IZHE L LT,
o grade 4 [T L7 1T W oo T2,

LHPEREL . A X A>T 2% 53z 89 4 (14.0%) 725, CTCAE @ KV =\ grade (4FHHEK
JAEDOEAL) ICHh T T Y = b L7z (5.3.5.3.3-4 month safety update Table 7.48 & TN Table
7.49)

o grade 3 ITHEAL LR IRV 2o T2,
o 16 (02%) MWR—RT A MEOIEEE TIRLL LD grade 4 IZHEA L L T2,
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VUNERE : A X A>T 25372 906 (14.2%) 75, CTCAE @ XY = grade (U >~
INERIMEDEAL) 1T TV —NE{E L7z (5.3.5.3.3-4 month safety update Table 7.48 }2 U} Table
7.49)

o 60 (0.9%) 23, N—RT A MEOILIEE FIRLL E D grade 3 12 L LT,
o grade 4 |ZEAL L7 gBRF 1R W 2o T,

o IM/MEEL : A X EXF AT EEREG I 31 ] (4.9%) B, N—RA T A AEOFLIEE TIRLA
26 XY &Yy CTCAE @ grade (I /NMRIEAFEDEAL) I HT T Y —NE{L T
(5.3.5.3.3-4 month safety update Table 7.48 }2 T} Table 7.49) ,

2743122  BRMIZEFRBINAE R LMD £ B L1 HE
G BRI E 23 54T ST B B L 72 IRGYE

- 1161 (1.7%) 1BV, 1 FRL EORIYEIZ B U 72 TEAE OFEB7A3, grade 1 O4FHEK
BAEDIEE 14 BRILINICRD bivle (BIREAZ 4 B, EXOGERGE 361, fEh v
DN 2 BIRNT A N AVEREIRSR . g T FURE M OV IR RS 1 BT

© 4 (0.6%) IZFNT, LA EORYYEICBIE L7z TEAE OFEBIAN, grade 2 DAFHIER
IAEDIETIE 14 HFELINICEED S (RHEAR 2 61, PR & O EXERGAS 1
) (5.3.5.3.2-Integrated Summary of Safety Table ISS.4.97) .

G R BRIV E L e T XUXEOF L 70 YYEBS I O TEAE Z 5881 L 7o glRE 307, A FEF X
~ 7 ERECERIT D A P EREUDE & RYYE OB & 2322 KR 7 BRI IR D DR o 7 (grade 1
DAFHERIBAE 67 B 11 i, O grade 2 DAFHRERBME 23 B 4 f5])  (5.3.5.3.2-Integrated
Summary of Safety Table SS.4.94)

i IR E 23 64T AT A OF L 72 H i B 52
- grade 1 DI/ MIBAIED 2 ] (7.4%) 1, HifBSE D TEAE 23388l L7228 (5.3.5.3.2-
Integrated Summary of Safety Table 1SS.4.98) . W3 ALOHERHE © M/ MOBMERBLZ 14
H AN O H i B 5 Cid /ey > 7= (5.3.5.3.2-Integrated Summary of Safety Table
1SS.4.99) .

FE72. 4MSU @ All Ixe AS TORFEBYIT AT HFERIEA iE S/ M e & B U7 503, LA
T Thol,
A BRI E 23 Je AT ST G OF L 72 BGYE -
126 (1.9%) IZBWT, 1L EORYYEIZBIE L2 TEAE OFEELAY, grade 1| OAFHIER
BV IEDRELL 14 HELNIZRO Hivle (EHIAER &K O EXGERLA 4 61, BED v
THIE 2 B, W ONCARAEHEIESS . A L AMERERRSE . EIISESE . I FURE K OV
%1410
4 (0.6%) ITBWT, 1R EORYYEICESE L7z TEAE OFBLA, grade 2 DAFHHEK
BV EDRELL 14 HELINIZRO Btz (RIHSER 2 6], IRIGHEEER . R KL Ok
FOERGA 161)  (5.3.5.3.3-4 month safety update Table 7.51)
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B ERIBMEIC SEA T UL A OF LT ERS# 0O TEAE 2 %8 L 72 b 7e <, 4 ¥ &% X
~ 7B GBI DR ERIBE & BYLIE O B B 2 e REREI 72 B MR O B Lo 72 (grade 1
DEFHRERJEAE 73 B 12 i, KON grade 2 DAFHERJEE 24 Bl 4 f51])  (5.3.5.3.3-4 month
safety update Table 7.51) .

MR E 23 HeA T AT A OF U 7= i B 5 -
- grade 1 D IM/IIEAED 2 611 (6.5%) (. HIMEAHED TEAE 233 L7228 (5.3.5.3.3-4
month safety update Table 7.52) . W IVOHERE & i/ IMEIBAERBLZ 14 H AN O Hif
B 5 Cld /2 v o 7= (5.3.5.3.3-4 month safety update Table 7.53) .

274313 {#H

Primary AS PC T, IXE80 mg Q2W #f M OV IXES0 mg Q4W BET. 77 AREEIZ -~ A I EREL
e O R ERBL DOW D 233D B L, — T HIKME & 722 - IR OEIA 1Tm - 72, o [ ERSy
M 1E IXESO mg Q2W #f } TN IXES0 mg Q4W Ff & 77 B ARt & ORICERRIIZERD & H3E X
B BN o 72, IXE80 mg Q2W K& TN IXE80 mg Q4W #ET. 77 B AREHIZ L~/ MR D
DRRO NN, BRRINCERRZH D O TR < M/ED —E T HIRE & 72 7= gk
DEIGIIFEHEREE BIED o T2, RIMER L OFRMEREDE T 2 — % D2 b EIT/INE <, BRI
BEWRNHDH LD T enoTz,

IXE80 mg Q2W #£ K TN IXE80 mg QAW FED W LY, 7T BARRRZHE A~ BfERE. FFEREL
S QML MREL A L0 @y grade (27 Y — 0B LTS OFIG D BUERICEm -T2 DD,
KERSy OWEBRF 1T grade | @ [ M ER D IE  (23.0x109L H>-D<4.0x109/L) . & H BRI JiE

(21.5x109/L 7>2<2.0x109/L) . M/IMRIBAME (275.0x109/L H>><150x109/L) Toh -7z, &K
(2o IR ERIEE B OVERYYIE . I ONE i/ NS e ONHH 1, B e 3 42 | 2 R ] ) 7 B MR 1338 D
o i=,

All Ixe AS (4MSU Zte) Tld, BifERE, ek, /M —ETH X0 & grade (2
T 3V =B LR #E OFI AL, Primary AS PC L [RIEECTH 7=, 72, All Ixe AS (4MSU
&) TH. AFHERBUDIE K OMEYSIE, 3 ONZ /N E e OF HH i BEE =5 G | 2 B [ ) 72 BE L

TR o7,

PLEMNS | AR ERIB/E & /N JE O #E 1T Primary AS PC K2 (Y All Ixe AS  (4MSU & ¢)
TRETH Y, BEIRHHFEEE (xe Ps /PsA) 4 2.7.4 TER OBEIRHHFEEE (QQW) % 2.7.4 1H
E—HLTW,

27432 H{LFEREOHER
2.7.4.3.21 Primary AS PC

Primary AS PC O/E(LFRRAEED, N—AT A L InHRN—R T A U1 DOEEBIERTE TOLE{L
BEOEHNLNERERGHO—ETHEMEE L < IEmE L o gl 0Fl A % 53.53.2-
Integrated Summary of Safety Table 1SS.4.87 J UX Table 1SS.4.88 |2/~ 9, AL FMAERH DL EMN
C—ETHERMED LATEMHE L 2o T HRE DRIGDON O0T, A FEFATHLE T T
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REEDOM CHEFHFMIICHEE ChoT2b DD, {FHREFTRO bNTAbFREEO /L &I L
T/haEL, BERMICERO S BT hroT,

2.7.4.3.2.2 All Ixe AS

All Ixe AS DIRERFE 5-1% O BEIR R AE O i UL fE % 5.3.5.3.2-Integrated Summary of Safety
Table 18S.4.100 |29, F7=, 4MSU @ All Ixe AS DIBBRFELE 51 0 B AR AT A 0D o B S 1 AR AE
% 5.3.5.3.3-4 month safety update Table 7.47 |2/~ BRRANCIEH T _XE P LIE 0o 7=,

274323 {EH

Primary AS PC ([ZBWT, N—R T A VENBR— R T A % DORARBIEI O L8 K Ok
PREEHNS —ETHEME L IXEMEE 2o WlBRE 0BG, BROICEERZENHD &
ITEZ BN o Tz, FALFERRAE OFE B0 Primary AS PC &Y All Ixe AS (4MSU & #p) TRAEET
BHY . BERHAGEEE (Ixe Ps /PsA) 2 2.7.4 L OBERRH HFEE R (Q2W) 5 2.74HE —H L
Tz,

27433 [T EERE

2.74.3.3.1  Primary AS PC

2.7.4.3.3.1.1 R—XZANLDEILE

ALT, AST, BRE U L E VKN ALP DR—R T A VI HN— R T A % D RAEBIZERFE TD

FEALEIZOWT, FEHFPIICA R Ch o2 bEa L MICERNT 5 (5.3.5.3.2-Integrated Summary

of Safety Table 1SS.4.87) .

e IXE80 mg Q4W BET. 77 BAREECH A ALT O ERANEBO BN, X—RT A b DE
b (B M) 1%, A X~ 7 8L 3.2 UL, IXE80 mg Q2W EfAY 2.2 U/L,
IXES80 mg Q4W BE2N 42 UL, 77 BAREEN 06 UL THo7-, LL., T bDOELEF/N
S BRI RIS R D o 72,

o IXES80 mg Q2W Ff}2 (N IXE80 mg Q4W FET, 7' 7 BARFECH AR E UL e OEEINGRD 6
Nl XN=2AT7 A4 U nbOEE (KD ZRVEHE) X, 24X~ T HERN
0.0486 mg/dL, IXE80 mg Q2W #E2% 0.0568 mg/dL, IXES80 mg Q4W #£7% 0.0411 mg/dL, 77 &
REEN-0.0188 mg/dL TH 7=, £7o. EA FEF A~ TRHET, 77 B REHICHARNEREE Y
VECOBEMBERD bz, N—=ATA b OEbE (B ) 1T, 21 kx
R~ 7 RED 0.0058 mg/dL . IXE80 mg Q2W #EAY 0.0080 mg/dL ., IXE80 mg Q4W #f A3
0.0038 mg/dL, 77 BAREEN-0.0043 mg/dL Th-o7-, LorL, T OB EIT/DNS K
HIZIZREZ R Do T2,

e IXE80 mg Q2W & TN IXE80 mg Q4W RET, ALP OHNIIFERD b ole, N—A T A
NHOEE R/ VEEIE) 11X, &4 F1F X~ 7FEM-7.6 IUL, IXES0 mg Q2W FENS-
8.3 IU/L. IXE80 mg Q4W At23-7.0 IU/L, 77 AREEN 31 IUL THHo7-, LL, ZhHD
At &I/ N & < BRI e o T,
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2.74.3.3.1.2 R—RSAoh6DhTI)—%1E

IHEREMR AN DA/ ST A —=Z DT v A 7E (ALT T AST @ JEHEE EIROD 3 F5LLE, 5 £5LL
EL 10 fFRLE, e U ve s JEEE RO 1S FELE, 2 f50hE) A X BEHESRO bR
T-#EERE DOEIS % 5.3.5.3.2-Integrated Summary of Safety Table ISS.4.101 {2/~ L7z,

Primary AS PC Tl, N—Z 7 A %D ALT KN AST OAEEHEE ERD 10 5Ll L& o7z
BERF TN 2o Te, HRERBREOHE O v N4 7EEZ B2 2 B FEMENA—ETHRO b
WeBRE OEISIZOVW T, IXES0 mg Q2W AEM N IXESO mg Q4W HE & 7T B AREED BN ZEITED
o7z (5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.101)

Primary AS PC B\ T, X=X T A VIREDHRKEN D=2 T A 1% D KIE~DITHERER A
EWOHT TV —DEE, KT A—=XOWIMOHT TV — (ALT K O° AST : FEHEME ERO 1
588 3A5ATE. 3501 55, 550 E 10 5. 10 524 1 20 5K, 20 (524 1, e
e JEVEE BERRO 1 5 1.5 fERNE. 15 50 R 2 5K, 2 f5UL ) W T 5.3.53.2-
Integrated Summary of Safety Table 1SS.4.102 |Z/R L7z, Koy OHERE DX—Z 7 A %D ALT,
AST RO E D L E O REIL, N—=RA T A VRN DOAREDEE TH -T2,

ALT : XR—=AF A U B0 BT TV — BAEOEM) ~HO7 TV =N L= #kbRE oF
A%, IXES0 mg Q2W #f 14.4%., IXE80 mg Q4W £f 12.3%, M7 T EAHREE11.6%THY ., b
DIRERTITIEYEM ERD 1 FLL 00 158 3R ~D 7 TV —DE (b ThoTz, X—RA7
A DI RAE D EEE FIRD 5500 & Ip s 72 E 12O\ C, LLFITRT,

e IXES80 mgQ4W #ETIiX
A BIDOR—R T A RO R KRN FEE RO SELLE 10 RH & ol (RNR—RA T A
NMEITIEHEE ERR O 1 FLATF) o ABEBRE 1L, AST & X— A T A U D KAEN L HE(E
FRROSEUE0fERMEE R, 792073 ) v I A7 27 —F ERERT AR
FTXUET I ) N T AT 27— FHO TEAE RN v — ke L hiIcifiESn-, &
WeERE OGN XSS 2.7.4.7.1 HEICE# Lo,

AST : X=X T A b B 7 TV — (FAEOHIM) ~F 7 TV —B2{b L= #8E oF|
A%, IXES80 mg Q2W & 11.7%. IXE80 mg Q4W £f 8.7%, MONT T EAREE9IS%THY, oD
KR IEIEEME RO 15U E G- 3RS~ T ) —DELThH o7, N— AT A
%DM IEHEE FRRD 5 (50L& oo - R E I > WL LLFRICRT,

e IXES80 mgQ4W #ETIiX
A BIDOR—R T A RO RENFEEM RO SELLE 10 R & oTz (R—RA T A
MEITIEHEE EFR O 1 ELLTF) o AERE 1L, B ALT ODR_X— AT 1 U O KIE
DIELVEE FIROD 5500 B 10 SR & e o T-Efl L Rl —Th 5, AEERE OFGRIZ
2.7.4.7.1 HIZFEH LT,

MEUILEY : R=ZAT A b FiOhT TV — FKEOHEM) ~hT7 I3V —NE L=
g OEIA X, IXES0 mg Q2W £ 1.7%. IXES0 mg Q4W #f 1.5%. MO 7 7 v REE 2.1% Th - 7=,
e IXES80 mg Q2W At Tl

© 3BIDOR—RT A RO R KREFEEM LR 158 1.5 R E ooz (N—RAT A
ANEZEFIDNIEEE ERRO 1ELLT) o 1BNE, Za—I805RERH Y . FHZBH
L72 2 %ISR E Y L E VDN RHEE FRRD 1.05 5 & 72 o 7208, TBBRIRDF Gk thiz
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WE LTz, 26IH L. FEIBIAZEM: & W S 2BRIC, ME U L E U3 R E ERR 0.86
B0 L19fFITHN L7z, e UL EAEIL, 1RBRIEO & Stk P I EEENITIKT
L7z, 3BIEIZ, eV LE U NEEEE ERO 1,76 (512N L7228, Zo®k&ELR,
e IXE80 mgQ4W LTI :
C 2BIDR— AT A RO R FEEE RO 158 1.5 R E oo (N—RAF A
BT 2 e S EE RO 1 AEUT) o 1L, V77 o B oRE5EEZITTEY .,
V77 B OBGERIFZICREY ALECOEIFTHE L, o 14X, Keyire
YOMEOEIMI I EIOARTHY , JRBIEOE Gk IcSGE LT,

I FIDOR—=RT A DI KAEDIEYEE LR 150 E2 R L o7z (=R T
A MEFEEE FRO 1EELT) o AERE TR E Y L e 23 1 B O SEEE FRO
L6 5272 o 7o py, IRBREE O 5 hIctE Lz, £7o, BICHBROZW AT
RFICHR B U L B U BBl BRRD 1.24 51272 o 72,

o FIEBREETIT:

C 2FIDNR— AT A DR KAEDIEAEE RO 158 15 R L feolz (R—AF A
BN 2 1 &b HEE RO 15ELT)

C LBIDON— AT A AR ORRMEHIEAERE ERRO 15 FUE2 R & 2ol (N—2 7T
A AT FEEE LIRO 15 1.5 fAT)

C LBIDON=RT A AR ORKAEDPIEEE ERO 2 5L B o7 (W= T A fEITHE
HEfE ERROD 1.5 5 2L 1 2 f5A0)

274332 Alllxe AS
2.7.4.3.3.21 R—RSA4AohbDATI)—%1
FFHEREIR B DS/ NT A —F DJ1 v b A7 (ALT KO AST : JEHEE BRO 3 580 B, 5524
Eo 10 fELLE, e U vy FEEE EIRO 1.5 500 B, 2 500 E) 2B A 7-REENFED 5
T-#EERE DEIG % 5.3.5.3.2-Integrated Summary of Safety Table 1SS.4.103 |2/~ L7z,
All Ixe AS TlX, X—A T A D ALT U AST OAEAFEHEME LR 10 524 E & 72 - 795k
HlIWipino Tz,
ALT : 16 (0.2%) TRX—RTF A %0 ALT MBI ERO 5{ELLEE 257,
AST : 3f (0.5%) TN—RATA %D AST BHEUEE ERRD 5ELLEE 25T,
o 1 BIOWERE L., ALT ¥ AST DR—R T A 1% DE RN FEUE ERRO 5 {520 E 10
AR & 72> 7= (Primary AS PC [Z8 W T, & SNTIEF & [Rl—Th 5 : Ay o
BORAE S 27471 HIZREH L)
EULEY 9 6] (14%) TR—RATA DYV ILEMENIEEER LR 1.5 FLlEE 72>
oo 2D D6 1 BNFTEMERE LIRD 250 ETH -T2,

JFRERER A ChT 0 EABBO bNTIZ & A EOPIRE T, A Tt F X~ 7 DG 2k

L. IFHRRER AT SGE Lic, £/, EADHERE LB oV Tid, RO SO
HHREZ LN,
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ORI - SRAMEDBRE D HHE (ALT 2N EEEE LRO 3 5800 B2 e U v e s i
5 EFRD 2f5LL E) (2EB L -98RE 1272 h > 7= (5.3.5.3.2-Integrated Summary of Safety Figure
1SS.4.13) &

4MSU @ All Ixe AS TONFEEMREME DK /NT A —HX D1 v A7 (ALT LV AST : FLHEfE
FIRD 3 f20L . 5 (500 B, 10 fE0E, B YA E Y EEE ERO 1.5 F0 R, 2 50 &l
Z T2 B ENTE O DR OEIA % 5.3.5.3.3-4 month safety update Table 4.17 (27~ L7z,

ALT : 26 (0.3%) TR—RATA %D ALT B3IEMEME LIRO S EERoTe, X=X T A1
% D ALT OfED Y EFRO 10 521 & 72 o ToBRE 1T e dr o 72,

AST : 4 5] (0.6%) TX—RTA 0D AST BEEVEE EIRO S{ELLEE e oz, 2D 95 14

(0.2%) 1E_X—RA T A D AST MIEYEME RO 10 521 ETH - 72,

EULEY 19 B (14%) TR—=ZATA %D U VE AMENIEERE EIRD 1.5 F2LEE 72>
oo 2O H 1] (02%) 1ZEEMEE EIRO 2520 ETh o7,

JFRERER B ChT 0 EABBO bNTZIZ & A EDOPIRE T, A Tt F X~ 7 DG 2kt
L. IFHRRERAEMEIISGE Lic, £/, EADHER L I2BRE IcB 0 Tid, RO SO
HHREZ LN,

Mt O - FEAIMEDORFHREG O ELHE (ALT 23 EEE LIRO 3 580 Eaofa e U L b s JhvE
i ERRD 2 {5 LA E) (2HEE L-gRE X722 v~ 7= (5.3.5.3.3-4 month safety update Figure 7.9) ,

274333 %

Primary AS PC (2B W T, AFEREREE D N— AT A VNS R— R T A 1% D RAKBIE O
BAEEITNEL, BROICERNZ S D O T Rhotz, £7o, FFEEREEOEZ T A—Z D
By MATEEBZ T B OEES 1T, IXES0 mg Q2W ¥ & N IXESO mg Q4W BE L 77 B AREED
M CEX 2o T, KEDOWEREIL ALT, AST XUFRE UV LV E L OEMLDO DT TV —I124
b3 52 Lidenot,

All Ixe AS (FRGERE) T, X—2 T A %D ALT KUY AST OEAFEYEE FBRO 10 500 L&
o T BREITRD b 0T, Fio, FWAMEOIFHEEOLEICSE L-gBE bR bz
Molz, All Ixe AS (4MSU) Tik, X—AT A %D AST BIEHEM LR 10 (5240 E & 7e - 724
BRE DS 1 BNCERD S0, REIEDOFHEREO R A L EBRE IR bk h o T,

PLEMNS | FFHEREMAT 05 B 1%, Primary AS PC &2 TN All Ixe AS (4MSU &¢e) TRIEETH V|
BEFRHIHZEERL (Ixe Ps /PsA) &5 2.7.4 K OBERRHHGEERE (Q2W) 2 274 E B L T,
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2744 NAZNLYA2, BRMARRURLSEICEET SO ETIER
27441 Primary AS PC

Primary AS PC Tix, Ef#&GHIMZEL T, N XAV AV EEREITREL TW e, N X
YA EREIZONT, WTNOEREGHETH T 7 BRI RIRN—ZT 1 VEPHRX—R T A
YROBRKEBEEE TOZERICIERMICERDO S 5LBTBO oo (53532
Integrated Summary of Safety Table 1SS.4.104) , NX—A T A %D /NA Z YA L OKENPNT
MDD R TRz R UTo R E L OMR A 2 7R L7 OFIS 13, WInoBRGHETL 7k
BRI AFRIRAVICER O & 2 HE W IR0 HivZe o 72 (5.3.5.3.2- Integrated Summary of Safety
Table ISS.4.105) .

27442 Alllxe AS

All Ixe AS TiE, N=RATA YREDNA ZNYA 2 ROERER DTN OR R TRz R LT
R K OMEAE & 7 L 72 OFIE IZHRIRBIICEIR O & ST IR S gs o7 (5.3.53.2-
Integrated Summary of Safety Table 1SS.4.106)

AMSU @ All Ixe AS TlE, N—=RA T A L HED/A Z YA 2 R OEER DT INORE R T REE
7R LT R e OMRAE 2 7R L 72 BB OB S I BRIRIIICER DO & 2 AT ITER O b ieino 7

(5.3.5.3.3-4 month safety update Table 7.55) .

27443 &R

Primary AS PC Tl&, /A ZL A U K OMREIZET /RIS T X A~ THEE 77 B ARH
DO TERICER D & 5B WL R o T, ASA XA VR OMKREORERIT, Primary AS PC
MOV Al Ixe AS (4MSU &Tp) TRIBRTH Y . BERHHFEEEL (Ixe Ps /PsA) 55 2.7.4 T QLR
HEFFEE R (Q2W) #5274 1HE —E L TU -,
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2745

BAGEERARTRETICEIT5FEMH

2.7.4.5.1 AEMEER

7k

Primary AS PC D LLF O DWW T, S ST & Fhi L7z

N OO E /4

o MR (B, &)

o Fn (65 AR, 65 LA B TARLAT . 75k R)

o RE BI7A—7FE: (1) 100 kg A&, 100kg LA, (2) 80 kg AKlifi, 80 kg LA I
100 kg Aiii, 100 kg L E. (3) 60 kg AKiii, 60 kg LA |- ]

o BMI EAMAE (18.5 kg/m2 Kiwi) . 1EH (18.5 kg/m2 LA E 25 kg/m2 Kifi) . i@{AE
(25 kg/m2 L F 30 kg/m2 K5i) . B (30 kg/m2 LA L 40 kg/m2 Kfi) . AR O AR
(40 kgm2 LA F) ]
R : exR=vr /77 A= IETT
N TAV B AT AT S TITANER, TOT AN, BAS T 7VIRT
AU BN, NTAFAERIIZOMO KRS OER, AN, XIEZ A

Hit PR A it IB 0D 43 £E

o TUT, ALK, B, TZVA, A=A NTUT KK

o KEITXKELIA

ERSYSREARATIZ, 1 £FLL B TEAE % 3688 L 7o ORI M OB 3 S HIMEAT I SRS BLE
LICIEH T AREFEFERTH DIEYE, 7 LV —ObBUE R OESHBA G (HLT) 122
W L7z, MatFPRICHRE TO TR ZED, HBoNIZT X TOFRICOW TR E
FPEI IS S MRATRE R & R L 72,

IRV BE 9 2 B4 6T T FRE ORI 2N L S 2 iy (I3 70 o 72

PERIl : TEAE O 7w 7 7 A WMEMRINZ X 22 2% 1T 720> 7= (5.3.5.3.2-Integrated
Summary of Safety Figure 1SS.4.14~Figure 1SS.4.21) ., A EFLORBIMEL K O &
SALDNTAFEEROGENRSEIT., BRELT T RGO T X TOREGHT
Ak CToh o7z,
Flin . Fln 7T T —HOFEFRLOMEL Primary AS PC 1L 5.3.5.3.2-Integrated
Summary of Safety Table 1SS.4.107 {Z, All Ixe AS % 5.3.5.3.2-Integrated Summary of Safety
Table 1SS.4.108 (27" L7z, TEAE O 7' 0 7 7 A JVITHFEEIC K 5B E2Z T ol
(5.3.5.3.2-Integrated Summary of Safety Figure ISS.4.14~Figure 1SS.4.21) , HElnDOHERAE
(65 mA b, 34 1) O TEAE DX A 73, L TT 7R LEDIT X TORGHO
65 AT DPIRFE L R TH D | EREN R R AFFEROEE A FFRITRD
LR oz,
RE 2RI, TEAE 71 7 7 A VTR E O E L 17T (5.3.5.3.2-Integrated
Summary of Safety Figure 1SS.4.14~Figure 1SS.4.21) . #fL CT X TORGHTREKTH

277,
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® BMI: TEAE 7’1 7 7 A /LiX BMI D22 % 52173 (5.3.5.3.2-Integrated Summary of Safety
Figure 1SS.4.14~Figure ISS.4.21) | LTI X ToORLGEH TREETH -7,
® RWEMUAM : TEAE 7'v 7 7 A VITREK PR EL 2T e o7 (53532
Integrated Summary of Safety Figure 1SS.4.14~Figure 1SS.4.21) , 4 TEAE X UERE BIK Sy
PR B ST NFRIZBEE U 7ol 338 i ie o 7o,
o MiPHRyMisEL : RRHYIC. TEAE 7'm 7 7 A VITHIBA B DO E LT TR o T
(5.3.5.3.2-Integrated Summary of Safety Figure ISS.4.14~Figure ISS.4.21) .

27452 SEAMKER
paRis
Primary AS PC D LL T O EFIZ OUWNTL 3B 8 AT %2 520 L 7= -
® CDMARD (AR FLFH—h, $IF3V2LT77E Y XiIk FaFxsrsuoaxy) O
OFH - &b, 72l
® NSAID (COX-2[HEHAZGZL) OOFH : &Y. 7
e ®RnanFaxsuA KAIOHH: HY, 72L
PRI (BF A A A NUITRIEER 2 Ffi- 22 W E AR ER IR o0 - &
V. 7L (FREBMT & L CHENE)

EoSRETRATIZ, 1 #FLA LD TEAE % 58381 L 7ol OEIE K OB o0 SRR I SRS BUE
LR TAREFEFELTHDRYE, 7 LAX —US/ BBUE K OVESEMI S (HLT) 12
WCER LTz, MEtFRUICABE ThHo AL E D, HBoNT2T X TOFTRIZ OV TR E
MR D & RATRE IR A T L 72,

i
MR BE T B 58046 CL FrE ORI A B O I3 X 70 o 72,

® cDMARD Ofifffl : TEAE 17 7 A /LiX ¢DMARD (X h L FH—K HTFV 217
7EU VYR Fadrunkxy) OFFHICK 288 E% T o7 (5353.2-
Integrated Summary of Safety Figure 1SS.4.14~Figure 1SS.4.21) ,

® NSAID Offfl : TEAE 7’1 7 7 A /biE NSAID OHFHIC K2 EEZ T kinole

(5.3.5.3.2-Integrated Summary of Safety Figure 1SS.4.14~Figure ISS.4.21) .

o RKpanFaxFud FAOHMH TEAE v 7 7 A MIKRA aLFaxT oA REOHF
A LD % 2 F 72 > 7= (5.3.5.3.2-Integrated Summary of Safety Figure 1SS.4.14~
Figure 1SS.4.21) ,

o HURIKONIH : TEAE Y u 7 7 A VTSRO AIC L 28 BE2Z T oz

(5.3.5.3.2-Integrated Summary of Safety Figure I1SS.4.14~Figure ISS.4.21) o

27453 {EESENODEEER
RHBV B & RHBW B, K UF Primary AS PC T, A ¥ X X~7Oyalfb & (5 0
KFD 160 mg & 80 mg) (2T, TEAE (MEOHEFRS) | EERAESFS, IRRIEOKGH
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LB ST FFRLOFANCHE LEER T REFFEFROFNGICRE 2 EIT 2L, &t
LCOREMET T 7 A VT BELE G 2 IanoTz (27451 LUK 2.7.4.5-2)
HEHHEBALSOE (HLT) 13, A F XA~ 7 I L DIREORIOFGEMICER b £ < A b5 Fal
WCHE LI TREFEFEFRTHL 0D, A XX AT ORI G ENRE 0 HEE)
4 JEREE TOEGEALSIE (HLT) OFRBUBEEIC KIE T 82 BT TRt L=, 1 el ko
HEFHALSOE (HLT) Z %881 L7248 oEIA 1L, IXESO mg Q2W FEOA[EH#% 5 &% 160 mg T
b o ToHIRFE TIE 12 1] (13.6%) T, #EIEG-E) 80 mg T > I #r#E Tk 6 5] (6.5%) T
Holz, —JF. IXES0 mg Q4W BEDOF[EH#% 5% 160 mg T - 748 Tix 2 #] (2.2%) T,
#alg 585 80 mg Th > 7#BR# ik 6 il (5. 9%) ThHy., B LEAITED Lo
Tz b Z END | #HREKIIVARNHEOD, B 0HICE T D 80 mg DB GIL, TREHLA
% 4 WHEOEHEAEOE (HLT) ORBUIEL 52 02 VR S i7z (5.3.5.3.2-Integrated
Summary of Safety Table ISS.4.109) .
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®27451 ERIESHE (58 0~16:8K) DORRA. ARAENOAZTEROHE (REMBITARER)
Study I1F-MC-RHBV Study I1F-MC-RHBW Primary AS PC
IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE

Q4w/ Q4w/ Q2wW/ Q2wW/ Q4w/ Q4w/ Q2wW/ Q2wW/ Q4w/ Q4w/ Q2wW/ Q2w/
Treatment 80S 160S 80S 160S 80S 160S 80S 160S 80S 160S 80S 160S
Group N=42 N=39 N=45 N=38 N=60 N=54 N=48 N=50 N=102 N=93 N=93 N=88
Category, n (%)
Patients with >1 TEAE 15(35.7) | 22(56.4) | 19 (42.2) | 18 (47.4) | 40 (66.7) | 33 (61.1) | 25(52.1) | 34 (68.0) | 55(53.9) | 55(59.1) | 44 (47.3) | 52 (59.1)

Mild 12 (28.6) | 12(30.8) | 14 (31.1) | 15(39.5) | 22 (36.7) | 12(22.2) , 9 ) 14 (28.0) | 34 (33.3) | 24 (25.8) | 23(24.7) | 29 (33.0)

18.8
Moderate 3 10 (25.6) 4 2 15(25.0) | 20(37.0) | 13 (27.1) | 19 (38.0) | 18 (17.6) | 30(32.3) | 17 (18.3) | 21 (23.9)
(7.1 (8.9) (5.3)

Severe 0 0 1(2.2) 1(2.6) 3(5.0) 1(1.9) 3(6.3) 1(2.0) 3(2.9) 1(1.1) 4 (4.3) 2(2.3)
Death 0 0 0 0 0 0 1(2.1) 0 0 0 1(1.1) 0
Patient with >1 SAE 0 1(2.6) 1(2.2) 0 2(3.3) 2(3.7) 2(4.2) 1(2.0) 2(2.0) 3(3.2) 3(3.2) 1(1.1)
Discontinuation due to AE 0 0 2(4.4) 1(2.6) 5(8.3) 5(9.3) 2(4.2) 1(2.0) 5(4.9) 5(5.4) 4 (4.3) 2(2.3)

Abbreviations: 160S = 160 mg starting dose at Week 0; 80S = 80 mg starting dose at Week 0; AE = adverse event; ISS = Integrated Summary of Safety; IXE Q2W =
ixekizumab 80 mg every 2 weeks; IXE Q4W = ixekizumab 80 mg every 4 weeks; N = number of patients in the analysis population; n = number of patients in the specified
category; Primary AS PC = Primary Radiographic axSpA Placebo-Controlled Integrated Analysis Set; SAE = serious adverse event; TEAE = treatment-emergent adverse

event.

Note: Patients may be counted in more than 1 category. Event types are not mutually exclusive; for example, deaths are displayed separately but are also counted among

SAEs. Patients with multiple occurrences of the same event are categorized by the highest severity.

Source: ISS, Table ISS.4.110.
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F27452 BRIESHRE (8 0~16:8K) ORRA. FARAENOEMICHAE LIEIANEAETEROME (REMBITHIRER)

2.7.4  BRIRAL 2

Study I1F-MC-RHBV Study I1F-MC-RHBW Primary AS PC
IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE IXE
Q4w/ Q4w/ Q2w/ Q2w/ Q4w/ Q4w/ Q2w/ Q2w/ Q4w/ Q4w/ Q2w/ Q2w/
Treatment 80S 160S 80S 160S 80S 160S 80S 160S 80S 160S 80S 160S
Group N=42 N=39 N=45 N=38 N=60 N=54 N=48 N=50 N=102 N=93 N=93 N=88
AESI, n (%)
Infections 6 10 9 8 20 14 8 15 26 24 17 23
(14.3) (25.6) (20.0) (21.1) (33.3) (25.9) (16.7) (30.0) (25.5) (25.8) (18.3) (26.1)
Cytopenias 0 1(2.6) 0 0 0 0 0 2 (4.0) 0 1(1.1) 0 2(2.3)
Allergic Reactions/ 1(2.4) 2(5.1) 2(4.4) 1(2.6) 3(5.0) 0 2(4.2) 4 (8.0) 4 (3.9) 2(2.2) 4 (4.3) 5(5.7)
Hypersensitivities
Potential anaphylaxis 0 0 0 0 0 0 0 0 0 0 0 0
Non-anaphylaxis 1(2.4) 2(5.1) 2(4.4) 1(2.6) 3(5.0) 0 2(4.2) 4 (8.0) 4 (3.9) 2(2.2) 4 (4.3) 5(5.7)
Injection Site Reactions 1 2 7 4 7 2 5 11 8 4 12 15
(HLT) 2.4) 5.1 (15.6) (10.5) (11.7) 3.7 (10.4) (22.0) (7.8) 4.3) (12.9) (17.0)
Cerebro-Cardiovascular 1(2.4) 0 0 0 0 0 1(2.1) 0 1(1.0) 0 1(1.1) 0
Events
MACE 0 0 0 0 0 0 0 0 0 0 0 0
Hepatic Events 0 2(5.1) 0 2(5.3) 2(3.3) 3(5.6) 1(2.1) 0 2 (2.0) 5(54) 1(1.1) 2(2.3)
(narrow terms)
Depression 0 0 0 0 0 0 1(2.1) 1(2.0) 0 0 1(1.1) 1(1.1)
Suicide 0 0 0 0 0 0 1(2.1) 0 0 0 0 0
IBD 0 0 1(2.2) 0 2 (3.3) 1(1.9) 0 0 2 (2.0) 1(1.1) 1(1.1) 0
Specific IBD 0 0 1(2.2) 0 1(1.7) 1(1.9) 0 0 1 (1.0) 1(1.1) 1(1.1) 0
(narrow terms)?
Non-specific IBD 0 0 0 0 1(1.7) 0 0 0 1 (1.0) 0 0 0
(broad terms)b
Intersitial Lung Disease 0 0 0 0 0 0 0 0 0 0 0 0
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Abbreviations: 160S = 160 mg starting dose at Week 0; 80S = 80 mg starting dose at Week 0; AESI = adverse events of special interest; HLT = high level term; IBD =
inflammatory bowel disease; ISS = Integrated Summary of Safety; IXE Q2W = ixekizumab 80 mg every 2 weeks; IXE Q4W = ixekizumab 80 mg every 4 weeks; MACE =
major adverse cerebro-cardiovascular event; N = number of patients in the analysis population; n = number of patients in the specified category; Primary AS PC = Primary
Radiographic axSpA Placebo-Controlled Integrated Analysis Set; PT = Preferred Term.

a  The following IBD-specific terms (narrow terms) were reported: colitis ulcerative, Crohn’s disease, and proctitis ulcerative.

b The following IBD-non-specific terms (broad terms) were reported: colitis.

Source: ISS, Table ISS.4.110, RHBW CSR Section 12.3.3.2.9.
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27454 RYHEEMER
A F ¥ A~ TIMOIEY & OB O E/EMIZZ2 0, RHBV B & Y RHBW s &L V155
N7 —2 0 AS BEEHOREFFEYEREMTIC IV T, P [ROBEEEAT 1A R,
COX-2 [LEAIZ GTedEAT v A REHIRIESRE (non-steroidal anti-inflammatory drug : NSAID) .
ek D EERTERT Y 7~ F 3 (conventional disease-modifying anti-rheumatic drug : cDMARD)
(FI7y 2TV APPLEY=FETE FaXi a2 1507 =74 L
THEILE) ( IV 2ALT 7 UM KA R P rFdd— FEM] (3, A1 FEF X~
TOI VT T AR RIEES ol BB72HE1)

27455 FIRRCERIEOFER

7k
LB N UM 3L D PRI IR ﬁ%m®ﬁﬁlhﬁgﬁﬂbfwé UL, B opins
D= FF—OEIRFIA S SNTCEE . IRBRIKIEA T, ®E» 6K 1 2 ARIEESh D

HIPE HS, TRERHE Y Hi s | A= o #%30 %ﬁ@ﬁk%ﬁ%%ﬁbto_®M$ (X, i EOLTIR
&, ok, EREEFEICET LY X7 KT, OFRE, RMEROEOHELR OIRE, FrER9R
OIF . BRI LEMIC KX DB L ORRBEBEIAEZEND, EREENHE I NIZHEIES
DICFEMZRRENRD DD, HRSCHAERDERIFEECTCH LD, ZnooEREEH -
DORREHI 727  a—T v T E#{TH> TN D,

i
AABRFEDOT — X 1> NA 7 HRFERO R T, LHEWRE CHIEFIT/<, /A FEXF X~
T O % 2T T BIRE D/ 3— RT3 A DIEIRD, %%%@ﬁ%ﬁM@ﬁ¢;mw%nt
T—H Ay NATZHRERT, T RXTOMBIZELHE LN TR, RBUCHEREGITRD
NTELT, HR L2/ — F =B IEREOHE IR 5L TR0,
AMSU OF —% T3y b A7 HRER T, EFE 3 HEOIRD 5 5 1 IOV TEL T OB IE @5
Bz, 7B, Mo 2 OV TLBEBMOFE RIS TR,
o AFEFAT ORBEHIM : EIROFE 1 L O 2 =11
o N—hF—OfRMH : AMSU OF —#% 71 bA 7 HRER T, LEREEITRD b b
OO, IR I R AT
o N hF—DOREERECHIENHHA LS LK 15 » AT, BEWERE TR
DO GAEF I LT,
o BB KO IRICAEFGITHE STV,

o

ST, A XX AT ORE 22T I BHPEERE O /— N T —2 L OERA . ERE 3 AHTn
R TCHERINTZ, ZD OB 14Tk, BHEERE OREGE 5K 5.5 » A%/ S— b —23E
BRU. BUWEREOGEES, MR LS~ M —OERADHE, RORRIEO B ITHE S
TV, BID 14 Clk, BT OB/ G HIE O 5%, FEITARHTH 5038~
N —2MER U7z, AT, 2L EOFEHRITHE ST,
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AS BEICEDL ST, BEEXIA XTI A~TOREEZT B A~ —2 N LT/ FE
XAV TVRT LTAIR I BT 24 X A~ 7 OEHICET 2 ZEET — X IXR o T
W5, BIWERRTIE, IR, BRIBO%E, HE, RAKOHEZROREICEAL, M F&Fx
A= 7 OFEEERIREN o7, L LR E, T OMOIBEEE DR F5 & R,
IR G ORZHIFA~DA T X AT ORBIIA XX AT OMKE T 1 77 AR ONETE O RE
PERGBUTES) TR L T <

27456 BEERS

A F XA~ TOHEREHOFEAMDRL. WEREOREMEE F/NRICT 5, BER 52X
BEEOBMEFRALETHD EEZOLNHTD, WEMBBEREOATEMIZERR) 27 L
(B AoV (WA AN

AllIxe AS Tl&, 639 B3 A FEF A~ T7ITIEFEL THY ., 1 ELL EORZ FERICEI VRS
72

KEBHFEDTZODT =51y MAT7 HIRFE T, 3 HIAA F &% X~ 7 OfN I EICHE S
NTVWDHEEERYS (RBRIEMEEIHESN TODE CRR TOEHEE I Y 2 odst s
ZATT) ST LI ENHERINTEN, BEMIZBEDN D DEMITR O bNRro T
(5.3.5.3.2-Integrated Summary of Safety Table ISS.4.111) ,

728, 4MSU TlE, mEFGIZEAT 2 BMOEHRITNE D TWL72R0Y,

27457 EWILA

A X F A~ T OERYEFICET 28 ERITER SN T, £72, ARIERCA &
F A< T OEERBRICBNT, A XA~ T NHERE UMK L2 SR 2T &0 9@
X720, FERERENTOA XX X~ 7 OBAOFRREMIIAEIZB T 2EELHDO Y 27
LRI o, A FEXRATREDOL Mt /a7 ) v G727 T2 4 (IgG4) £/ 7
12— LHUREREZ & 72 O 3 ELH KA FICE#E T 2 A TGO 6T, ARIEL A &
X A~ 7 OEEKRRBRICB T 2T I Tnian,

27458 HERERRURBERR
RHBV i & O RHBW 3BT, AAGEHFEDT=ODT —X 1y b4 7 HRERTE HICEE T
Thbd, TOED, BERHMOLZENT — IR+ TH Y, KBKBEIC>WTIEPiHr 7
BEOHBARETH D, BB L FROBHHEICL Y, KBBIRO AR RE D 1 5
T,
ERE L BIOBEERH 1T IXESO mg Q4W RED B0 A BIET, A5 2 ISR R A 2 %
Bl L TIRBREEOH G- 2 Ik L7223 1B G- 0K 5 5 A I8 o Wil B i 2
FHL LTz, WRIEBEETR TR R G 0K 9w Atk (T—F > M4 7 AR ClEl
whThot,
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27459 BIEELRUEBIIREICTT HEEITIFEMEEDES

A FBF A~ T OREGIZ L% BB HER & OB R )8 2 M TERITERD b T
W, BEREEE TOA T d XA~ 7 OFKRER CIlL, H BB IR R L LIE
THERG L OHHSEEORE ORI TR0 -T2,

274510 BARSBHEFOHER
HAAWEER 1T RHBV RERICEEL S 4L, RHBW RERICITBEI N TWARWNWT b HAL
SEMOBRE & L TAIETIX RHBV REROFE LA TH T 5,

2.74.510.1 RHBV B (16:88F)
27451011 #HEREDOAR

LR O G Rt 5 OHERE ONFIT OV T, 5 2.7.6.1.2.1 IR LTz,

HARE M O ERE X, AR EREGHMICEE 7 6 (IXES80 mg Q4W & : 1 fi,
IXE80 mg Q2W #f : 05, 7 X U A~THE 361, 7T7ARE : 36)) DEMEA(LIIL, ITT M
RGEMICE ENT, 2HADNERBEGHIRZE T L, FIflidnioolz, 21725 1[EE EOTR
BRI DG 22T, BRI GEEMIC S T,

27451012 HREES

EHREME OB ARETDEN O, SHRFEGHIMO N AR ENT — 2 LON—2 T 1 %
# 2.7.33-8 LUV 2.7.3.3322 HIT R LT, &FEMO SR GHIM O AN ARG FHT —% KO
N2 T A VEFEIZOWTIEL, B 2.7.6.1.2.2 THICREHE L2, HARESER O N AFGHFHT —#
FONR—=2 T A R, AR &L L Tz,

27451013 BEBRE~DKRE
EREM L O H AR SEF O, G HE OIRBRIE~OBREIRNE % 2.74.5-3 1R LT,
EREM T, BEMEMITHRENZ xR & Lz ERE 5 MO FXRESMIT IXES0 mg

Q4W BET 111.8 H, IXE8Omg Q2W # T 1129 H, 7 X U LA~ T7HET 1125 HEX T 7 BARRET

113.7 H Ch o7z, #IEEFEHIMIX IXES0 mg Q4W A (81 f4]) T 24.8 A4, IXES0 mg Q2W #f (83

B) T257 N, THY LS TET 277 NMER DT T 2HREET 268 NFETH o7z, EMEG5H

[ 00 SR R 3 ] B ORI R IR X W T b I G RE CRIBE CThH o 7= (RHBV RERIRTE G H5

12.15)

o AR ERTIX, BEMMITHREM Zxt 5 & UG M 5 B o - 15 05 52 9 1%
IXE8O mg QAW #ET 113.0 H, 7 X VU A THTISTHAORT 7 AT 1127 H Th o7,
FeB TR M 1T IXE8O mg Q4W AE (143)) TO03 A4, 77XV A~T7H# Bfl) T1L0ANFELD
7T vAREE GfF) T09ANFETHoT,
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& 27453 BERE~ADEBEZE (GRIE5HRE. REMBEIHREHR) (RHBVEHR)
Overall Population Japan

PBO ADA40 IXE80 IXE80 PBO ADA40 IXE80 IXE80

(N=86) Q2w Q4w Q2w (N=3) Q2w Q4w Q2w

(N=90) (N=81) (N=83) (N=3) (N=1) (N=0)

Days of Exposure, n (%)

>0 86 (100.0) 90 (100.0) 81 (100.0) 83 (100.0) 3 (100.0) 3 (100.0) 1 (100.0) NA
>7 86 (100.0) 90 (100.0) 81 (100.0) 83 (100.0) 3 (100.0) 3 (100.0) 1 (100.0) NA
>14 86 (100.0) 90 (100.0) 81 (100.0) 83 (100.0) 3(100.0) 3 (100.0) 1 (100.0) NA
>30 86 (100.0) 89 (98.9) 81 (100.0) 83 (100.0) 3 (100.0) 3 (100.0) 1 (100.0) NA
>60 86 (100.0) 89 (98.9) 80 (98.8) 83 (100.0) 3 (100.0) 3 (100.0) 1 (100.0) NA
>90 86 (100.0) 89 (98.9) 78 (96.3) 82 (98.8) 3(100.0) 3 (100.0) 1 (100.0) NA
>120 4(4.7) 5 (5.6) 2 (2.5) 2(2.4) 0 1(33.3) 0 NA
Mean days exposure 113.7 112.5 111.8 112.9 112.7 115.7 113.0 NA
Total Patient-Years 26.8 27.7 24.8 25.7 0.9 1.0 0.3 NA

Abbreviations: ADA40Q2W = Adalimumab 40 mg every 2 weeks; IXE = ixekizumab; IXE80Q2W = ixekizumab 80 mg every 2 weeks; IXES80Q4W = ixekizumab 80 mg every 4 weeks; N =
number of patients in the analysis population; n = number of patients in the specified category; PBO = placebo.

Note: Total patient-years are calculated as sum of duration of exposure in days (for all patients in treatment group)/365.25.

Source: RHBV CSR Table 14.74, RHBV CSR addendum Table RHBV 5.10.
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27451014 HEEZR
274510141 HEBROEH
BREM L AR DEHICKT 5. EREGHROAEEROFRBUIRNZE 27454 1RL
776
o HARER/MHEM TIL, TEAE 7 IXE80mg Q4W #f 1 fl (100.0%) . 7 X U LA~ TRt 2 f
(66.7%) . 77 &AREE 3 B (100.0%) ([ZRD BT, BB TEAE (ZTETRETH Y,
SET B, E%&ﬁi%%éfﬁﬁ OB O LG F I E > - HEEFGRBLNL, WTho
BHEHICORO N7,
ﬁk HORGZREBR LIy 46 (7 XV LA~T7RE3 B, 77 8AREE1H) Wi,
AARNHSEFAOERF KB L2 TOREFRO—EEY, BORGOHEAEE L HIC
274551~ LT,
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&27454 FEFROHUE (ERKRE5HHE. TEMBIHREHR) (RHBVEHR)
Overall Population Japan
PBO ADA40 IXES80 IXES80 PBO ADA40 IXES80 IXES80
(N=86) Q2w Q4w Q2w (N=3) Q2w Q4w Q2w
(N=90) (\N=81) (N=83) (N=3) N=1) (N=0)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
TEAE 34 (39.5) 44 (48.9) 34 (42.0) 36 (43.4) 3 (100.0) 2 (66.7) 1 (100.0) NA
Severity 2
Mild 22 (25.6) 28 (31.1) 22 (27.2) 28 (33.7) 3 (100.0) 2 (66.7) 1 (100.0) NA
Moderate 11 (12.8) 14 (15.6) 12 (14.8) 6(7.2) 0(0) 0(0) 0(0) NA
Severe 1(1.2) 2(2.2) 0(0) 2(24) 0(0) 0(0) 0(0) NA
Death 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) NA
SAE 0(0) 3.3 1(1.2) 1(1.2) 0(0) 0(0) 0(0) NA
TEAE related to study treatment 14 (16.3) 11(12.2) 10 (12.3) 13 (15.7) 3 (100.0) 2 (66.7) 1 (100.0) NA
Discontinuation due to AE (including
death) 0(0) 1(L1.1) 0(0) 3(3.6) 0 (0) 0(0) 0(0) NA
TEAE of special interest
Hepatic 1(1.2) 2(2.2) 1(1.2) 1(1.2) 1(33.3) 1(33.3) 0 (0) NA
Cytopenias 1(1.2) 2(2.2) 1(1.2) 0(0) 0(0) 0(0) 0(0) NA
Infections 13 (15.1) 19 (21.1) 16 (19.8) 17 (20.5) 0(0) 1(33.3) 0(0) NA
Allergic reactions/hypersensitivities 1(1.2) 4(4.4) 3(3.7) 3(3.6) 0(0) 0(0) 0(0) NA
Potential Anaphylaxis 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) NA
Non-anaphylaxis 1(1.2) 4(4.4) 3(3.7) 3 (3.6) 0 (0) 0 (0) 0(0) NA
Injection-site reactions 4(4.7) 7 (7.8) 3(3.7) 11(13.3) 3 (100.0) 1(33.3) 0(0) NA
Cerebro-cardiovascular events 0(0) 0(0) 1(1.2) 0(0) 0(0) 0(0) 0(0) NA
Malignancies 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) NA
Depressions 0(0) 1(1.1) 0(0) 0(0) 0(0) 0(0) 0(0) NA
Inflammatory bowel disease 0(0) 0(0) 0(0) 1(1.2) 0(0) 0(0) 0(0) NA
Interstitial lung disease 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) 0(0) NA

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population; n =
number of patients in the specified category; PBO = Placebo; SAE = serious adverse event; TEAE = treatment-emergent adverse event.
Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in severity after baseline and on or prior to the date of the last visit within the study period.
Note: The TEAE's relationship to study treatment is judged by the investigator.
Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be counted in more than one category. Deaths are also included as serious adverse
events and discontinuations due to adverse events.
Note: Percentage is calculated by n/N*100%.

a - Patients with multiple occurrences of the same event are counted under the highest severity.

Source: For Overall Population, RHBV CSR Table RHBV.14.75.; For Japanese, j_t aesm_safety_db.rtf
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2.74 FRRAZE2NE

% 27455 BAMKEHOHEBRECERL-ATERRVECREDEGD—E

(B 5HHE. R2UBTREH) (RHBV &HER)
Blinded Treatment HAFE PT term
Doseing Period
(H &5 LzA
BoOEE)

PBO SRS (17 1) Injection site reaction (17 events)

(0%)

PBO FEFAL RO (6 1) | KM Injection site reaction (16 events),

(0%) EHE Q) . EL RTRESE Lk Oedema peripheral (2 events), Pyrexia,
B2 A AR Hepatic enzyme increased, Menstruation

irregular

PBO SR, FEED £ Injection site pain, Dizziness

(82%)

ADA L None

(82%)

ADA TEREAL RO 3 1F) . 7 A2%F | Injection site reaction (3 events),

(82%) XTI ) N A7 =T —1 | Aspartate aminotransferase increased,
. 75 =73/ hJ. 2~ | Alanine aminotransferase increased
= 7 —B I

ADA T, HEEE, A v Diarrhoea, Deafness, Influenza

(94%)

IXEQ4W Z 9 PEJE Pruritus
(0%)

Abbreviations: ADA = Adalimumab 40 mg Q2W; IXEQ4W = Ixekizumab 80 mg Q4 W.
Note: MedDRA Version 21.0.
Source: RHBV j 1 exp.rtf, | ae.rtf

274510.14.2

HBEHMEICREONDZEBEEER

SHER O, EREGHIRPICRE L 2IRBREE & ORIRRR A M7y TEAE K O RER %
BETE 72\ TEAE Z ZVEH 2.7.6.1.2.51. 3 KO 2.7.6.1.2.5.1.5 THIZ/R LTz,
o HAAREEMTHIL L IR L ORIREMRZ M7y TEAE K ORI RERZ B ETE 20
TEAE |33 2.7.4.5-6 {27k LT,
H AR EICH 1T 5 IXESO mg Q4W A 1 BTl 1 FIASEREDZ 5 FHIENGRD B,
TRERIE & ORIRBAREE TE R &Il S vz,
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:27456 BABIPEEORRBFRZRHLGL TEAE RUERBRABETELL TEAE (ERESHHE. REMBHANRER) (RHBVHER)
BERIRSHE WRBRE DRV HEERAFTETE R
HAE PBO ADA40Q2W | IXE80Q4W | IXES80Q2W PBO ADA40Q2W | IXES80Q4W | IXES0Q2W
N=3) N=3) N=1 N=0) N=3) N=3) N=1 N=0)
HEFGHRBGIE (%) 3 (100.0) 2 (66.7) 1 (100.0) NA 3 (100.0) 2 (66.7) 1 (100.0) NA
R ¥ KO TR RRbE Skin and subcutaneous tissue disorders 0(0.0) 0(0.0) 1 (100.0) NA 0(0.0) 0(0.0) 1 (100.0) NA
Z 9 FESE Pruritus 0 (0.0) 0 (0.0) 1 (100.0) NA 0 (0.0) 0 (0.0) 1 (100.0) NA
HB L USkKEEE Ear and labyrinth disorders 0(0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
I Deafness 0 (0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
Bl Gastrointestinal disorders 0(0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
T Diarrhoea 0 (0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
Y AN i s 3 N ST e A . F] - .
ﬁjx BHIEES UL G ELOR S)?(;rt?lfslsorders and administration site | | 1(333) 0(0.0) NA 3(100.0) 1(333) 0(0.0) NA
AT Injection site pain 1(33.3) 0 (0.0) 0 (0.0) NA 1(33.3) 0 (0.0) 0 (0.0) NA
SRR S Injection site reaction 2 (66.7) 1(33.3) 0 (0.0) NA 2 (66.7) 1(33.3) 0 (0.0) NA
Y PEFEIE Oedema peripheral 1(33.3) 0 (0.0) 0(0.0) NA 0(0.0) 0(0.0) 0(0.0) NA
FEEL Pyrexia 1(33.3) 0 (0.0) 0 (0.0) NA 0 (0.0) 0 (0.0) 0 (0.0) NA
YR B L OV thE Infections and infestations 0(0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
A7z W Influenza 0 (0.0) 1(33.3) 0 (0.0) NA 0 (0.0) 1(33.3) 0 (0.0) NA
T R IR A Investigations 1(33.3) 1(33.3) 0(0.0) NA 0(0.0) 0 (0.0) 0(0.0) NA
i;;éh/u7 R/ NTURART 2T Alanine aminotransferase increased 0(0.0) 1 (33.3) 0(0.0) NA 0(0.0) 0(0.0) 0(0.0) NA
TANRTX VBT I ) R TR Aspartate aminotransferase increased
5 = 5w 0(0.0) 1(33.3) 0(0.0) NA 0(0.0) 0(0.0) 0(0.0) NA
BFEEsE A Hepatic enzyme increased 1(33.3) 0 (0.0) 0 (0.0) NA 0 (0.0) 0 (0.0) 0 (0.0) NA
e R e Nervous system disorders 1(33.3) 0(0.0) 0 (0.0) NA 1(33.3) 0 (0.0) 0(0.0) NA
FEMED Dizziness 1(33.3) 0 (0.0) 0 (0.0) NA 1(33.3) 0 (0.0) 0 (0.0) NA
ERHR I KO R Reproductive system and breast disorders 1(33.3) 0 (0.0) 0 (0.0) NA 0 (0.0) 0 (0.0) 0 (0.0) NA
AHLAIA % b Menstruation irregular *b 1 (100.0) 0 (0.0) 0 (0.0) NA 0(0.0) 0(0.0) 0(0.0) NA

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population.

H4:4, - MedDRA ver20.1

RERBEGR DFIESEYE « RERBIERIE, e L), TH YV 10 2BBETHMI L, TH v Ll shiz5Ealc, RRBEFNPGETE 2V Eig s LTEI LK,

*a: B RARFRITHT 5 45F « N=2 (PBO), N=2 (ADA40Q2W), N=1 (IXE80Q4W), N=0 (IXES80Q2W)
*b: VR AN 72 H G 543 BE - N=1 (PBO), N=1 (ADA40Q2W), N=0 (IXE80Q4W), N=0 (IXE80Q2W)

Date: 20l HEEEHE I

119



LY2439821 2.7.4  ERIRAZLE 4
MY R R (RIEMERHER)

274510143 %L, EELGEEERRVTOMODEELGAESER
SIREMOEL, BERAEEGROFOMOEE LA ERELICOVWTIL, F 2.7.6.1.2.5.1.6
T N O3 2.7.6.1.2.5.1.7 IR LT,
o HAESEHITIE, ], EERAEEZKOVEREOR G ILICE > - AEFFLITRD
LIRS T,

274510144 FERIRELZZFEIREHEEER
SEEMOEFNIHE LI2ER T REFEEFGITONVTUL, 274272 IR L,
o HARERASEMIZIIT S IXESO mg Q4W BECIE, FHANHE LI-EE T REFEFRITIRD D
N not,

27451015 HERMK
LD TE-ADA FBLR I & Y TE-ADA IREERI DA EFE L ORBLEIE % RHBV RBRRTEH
HE (16#H) [5.3.5.1.1.1-RHBV Clinical Study Report (Week 16)] (2~ L7z,
o AKREAEHTIE, ERESHHOVTAORATS, TRTOREIT TE-ADA Bitix
PO BRI T,

2.74510.1.6 BEKREE
2.7.4510.1.6.1 MEZHREME
EREM O MRFAIREMIC OV CIL, RHBY B fiHmEE (16 #) [5.3.5.1.1.1-RHBV
Clinical Study Report (Week 16)] (2R L7z,
o HAEREAEHICIBWT, XR=2A T A UinbEBRKRGHIMT ON—2F 1 1% O RAEBIERR £
TO MR FHIR A I R ATTRO Dol
o HAREASEMIZIIT S IXES0 mg Q4W L 1 Bl Tlx, N—A T A )b EREGHIM P O~<—
AT A CEDOERBIERFT, Bk, U oo BRE ek, KON/ MRS CTCAE @
FOENWT L—RIZhT TV =B LR 35RO b o7z,

2.7451016.2 H{tFEHREE
BRER O AFEREMIC OV T, RHBV RBBE®REE (16 ) [53.5.1.1.1-RHBV
Clinical Study Report (Week 16)] (2R L7z,
o AFRMAHEMHIBNT, XR=ZXT7 A U NOEBRKGHIFTON—2F 1 5% Ok BlER R E
TOAFREEICIEREHIRD o Tz,

2.745.10.1.6.3 [FHeEREBE
SEREMO, FEEREMEOIC OV TIE, RHBY REBRIEHRSEE (16 #) [5.3.5.1.1.1-RHBV
Clinical Study Report (Week 16)] (2R L 7=,
o HAXREAHEMICENT, X=X T A UL EREGHIRITON—2 T A 5% O REBIEER R
F CONHEREREEICIEHERLIHIGRDO N oT,
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27451017 NAELYAY BRMUFRRRUVZOMOTEEICET SR
BRERAD, NA XY A U RMEEDOR—RAT A D R—RT A O REBLEIR R E T
DEAL L RS DWT I DRER D /S A Z VWA 2 J R O B il SUIRE OB E O FIA 12
ST, RHBV RBRIRIE®EE (161) [5.3.5.1.1.1-RHBV Clinical Study Report (Week 16)] (27
L7,
o HARESEMDNA XY A VR OEEIZ, TRCOLGHETERE G/ 28 L CLE
LT\,

2.74510.1.8 #E&

H A B OHEREBIID B TH o712, EREGHFE T O B A SEHICFS VT, TEAE
IRTHRRET, HE, HELAEFRLNRREOE G ILICE - - HHFEFROIBHNLE
LN oTe, E£lo, FANIHE LICER TR EAFFR L OGRERIEICEE T 2 EE R M
AL bR o Tz, BARESEMOBKEREME, A XAV VR OEEL, TXTo#s
FECBWTREL T\, BARMAOEMAREORBEITZRD T, ARG ORER LRI
BOWTH, Fim2@eMii IR bnihrot, Tho 0 AARMSEROM R, 2FEHAD

FER LR CTH - T,

2745102 RHBViER (x5 HiMHE - 16~52:8)
RHBV Bk Okt 5 5- M O 2 2O BGEITE 2.7.6.1.2.52 THIZ/R Lz, & 2 ClE, fkkeiks
IS < BARE B OZ M ORERMEZ RT,

27451021 #HEREDOAR

SR Ok G R OB A DNFRICHOW T, 55 2.7.6.1.2.5.2 THITR LT,

o HAFREOGEFOWERE O EMRBK G AT T Lz 76811X, 2103 ket 511 AT o S 4L M
WEENT,

o THULZTEDIFIDSH 241 IXES0 mg Q4W BE, 1 i IXE80 mg Q2W AHIZFFEI V) £}
S, T EREEO 31 IXESO mg Q4W FEICHFEI Y A1) &iviz, L7~ T, #5035
for S7c IXE80 mg Q4W FED 1 il e &0, Mkfitk G-HIfM > IXE80 mg Q4W #f (IXES0 mg
Q4W (FEHE) 1T 6 6, Mkt 5 WM O IXES0 mg Q2W it (IXES0 mg Q2W HFEHE) 1 14 &
oo, THIRBI MG GBI AT T L, 1GBRE P IE L2 gBRE X W7o 7z,
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MY BT (FRIEEFHER)
£27457 HREONR MRS (RHBY HB)
Overall Population
PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/ Total Total
IXE80Q4W IXE80Q2W IXE80Q4W IXE880Q2W IXE80Q4W IXE80Q2W IXE880Q4W IXE880Q2W
(N=42) (N=44) (N=44) (N=42) (N=78) (N=79) (N=164) (N=165)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Completed study treatment 42 (100.0) 41(93.2) 42 (95.5) 38 (90.5) 72 (92.3) 74 (93.7) 156 (95.1) 153 (92.7)
Discontinued study treatment 0 3 (6.8) 2 (4.5) 4(9.5) 6 (7.7) 5(6.3) 8 (4.9) 12 (7.3)
Reason for study treatment
discontinuation
Adverse event 0 2 (4.5) 1(2.3) 2 (4.8) 1(1.3) 2 (2.5) 2(1.2) 6 (3.6)
Lack of efficacy 0 0 1(2.3) 0 0 0 1(0.6) 0
Withdrawal by subject 0 1(2.3) 0 2 (4.8) 5(6.4) 3(3.8) 5(3.0) 6 (3.6)
Japan Sub population
PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/ Total Total
IXE880Q4W IXE880Q2W IXE80Q4W IXE880Q2W IXE80Q4W IXE80Q2W IXE880Q4W IXE880Q2W
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Completed study treatment 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
Discontinued study treatment 0 0 0 0 0 0 0 0

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the
analysis population; n = number of patients in the specified category; PBO = Placebo.
Note: Percentage is calculated by n/N*100%.
Source: RHBV Clinical Study Report (52 week) Table RHBV.14.2., RHBV CSR addendum (52 week) Table RHBV.5.1.
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27451022 GRRBRE~DES
EAEREF KA AR ER O, il 5 HH OIRBRE~OBFE RN EZ K 2.745-8 LOFE
2.7.4591r LT,

o HARHESEHEITIR, Mkfpide G-I A RAE &5 G & U7z fikfse i G- 31T oD - 5B R 31 ] 1 &
IXE80 mg Q4W {FAFET 245.2 H & TF IXE80 mg Q2W JFAHET 225.0 H Tho7o, MIEFEN
[F113 IXES0 mg Q4W PFEHE (6 ) T 4.0 AT IXE80 mg Q2W fFEHE (1) T 0.6 A4
ThoT-,
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RV RO GRIEVEFHER)

K 27458 2REKHDA T X AT TNBRBEEDELR [RHBV HER., BEHRE5HM (16~5258) ]

2.7.4 [EERZE &M

Overall population

PBO/ PBO/ ADA40Q2W/ | ADA40Q2W/ | IXE80Q4W/ | IXES80Q2W/ Total Total
Treatment Group IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXES80Q2W | IXE80Q4W | IXES0Q2W

(N=42) (N=44) (N=44) (N=42) (N=78) (N=79) (N=164) (N=165)

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Days of Exposure
>0 42 (100.0) 44 (100.0) 44 (100.0) 42 (100.0) 78 (100.0) 79 (100.0) 164 (100.0) 165 (100.0)
>7 42 (100.0) 44 (100.0) 44 (100.0) 42 (100.0) 78 (100.0) 79 (100.0) 164 (100.0) 165 (100.0)
>14 42 (100.0) 44 (100.0) 44 (100.0) 42 (100.0) 78 (100.0) 79 (100.0) 164 (100.0) 165 (100.0)
>30 42 (100.0) 44 (100.0) 44 (100.0) 42 (100.0) 77 (98.7) 78 (98.7) 163 (99.4) 164 (99.4)
>60 42 (100.0) 43 (97.7) 44 (100.0) 41 (97.6) 75 (96.2) 78 (98.7) 161 (98.2) 163 (98.8)
>90 42 (100.0) 41 (93.2) 44 (100.0) 41 (97.6) 75 (96.2) 78 (98.7) 161 (98.2) 162 (98.2)
>120 42 (100.0) 43 (97.7) 44 (100.0) 40 (95.2) 75 (96.2) 77 (97.5) 161 (98.2) 160 (97.0)
>150 42 (100.0) 43 (97.7) 44 (100.0) 39 (92.9) 74 (94.9) 77 (97.5) 160 (97.6) 159 (96.4)
>183 42 (100.0) 41 (93.2) 43 (97.7) 39 (92.9) 74 (94.9) 75 (94.9) 159 (97.0) 155 (93.9)
>210 42 (100.0) 41 (93.2) 43 (97.7) 38 (90.5) 73 (93.6) 74 (93.7) 158 (96.3) 153 (92.7)
>273 0 0 0 0 0 0 0 0
Mean days exposure 252.8 244.0 223.1 215.9 242.9 245.9 240.1 237.7
Total patient-year*a 29.1 29.4 26.9 24.8 51.9 53.2 107.8 107.4

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the
analysis population; n = number of patients in the specified category; PBO = Placebo; SD = standard deviation.
Note: Percentage is calculated by n/N*100%.
Note: Duration of exposure is calculated as: date of last visit in treatment period - date of first dose in treatment period + 1. For patients who discontinued treatment due
to lost to follow-up, the date of the second last visit is used for this calculation.
Note: "Total IXE80Q4W' is a pooled group of 'PBO/IXES80Q4W', 'ADA40Q2W/IXE80Q4W' and 'TXE880Q4W/IXE880Q4W'; 'Total IXE80Q2W' is a pooled group of
'PBO/IXE80Q2W', '"ADA40Q2W/IXE80Q2W' and 'TXES80Q2W/IXES80Q2W'.
*a - Total patient-year is calculated as sum of duration of exposure in days for all patients in treatment group / 365.25.

Source: RHBV Clinical Study Report (52 week) Table RHBV.14.53.
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®27459 BAMAKHADOA FEFXF AT TDOBRBENER [RHBV HER. #EIX5HE (16~528) ]

Japan Sub population

PBO/ PBO/ ADA40Q2W/ | ADA40Q2W/ | IXE80Q4W/ | IXE80Q2W/ Total Total
Treatment Group IXES80Q4W | IXES80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXES80Q2W | IXE80Q4W | IXE80Q2W

(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1)

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Days of Exposure
>0 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>7 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>14 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>30 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>60 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>90 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>120 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>150 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>183 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>210 3 (100.0) 0 2 (100.0) 1 (100.0) 1 (100.0) 0 6 (100.0) 1 (100.0)
>273 0 0 0 0 0 0 0 0
Mean days exposure 253.0 0 226.0 225.0 260.0 0 245.2 225.0
Total patient-year*a 2.1 0.0 1.2 0.6 0.7 0.0 4.0 0.6

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the
analysis population; n = number of patients in the specified category; PBO = Placebo; SD = standard deviation.

Note: Percentage is calculated by n/N*100%.

Note: Duration of exposure is calculated as: date of last visit in treatment period - date of first dose in treatment period + 1. For patients who discontinued treatment due to lost to
follow-up, the date of the second last visit is used for this calculation.

Note: 'Total IXE80Q4W' is a pooled group of 'PBO/IXE880Q4W', '"ADA40Q2W/IXE880Q4W' and 'TXE80Q4W/IXES80Q4W'; 'Total IXE80Q2W!' is a pooled group of
'PBO/IXES80Q2W', 'ADA40Q2W/IXE80Q2W' and 'IXES80Q2W/IXE80Q2W"'.

*a - Total patient-year is calculated as sum of duration of exposure in days for all patients in treatment group / 365.25.

Source: RHBV CSR addendum (52 week) Table RHBV 5.7
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27451023 HEEZR
274510231 HEBZROEH
SRE L O H AR T 5, e 58RO EEFLORBLRNZ X 2.7.4.5-10 LY

F#2745111R L2, DEERICHOWTIE, 4 2.7.6.1.2.522 HICFEH L=,

o HAMHEMNTIX, TEAE 7 IXE80 mg Q4W FATHE 5 # (83.3%) (238 54, IXESO mg
Q2W A BETITRD b2 dy o 72, TEAE ITBRE X IHEE T, BETHo = FILERD D
Niehoie, FECH, BEERAFEFRERBBG K OVEREOL G- HIEICE o - 4 HFFG I
IZ. WTNOBREEIZHRD bLenoT,

C ¥, HOBEZRRER U Y 5 5] (IXE80 mg Q4W fFA#F 4 4], IXE80 mg Q2W
DFARE LB W, AAREODEROEBRE IR LI-AEFZO— B2, B0
AE LB 2745-121TR LT,
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#£274510 2HREHAOAETEROERN [RHBV AR, BERSHM (16~52:8) . Mk SHMATREH]

PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/ Total Total
IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W
(N=42) (N=44) (N=44) (N=42) (N=78) (N=79) (N=164) (N=165)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
TEAE 30(71.4) 27 (61.4) 26 (59.1) 24 (57.1) 50 (64.1) 44 (55.7) 106 (64.6) 95 (57.6)
Severity *a
Mild 17 (40.5) 14 (31.8) 18 (40.9) 14 (33.3) 34 (43.6) 28 (35.4) 69 (42.1) 56 (33.9)
Moderate 10 (23.8) 12 (27.3) 7(15.9) 8 (19.0) 13 (16.7) 13 (16.5) 30 (18.3) 33 (20.0)
Severe 3(7.1) 1(2.3) 1(2.3) 2 (4.8) 3(3.8) 3(3.8) 7(4.3) 6 (3.6)
Death 0 0 0 0 0 0 0 0
SAE 1(24) 3(6.8) 3(6.8) 4 (9.5) 4 (5.1) 3(3.8) 8 (4.9 10 (6.1)
TEAE related to study treatment 13 (31.0) 12 (27.3) 8(18.2) 13 (31.0) 13 (16.7) 12 (15.2) 34 (20.7) 37(22.4)
Discontinuation due to AE
(including death) 0 2 (4.5) 1(2.3) 2 (4.8) 1(1.3) 2 (2.5) 2(1.2) 6(3.6)
TEAE of special interest
Hepatic 4 (9.5) 2 (4.5) 1(2.3) 0 3(3.8) 4 (5.1) 8 (4.9 6(3.6)
Cytopenias 1(2.4) 2 (4.5) 0 0 0 0 1 (0.6) 2(1.2)
Infections 21 (50.0) 13 (29.5) 11 (25.0) 8 (19.0) 25 (32.1) 25 (31.6) 57 (34.8) 46 (27.9)
Allergic
reactions/hypersensitivities 1(2.4) 3(6.8) 3(6.8) 1(2.4) 4(5.1) 2(2.5) 8(4.9) 6(3.6)
Potential Anaphylaxis 0 0 0 1(2.4) 0 0 0 1 (0.6)
Non-anaphylaxis 1(2.4) 3(6.8) 3(6.8) 0 4(5.1) 2(2.5) 8 (4.9) 5(3.0)
Injection-site reactions 6 (14.3) 9 (20.5) 4(9.1) 9(21.4) 5(6.4) 9(11.4) 15(9.1) 27 (16.4)
Cerebro-cardiovascular events 1(2.4) 0 0 0 0 0 1 (0.6) 0
Malignancies 0 0 1(2.3) 0 0 0 1 (0.6) 0
Depressions 0 0 0 0 0 0 0 0
Inflammatory bowel disease 2 (4.8) 0 0 1(2.4) 1(1.3) 0 3(1.8) 1 (0.6)
Interstitial lung disease 0 0 0 0 0 0 0 0

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population; n = number of patients in the
specified category; PBO = Placebo; SAE = serious adverse event; TEAE = treatment-emergent adverse event.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in severity after baseline and on or prior to the date of the last visit within the study period.

Note: The TEAE's relationship to study treatment is judged by the investigator.

Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be counted in more than one category. Deaths are also included as serious adverse events and discontinuations
due to adverse events.

Note: 'Total IXE80Q4W' is a pooled group of 'PBO/IXE80Q4W', 'ADA40Q2W/IXE80Q4W' and 'TXE80Q4W/IXE80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W', 'ADA40Q2W/IXE80Q2W' and
'IXE80Q2W/IXE80Q2W'.

Note: Percentage is calculated by n/N*100%.

*a - Patients with multiple occurrences of the same event are counted under the highest severity.

Note: MedDRA Version 21.0.

Source: RHBV Clinical Study Report (52 week) Table RHBV.14.55.
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F274511 BABMAEHAOEEFEROERN [RHBVHER., ik 5K (16~528) | Mgk SHMAT T REH]
PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXES80Q2W/ Total Total
IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
TEAE 3 (100.0) 0 1 (50.0) 0 1 (100.0) 0 5(83.3) 0
Severity *a
Mild 2 (66.7) 0 1 (50.0) 0 1 (100.0) 0 4 (66.7) 0
Moderate 1(33.3) 0 0 0 0 0 1 (16.7) 0
Severe 0 0 0 0 0 0 0 0
Death 0 0 0 0 0 0 0 0
SAE 0 0 0 0 0 0 0 0
TEAE related to study treatment 3 (100.0) 0 1 (50.0) 0 1 (100.0) 0 5(83.3) 0
Discontinuation due to AE
(including death) 0 0 0 0 0 0 0 0
TEAE of special interest
Hepatic 1(33.3) 0 0 0 0 0 1(16.7) 0
Cytopenias 1(33.3) 0 0 0 0 0 1(16.7) 0
Infections 2 (66.7) 0 1 (50.0) 0 1 (100.0) 0 4 (66.7) 0
Allergic _ 0 0 0 0 0 0 0 0
reactions/hypersensitivities
Potential Anaphylaxis 0 0 0 0 0 0 0 0
Non-anaphylaxis 0 0 0 0 0 0 0 0
Injection-site reactions 2 (66.7) 0 0 0 1 (100.0) 0 3 (50.0) 0
Cerebro-cardiovascular events 0 0 0 0 0 0 0 0
Malignancies 0 0 0 0 0 0 0 0
Depressions 0 0 0 0 0 0 0 0
Inflammatory bowel disease 0 0 0 0 0 0 0 0
Interstitial lung disease 0 0 0 0 0 0 0 0

Abbreviations: ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population; n = number of patients in the

specified category; PBO = Placebo; SAE = serious adverse event; TEAE = treatment-emergent adverse event.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in severity after baseline and on or prior to the date of the last visit within the study period.
Note: The TEAE's relationship to study treatment is judged by the investigator.
Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be counted in more than one category. Deaths are also included as serious adverse events and discontinuations

due to adverse events.

Note: 'Total IXE80Q4W' is a pooled group of 'PBO/IXE80Q4W', 'ADA40Q2W/IXES80Q4W' and 'TXE80Q4W/IXE80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W', 'ADA40Q2W/IXE80Q2W' and

'IXE80Q2W/IXEZ0Q2W'.

Note: Percentage is calculated by n/N*100%.

*a - Patients with multiple occurrences of the same event are counted under the highest severity.

Note: MedDRA Version 21.0.

Source: RHBV CSR addendum (52 week) Table RHBV.5.8

128




LY2439821 274 FRRHYZ: 4N
MY R R (RIEMERHER)

£ 274512 BARSEFAOHRBRETCRELE-AZSERZRVEACKREDEAND—E [#GixkE
Hi (16~52:88) . MGERSHMZTIRER] (RHBV RHER)

Extended Treatment HAFE PT term
Period
(B G LizBo
#HE)
IX]138/4W VR RO (3 ) | @ InjeIcti.(t)anitet:) reaci[ion 513 events),
(e WHEGRE, (LA 7 =7 /IR, Cathr;'te?is:tio(;v?arfi}i]:c r(C)}I:sef[’ritis
S e B S MY 5
UBAMEH KK A 7;1/3/% P erosive, Conjunctivitis allergic,
B, ML Abdominal distension
IXEQ4W T %B{i}iﬁ:‘ Q) . HEls Injection site reaction (2 events),
(0%) JIF. BWRSEZR 2 1) . RRGE Hepatic steatosis, Nasopharyngitis (2
YL Ope~LR2 . B R events), Upper respiratory tract
JiE infection, Oral herpes, Dyslipidaemia
IXEQ4W o Nausea, White blood cell count
(100%) Bl BIMEREGRD . AFHEREC | decreased, Neutrophil count decreased,
B BR, BEDCUHIE, Gastritis, Oesophageal candidiasis,
LIRS Gingivitis
IXEQ2W
f
(100%) 2L None
D((I%(OQ;\)N EHREESR (2 ) Nasopharyngitis (2 events)
0
IXEQ4W
f
(100%) 2L None
IX(FE)E;L;W EHEESS . SR SO Nasopharyngitis, Injection site reaction
0

Abbreviations: IXEQ2W = Ixekizumab 80 mg Q2W; IXEQ4W = Ixekizumab 80 mg Q4W.
Note: MedDRA Version 21.0.

Source: 5 5.3.7.2.1.3 X, RHBVj | exp.rtf

274510232 HKEBHLCKERONLIEEER
EREMO, K< RSN 5 TEAE 24 2.7.6.1.2.52 HIZ/R LT,
o HAXREAEMIZIKIT D IXESO mg Q4W HFEHETIL, 2 FILL EICRD b IKRBERZ M7
VN TEAE (%, EWHEAZR 3 61 (50.0%) M OVESENLEOS 3 61 (50.0%) Tod -7, IXE80 mg
Q2W & HETIX TEAE OFBLIGRD bivie otz (K 2.7.4.5-13)
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% 274513 BAZSPEHORRBEREZEH4 U TEAE RURRBFENEETELRL TEAE [#GEHRSHM (16~52:8) . MGk SRR RE
] (RHBV EER)

RURBTRZ R 720
E AR PBO/ PBO/ | ADA40Q2W/ | ADA40Q2W/ | IXES0QAW/ | IXES0Q2W/ Total Total
HATE IXE80Q4W | IXE80Q2W | IXES0Q4W | IXES80Q2W | IXE80Q4W | IXE80Q2W | IXES0Q4W | IXES80Q2W Total
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1) (N=7)
AERZIEBLIE (%) 3 (100.0) 1 (50.0) 0 (0.0) 1 (100.0) 0 5(83.3) 0(0.0) 5(71.4)
JRYSIE 3 L OV A BUE Infections and infestations 2 (66.7) 1 (50.0) 0 (0.0) 1 (100.0) 0 4 (66.7) 0 (0.0) 4 (57.1)
WA Nasopharyngitis 1(33.3) 1 (50.0) 0(0.0) 1 (100.0) 0 3 (50.0) 0(0.0) 3 (42.9)
B A 2% Gingivitis 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1(16.7) 0 (0.0) 1(14.3)
ML DHE Oesophageal candidiasis 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
(R LRSS Oral herpes 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
LB Upper respiratory tract 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0(0.0) 1(14.3)
infection
;ﬁ%ﬁmﬁgﬁi@&ggm Sjgf;if;gf::::ﬁn ditions 2 (66.7) 0(0.0) 0(0.0) 1 (100.0) 0 3 (50.0) 0(0.0) 3 (42.9)
TEFHBALIOS Injection site reaction 2 (66.7) 0(0.0) 0(0.0) 1 (100.0) 0 3 (50.0) 0(0.0) 3 (42.9)
H ik Gastrointestinal disorders 2 (66.7) 0(0.0) 0(0.0) 0(0.0) 0 2(33.3) 0(0.0) 2 (28.6)
R AT Abdominal distension 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1(16.7) 0 (0.0) 1(14.3)
EES Gastritis 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
UBAMEE % Gastritis erosive 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
BN (B A Irritable bowel syndrome 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
EEN Nausca 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
BRI A Investigations 2 (66.7) 0(0.0) 0(0.0) 0(0.0) 0 2 (33.3) 0 (0.0) 2 (28.6)
DHT =T R Catheterisation cardiac 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
B BRI Neutrophil count decreased 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1(16.7) 0 (0.0) 1(14.3)
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R GLEARZ D7
wEARR PBO/ PBO/ | ADA40Q2W/ | ADA40Q2W/ | IXES0Q4W/ | IXEBOQ2W/ |  Total Total
HAEH IXE80Q4W | IXES0Q2W | IXES0Q4W | IXES0Q2W | IXES80Q4W | IXES80Q2W | IXES0Q4W | IXES0Q2W Total
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1) (N=7)
L ERE White blood cell count 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0(0.0) 1(14.3)
decreased
R E Eye disorders 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1 (16.7) 0 (0.0) 1(14.3)
T LV —PERE IR S Conjunctivitis allergic 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0 (0.0) 1(14.3)
JHF L A B Hepatobiliary disorders 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1 (16.7) 0 (0.0) 1(14.3)
He R T Hepatic steatosis 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0 (0.0) 1(14.3)
ST R 230 22 1 . s
s L O AR s E Metabohsm and nutrition 1 (33.3) 0(0.0) 0 0.0) 0 0.0) 0 1 (16.7) 0 0.0) 1 (14.3)
disorders
REE Bow i Dyslipidaemia 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0(0.0) 1(14.3)
RIGLEAER G E TE 20
wEARR PBO/ PBO/ | ADA40Q2W/ | ADA40Q2W/ | IXES0Q4W/ | IXEBOQ2W/ |  Total Total
HAHH IXE80Q4W | IXES0Q2W | IXES0Q4W | IXES0Q2W | IXES80Q4W | IXES80Q2W | IXES0Q4W | IXES0Q2W Total
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1) (N=7)
I EFGIHUIE (%) 3 (100.0) 1 (50.0) 0(0.0) 1 (100.0) 0 5 (83.3) 0 (0.0) 5 (71.4)
JRYLIE B L OVE A UE Infections and infestations 2 (66.7) 1 (50.0) 0 (0.0) 1 (100.0) 0 4 (66.7) 0 (0.0) 4 (57.1)
- IEEE Nasopharyngitis 0 (0.0) 1 (50.0) 0 (0.0) 1 (100.0) 0 2 (33.3) 0 (0.0) 2 (28.6)
LIPS Gingivitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 0 (0.0) 0(0.0) 0(0.0)
BB HNE Oesophageal candidiasis 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0 (0.0) 1(14.3)
() OIS Oral herpes 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1 (16.7) 0 (0.0) 1(14.3)
pe— )
RGBS Upper respiratory tract 1(33.3) 0 (0.0) 0 (0.0) 0 (0.0) 0 1(16.7) 0 (0.0) 1(14.3)
infection
L S R X o fibe .
\ﬂﬁfmﬂ“ BEUBGHAL | General disorders and 2 (66.7) 0(0.0) 0(0.0) 1(100.0) 0 3 (50.0) 0 (0.0) 3 (42.9)
DIRKE administration site conditions
FESEBAL SIS Injection site reaction 2 (66.7) 0 (0.0) 0 (0.0) 1 (100.0) 0 3 (50.0) 0 (0.0) 3 (42.9)
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RURBIFRAE E TEIRN
A BIRIIHH PBO/ PBO/ | ADA40QZW/ | ADA40Q2W/ | IXES0Q4W/ | IXE80Q2W/ Total Total
HATE IXE80Q4W | IXE80Q2W | IXES0Q4W | IXES80Q2ZW | IXE80Q4W | IXE80Q2W | IXES0Q4W | IXES80Q2W Total
(N=3) (N=0) (N=2) (N=1) (N=1) (N=0) (N=6) (N=1) (N=7)

H ik Gastrointestinal disorders 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
R AT Abdominal distension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0 (0.0) 0 (0.0)
EES Gastritis 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)
UBAMEE % Gastritis erosive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0(0.0)
BN (B A Irritable bowel syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0(0.0)
EEN Nausca 1(33.3) 0(0.0) 0(0.0) 0(0.0) 0 1 (16.7) 0(0.0) 1(14.3)

BRI A Investigations 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0 (0.0) 0 (0.0)
DHT =T R Catheterisation cardiac 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0(0.0)
B BRI Neutrophil count decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0 (0.0) 0 (0.0)
AR White blood cell count 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 0 0(0.0) 0 (0.0) 0 (0.0)

decreased

] Eye disorders 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0(0.0)
TLAX — VRIS Conjunctivitis allergic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 0 (0.0) 0 (0.0) 0(0.0)

JHTF HESE SR B Hepatobiliary disorders 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0 (0.0)
NS IiRT Hepatic steatosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0(0.0) 0(0.0)

R R USRS Metabolism and nutrition 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 0 (0.0) 0 (0.0) 0 (0.0)

disorders
JE L B E Dyslipidaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 0(0.0) 0 (0.0) 0 (0.0)

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population.

H4 4 :MedDRA ver21.0

RIFBEGROHE FLUE : RRBAGRIL, 720 . THY 10 2 BERE TR AL, ThY (LB 5612, RIRBRBEE TERWHERLELUTEFL,
*a: BPERF AR FHRITR$ 55 B :N=2 (PBO/IXE80Q4W), N=0 (PBO/IXE80Q2W), N=1 (ADA40Q2W/IXE80Q4W), N=1 (ADA40Q2W/IXE80Q2W), N=1 (IXE80Q4W/IXE80Q4W), N=0 (IXE80Q2W/IXES80Q2W)
*b: MR RAYZR ST 545 R N=1 (PBO/IXE80Q4W), N=0 (PBO/IXE80Q2W), N=1 (ADA40Q2W/IXE80Q4W), N=0 (ADA40Q2W/IXE80Q2W), N=0 (IXE80Q4W/IXES80Q4W), N=0 (IXE80Q2W/IXE80Q2W)
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274510233 L, EELEAEERRVTOMOEEZELEEER
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*276-1 FRIRHAER—E
RROBEH RRREED RBTTA BBRER U EED N RROETIRE
GG - BEEE | DR | eime RRO B B USROS LR - BRER AERBRE | BN | s
e
% 53.5.1.1.1 186 | 16 A O EREGH . P
G6HIH  |MToAFeRZe | | TOEIIW OIS s A EANC 16 IS DI
T OHER OV 4 N ﬁ*£207#£ ¢ IXESOmgQZW TR o IXE80 mgQ4W | DIFEREBRA 2\ | SRS | mse
% 5351120 | a7 T LR f\;f;f'* E,_;A . nfu“jlggﬂo W | FEosid EEWED AS BE | IR« 16
[E BRI [ 45 114 (24 M) i %, LA mgQ o IXES0 mgQ2W | [ASASJ:HE : X | @ 24 JE D fi I
I1F-MC- AT RER b i B Behb v iz ) -
i RHBy R oW T - 83 44 LR & B Al LTt e
AR BSISLISH | SDI, UBETO | Ly e |° TTERQW BT o THY LT |IBEfI% (mNY 3 | BkEE G
1A IR /(‘”V{"}jl:‘: b 8 y (\/(d:/ o | gpgts N ¥ - bi N At 5 : 2 IR 0)'6'%
(52 38F¥) f;*fifi?%; %, QLRI | ARSI (l6~s2imm) | fiﬁgﬁ}f ol fﬁi"ﬁ;@ %Eg 36 ;&’%‘g Rt
W 5351143 | oot [T P * IXESOmeQdwW % [#25 51 #]
. ! o IXE80 mgQ2W f¢ F# 5 i
(52 1) LR R 5. 8 52 i RFO flii
(b Ut e
16 A O 554
ot bR s, | BHRETL, B2 | SR SN (O~ 168D < | o TNFi IS J B
SN b, 77 BRI, | o IXESO mgQ4W & F# 5 B D & DG B PE D EPL
BS535121H [ ME2TTvARFELH L | T AN o IXE80 mgQ4W Wi 16
I E R4 1T A (630K |t 5 —HEER, LATRER | o IXESO mgQaW 5L T 55 peoniag | ASEA O LASAS I o 16 B DT
e 11F-MC- JI ° Ll BR « TIERQW ETFHE . IXES0 meoaw |} X MBI T s
D SOp, RHBW SN . A (TR0 B - . o
(BPARRER) H53S1220)\ 8510 SUMETD | oo w1y iy o 7 | Ghigfir 590 (16~52 5005 e 984 (mNY Joife) gox[MREEET)
(52 ) Weiged AR o 5 | X ’ o 75 RBE NY Z5 ) RO wpn . 36| 52 s 245
b % v 7 O B {é::m&m&“%h;%% o IXE80 mgQ4W fZ F#%5- 104 4 SpAFT RN 128k k R -
5T OB O BIT9 5, e IXE80 mgQ2W fZ F#% 5 Y-t
Sl FHET 5.

Abbreviations: AS = ankylosing spondylitis; ASAS = Assessment of Spondyloarthritis International Society; IXE80 mg Q2W = ixekizumab 80 mg every 2 weeks; IXE80 mg
Q4W = ixekizumab 80 mg every 4 weeks; mNY = modified New York; Q2W = every 2 weeks; Q4W = every 4 weeks; SpA = spondyloarthritis; TNFi = tumor necrosis factor

inhibitor.

a0 o e

inadequate response following at least 12 weeks of treatment.

Patients randomized to an ixekizumab treatment group received a 160 mg or 80 mg starting dose at Week 0 (randomized at a 1:1 ratio).
Adalimumab was included as an active reference group. Study RHBV was not powered to test equivalence or noninferiority of ixekizumab vs. adalimumab.
Including data during extended treatment period in Japanese Population.
TNFi-experienced patients are those who have had prior treatment with 1-2 TNFis and discontinued at least 1 TNFi due to intolerance or, in the opinion of the investigator, an
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Baeten D, Sieper J, Braun J, Baraliakos X, Dougados M, Emery P, Deodhar A, Porter B, Martin R,
Andersson M, Mpofu S, Richards HB; MEASURE 1 Study Group; MEASURE 2 Study Group.
Secukinumab, and interleukin-17A inhibitor, in ankylosing spondylitis. N Engl J Med.
2015;373(26):2534-2548.

Inman RD, Davis JC Jr, Heijde Dv, Diekman L, Sieper J, Kim SI, Mack M, Han J, Visvanathan S,
Xu Z, Hsu B, Beutler A, Braun J. Efficacy and safety of golimumab in patients with ankylosing

spondylitis: results of a randomized, double-blind, placebo-controlled, phase 11 trial. Arthritis
Rheum. 2008;58(11):3402-3412.
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2.7.6.1 11F-MC-RHBV 8 (GHE&EN. RMTENES : £53.51.1.118, $5351.1.218,
% 5351131, ¥$5351.1418)

wamorgnt, 20 = |1 | etk s nmasieEE# [53.5.1.1.1-RHBY Clinical
study Report (Week 16)] . 20ffj = [l 8 | 0 otk s - iasrip fsmes 2t [5.3.5.1.1.2-RHBV
Clinical Study Report (Week 24 addendum)] (24 D FEfET) | 2(I£IEIH . HIZ/ERC S Tz
TR FE A2 [5.3.5.1.1.3-RHBV Clinical Study Report (Week 52)] . KO 2(I£IEIH . HIZ/E
B S LT TR RR RS A [5.3.5.1.1.4-RHBV Clinical Study Report (Week 52 addendum)| (235
CbOThHD, ARBRORBRFIELH 2.7.6.1.1 BT, RBKEAH 2.7.6.1.2 HIZ, famaih
2.7.6.1.3 HIZFEHT %,

27611  HEBRAZX
=&

X BRATR AT H AL, DO FHIRANS X D IRRRRER S 2 W R E R HERS B R B Ak &
L7cA e X~7 (LY2439821) O 16 I e ORI 5 5-0p O A 0ME My OV 4k % 5FATE 9 % o M ek
SlF, MEEAL, FELOT 7 AR, —HERAR

KEERMERR URER
84 Mimx (12 »E : HA, KE, F==dfE, FAY "B — T K=F K,
mYT AT EE AXTva /i)

HERSE LA

2016 4 |1 [ 7 ~iwern

16 w07 — 2 EiER e R o 16 BRI
Bi%5ET)

24wz o7 — 2 EE R 2o n T osmE s 24 R QTR kSR
Bi%5ET)

s2mzo7—2EiE R < 2o 8 e

B D1
o5 1L AH

B
FEEH
EEPED X AT APE O b R 2 (LT, MEMEFHER (ankylosing
spondylitis : AS) & Fit] HEZxG L L, 16 HEFICEEEHEEES RG2S (Assessment of
Spondyloarthritis International Society : ASAS) 40%CEFENE (ASAS40) Z ERkK L 7= ¢k D ElE
(ASAS40 [JEH=) ZiHiliT 22 LIcky ., A ¥ X AvT7 0 2 HEHOME - A& [ XX
~ 780 mg?D 41 18] (80 mgQ4W) 5 IFA FEFXFA~780mgd 22 1[1] (80 mg Q2W)
5] LT RREEE TS,
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BIREY B &)

L7

WHIEI
16 IS, DITOFMERICKESE, A X A~T7 02 EOME - HE (80 mgQ4W #
HX13 80 mg QW $t5) L7 T v REL AT 5,

ASAS20% 3 FEME (ASAS20) Z Rk L7-#RBRE OE|E (ASAS20 K)GH3H)

- BRIEMEFHER R EIREIE A 27 (Ankylosing Spondylitis Disease Activity Score : ASDAS)

DR—=Z2FZ 4 SOV E

- Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) 7% 50%0c& 35 L 72 #5rE O F|

4 (BASDAIS0 St 3R)

- Bath Ankylosing Spondylitis Functional Index (BASFI) DX—2ZZ A b D2 L&
- ASDAS inactive disease (1.3 Kiiii) Z R L7 #BRE DOFIS (ASDAS IN ZER)
- Spondyloarthritis Research Consortium of Canada (SPARCC) D HE D 5 Mg i {4

(magnetic resonance imaging : MRI) A =27 (MRI Spine SPARCC) @,\_;( TA IS
DEAL B

- Medical Outcomes Study 36-Item Short-Form Health Survey (SF-36) O E KRB D~

J—2 =27 (physical component summary : PCS) DN—R 7 A D DO LE:

- ASAS Health Index (ASAS-HI) O_X—Z T A 6 OB

Z DM DORIRATH K -

16 8 O ERBEEHFFOLL FOFMHEBICKSE, A F X XA~T7 0 2MEOHE - A&
(80 mg Q4W #% 513 80 mg Q2W # 5.) & 7T v RF G & il %,
- ASAS20 [UISER, ASAS40 SGE, ASAS 5/6 (ASAS @ 6 T H i 5 T H L ET 20%LL |

DOWRERRD HILD) ZiEA LT 1ERE OE|E KT ASAS Partial Remission % 2% L 7=
WERE DOEIG

- ASAS T FEED K ITHH DR—RA T A b OE L&

- BASDAI D RX—A T A b O L&

- BASDAIS0 it

- ASDAS DRX—R T A UMb DXL E

- FRRBICEE R BE (ASDAS D= T A U602 EN 1.1 L E) 26T

W E OEIS ., KE7E (ASDAS DR—2 T A L inb D& 2.0 LI E) MRED
DT HEERE DOEIE . ASDAS 8 2.1 Kiiis T - 7= #rE OEIS (ASDAS<2.1 FHHR)
K Y ASDAS IN 5%5524

R C RO (high-sensitivity C-reactive protein : hs-CRP) DX—ZF A )b D
X o+

- BASFI D_X—Z2 T A b DBV
- BHEOFENEICBI T A UL T ORMBEE O RX—R2F A inb OBV &

- Bath Ankylosing Spondylitis Metrology Index (BASMI) linear X N D& THH
- Chest Expansion
- BED BRI £ CTORRRE
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- SPARCC DAIlIf5BEET (sacroiliac joints : SIJ) @ MRI A =27 (MRI SIJ SPARCC) D~—
ATA inbDELE
- SPARCC @ SIJ DH§i& A =17 (SIJ Structural Score : SSS) DN—RF A U hvb DAL &
- Ankylosing Spondylitis Spinal MRI activity-Berlin (ASSpiMRI-Berlin) DFHED MRI A =
T DN—AT A NG DEAE
- Maastricht Ankylosing Spondylitis Enthesitis Score (MASES) D-X—2Z A > )b OV E
© SPARCC DIEMAEFRA AT DN—=AT A b OZELE
- 46 B O R BAfIEL (tender joint count : TIC) & T 44 BAHI D EARBIHIZL (swollen joint
count : SJIC) A FEAR & 975 ARIHMERIEI 2% DIEBLR M OVESE L
- ORTERS & D R DOFBLER o OVFR AR
C UTONVAT T R AEEDN—AT A 2 in b DR{LE
- Fatigue S GEEAI A -7 — L (Numeric Rating Scale : NRS)
- ASAS-HI
- Jenkins Sleep Evaluation Questionnaire (JSEQ)

- Work Productivity and Activity Impairment (WPAID) -FFHEBAHIZ (Spondyloarthritis :
SpA)

- SF-36 [PCS K UNEHEVEREEE DY~ U —A 27 (mental component summary :
MCS) ]

H 2R AR S > SRR E 16 THH @ H 23l [Quick Inventory of Depressive
Symptomatology-Self Report (16 items) : QIDS-SR16]

- Buropean Quality of Life-5 Dimensions 5 Level (EQ-5D-5L)

o 16 M OEREGHM D ASAS, ASDAS., CRP &N BASFI #iffid 2 Z &2k b, A%tk
F A= 7GR (160 mg#:5- % 0080 mg #¢5-) OIEMFEHRE 25425, /. #H
H OB HEh R4 52 £ THREH 5,
o  PiA XXX~ THUK (anti-drug antibody : ADA) DOFHEIE KL OPUARI L A T F X~
7D 16 HRF R Y 52 RO A RhE L OBIRZ LU OEE &2 W CRET %,
- ASAS40 i3
- ASAS20 S

. FEF RO 52 BRI, FEF AT ORBELZNEL, LFTOHEBZMT 22 Li2kD
*B&ﬁﬂéﬁo%ﬁakﬁﬁﬁﬁ@%%%ﬁm¢é
A XX AT OMBER ~T

- ADA FUEMRI DA X X~ 7T DOMEF T 7 A

o THULYT A0mg QW # 5L 7T vREKED 16 MEFD ASAS40 SR A& 45 Z Lz
0 KABRO IR 2 WREET D,

BRTYA Y

AERERIX, EWFHVRANC X D IRBRBRD I WIREMED AS BFE 23R e LT, 16 HEOER
BHHEHBITOA X A~7 0 2 fEEOHE - HE (80 mg Q4W #5- X% 80 mg Q2W #5.) @
AR R E 7 7 v R G & WBRFTT 2. & 1 sk Lm0 A (b —E e %I -
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77 v R BAATREMRR CTH D, I HIC VERORBRICSIN L= 2 51, 528 E T
Wi 5 WM CA X A~ 7 OREHHR G TOFDMEL NE2ME2FTNT 5, RKalBRIZLL T O 4
Winn7es (¥2.7.6.1-1) .

F1H .
BEOWEKMELZIMT 527 ) —= W (Visitl) : xR 42 A

2

0l (R—2F A Visit2) 75 16 (Visit8) £ TOEMIGHIR : 16 HM
ASHEEZXHRE L C2MBEOME - HE (80mg Q4W &5 XX 80 mg Q2W & 5) #7777k
NG LI LTz, Flo, TH U AT ORARBHE - HE W0mg QQW #h) 27T AR &
W D FEHEE LTI L, ARBROSITRE AN 7 2 & UCREE L7z,
BREGHIECIE, BRE L et FOBR TEENLERGEERE, MFRAEOETE R
"l & L7,

FI3H

16 FEF (Visit 8) 205 52 #KF (Visit 15) £ TOMKGE B G- HIM : 36 M

T RTOWRE A T X A>T % 2EOME - HE (80 mgQ4W #5513 80 mg Q2W #
5) THEE L, AMEOHER R ORI 2 A A Lz, 7ok, SEMEPE MRS & OB 1ot
LC, JEERE (RHBY i) ~OBITOR R E CERMEEZMRF T2 L LT,

16 3 B LR O Akt B G- 310 M OV BRI I, PRSI S DR RIS 2w & LTz,

A
HLE DIt Rt ST P IERERBE D & 12 W EILL ka9~ 5 14 81 2331 R,

B’E5H&
TRBREIT T TR T IRG LT,

2

ARERO 16 HE OGRS BB T, 4 EEOR G A250E Lz, 0 ERHCRE 214 &
¥ A~ 80mg Q4W Ft 5 A (IXESOmg Q4W #E) . A FEF X~ 80mg Q2W ¢ 5.7t
(IXE80 mg Q2W #f) . 74X U A~7 40 mg QQW 58 (7 XV A~ THE) KON 7R ES
B (FT7BREED) OWTHNT 1:1:1:1 OTEES L, EESIISINE KR R —
AT A EFD hs-CRP [1E% I EH (>5.00mg/L) ] TERIL 72, IXES80 mg Q4W AE M O
IXE80 mg Q2W FEDOWERF 2. X HICH)A#% 5 80 mg IX 160 mg (2 1 : 1 DL TEMELLL
Too THUD OHERFIITHI (1T NP EEDO A X X~ 7 % 0 BARFCRES L, 20
BITA XX A~7 80 mg & QAW iF QW THG- Lz, 74 U A~ T REOPEERE 21T 0 HIF
N 14 BKFETT &Y A~7 40 mg & QW THH L7=,
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35

MAEPE W (16~52 ) T, T R_RCOBEBEICA X RA~T 2 BE LT,
IXE80 mg Q4W &M U} IXE80 mg Q2W REDHBRE 13, MkGeHt IR [M U - IR CA %k
XA~ 7wt Uiz, 16 H8MIC T T 2 R BEOPERH % IXES0 mg Q4W #f X I% IXES0 mg Q2W #f
211 OHTHEERLL, MRREEE LT 160mg 25 LT, Z0O®%IIA FEF A~
80mg & Q4W ik Q2W THAG L7z, £72. 16 HIFICT XV A~ T HOWERHA % IXESO mg
Q4Wﬁ¥1 I3 IXES0 mg Q2W BEICFHAEAE AL L7z, RAME LOBMMN G T ¥ ) A~ T HEOWRE

WO T+ 27 7 MR, 20 BIFICA 2% X7 80 mg BFF L, ZORILH

DH FoNFEHE - AEICES AR A~T 2 B/E5LE, vy v a7 W MBS, 1B
S S AYER O = > ke B E L OB TR0 MR a2 s 5 2 & &
L7,

Mkt G-I Tk, JERFER (RHBY BR) ~OBATOR A TERMEEMERFTHZ L
7=

HERE B
AR L A&t 320 1
EVE 2 by B 5L AEF 341 4

IXE80 mg Q4W E¥f : 81 i
IXE80 mg Q2W #¥f : 83 il
T AU A~ THE 90
77w REE 87
TREBRIERE 59 HL A7t 340 B
IXE80 mg Q4W E¥f : 81 i
IXE80 mg Q2W #¥f : 83 il
T AU A~ THE 90
772 REE 86
BRI G- I TE T kR A At 331 4
IXE80 mg Q4W E¥f : 78 il
IXE80 mg Q2W & : 79 4l
THEY L~ TEE 88 14
772 REE 86
fikioe B G- I 78 T 9BRE 5L A7t 309 Bl
IXE80 mg Q4W kit : 72 i
IXE80 mg Q2W kit : 74 i
7 X 5~ 7 /IXE80 mg Q4W Ff : 42 {5l
7 XV 5~ 7 /IXE80 mg Q2W Ff : 38 3l
77 & R/IXESO mg Q4W #F : 42 i
77 & R/IXES0 mg Q2W #F : 41 i
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A2 Y==v7RM waasnm RREsRm ®wnm
wim w:m wmsm mam ¢
1 ' R ) ] 1
N ' LY $0 mg SC Q2W, 80§ " H
' . MM R 160 mg, 40 P . .
1 1 MMk SOmg, 404 ' '
' ! ] ]
' 1 ' '
' ' LY 80 mg SC Q4W. 80§ ' '
' ' T 1 85 PIREIC
: : W& & 160 mg. 40 &1 ! ' %5
: " M&6M ik 80 mg. 40 B4 : : UMM %
' ! 1 ]
! | r
! | 1 LY $0 mg SC QQW 1
' ' 7942 SCQW, $0 '/ 1
1 | . . ]
. . A LY $0 mg SC Q4W H
' 1 1 1
' 1
' | ' LY $0 mg SC QXW '
' . FHY) LvT 0mgSCQW, M g 1
' ' 4 LY 80 mg SC QiW '
1 1 ' |
1 1 ! !, 1L
Vi i v v v v v Vi W  vio v vz v vid vis vao1 vea /7 vaes
wo' w1 w2 wa ws wi2® wist w20 w2a was w2 wis was ws2 veaw) iver2w) {ve2aw)
RXxaeam
R=RDA v v
ERFEAN
mAEAW BB D Week 3

W5« LV =cf&kft, LY=A4AF X A~7, QQW=2 T, , Q4W =4 L SC= & F#&5. V=K. W=1880DA%

a  TARTOMREICK L, R—=A T4 VI3 EOHEEE{ToT-, £ FF A~ T FICEES(L LI-RE 2. YIRS R 160 mg XX 80mgiZ 1 : 1 DT
HEAIL LT (FNEFRDA XX A~ T HENTE Y T7-) .

b THULYTEHOWREIL, 16 HIFIA X X~7 80 mg QAW &5 dA FEF X~7 80mg QW ¥ 5 ICHEMEAL LTz, 2D OBRE 2L 148
RS T 20 b~ T ORI EZRITo 2%, 6 MDY v 27 7 MM ZERT. 20 8 A FF A~ 7 OYEHFK G 2177,

¢ TRTOMBRFITK L, 16 WIFIZ 2 B OG- 21To 72, 0 RN T 7 B ARREHCEE/EL L S ERFTITIE, 16 BRFICHIER G & 160 mg 5L, 1 ¥tk
¥ X~ 7 80 mg Q4W XiT A F & F X~ 7 80 mg Q2W D% 5Bk L 1=,

d 1EPLEOIRBRIER 5 2517 T O OB TIRREER 52 L3 2808 13, BBIEWIRICBIT T DR IEREREE 21T 9 2 & & L7z, V801 K TN V802
LT RTOWREDRIRTH Y, VO3 1T EREUC L W LB L b G 5N D & LT,

Source: RHBV &5 Fhtizt % X RHBV.1.

27.6.1-1 REETHA > (RHBVHER)



LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

BRIRELAE
KRR ORI GEMIT, AW FRVRFNS X D10 720y AS BETH Y . L FOT X TITEX
Uy oHEEE L,
o WET=a—3— 7 BIEICHE - THYCHIERRI O X BB FIC X D IUGREEI R Z S AS
MR 252 T TRV 7> ASAS FEYEIZHE U7z SpA BT LAY 1 DLl B %
o 3y AU LOWEROMALES &V | FAERFOFRRDS 45 MR O B
o RARJU—=UTHRERONR—RT A D BASDAI 7% 4 LA 1 C23> NRS O EIEA 4 L1 L
DIEHETIELR SN DTHENE AS B
o MK EbLEF 4 EMIZOIEVIEFEHAETO 2 B EOI AT oA FHEHIRIERK
(nonsteroidal anti-inflammatory drug : NSAID) {8 %% CTHRAR+5ThH D LRI Y =
il ;Dﬂﬁéht$%1iN%mK@@@%ﬁF#&é%%
o RV —=VZHNZ 12 8L LK HERISiI % (axial spondyloarthritis : axSpA) R/
(ﬁ%%%\mmm#)#%é%%
o NSAID Iy 7 uAdFx 7 —E2EAZIA L THLEE. N—2T 1 OBE/ERLR
Dp b 2HEMITAENR —EL TV D EE
o AUV —=U W 18 LA ETHATAMREZR B L
o EEBHEEELMND Z LIZHE LTV EE
o JRBRIKHHAE UL Z DO FEHE RN QN FEhi IR B O TR & &2 B 3 KGR U T R i W S0
\ZEA LTS

PRy E#E
LIFOWF NSRS T 5883, AR5 2 8 & LT,
Ptk e DA
o HHE K OMEHED X BMAITE BT IS E FHEDO SERMREN H D & FEHuEREEE TRl S h 2 &
=

o THYLYTOEKEDUNMLEIZHEDOH 5, KABR~DOSMEZ T 2RI ITEEROH 5
e

o  TOMOEHVOIIEMKE Ob—F A, MER, BEEY v~F%) OBEEEND D T
1BPEEIR OIREE (BRHEIR R &) 3BV, A XX~ 7 OIRFNREOTFMICHEN D 5 ]

REMEDN B D B

o IEENED Y v — I IR EME OB B KGR O B

o RN—RT A UOBAELILAT 4 B LANICTEBIM: O AMERTH S £ 9 R O ARD b B
£

o UV BEEMIRESUTE OBEEN B 5 BE . X— AT A L OBAELALAT 5 FELINIZ Y o]
BB MRS R O e OER TR b B, {EEMEESEREOH 5 B8, b LI —2
T A v DOEAELACHT 5 AELANICEMEIER ORI & 5 BH

o KAYIEATT. DAFEZESUIIEEMN DR EOBERNH 5 BE. b LIIRN—RF 1 D
TEZALRT 12 ERLAPNIZHITE Lo it DR B L2 OO EE 2 EBOZET VAR H
% LIRBRE Y ERTSHINT U7 B
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

o AR V—=VJWRRZEKRY M — L RROMOIERE [(RLEEFROE., REEBIRME
EBLESE, PEENOBEIEOLAE (ma—3— 7 DIEHS OEESE Y 7 2 V) | I
MEFRER E] PR LI, RRBRICSMNT 5 LICLVFRTE WY 27 I T — Z fif
Hr~DBO FEEMEN & 5 L IRBRL Y EERT A HIEr U 72 B

o RV U—= U URECIEREE, AP, BN, bR NowEs. MK OOHERERFED Hi,
RRBRIZBIMNT H 2 & THRATE RN 2T LT —F ORNT~ORBOAIRENE N 5 L1k
BPH 4 [ i3 ) e L 7 AR

o AU U —= U VIR ESUTIEAP R RGO L, ARBRICSINT 5 Z & THAT
ERNWY RT T —F DT ~DO O FReMEN & 5 & IRBRE Y EE R A A L 72 B

o HERAar hu— /L REORMIRIKENROONLBE. A7 U —=73kEE0 30 HAET
MHRN—=Z2F A o OIEACE TCOMICAREN ST BE, A7V —=0 7 IN—R
T A OEEARFZ QIDS-SR16 DIHH 12 GERHRBEIZOWTDER) OAaTH 3 OF
F. b LULBEOMERIEN B 5 & TRERFE Y B AT A ER AR AL L 7 B

o BERAENEOLNDLEHE. b L IIMBEEBOENEXIIZIREN H 5 B

o TAXNWETT v I ACKHLTT LAX—0bh5EE

o EWTFHRANIKIT LT LAF —ITRBUERH Y . RKRBRICSINT 22 LICX VAT
RNY AT b BT AREEO B 5 BE

o R—RTA L OEEAIHT 8 W LAINICATER CRrixt 5 & 72 5 BFi ONF Tl 2 = 1) 72 /8
B IR DI A 16 B BN AGER TR 52 & 72 5 B OV Tl s B2 72 IR

o N—=XT A DOEEERCET 8 WHLANIC KT 2 52 T 72 FBFE SUTTRBRI [ I R FAR 2 77
ENTEY ., R Y EM & IRBRIKEE UIXZ OZME L of#Eic Ly, FFRTE 2N
A7 &bl DT AREMER & D &pIT L R

o N T A OELEHLFOIRIRD 38°C UL EDBHE

o RRHICHE L HE S5 LERORENRD LI, KBRICBINT 2 Z LICRVFATE
ANAD I S/ Y S s e <

e  MRIICHTBES (BAFTRYUIE, N—2 A —h—, BAEZ Y v 7, IRN&EA R L) 1b
LB

FEHTRHE

o N—RT A OWMIEXCAET 4 BWHELLNIZHER DR BEMMEST Y v~ F I (conventional
disease-modifying antirheumatic drug : cDMARD) X Z&#HKl, v/ o ARV v, THF47
Yo dapsone (7 7 ==L AKY) | 6-ANI T N TV N FIaTd7 e ) —IBET =
FN72 EOZDOMOIEH, b L < I1ZEOMOLEIMHH 2 &5 Sz BE

e  prednisone IE[A% AL 10mg/HZ X 2HECTROBIBREAT v A REZEHLTWDHE
H

o FHFEHDOIEA| [* X AXF—E (Janus kinase : JAK) FHEA], MEEEEE 7-FHEH (tumor
necrosis factor inhibitor : TNFi) & L <X IL-1, IL-6, IL-23, IL-17 (f ¥ &XX~vT7Z&5Te) |
IL-17R, T i Xi% B Ml 2450 &3 23 A7 ] &5 Lo AW 7 a0 S ST o0 i i o $
BralElczidzid, b Lo 0EFEZBEREG SN TV B
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

o [EISL, EFRHESRUITN S OBISAMEAOBRICHAESIML TS, b LEIAZ Y —=
> U130 H AN SUTIRBRIE O ek 8 5:00 5 S EREILIN. (Wi WD) Iz b Ok
IZBI LTV SUTIRER 2 ik U7z B

o TRERIKZ AWV DMK D L < IR XUIEZANCARER & FRFICSINT 5 2 & 3
1T &l SN SO EFICEIES I L TV D EHE

o T IARTIZLDIBEEBEZ T C0D, UIRN—RA T A OAEZLRT 6 5 HLANIZSZ T
TR

o RN=XT A OEEERGET 6 MELINICIER OFEE 2 v F 24 FOBEIN, RN UIFIR
WGz 88, b LUIRRBRO SRR GEHMIOIERAEEa L F a4 FOERENT
ESNTWDERE

o  ENE RSSO 1 HHEN 30mg/ H 2 B2 54 4 A RRETREEHH L T\ D
XIEAR—=R T A OIEVELART 6 HMELINICE 4 22 EO A A4 A RRBURIEAMEH L8
£

T 7 F R

o RN—ATAUOEMELCAT 12 WHRILINICAED 7 F o O Z ST B BB X
TRBR IR DI 5% 12 HELINICAED 7 F o OEfE2 % T 5 TEDOH HEE, b LI
— AT A U OIAELALRET 12 HELLINIZ T 7 F 2 ORFRARBRICSIN U7 B3, 1B Y =
T, BEOT 7 F BRI 2 RS L. IR ORGYE TR D720 DR A~DAEY 7 F L
HDT I FoBRIIFEEDOTA RT A D 2L & LT,

o R—2XT A DOEELILFTI2 » HUWNIZAAL Ay b« 7T HE  (bacillus calmette-guérin :
BCG) V7 F o EfzZ - 8E S L XBBRIH T SUTRBRR O & 5% 12 » HUA
\CBCG 77 F v DR a5T 5 TEDS D EE

o IREMEITETEME ORI E 2R ST, b LIXEDRWAH D BE

e bt MuEARLT A /LA (human immunodeficiency virus : HIV) ARG (HIV HUABRERG M)
DB

o BHEIFR EZW STV D UTRAER RGO BFE, BEFRRERMIX, 1) BRFRY A
VAR PUR  (hepatitis B surface antigen : HBsAg) o, X% 2) it BRHFRK VA L 22T
UK (hepatitis B core antibody : HBcAb) [5t:70>2 B B4 7 A /LA (hepatitis B virus : HBV)
DNA [t & E#T %,

o CHIFRTA/NA (hepatitis C virus : HCV) FRARERGMED B, HCV AL, C BT
KA NVAGUA (hepatitis C antibody, HCVAb) Bt TH Y | 7>> HCV O (HCV R
VAT —VBHHKIGR ) ORERPGME L ERT D,

o  LDITICEZRYT 5B

© R=2A T A U OEERAT 12 BELINICLL NS Lo
- EEREGYE ik, BRERRE) ITRALIESR
- EYHIE DIRIR D T2 DI ABE LT B
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

© EBYEDIBIR D = DI UEME ORRIRNIR G- & 52 1) T2 83
© N=R T A OBEVEZ AT 24 38 E LLPI EFE 22 B RAE X B ET R YYIE ISR AR LT

L
- LT ORSIE DREREIED & 5 B4
- AT B O YE

- GEGHER TORIERDEVEIYE (=2 —F VA TF Ak, JEMEMEE X N7 R
VIE, a7 VA A REER L)

o EARBREXIIARRBIZISMT 2 LICLVHFRTERNWI A7 212 LT AEEENH 5%
EAREDBHE

o RIS XU B D DEFIREYTH b 232 AREARRIIE 7 A L A KD BGHEICHRE L TV D,
H L<SIRN=RT A OEEMEZALHT 12 WHELIPICRA L2 EE

o TR S NDBYEICFRE L TWD TR —R T A OEELILET 4 EBLINICRRE L,
ARSI T HZ LI L VFHFRTE RN A7 & b7z b9 L IRBR Y A Hbr U7 B

ERRAR ARSI
o ARJVU—=UTT, LFOWTNOOEEBREMERTICE ST 5B
- BFHERE 1,500/l Al
U > 7RER¥K 800/uL A
- I/ NBRE 100,000/l Al

C TANTXUEET I ) T AT =7 —F (aspartate aminotransferase, AST) (X7 7
=73/ b7 A7 =7 —=F (alanine aminotransferase, ALT) 73FEUESIPH R
(upper limit of normal : ULN) ® 2.5 {8

- R AIMEREL DY 3,000/uL AT
C o NEZ B B UAENBMEIL 8.5 g/dL AR, Aot 8.0 g/dL AR
- JRBRFSERIC LV EBRRAIC B &l X7 O O R AR A  w

FHAEE B
<EYPHERONNVAT T N 5>
AMEFEHEE -
16 FFFD ASAS40 S

ERAHERIKAFEMEEE
16 ERFOLL T DX H Z 5 L 7=,
e ASAS20 Kt
e  ASDAS DR—Z T A )b D&
e BASDAIS0 S5
e BASFIOX—RT A b O E
e MRI Spine SPARCC D _X— R T A LB DAV &
e ASDASIN EKH

13



LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

SF-36 PCS D _X— A T A )b D&
ASAS HI DR_X— R F A b DAL E:

Z DDA ZNHERIKAIFEMEE

16 HEOEHREGHM G5 2H) oLl FOmEE 23 L7z,

hs-CRP DX— 2 F A )b DAL

e ASAS20 &3, ASAS40 {53, ASAS partial remission, ASAS 5/6, ASAS FPAfJEHE D K- TH
H . BASDAI. BASFI. BASMI. chest expansion, HE7>5 % FEES £ TOHEE,. ASDAS.
MASES. SPARCC DI E R A =27 46 B TIC, 44 o> SJC, MRI SIJ SPARCC,
ASSpiMRI-Berlin DFHED MRI A =27 Rl & 9 K, ASAS HI, SF-36 MCS K T PCS,
Fatigue NRS, WPAI-SpA, JSEQ. EQ-5D-5L

< BT >
A XX XA~ TIMFEPEE, §iv1Fx X~ 7HiK

<zef>

AEFL, BEERAFERR, ERTNSAERSR, OPHE, WmRRE, EAmE&OIrh, &
REUfRA, QIDS-SR16, = w7 ARFEM A 7 —/L (Columbia—Suicide Severity Rating Scale : C-
SSRS) . HEAMA, SRt (ADA PEA)

A&
<fRHTREEEER >

HMBRIRETHDHAEERE. AMELOSVAT U N AOFEPTIX, intent-to-treat (ITT) KT}
SEEHICTEM L7z, ITT AT RERIT, #BRE PRIV ok a2, ELS &L
SNTon, XAXIRBR SR FHEE 2 EST Lo hb b, BEA{L SN T X CToOWBRE L E
#=L7,

I BT, FEAHZMEMHNT % per protocol set (PPS) MEHT R LN CTIHNE L 7=, PPS fi#HT I Se4E ]
X, ITT T EREID 9 b RGIEZ BT U7ogiich . InBRERE I EE ) © OB R 72 A3 72V i
BRE N O 16 BB R LRI AR )R i 3R & R GCP ORIEEDS 7w FE i ik B D e &
R LT,

B G IR OZ BT, ZaMEM I REM TER L, ZatEfir SERIL,
TERb SN R E D O B, 1RERIEL | [P ERG SN T X TOmERE L ER LT,

ke a3 DA ZE K OV MO RAT X, fibfoed G-I R ARAT T R AR HT T3 L 7o, fikfseix 5
HARAT R L . ARSI A F X A~ 7% | [P ERE LT _RComRE L E5%
L7z,

<BEHEER~NLVAT T Nh >
HIMEORHMNEE OB 7 TV —EBEOKGEREM I TIX, eV RA 7 4 v 7 BRoirEz T4
v ALK OFED OS%EFHEXMZEE L-, AR Cix, 51, #lsl BN L ORRIN LA KOy

14



LY2439821 276 flHxORBOE LD

MY BT (RIEEFHER)

R—=ZAF A O CRP [[EHXiZ LR (>5.00mg/L) ] #iALHE L TETVIZEDT, Fio,
FER A2 K OV D 95%[EHEX I 2 R U7z, BIRAARATIE Fisher DB HERFHR 2 VT3 L7z,
KIEOMIZEL, /v VAR H—ORPNEAISEYE (non-responder imputation : NRI) % VN CTAT
STz BRRBGCME DTN FENE 2 i 7o S 70 o To g . SRR R CREIR BUGTED T — & D372
WHEBRE &, NRIFIESTCO ) VAR — L Bip LTz,

MRI endpoints DA+ DT X TOENER R~V AT 7 | A LOFAEE B 0T — 2 T 0O FEfF
Brix, #0K UREEICET 2IRA%EET /L (mixed model for repeated measures : MMRM) %
AWTHER Lz, ZOFT M, FHRE, #illk, X—2F 120 CRP (EF XX EH) |
VUSNDR—=Z T A A, TR R, GRS OZ B, M ON—2 T A /1@—5134@5%%
ROZHEERZBEENEE L TE D72, MRI endpoints O FEMNTIL, BRIET — & 2 L3k
33T (analysis of covariance : ANCOVA) E7 /L% FWT3EE L 7=,

AN AV AT T R 1 L OFHEE B O@fe 7 — # ORIRBIIENTIL, X—2A T 4 AMEICK D
KIMEDHZE (modified baseline observation carried forward : mBOCF) 14 X i3 (&L DAL
X A KPE D52 (last observation carried forward : LOCF) %% {# ] L 7= ANCOVA €5 /L%
T, E72EIRH)BOFHMEE B T3t L7z, MatrOiicix, K/ I EHEICRHT D type T
FFNTHAS BEZ V., 95%E XM & #ds LT,

Family-wise D% 1 a2 M4 ZKAE 5%ICHIET 5720, FEAMKOERENKE
HIZH L CEEREE AW, ZEREIZT T 7000 - T 7a—F Wiz, 797 4%
Ve T a—F AW FEIIEAREFIATH 5728, family-wise D 1 Fl ORGSR 2 B (2
9%, 16 EFZ IXES0 mg Q4W #f K N IXES0 mg Q2W HEMD Wi CTLL T O FEEEAIE H & O &=
7R R B 2 8 E L 72
o ETE : ASAS40 G
% 1 : ASAS20 I3
|7k 2 : ASDAS DX—R T A inbDEE
|% 3 : BASDAIS0 )i
¥ 4 : BASFI D_X—R2F A )b OB &
|7 5 : ASDAS IN #Ejk =
7% 6 : MRI Spine SPARCC DX— A F A D DEALE
Yk 7 : SF-36 PCS D_— 2T A )b DA LR
o EIK S8 : ASAS-HI DRX—RA T A b O L

ZIHD 8 ODEIRKIFALEH 2, EFH R EEM & T axSpA O EORER TRD b /o kiat
HIAEMHICESE, 2BBICHEL TRIEZIT- T

T EFAMGIE A o ASAS40 )R % IXES0 mg Q2W Bf & 77 B AREE & CHiIA EAKYAE 5% CTHRIE
L7c, 27e< &b 1 DOIFEAGRNFER SN DML, 20 OFBEAKEZ R OBEIKIFHIIEE O &
> hAEND 2T 7R ORIKBIFATEE OME LRt 5 2 & & Ui, IREGINTENSND T &

. AEKEOHEID Y TERMRT D7D 772 8EHT 508, 202tz VA7) &
%xé L L, 77 70HEF/ROARAKEOHED Y TOETREEL, T XTOEREIRMK
MARESNDET, HOWITEY T OAEKETHENTE DA RL LD ETHRVIR LT,
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LY2439821 2.7.6 fHxORBEOE LD
MY BT (GRIEEFHER)
IXE80 mg Q4W HEDFEAGE H & IXES0 mg Q2W HEDFHAMIE H & O] K O EEFEN T O A BKHED
F Y THOEREART, HEHETEFHEETH O COHE LT,
ZDOMOFFENT Tlix, ZEMEORE I TDRh o7,
a=0.05

ASAS40
([Q2W]

ASAS40
(Q4W)

Abbreviations: ASAS = Assessment of Spondyloarthritis International Society (ASAS); Q2W = every 2 weeks;
Q4W = every 4 weeks.
Source: RHBV Clinical Study Report (Week 16) Figure RHBV.9.2.

27612 53740 -TTA—FIZEIKZEHDORE

16



LY2439821
R BT GREPEFHER)

Tier 1 (Q2W)

ASAS20
(Q2W)

ASDAS CFB
(Q2W)

BASDAIS0

(Q2wW]

BASFI CFB
(Q2wW)

SF-36 PCS
CFB
(Q2wW)

276 fHxDORBROE LD

Tier 1 (Q4W)

ASAS20
(Q4W]

ASDAS CFB
(Q4W])

BASDAIS0

(Q4W])

BASFI CFB
(Q4W])

SF-36 PCS
CFB
(Q4W]

Abbreviations: ASAS = Assessment of Spondyloarthritis International Society; ASDAS = Ankylosing
Spondylitis Disease Activity Score; BASDAI = Bath Ankylosing Spondylitis Disease Activity Index; BASFI =
Bath Ankylosing Spondylitis Functional Index; CFB = change from baseline; Q2W = every 2 weeks; Q4W =
every 4 weeks; SF-36 PCS = Medical Outcomes Study 36-Item Short-Form Health Survey physical component

summary.

Source: RHBYV Clinical Study Report (Week 16) Figure RHBV.9.3.

27613 T374A0L-F7TO—FITEIKSEHDORAE : £ 1 REOFHEER

17



LY2439821 276 fHxDORBROE LD
MV BT (GREMEFHESR)

Tier 2 (Q2W) Tier 2 (Q4W)

MRI spine
SPARCC
CFB
(Q4W)

MRI spine
SPARCC
CFB
(Q2wW])

ASDAS IN
(Q4W)

ASDAS IN

(Q2W]

ASAS-HI
CFB
(Q4W]

ASAS-HI
CFB
(Q2W)

Abbreviations: ASDAS IN = ASDAS inactive disease; ASAS-HI = ASAS Health Index; CFB = change from
baseline; MRI spine SPARCC = MRI of spine Spondyloarthritis Research Consortium of Canada score; Q2W =
every 2 weeks; Q4W = every 4 weeks.

Source: RHBYV Clinical Study Report (Week 16) Figure RHBV.9.4.

27614 57400 - 7TO—FIZE IS ZERDOHE : £ 2 REOFHEIER

fikis G T, AT TV —F7—% (21X ASAS40) (28T D IS HIE L OEIE
1%, 52 B £ TORkGR G-I O kBT H SR GREBNCER L-, KB OS2I 1Z NRI &
AW, F72. AOMEROMEREET 7 M A LAD AT FORN—2F A b OB E (UTE
) O X5 el T — % ONTIEL, FLlRHEHE BBREH. FOME, EERZE, PRE KD
. HRARME) 2T 52 Bk £ TOMEE G-I Okt H Z & IZ&GREBNCEER Lz, KHl
EDM5EIZIE mBOCFE % 7=,

<EKMENER>
FRGHEDOA XX~ T OMiEHREORIEZ, RERBIFA T ORER R Z L IZZR LT,
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

<Z&ZEtE>

EREGHFICEBT 2T XTOREESE, X=X 7 A, Tk, ROZEOMOLEMED T T =
U —ZEHOMENTICIE, Fisher OEHEMERFHEZ o, A ZNW A o RO R R 0O H 2L
BOMHTICIE, BEFHLORN—R T A AMEEET /VICE DT ANCOVA & iz,

HEGER IR CIE, RAPED 7 Y —F — 5 [ ZRBEG TEA L, T — 2 AR H O
TR CEN LT,

< BB DR BRI >
ﬁmwﬁ@%ﬁ%\a@&ﬁ%%(%2%)?4%@#Xv7mmyyw&5 80 mg Q2W #%¢
H, 7V A7 40mg QQW HE LT TR FEEIZ1:1:1: 1 O TEELIZE VTS Z
Ll LT, BHEROBIOLGE K%M@Q%Nﬁ&@77?fﬁ@l6 D ASAS40 )i % %
I 44% DY 16% ERET H L. KBROA FEF X~7 80mg QW 5D 7 7 B RFE 5T
KT DR DR K 96% Th 7=, M AOEMITIL, AEKYE 5%E 325 Fisher DB Hz
=Rt R (M{RE) & iz,

27612 EHERALIE
276121 HBEEONRREUVEFTRES

BRSO BERE OWNERZ K 2.7.6.1-5 127”7,

ARBR TIXAEE 341 1 (IXE80 mg Q4W Ff : 81 i, IXE80 mg Q2W ¥ : 83 ffil, 7 X U L~
B 00, 77 BAREE: 876 NEMEALIN., ITTHITHGEMICE N, ERE5HHE
FET LT ORIGIE. BIEALSNTEERE D 97.1% ThoTc, A7V —=0 7Tk LT
1 B3GR CTT T BARBECHI VAT S 723, 1RBRER G425 F 20018 0 @ CTlaBRa ik L7z,
DD D 1 H2ER< 340 B 1 BILL EOIREBRIED R G- 23201, ZaMMAT I GEMAICE £
776

HEER (LS A7z 341 BloD 5 6 329 BIAHERe I G-I A A D, ke G- 3z 1 1=
UL EDIRBRSEDR 545 T 7= (ki G- RARIT R R EE]) o 2 Billdiki 538 ClaBrdi o i
55500 HRNZIRRZ Ik Ui, ki 58I 4258 T L7oBRE OFIA 1, Mk 511 M AEsT <
GAEM D 93.9% (309/329 f5l) T -7z,
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R BT GREPEFHER)

276 fHxDORBROE LD

| 781 Entered I

| 341 Randomized I

| 90 Adalimumab I

> 440 dise I before randomization |

4

| 87 Placebo I | 81 IXE 80mg Q4W I

| 83 IXE 80mg Q2W I

2 discontinued

3 discontinued 4 discontinued
—>| 1adverse event —>| 1 lack of efficacy F—>| 3 adverse event

1 withdrawal by subject

2 withdrawal by subject

1 withdrawal by subject

4

4

86 Completed Week 16
(Blinded Treatment
Dosing Period [Period 2])

88 Completed Week 16
(Blinded Treatment
Dosing Period [Period 2])

78 Completed Week 16
(Blinded Treatment
Dosing Period [Period 2)])

79 Completed Week 16
(Blinded Treatment
Dosing Period [Period 2))

Abbreviations: IXE = ixekizumab; Q2W = every 2 weeks; Q4W = every 4 weeks.

Note: Patient IlHEE was a screen fail patient, who was accidentally randomized into the study (placebo
group) and discontinued at Week 0 (Visit 2) prior to receiving study drug. Therefore, the patient was not
counted as completing the Blinded Treatment Dosing Period nor discontinuing study drug.

Source: RHBV Clinical Study Report (Week 16) Figure RHBV.10.1.

2.76.1-5 #WEREDAR (Fx5HHE) (RHBViER)

PBO/ PBO/ ADA/ ADA/ IXE/ IXE/
IXE Q4W IXE Q2W IXE Q4W IXE Q2W IXE Q4W IXE Q2W
N=42 N=44 N=44 N=42 N=78 N=79
PBO/IXE ADA/IXE IXE/IXE
N=86 N=86 N=157
Total IXE

N=329

Abbreviations: ADA = adalimumab; IXE = ixekizumab; N = total number of patients per treatment group; PBO
= placebo, Q2W = every 2 weeks; Q4W = every 4 weeks.

X2.76.1-6 HREFOAR (MEIRS5HM) (RHBVHER)
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[ 329 Entered Extended Treatment Period

Y.

| 86 PBO/IXE |

3 discontinued
F>1 2 adverse event
1 withdrawal by subject

83 Completed Week 52
(Extended Treatment
Period [Period 3])

V.

86 ADA/IXE |

6 discontinued
3 adverse event
1 lack of efficacy
2 withdrawal by subject

| 157 IXE/IXE I

11 discontinued
] 3 adverse event
8 withdrawal by subject

80 Completed Week 52
(Extended Treatment
Period [Period 3])

146 Completed Week 52
(Extended Treatment
Period [Period 3])

Abbreviations: ADA = adalimumab; IXE = ixekizumab; N= total number of patients per treatment group; PBO

= placebo; Q2W = every 2 weeks; Q4W = every 4 weeks

X27.6.1-7 #WEREDWNIR (MRS HRE)

276122 HEBREER

(RHBV &)

ITT fEMT I R EM 2 R & L SR SEHB O N AR T — 2 LR — R T 1 VRt 3R

2.7.6.1-1 lIZR7,

BERE OFEMOTEEIEIT 417 mTHY . B (81.2%) . HA (62.6%) & O HLA-B27 B5lk
(90.9%) DHERE 2 D>> 7=, BASDAI DFIMHEIT 6.7, ASDAS D F-IfE (X 3.8, hs-CRP D -1
fEIX 135mgL THY, X—R T A »OEBIFEMETES WV UIMO TR o7, X—RAF A4 T
X, BEERFE D 91.8%7 NSAID, 36.8%7% cDMARD (FTAZH TV A7 7 B U V) | 94%HME N
RIBREAT oA FEJFH L TWiz, NABEHFERIT — 2 RON— R T A UHRRHRIERREIC & 5

FEF TR B Tz,

RHBV #EROfkfese G-I T 2 B GO N OFEHFRIT —Z L OWN— 2 T A R,
B GREM TR EAL TR Y ITT TR SRER & [FkCToh - 72 (5.3.5.1.1.3-RHBV Clinical Study
Report (Week 52) Table RHBV.14.5., Table RHBV.14.6.) ., 7=, AS OEEHEM DKL (Inman et al.
2008; Baeten et al. 2015) &b —BE L TU /=,
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& 276.1-1 ANOMHEHNT —ERUR—Z 54 UM% (TTHTREH) (RHBV HER)
PBO ADA40Q2W IXE80Q4W IXE80Q2W
(N=87) (N=90) (N=81) (N=83)
Gender, n(%)
Male 71(82.6) 2 73 (81.1) 68 (84.0) 64 (77.1)
Female 15(17.4)a 17 (18.9) 13 (16.0) 19 (22.9)
Age (years), mean (SD) 42.7 (12.01)a 41.8 (11.44) 41.0 (12.13) 41.3 (11.17)
Weight (kg), mean (SD) 79.86 (17.102) 2 78.24 (17.215) 77.60 (14.679) 76.57 (13.843)
Race, n(%)
American Indian or Alaska Native 4 (4.7)a 2(2.2) 4 (4.9) 4 (4.8)
Asian 28 (32.6)2 29 (32.2) 25(30.9) 25 (30.1)
White 52 (60.5)a 57 (63.3) 52 (64.2) 52 (62.7)
Multiple 2(2.3)2 2(2.2) 0(0) 224
Duration and onset of axSpA (years),
mean (SD)
Age of onset of axSpA 26.4 (8.39)a 26.5 (8.56) 25.4(7.71) 25.8 (8.15)
ODIE;“O“ of symptoms since AXSPA. | ¢ 59 (10 117y 15.61 (9.272) 15.82 (11.178) | 15.78 (10.605)
Duration of disease since AXSpA 6.84 (7.633)a 7.54 (7.505) 8.31(9.625) 8.24 (8.990)
diagnosis
SpA features, n(%)
HLA-B27 Positive 76 (89.4) b 82 (91.1) 75 (92.6) 75 (90.4)
Screening CRP > 5.00 mg/L
Due to back pain 57(66.3) a 58 (64.4) 55(67.9) 54 (65.1)
I]));::l to a cause other than back 0(0)a 0(0) 1(12) 0(0)
Baseline CRP (mg/L), mean (SD) 12.186 13.395
15.974 (21.0256) 2 | 12.462 (17.6138) (13.2958) (15.2505)
Previous AS therapy, n(%)
gla;z;tys with 21 previous axSpA 85 (97.7) 90 (100.0) 81 (100.0) 83 (100.0)
Non-biologic systemic agent 85 (97.7) 90 (100.0) 81 (100.0) 83 (100.0)
Biologic agent 0(0) 0(0) 0(0) 0(0)
Non-biologic non-systemic agent 6(6.9) 8 (8.9 10 (12.3) 3.6
Baseline Disease activity, mean (SD)
BASDAI score 6.81(1.222)a 6.65 (1.468) 6.75 (1.320) 6.69 (1.576)
ASDAS score 3.893 (0.7373)2 3.683 (0.8490) 3.708 (0.7385) 3.773 (0.7872)
Patient’s global assessment of
disease activity 7.1 (1.67)2 7.1 (1.71) 6.9 (1.52) 7.1 (1.64)
Total spinal pain (BASDAI Q2) 7.4 (1.47)a 7.1 (1.56) 7.4 (1.34) 7.3 (1.68)
Spinal pain due to AS 7.4 (1.43)a 7.0 (1.56) 7.2 (1.33) 7.1 (1.52)
Spinal pain due to AS at night 7.1 (1.70)2 6.9 (1.76) 7.0 (1.44) 7.1 (1.65)
BASFI score 6.35(1.893) 2 6.06 (2.085) 6.06 (1.793) 6.27 (2.064)

Abbreviation: PBO = Placebo, ADA40Q2W = Adalimumab 40 mg Q2W, IXE80Q4W = Ixekizumab 80 mg
Q4W, IXE80Q2W = Ixekizumab 80 mg Q2W, N = number of patients in the analysis population, n = number of
patients in the specified category, axSpA = axial spondyloarthritis, BASDAI = Bath Ankylosing Spondylitis
Disease Activity Index, ASDAS = Ankylosing Spondylitis Disease Activity Score, BASFI = Bath Ankylosing
Spondylitis Functional Index, SD = standard deviation, AS = ankylosing spondylitis.

a Nx=86
b Nx=85

Source: RHBV Clinical Study Report (Week 16) Table RHBV.14.6., Table RHBV.14.7., Table RHBV.14.12.

276123 A

k3

ARWEDRGHRIE, T XTOHERED 16 HE O R GHH OIGBRER G256 7 X3k Lz
#%IC, EMBEEWIMOT —2 2 AW CTHRIfRT 2 5256 L7z, LLT I B G- 3 &k Ok 5341
O EE RGOS ERNT 5 [(ZOMoAMEDRBEIE 5.3.5.1.1.1-RHBV Clinical Study
Report (Week 16) Section 11. 5 T* 5.3.5.1.1.3-RHBYV Clinical Study Report (Week 52) Section 11.Z#) ]
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2.7.6.1.2.3.1 FEMIEE RV ELRIRMFHEIER

ITT fRMT R GE R & 3t & U 72 EERNE B & O oo 2270 BRI B OfE R 23 2.7.6.1-2 &
Wk 2.7.6.1-3 1R~

FEAMEOERBRGBEOORE CIX, FANCHRE LT 7400 - T 7u—FI2L0%
B L. (K2.7.6.1-2, [42.7.6.1-3 X 2.7.6.1-4) ,

FHEFHMEEE TH 5 16 WD ASAS40 KSHIE, WTINDA FEx X~ 7HE (IXES0 mg Q4W
BE : 48.1%, IXESO mg Q2W #f : 51.8%) TH 7 7 BAREE (18.4%) &Lk L CTHIFHFEMICA RIS
m< ., EEHMDER SN (WY p<0.001) . SHTREEZRETT D70 ELLET XY
L= THED 16 HIKED ASASA0 L (35.6%) b, 77 BAREL Bl U CHEGHFRIICH B2 &S0
7= (p=0.005) .

FRRIRFHEHEE & U TaRE L7z 16 BIFOFHEHEE (ASAS20 UG, ASDAS D_X—Z T A
> b DA LR, BASDAISO GH, BASFI O X—2 T A L inh OE{LE, SF-36 PCS MDX— A
TA b DOE{LE, ASDAS IN ERKHE, ASAS HI D X—R 7 A L inb D4 bR, MRI Spine
SPARCC D X—R T A b D LE) OFT X TOHEHE T, IXE80 mg Q4W #f & ' IXE80 mg
Q2W FHIL T T B ARE & bl U TSGR FPIIICA BERUE 2 R L7 (R 2.7.6.1-2, £2.7.6.1-3) .

+2.7.6.1-2 16:8FD ASAS40 (EEFHHIRE) RUELEIRMFHEREE TOpfEN—% (TT
R EH. gRR5HE) (RHBV HER)

Ixekizumab 80 mg Q4W Ixekizumab 80 mg Q2W
vs. Placebo vs. Placebo
Unadjusted Multiplicity Unadjusted Multiplicity
Nominal Adjusted Nominal Adjusted
p-value p-value p-value p-value
Primary Objective
ASAS40 Response <0.001 <0.001 <0.001 <0.001
Major Secondary Objectives
ASAS20 Response 0.001 0.001 <0.001 <0.001
ASDAS Change from Baseline <0.001 0.001 <0.001 <0.001
BASDAIS0 Response <0.001 0.001 <0.001 <0.001
BASFI Change from Baseline <0.001 0.001 <0.001 <0.001
SF-36 PCS Change from Baseline <0.001 0.001 <0.001 <0.001
MIRI Spine SPARCC Change <0.001 0.001 <0.001 <0.001
ASDAS IN Response 0.007 0.008 0.041 0.041
ASAS HI Change from Baseline 0.010 0.011 <0.001 0.041

Abbreviations: 80 mg Q2W = ixekizumab 80 mg every 2 weeks; 80 mg Q4W = ixekizumab 80 mg every 4
weeks; ASAS = Assessment of Spondyloarthritis International Society; ASDAS = Ankylosing Spondylitis
Disease Activity Score; ASDAS IN = ASDAS inactive disease; ASAS HI = ASAS Health Index; BASDAI =
Bath Ankylosing Spondylitis Disease Activity Index; BASFI = Bath Ankylosing Spondylitis Functional Index;
SF-36 PCS = Medical Outcomes Study 36-Item Short Form-Health Survey Physical Component Summary; vs. =
Versus.

Note: All comparisons of ixekizumab with placebo for the primary and major secondary endpoints were
statistically significant as calculated with the graphical method for multiple testing, with the family-wise type I
error rate strongly controlled at a 2-sided a level of 0.05 for multiple comparisons.

Source: RHBV Clinical Study Report (Week 16) Table RHBV.11.1.

23



LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

& 2.7.6.1-3 16 :@FD ASAS4A0 (EEFHHIRR) RUELEIRMFHEEREE OBROER (TT
EREH. BRIRS5HM) (RHBV HER)

PBO ADA40Q2W IXE80Q4W IXE80Q2W
(N=87) (N=90) (\N=81) (N=83)
ASAS40 at Week 16 (NRI) : Primary
n (%) 16 (18.4) 32 (35.6) 39 (48.1) 43 (51.8)
95%Cl a (10.3, 26.5) (25.7,454) (37.3, 59.0) (41.1, 62.6)
l?g(l;(?S%Cl) Vs - 17.2 (4.4,30.0) 29.8 (16.2,43.3) 33.4(19.9,46.9)
p-value b - 0.005 <0.001 <0.001
ASAS20 at Week 16 (NRI): Major Secondary
n (%) 35 (40.2) 53 (58.9) 52 (64.2) 57 (68.7)
95%CI2 (29.9, 50.5) (48.7, 69.1) (53.8,74.6) (58.7,78.7)
Diff (95%CI) vs 18.7 (4.2,33.1) 24.0 (9.3, 38.6) 28.4 (14.1, 42.8%)
PBO 2 )
p-valueb - 0.007 0.001 <0.001
ASDAS Change from Baseline at Week 16 ¢: Major Secondary
Nx 84 88 78 80
LSM (SE) d —0.46 (0.099) —1.30 (0.096) —1.43 (0.102) —1.37 (0.101)
p-value d - <0.001 <0.001 <0.001
BASDAIS0 at Week 16 (NRI): Major Secondary
n (%) 15(17.2) 29 (32.2) 34 (42.0) 36 (43.4)
95%Cl a (9.3,25.2) (22.6,41.9) (31.2,52.7) (32.7, 54.0)
Diff (95%CI) vs 15.0 (2.5,27.5) 24.7(11.4,38.1) 26.1(12.8,39.4)
PBO 2 )
p-value b - 0.012 <0.001 <0.001
BASFI Change from Baseline at Week 16 ¢: Major Secondary
Nx 86 88 78 81
LSM (SE) d —1.16 (0.215) —2.14 (0.209) —2.39(0.222) —2.43 (0.219)
p-value d - 0.001 <0.001 <0.001
ASDAS Inactive Disease Response at Week 16 (NRI) : Major Secondary
n (%) 2(2.3) 14 (15.6) 13 (16.0) 9 (10.8)
95%Cl a 0,54 (8.1,23.0) (8.1, 24.0) (4.2,17.5)
Diff (95%CI) vs 13.3(5.1,21.4) 13.8(5.2,22.3) 8.5(1.2,15.9)
PBO 2 )
p-value b - 0.009 0.007 0.041
MRI Spine (SPARCC Score) Change from Baseline at Week 16 ¢: Major Secondary
Nx 81 82 78 76
LSM (SE) d —1.51(1.147) —11.57 (1.113) —11.02 (1.160) —9.58 (1.168)
p-value € - <0.001 <0.001 <0.001
SF-36 PCS Change from Baseline at Week 16 ¢: Major Secondary
Nx 86 88 78 81
LSM (SE) d 3.6432 (0.7530) 6.9005 (0.7310) 7.6952 (0.7768) 7.9686 (0.7665)
p-value d - 0.002 <0.001 <0.001
ASAS HI Change from Baseline at Week 16 ¢: Major Secondary
Nx 86 88 78 81
LSM (SE) d —1.25(0.300) —2.30(0.292) —2.36(0.311) —2.74 (0.306)
p-value d - 0.012 0.010 <0.001

Abbreviation: ASAS = Assessment of Spondyloarthritis International Society, NRI = non-responder imputation,

PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXES80Q2W

= Ixekizumab 80 mg Q2W, ASDAS = Ankylosing Spondylitis Disease Activity Score, CI = confidence interval,

BASDALI = Bath Ankylosing Spondylitis Disease Activity Index, BASFI = Bath Ankylosing Spondylitis

Functional Index, LSM = least squares mean; SE = standard error; MRI = magnetic resonance imaging,

SPARCC = Spondyloarthritis Research Consortium of Canada, SF-36 = Medical Outcomes Study 36-Item

Short-Form Health Survey, PCS= physical component summary, HI = Health Index, N = number of patients in

the analysis population; n = number of patients in the specified category, MMRM = mixed model for repeated

measures;.

a  Confidence intervals are constructed using the simple asymptotic method, without continuity correction
(that is, normal approximation to the binomial distribution).

b Logistic regression analysis with treatment, geographic region, and baseline CRP status in the model.

¢  Baseline is defined as the last non-missing assessment recorded on or prior to the date of first study drug
injection at Week 0 (Visit 2).
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d  The MMRM model includes treatment, geographic region, baseline CRP status, baseline value, visit,
baseline value-by-visit, and treatment-by-visit interaction as fixed factors.

e  The ANCOVA model includes treatment, geographic region, baseline CRP status and baseline value.

Source: RHBV Clinical Study Report (Week 16) Table RHBV.14.18., Table RHBV.14.28., Table

RHBV.14.34., Table RHBV.14.36., Table RHBV.14.42., Table RHBV.14.47., Table RHBV.14.56., Table

RHBV.14.58.

2761232 ZOMOEIXRFFMEIER
2.7.6.1.2.3.2.1 hs-CRP DR—X 54 UL DELE
Rk Cid, AMHIEAE THDH CRP ZRIEOFBAFEEE L L CEHKE A IV 72, hs-CRP
DR—=ZF A 5 OEEEGE (B R EHME) 1L, 54 10 & FH05 IXE80 mg Q4W £ (-
6.04) KO IXE80 mg Q2W #f (-8.07) OWTNTH FZ7vAREE (1.50) & bilg U CTHERHFEMICH
BEREENAZLIL (WTNLE p<0.001) | BIFED 16 HEREE TOT X CORERE S CTHREHFICE
BRWENISRO LN [F 16 HEE (FZ7 8 ABEICxT 5 p fE) 1% IXE80 mg Q4W #f : -5.21
(p=0.016) . IXE80 mg Q2W Ef : -6.57 (p=0.004) . 77 BARHE : 1.43] .

2.76.1.23.2.2 1 XX AT TOHEREENTEFMFRAOBEUNEICEZ HFE
A F B F XA~ TOHERGEEPFGIVEICEZ D882, A F XX~ T7og)E&EE & (160 mg

P 5. K80 mg #¢5-) BINCHET L7=, IXES0 mg Q4W HE T, 16 MMFD ASAS40 FUGHR (A%
5 160 mg : 46.2%. 80 mg : 50.0%., LA R[EINE) KUY ASAS20 SHZR (64.1%. 64.3%) (24 FE&
¥ A~ 7 OG5 160 mg & 80 mg TR EIEWIRN-o7c, £/, IXE8Omg Q2W H#ETH |

6 WMFD ASASA0 SEHE (47.4%., 55.6%) KT ASAS20 SUGEH (71.1%., 66.7%) (ZH[EIF 5-&
160mg & 80 mg TR EZEVIIR N -T-, MMOANMEFHMEEE CHREEETH - 72 [53.5.1.1.1-
RHBYV Clinical Study Report (Week 16) Table RHBV.14.67., Table RHBV.14.68., Table RHBV.14.69.,
Table RHBV.14.70. ., Figure RHBV.14.7 . Figure RHBV.14.8 . Figure RHBV.14.9 }& ' Figure
RHBV.14.10] ,

2.76.1.2.3.2.3 Hrfor % 5 AR

fkfseie G-I (16~52 1) TIL, ASAS40 SULFEEFLEEBOFNEE (18l K OER O FEAT
B RE. fERERIE O QOL, KARIGEME, W ICRIEORBMAT 2 ET) 2BV T,
IXE80 mg Q4W #kiscit & OF IXES0 mg Q2W ket IC I 1T 2 R 512 L 2 A oiere s m &
T7e T XU L~7 75 IXES0 mg Q4W 3 iE IXES0 mg Q2W m@@ﬁﬁ&(ﬁj’—?zﬁ# 5 IXES0 mg
Q4W I IXE80 mg Q2W ~DRATREIC DU\ TIE, 52 BIF DA 2hM:1% IXES0 mg fk#ihE & [FEETH
>7 (£27.6.1-4)
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% 2.7.6.1-4 52;:BEFD ASASA0 RUZ DDA EIEE DEROEYN (MM TRER. BiGE5HM) (RHBV HER)
PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/
IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W
(N=42) (N=44) (N=44) (N=42) (N=78) (N=79)
ASAS40 at Week 52 (NRI)
n (%) | 20 (47.6%) | 20 (45.5%) | 24 (54.5%) | 20 (47.6%) | 43 (55.1%) | 42 (53.2%)
ASAS20 at Week 52 (NRI)
n (%) | 28 (66.7%) | 30 (68.2%) | 33 (75.0%) | 25 (59.5%) | 53 (67.9%) | 59 (74.7%)
ASDAS Change from Baseline at Week 52 (mBOCF) *a
Mean (SD) | -1.44 (0.942) | -1.69 (1.097) | -1.40 (1.015) | -1.65 (1.147) | -1.70 (1.138) | -1.65 (1.021)
BASDAIS0 at Week 52 (NRI)
n (%) | 20 (47.6%) | 20 (45.5%) | 21 (47.7%) | 18 (42.9%) | 43 (55.1%) | 38 (48.1%)
BASFI Change from Baseline at Week 52 (mBOCF) *a
Mean (SD) | -2.34 (2.306) | 2.47 (2.103) | -2.49 (2.220) | -2.84 (2.414) | -2.93 (2.412) | -2.88 (2.426)
ASDAS Inactive Disease Response at Week 52 (NRI)
n (%) | 6 (14.3%) | 8 (18.2%) | 10 (22.7%) | 5(11.9%) | 18 (23.1%) | 16 (20.3%)
MRI Spine (SPARCC Score) Change from Baseline at Week 52 (mBOCF) *b
Mean (SD) | -9.72 (15.803) | -6.90 (13.118) | -8.49 (13.208) | -18.86 (26.136) | -8.46 (16.698) | -8.59 (16.014)
SF-36 PCS Change from Baseline at Week 52 (mBOCF) *a
Mean (SD) [ 85990 (8.6588) |  6.7970(7.2534) |  6.9427(7.6142) |  8.5248(8.3954) |  8.7158(9.2564) |  8.3730(7.5210)
ASAS HI Change from Baseline at Week 52 (mBOCF) *a
Mean (SD) | -2.90 (3.661) | -2.19 (2.788) | -3.05 (3.815) | -2.81 (3.409) | -2.69 (3.292) | -3.43 (3.608)
hs-CRP (mg/L) Change from Baseline at Week 52 (mBOCF) *a
Mean (SD) -6.940 (9.7400) | -15311(29.4411) [  -5.663(9.1950) | -13.385(21.8495) | -9.520(12.5114) [  -9.990 (14.7742)

Abbreviation: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of
patients in the analysis population; n = number of patients in the specified category; NRI = nonresponder imputation; mBOCF = modified baseline observation carried forward;
SD = standard deviation
*a - Baseline is defined as the last non-missing assessment recorded on or prior to the date of first study drug injection at Week 0 (Visit 2).
*b - Baseline refers to data obtained within the window of Week 0 injection date - 42 days and Week 0 injection date + 14 days.

Week 52 refers to the data obtained during Week 52 injection date +/- 30 days.
Note: SF-36 Physical Component Summary Score is summarized using the t-scores.
Source: RHBYV Clinical Study Report (Week 52), Table RHBV.14.24., Table RHBV.14.32., Table RHBV.14.31., Table RHBV.14.28., Table RHBV.14.34., Table RHBV.14.37.,
Table RHBV.14.44., Table RHBV.14.45., Table RHBV.14.29.
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276124 E¥EEE

BRG] 0 IXES0 mg Q4W #E M O IXES0 mg Q2W HEDKHE S D1 F & 3 X~ 7 MLyl i g
%, WA 58 (160 mg & O 80 mg) BIICX 2.7.6.1-8 x NF 2.7.6.1-5 (T~ d, 1HFEDOA FEF
R~ 7 Mg HEE L, PEFREGE 160 mg OHEREEM (12.8~13.0 pg/mL) mi%}]lﬁl?&’@%
80 mg DHEFRF R (8 6.0~6.5 pg/mL) DK 25T o7=, IXE'80 mg QAW FED A FEF X~
Mg b7 7RER, WThodREEETYH 8§ HFE TICBLE 3~4 ug/mL TEZEL, 16
HE CEOE EHEFF SN, FFEIC IXESO mg QQW BED A FEF X~ 7IMiEHR 7 7IRE
ThHoOPREEETYH KD 16 WIFOM T L2 10~12 pg/mL CTHERF S iz,

R 6 52 HRFIZIHBUWN T, IXE80 mg Q4W kit TOA X F X~ 7l ~ 7 7R EHE
BII—ETHY, WTNOBREGREHIBWTHE 3~4 pg/mL OFPHTH 7=, A, IXES0 mg
Q2W ket COA F X A~ 7 MIEH b7 ZIREHBIZ—ETHY . CORGHIZBNTHE 8
~12 pg/mL OEPH TH > 72 [5.3.5.1.1.3-RHBV Clinical Study Report (Week 52) Section 11.4.4]

Ixekizumab Serum Concentrations (pg/mL)
10
1
\
—

1 1 L

- |

O e ‘1{ | _J
1 )i )

O =
I T T T T T T T
0 2 < 6 8 10 12 14 16
——  80mg Q2W/ 180mg start (N=38) TIME (Week)

80mg Q2W/ 80mg start (N=45)
—— 80mg Q4W/ 160mg start (N=39)
80mg Q4W/ 80mg start (N=42)

Abbreviations: BQL = below the quantifiable lower limit of the assay; N=number of patients; Q2W = every 2
weeks; Q4W = every 4 weeks; SD = standard deviation.

Note: Data are presented as mean + SD.

Notes: If concentrations were reported as BQL, they were set to BQL/2 (0.00375 pg/mL) and included in the
summary statistical calculation for the purposes of plotting the data.

Samples collected at Week 1 were non-troughs in each dosing group and at Week 2 were non-troughs for the
Q4W groups. All other samples were trough samples.

Source: RHBV Clinical Study Report (Week 16) Figure RHBV.14.13.

276.1-8 HFFRADAFEFXFATITMEFRE (ERIEXE5HM) (RHBV HER)
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#£276.1-5 FFADAFEFATITMMEPRE (ng/ml) (ERIZEHRE) (RHBVRHER)

Week1 | Week22 | Week4b | Week 8b Week Week
12b 16>
Ixekizumab 80 mg Q4W witha | 6.43 (32) | 4.58 (28) | 2.24(55) | 3.34(49) | 3.73(44) | 3.56 (56)
80 mg starting dose (N=42)
Ixekizumab 80 mg Q4W witha | 13.0 31) | 8.93(51) | 4.80(46) | 3.84(56) | 3.74(54) | 3.88(55)
160 mg starting dose (N=39)
Ixekizumab 80 mg Q2W witha | 6.03 (63) | 4.24(56) | 7.80(29) | 10.4(33) | 11.6(36) | 11.6 (54)
80 mg starting dose (N=45)
Ixekizumab 80 mg Q2W witha | 12.8 (38) | 8.90(38) | 9.28 (45) | 991 (37) | 10.1(52) | 11.3 (43)
160 mg starting dose (N=38)
Abbreviations: %CV = percent coefficient of variation; N = total number of patients per treatment group; Q2W
= every 2 weeks; Q4W = every 4 weeks.

Note: Data are presented as geometric mean and %CV. Only samples that were taken within the protocol
defined visit window are included in the summary. Number of samples may differ by protocol time point. Data
that are below the limit of quantification of the assay (0.0075 pg/mL) are excluded from the calculation of
summary statistics.

a  Trough concentration for Q2W dosing arms only.

b Trough concentrations for Q2W and Q4 W regimens.

Source: RHBV Clinical Study Report (Week 16) Table RHBV.11.2.

276125 ZH&H
FEE S 16 BRFE TOEMB G 255 & LI-LetoiBRkiE 4 2.7.6.1.2.5.1 THIZ, 16
H%‘wb 5 52 M E COMGR G 2 68 & Lz et oRBREGEE 2.7.6.1.2.52 THIZRT,

2761251  O0BEEND 16 BRFETCOEREEHARZRNE L LI-REMEDORE
2.7.6.1.2.5.1.1 BREDKRSE

MR R 2 x5 & U T B G- B o g2 WM 13 IXE80 mg Q4W AT 111.8 H,
IXE80 mg QW #E T 1129 H, 7TH VU A~TRETIRS HEO T T REET113. T HThHHo7-, #
W FE )13 IXE80 mg Q4W A (81 f3) T 24.8 A4, IXE80 mg Q2W #f (83 #) T 25.7 A, 7
FU LA TRET27.T NER T 7B ARFET 268 NMETH 72, B G- HIR O P4 g8E I & O
IR IO T NS REREH CRECThH - 72,

2.7.6.1.2.5.1.2 FEZRDEN

HFEFELIT, ICH EHEEEIHKMHFELE (Medical Dictionary for Regulatory Activities : MedDRA)
version 20.1 Z W\ CTERE IR0 F8 N AR GE RN R~ T,

EREGHIMZ MR L LIEAEFROMEL K 2.7.6.1-6 IT1-T,

BRI G OB G O Rk E TIZRB I EAL L2 FEFESL % [ Treatment-
emergent Adverse Event (TEAE) | & L7z, B G-WIR 2 x5 & L2 KRBEHRAZ 720 TEAE
P ORI RBEIFR & I E T&E 72\ TEAE 2% 2.7.6.1-12 |Z7°9, 7B, AETIE, SHR&EGHIBICRE
B, 16 BRFOHRIENT O — Z [EE H £ TICHE S A EFREx SR L L,

IXE80 mg Q4W ¥ T 42.0% (34/81 ) . IXES80 mg Q2W #¥ T 43.4% (36/83 %) . 7 XU L~
BEC 48.9% (44/90 f5l) KON ZBAREET 39.5% (34/86 ) OHERF | TEAE B bil-, A
RGO BT R DR E X ITEE Ch T, HEICE ST FERERII o1, BEER
HEFELITIXESO mg Q4W HET 14 (1.2%) . IXES80 mg Q2W FET 141 (12%) MOT X U A~
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THRET 361 (3.3%) IO BV, T EREETIIRD Lo T, IBBRIEOEGHIEICE -7
AHEFELRIT IXEROmg Q2W FET 3 il (3.6%) . 77X UL~ THET 1 6l (1.1%) IR B,
IXES0 mg Q4W FER O 7 B RBETITRBD DR o7, FRNCHE LT EH T REFERERD
26, KRR TEL RO ON o FHGIIEGYEICBE T 5 TEAE & ONER ARG IZ B3 %
TEAE Th o7z, BYYEIZBIHT S TEAE (3WTHVOERGHETHREERICTED Hiv, EREAS
(B892 TEAE I3 IXES0 mg Q2W Bt KON & U A~ 7 RECTHRAE G MEMICE - T2,
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RV BT GRIEPETTHER)

%276.1-6 EEZROME (ZLMBITHRER. ERIXR5HAM)

2.7.6

I8 2 @

ADA40Q2W
(N=90)
n (%)

IXE80Q4W
(N=81)
n (%)

PBO
(N=86)
Category n (%)
Treatment-emergent adverse event (TEAE) 34 ( 39
TEAE by severity*a
Mild 22 ( 25
Moderate 11 ( 12
Severe 1 (1
Death 0
Serious adverse event 0
TEAE related to study treatment 14 ( 16.
Discontinuation from study treatment due to 0

adverse event (including death)

.6%)
.8%)
.2%)

3%)

11 (

12.

.1%)
.6%)
.2%)

.3%)

2%)

.1%)

.2%)
.8%)

.2%)

.3%)

100
43

48

( 29.
.6%)
1.

(
(

12

14

4%)

5%)

.5%)
.1%)

.2%)

Abbreviations: PBO =

Placebo; ADA40Q2W =
number of patients in the analysis population; n =

See complete footnote on last page of the output.

Adalimumab 40 mg Q2W; IXE80Q4W

= Ixekizumab 80 mg Q4W;
number of patients in the specified category; NA

30

(RHBV 5{E&)
IXE80Q2W Total IXE
(N=83) (N=164)
n (%) n (%)
36 ( 43.4%) 70 ( 42.7%)
28 ( 33.7%) 50 ( 30.5%)
6 ( 7.2%) 18 ( 11.0%)
2 ( 2.4%) 2 ( 1.2%)
0 0
1 ( 1.29%) 2 ( 1.2%)
13 ( 15.7%) 23 ( 14.0%)
3 ( 3.6%) 3 ( 1.8%)
IXE80Q2W =

= not applicable.

Ixekizumab 80 mg Q2W; N

HBROE &



LY2439821 276 fHxORBROE LD
MV R (SREMEFTHES)

PBO ADA40Q2W IXE80Q4W IXE80Q2W Total IXE Total
(N=86) (N=90) (N=81) (N=83) (N=164) (N=340)
Category n (%) n (%) n (%) n (%) n (%) n (%)

TEAE of special interest

Hepatic ( 1.2%) ( 2.2%) ( 1.2%) ( 1.2%) ( 1.2%) 5 ( 1.5%)
Cytopenias ( 1.2%) ( 2.2%) ( 1.2%) ( 0.6%) 4 ( 1.2%)
Infections 13 ( 15.1%) 19 ( 21.1%) 16 ( 19.8%) 17 ( 20.5%) 33 ( 20.1%) 65 ( 19.1%)
Allergic reactions/hypersensitivities ( 1.2%) ( 4.4%) ( 3.7%) ( 3.6%) ( 3.7%) 11 ( 3.2%)
Potential Anaphylaxis 0
Non-anaphylaxis ( 1.2%) ( 4.4%) ( 3.7%) ( 3.6%) .7%) 11 ( 3.2%)
Injection-site reactions 4.7%) .8%) .7%) 11 ( 13.3%) 14 ( 8.5%) 25 (1 7.4%)

OO0OO0OO0COMRFRORWRR

—
OO0OKFRPROONMOMONNDN

—

~
OO0OO0OO0OKFRWWOWOH R R

—

w
OFROOOKFRWOWNOHR
OrRrOOKRMAMAONOOONWERENDN

—
w

Confirmed Cerebro-cardiovascular events ( 1.2%) ( 0.6%) 1 ( 0.3%)
Malignancies 0
Depressions ( 1.1%) 1 ( 0.3%)
Inflammatory bowel disease ( 1.2%) ( 0.6%) 1 ( 0.3%)
Interstitial lung disease 0

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =

number of patients in the analysis population; n = number of patients in the specified category; NA = not applicable.
See complete footnote on last page of the output.
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Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W =

= Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category; NA = not applicable.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in severity after baseline and
on or prior to the date of the last visit within the study period.

Note: The TEAE's relationship to study treatment is judged by the investigator.

Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be counted in more than
one category. Deaths are also included as serious adverse events and discontinuations due to adverse events.

Note: Percentage is calculated by n/N*100%.

*a - Patients with multiple occurrences of the same event are counted under the highest severity.

*b - p-value from Fisher's exact test.

* p-value <=0.05

Note: MedDRA Version 20.1.
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LY2439821 2.7.6 fHxORBEOE LD
MY BT (BRI HES)
2.7.6.1.25.1.3 AERRE L ORERBEFREM4 4L Treatment-emergent Adverse Event
BRG] OTEBREE & o K BBR 2 R 722 TEAE OFHEIA X, IXES0 mg Q4W # T 42.0%
(34/81 f51) . IXE80 mg Q2W FfT 43.4% (36/83f5) . 7 X U LA~ T7HET 48.9% (44/90 ) KN
77 /AT 39.5% (34/86 f5l) T -7z,
IXE80 mg Q4W #£ 1% IXE80 mg Q2W FEDWF T 5%LL FIZHEHL L7- R EBIR A 72
TEAE % EMHSAEZ ., ERGEEEE OESERISTH Y | ZORBLEIGIZLTOLBY ThoTo,
e  LIHEEZ [IXESO mg Q4W Af : 7.4% (6/81 ) . IXES0 mg Q2W A% : 6.0% (5/83 %) . 74
UL~T7HE:6.7% (6/90 ) . 77 AREE: 7.0% (6/86 i) ]

o FAGEEY: [IXES0 mg Q4W Af : 8.6% (7/81 #i) . IXES0 mg Q2W ¥ : 4.8% (4/83 %) . 7
2V L~ TR 22% (29061) . 7T BAREE  4.7% (4/86 i) ]

o JEHHEALSG [IXES0 mg Q4W BE : 0% (0/81 f51]) . IXES0 mg Q2W #F : 8.4% (7/83 %) . 7
2V L~ THE33% (39061) . 7T EAREE: 23% (2/86 i) ]

2.7.6.1.251.4 EfE E 7 0 Treatment-emergent Adverse Event

FIEFE DN E E O TEAE OFBLEIG 138 G- TEW T /e o 72, IXE80 mg Q2W #ETH G
HILARR, 7 v — 5, NS R OZTALBER & 1 Bl 74 Y A77%$’6Eﬁé§&0}#
SHIE NS 1 BN, 777 BARRE TR 1 FICRE8 0 Hi, IXES0 mg Q4W AE Tl & D TEAE 1375
Lo T,

2.76.1.251.5 BRERE L OREMZEERE TE4 L Treatment-emergent Adverse Event

B GHIE OTRBRIE L OREEGRE G E TE 72\ TEAE ORBE ST IXESO mg Q4W #ET
12.3% (10/81 1) | IXES80 mgQ2W £ T 15.7% (13/83 ) . 7 X U A~ T7HET 12.2% (11/90 31))
KO 7 2REET16.3% (14/86 6) TH o7,

IXE80 mg Q4W A¥ 313 IXE80 mg Q2W HED NI 4T 5%LL EIZ B U= R SRR 2 & & T & 7
U TEAE (ZVESHBNLSR DA TH Y, ZOFRBIEIGIILLTO LB Y THhoTz,
o JEHHEALSG [IXES0 mg Q4W BE : 0% (0/81 f51]) . IXES80 mg Q2W #F : 7.2% (6/83 1) . 7

2V L~ THE33% (39061) . 7T EAREE23% (2/86 i) ]

2.7.6.1.2.5.1.6 RERUVZOMDEELEEER

TRERIE L DR EBIRE S ECTE RV CH L RNZOMOEERAFEFERLOBRE 53.5.1.1.1-
RHBYV Clinical Study Report (Week 16) H B2 A EHHRFORITIRAM LTz,

ARARBR OB GBI T TR bR o7z,

B GHMOEE2AEFRORBREIA X, IXES0 mgQ4W #ET 1.2% (1/8141) . IXESO mg
Q2W BET 1.2% (1/83 ) . 7 X U LA~TEET 3.3% (3/90 i) KO 7 ®AREET 0% (0/86 1))
Tholz, 2B ICRBR LI EERAEEERIIR -T2,

1 BILL RSB LT EERAEFZ L OEORIES (Bl %X 2.7.6.1-7 12, BEERAESR
BO—EEF 2.7.6.1-14 [ T- T,
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#£276.1-7 1PILUELICERLE-EEGCHEER (REMBTANREH. BHREEHRE)

(RHBV E&)
HAE Preferred PBO ADA40Q2W | IXE80Q4W | IXE80Q2W |IXE Total
" Term (N=86) (N=90) (N=81) (N=83) (N=164)
HERELIRE Patients with 0 3 (3.3%) 1 (1.2%) 1 (1.2%) 2 (1.2%)
B (%) SAE
7 a— % Crohn's disease 0 0 0 1 (1.2%) 1 (0.6%)
HALRE Dyspepsia 0 0 0 1 (1.2%) 1 (0.6%)
ESiz Rz Erythema 0 0 0 1 (1.2%) 1 (0.6%)
multiforme
B Ak Gastroenteritis 0 0 0 1 (1.2%) 1 (0.6%)
PR G R G Urinary tract 0 0 1 (1.2%) 0 1 (0.6%)
infection
T =T BT Adnexal torsion 0 1 (5.9%) 0 0 0
#5
SR BB ERE T Ankle fracture 0 1 (1.1%) 0 0 0
mIER Appendicitis 0 1 (1.1%) 0 0 0

Abbreviations: SAE = serious adverse event; PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W;
IXE80Q4W = Ixekizumab 80 mg Q4W; IXES80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the
analysis population; n = number of patients in the specified category.

Source: RHBYV Clinical Study Report (Week 16) Table RHBV.14.82.

R L OB E S E CERVWEERATFR L LT, IXE80 mg Q2W HED 1 #illC Bk,
ZIHLEE, WEARK O 0 — i b, 1RBRIEE OREREBNEE T RWEERA
EHEL OREFIBGRIE 5.3.5.1.1.1-RHBV Clinical Study Report (Week 16)  HES 7o A E AR (2 Hsft
L7,

2.76.1.251.7 TOMDEELGHEEER
2.7.6.1.2.51.7.1 BREOKRSHLEICESLAEER
EREGHHEICIEREOR LR ILICE > - AEFZOFEIEIS L. IXE’0 mg Q4W FET 0%
(0/81 ) . IXE80 mgQ2W HET 3.6% (3/83 %) . 74X U L~THET 1.1% (1/90 ) KOT Tk
REET 0% (0/86 %) T -7z,
1 BICL EICRBE L RBREOBRETILICE > AEREL R NEORBFEES (H%K) 2#
2.7.6.1-8 \Z~,

x276.1-8 1HILUEICHEBE L ABREOREFLICE--AEER (XEMBITHREH. §
BRIx5HE)  (RHBV iER)

PBO ADA40Q2W | IXE80Q4W | IXES80Q2W | IXE Total
HoAsE Preferred Term | _g0) (N=9%) (N=t?1) (N=2%) (N=164)
HEHLREBE] | Patients with AE 0 1(1.1%) 0 3 (3.6%) 3 (1.8%)
B (%)
VRS ERAL S Injection site 0 0 0 2 (2.4%) 2 (1.2%)
reaction
JEYL M T Diarrhoea 0 0 0 1 (1.2%) 1 (0.6%)
infectious
VRS ENL T2 Injection site rash 0 1 (1.1%) 0 0 0

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg
Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of patients in the analysis population; n = number of
patients in the specified category.
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Source: RHBYV Clinical Study Report (Week 16) Table RHBV.14.83.

TR L DR RG2S E TE RUVEBRIEO R G (R IC B - 72 A E 5403, IXE80 mg Q2W ¥
TYHESHRALIE 2 BN, T XV L~ T RECERNTREZ N 1 HICERD Hivlz,

276.1.251.7.2 EREITREFEER
FHANCHE LTEFEE T REFEFLORBAEE 25 2.7.6.1-6 [T,

<JRYLAE >

JEYE B4 D TEAE OFRBEIAICIE, A XX A~THXIT XU A~THEL 7T 2R
@%T%K%Z%%@%é@wi@#oto4#t%f77ﬁﬁzﬂﬁ@%EK%@TéE%ﬁ
AEFZZRIL, £D 55 1 FINEGYEICEES 5 TEAE O7-DIZiniRz Tk L7z, B k&
YUIiE % B D RURYLIE O ATREMED & 5 TEAE I3 S 72,

< M.ERJEE >

MERBDREIZBSE# 95 TEAE OB IZIX, A XX A TRUIT XY A THEET T
RO CTEHIKRICER DO H HEWT o T, MEKEBIEICEET 2 BEERAEFL L REGT
ICESTEAEFR RO LN T,

<T LR — b, BUE >

T LR =R SBUEICBE T 5 TEAE OFBEIG X, A FEF A THLAOT XY LT
T 7R REL D EERICEVEADNBD Nz, 77740 7% —1F 1 HILEO LR
T2o 7 LR —RIE WBUEICEET D TEAE O 72 OIIEBRIE O 5.0 1R 23 - 7R 13 Ve
Drolz, IXE80 mg Q2W HED 1 i, 7 LAF—k IWUEIC BT 5 HE R A HFHE (X
ALBE) O BT,

< TEHHEAL SO >

A SO 2 B9 5 TEAE (3 IXE80 mg Q2W BEK YT & U A~ 7 RECTRILEIE N EAEAYIC
&< . IXE80 mg QAW HEL 7T B AREEDRUTIE IR DN o T2, KESY DYEERE O S EBAL SOE
BRECTH Y | RO CEERAFEFGIIED bR o 72, IXES80 mg Q2W #ED 2 il LT
T XY L~ TRED 1 BIN TS SOGIC K VIR D& G- &2 ik Lz,

<L A S B>

IXES0 mg Q4W B 1 Bz, EERFGHEZ EZ (Clinical Events Committee : CEC) (2L Y —
PR MLFAE &I SN E R T REFEFRTHLOMOME A N2 FRRD b, KFER
FEERAFFRTIIR BREOKRETILIZLEL o7,

< SN >
AFABR O GR35 NS MR 2 BEE 9 % TEAE (35890 b e no T,
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<JIFEAE 4 >

FFBIE G ORI, A F XA~ TREXIT XY L~ THEE 77 2RO CHRANICE
D& H1E NI o Tz, FEEOEELRAEFFZORE 1T MREORETILICE - 72iTHE
HER SR T,

<O OHKEOEE BEATA>

AFEF A THLOT T ERFEOWNTIICS 5 DR U BEFICEET 5 TEAE (378 b7z
Nolz, THYUL=TRED 1B 9 D50 TEAE 233880 b -2, KERIEERAEFLTIX
<L IRBREORGRILICHEL RN T,

< RIEPENER
NSAID #58M:D KIG7 B OVE B2k DREFEREDS & % IXE80 mg Q2W #ED 1 B3 7 1 — 995 & F B
L7z, APBRE IIARBR I NSAID Z0FH LT\ e, AFRIIEERAEFRTHY ., Hbes
FERIC L DB H G IEE (T A~ 7 4RFE5%) ITRBE L, AEBREILCECIZ X
V7 m— RO EEZE L S T,

< PRV >
KBRS W SR R MR IR B o 7,

2.7.6.1.25.1.8 ERRREE

BRI A OFE TIX, N—2 T A 0 b R BRI AL E TORL R ORGSR 5 T Tl g
Bw (EESUIERIE) 3380 S-S OEIGIT B SRR CHREHEMICAE B RENRD b
HEHR D120, BRMICERO S HENTIERVWEE X DN,

2.7.6.1.25.1.9 RERME

<PiA X A2 THURORBLEIS >

TRERIERE 5% DWW I DFF 5T treatment-emergent ADA  (TE-ADA) FEMEN GRS 5L 7o gk
ﬁﬁ\bmmmgywﬁfzm (2.5%) . IXE80 mg Q2W AET 241 (24%) . 7H U LA~THETS

| (5.6%) RO Z7EHREET 2 il (24%) Toh o7, TE-ADA Bt DOHEERE 133~ TIRHUAAM
( :160) I[ZHFES IV, FRIHURGYED GO DAL HERE 13\ e o Tz,

<IRBRIERE 5-BIATE DHIA ¥ X X~ THUREEDN A NI G 2 558>

A ¥t ¥ X~ 7RO TE-ADA BHERF] 4 Bld 5 5 3 1% 16 #ERFIZ ASAS20 & Y ASAS40 % £
L7223, B0 @ 1 % TE-ADA B3 5 Y S 5 RO & 5 0 TE M 512 ASAS20 KT
ASAS40 Z R L 72> T,

<JEBRIRIL HBRIATS DHiA & % X~ THUAERN L VI 2 5 >
A FEx X~ THED TE-ADA BMEOWERE (4 61) TIXESEA SO 1 HICERD Hiv, 7T L
VX, IBBUEIC B E 35 TEAE IXERO b ivie o Tz,

36



LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

2.76.1.251.10 NS ZI)ILYA 2V RUVZDMDHKRBFTR
R GHR ONA Z A RMREIZ, BBRMICEEOH DT RITRD bR o7z,

2761252 16 EEEHN L 52 ARFETCOMRKRSHMZERIRE L-RLEDORE
BERBEGHIMZ5E T L 331 Bl 9 5 329 FiAsfke s G- M st SEERNC & £z, Bk
HHBOT Z ) A~ TR OT 7 B REEOHERE 2 16 HKFIZ IXES0 mg Q4W #E L IXE80 mg
Q2W BEICHEERL L. T2 ERMK 5 HIF O IXES0 mg Q4W ¥ IXE80 mg Q2W #f & fif
A LT, fpe& 5o IXES0 mg Q4W #f (IXES0 mg Q4W fFA&HE) ik IXES80 mg Q2W Af
(IXE8O mg Q2W fif & #E) & L7z, ki & G- W i AT s 4 [ 0 & ¢ G- D 9 R B0 %
IXE80 mg Q4W & 8F 164 5]} O IXES0 mg Q2W AL 165 Bl TH - 7=,
LRI fkfe e G-I (16~52 ) D220 B %2 ~7,

2.7.6.1.2.5.2.1 RREDRE

Hk ot B G- 3 B AT St SR AR 2 b 2 & U 7o ke 4 G- 1R (16~52 J) oD -2 gk i85 H1 1%
IXE80 mg Q4W fF&HET 240.1 H X T IXES80 mg Q2W PBFAHET 2377 HTH V. #HIEZEIIMIE
IXE80 mg Q4W (A HRET 107.8 AN OV IXES0 mg Q2W HFARET 107.4 NMETH o 7=, Mgtk 55
M (16~5238) TOFHgEGEHE L ORIRERERHHITO T b B GRER CRETH o 72,

2.76.1.25.2.2 FEZRDEN

ffeit G-I DON—2F 1 b 52 I E TICRBDUIE(L LA EFS (TEAE) ZHEFHO%f
Gl L, B, EREBEEHMT 6 HAFE T 7 v R 2 &G LgBE U 14l E T &Y
LT B LTWHRED S L, 7R e LIoBRE L 16 R Ok G- Mo %
XA TERGERIGL, THX Y AT ERE LIEHEREIT 6 BEO U+ v v a7 v N aefkiztk

BN A XX AT OREZHMG LT, ZO7H, TIENA FE8x X~ 7 HERRIGRTIC
HHL TCWEAERFRERX—XA T OFH L Lz, EREGHHENOA X AT 228G L
TV X, 0 HWIFDA F X X~ TR EGHBANIHEI L TWEAEFEREN—AT A4 D
#HHL L,

AEELIT, MedDRA version 21.0 2 AW TERE BIRHEE K OFEARFERN R T,

fkpe e G-I (16~521) ZXt%Re LT AEFLOMEL % 2.7.6.1-9 (1277,

fkpese I (16~52 ) A xt5e s L7 KRBER A o7\ TEAE K A RBER A G ETE 2
U TEAE %3 2.7.6.1-13 |2~ T,

TEAE | IXE80 mg Q4W &L T 106 6 (64.6%) KT Q2W HFAHRET 95l (57.6%) IZiRH 5
iz, kel 5 (16~52 ) @ TEAE OFEEIXEHREGHIM & Rk CTdH 7=, TEAE OEJE
XK PBRENIFEE THoTo, SECICESTZAEFRITI L, EERAEFELIT
IXES80 mg Q4W (EATET 845 (4.9%) K ONIXES80 mg Q2W HFARET 1041 (6.1%) IZ#8D HiT-,
TRBRIR DR G-rP I - 72 A EHS T IXES0 mg Q4W JFEARET 241 (1.2%) M OV IXES0 mg Q2W
DFERET 6 5] (3.6%) IZRRD BTz, 2 BILLEIZFERD b= HERAERFR L OVERIEO# G+
W E S = ERERIT -T2, FRNCHE LZEHITREFEFRRO Y L, k581 (6
~52) TLLROONIHFERIT, EREGHIM & RARIRYYEICBE 9 2 TEAE &K OVEHRFEIL
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SO Z B9~ 5 TEAE Th o 7z, EFHANLISIZBIE#E 9% TEAE DR BLE|A 13 IXES0 mg Q4W ff
EREL D IXES0O mg Q2W FAHET, FEMIZE - T, T, RIEMGEE (inflammatory bowel
disease : IBD) |ZBdi#9"% TEAE OFBUTE MG HIRIZ R U THEMIZ DT NI Lo 72
Do (EfGHIH 16, i 58I 4 61 | BEREE T <3720 > 72 (Total IXES0 mg i
AREELTI12%) o

UL E XD iz G-I CoORFEFRLBEIRDLUICIL, IXE80 mg Q4W & & T IXE80 mg
Q2W PFAREDRICHERIICE RO H 5B WTBD b, BlREGHIM L FETH -7,
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LY2439821 276 fHxORBROE LD
MV R (SRIEMEFHESS)

#£276.1-9 AEEROHBE (M SHRBIARER. BEk5HE (16~52:8) 1 (RHBV HER)

PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/
IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W
(N=42) (N=44) (N=44) (N=42) (N=78) (N=79)
Category n (%) n (%) n (%) n (%) n (%) n (%)
Treatment-emergent adverse event (TEAE) 30 ( 71.4%) 27 ( 61.4%) 26 ( 59.1%) 24 ( 57.1%) 50 ( 64.1%) 44 ( 55.7%)
TEAE by severity*a
Mild 17 ( 40.5%) 14 ( 31.8%) 18 ( 40.9%) 14 ( 33.3%) 34 ( 43.6%) 28 ( 35.4%)
Moderate 10 ( 23.8%) 12 ( 27.3%) 7 ( 15.9%) 8 ( 19.0%) 13 ( 16.7%) 13 ( 16.5%)
Severe 3 ( 7.1%) 1 ( 2.3%) 1 ( 2.3%) 2 ( 4.8%) 3 ( 3.8%) 3 ( 3.8%)
Death 0 0 0 0 0 0
Serious adverse event 1 ( 2.4%) 3 ( 6.8%) 3 ( 6.8%) 4 ( 9.5%) 4 ( 5.1%) 3 ( 3.8%)
TEAE related to study treatment 13 ( 31.0%) 12 ( 27.3%) 8 ( 18.2%) 13 ( 31.0%) 13 ( 16.7%) 12 ( 15.2%)
Discontinuation from study treatment due 0 2 ( 4.5%) 1 ( 2.3%) 2 ( 4.8%) 1 ( 1.3%) 2 ( 2.5%)

to adverse event (including death)

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category.
See complete footnote on last page of the output.
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MV R (SRIEMEFHESS)

PBO/ ADA40Q2W/ IXE/ Total Total
IXE IXE IXE IXE80Q4W IXE80Q2W Total
(N=86) (N=86) (N=157) (N=164) (N=165) (N=329)
Category n (%) n (%) n (%) n (%) n (%) n (%)
Treatment-emergent adverse event (TEAE) 57 ( 66.3%) 50 ( 58.1%) 94 ( 59.9%) 106 ( 64.6%) 95 ( 57.6%) 201 ( 61.1%)
TEAE by severity*a
Mild 31 ( 36.0%) 32 ( 37.2%) 62 ( 39.5%) 69 ( 42.1%) 56 ( 33.9%) 125 ( 38.0%)
Moderate 22 ( 25.6%) 15 ( 17.4%) 26 ( 16.6%) 30 ( 18.3%) 33 ( 20.0%) 63 ( 19.1%)
Severe 4 ( 4.7%) 3 ( 3.5%) 6 ( 3.8%) 7 ( 4.3%) 6 ( 3.6%) 13 ( 4.0%)
Death 0 0 0 0 0 0
Serious adverse event 4 ( 4.7%) 7 ( 8.1%) 7 ( 4.5%) 8 ( 4.9%) 10 ( 6.1%) 18 ( 5.5%)
TEAE related to study treatment 25 ( 29.1%) 21 ( 24.4%) 25 ( 15.9%) 34 ( 20.7%) 37 ( 22.4%) 71 ( 21.6%)
Discontinuation from study treatment due 2 ( 2.3%) 3 ( 3.5%) 3 ( 1.9%) 2 ( 1.2%) 6 ( 3.6%) 8 ( 2.4%)

to adverse event (including death)

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category.
See complete footnote on last page of the output.
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LY2439821 276 fHxORBROE LD
MV R (SRIEMEFHESS)

PBO/ PBO/ ADA40Q2W/ ADA40Q2W/ IXE80Q4W/ IXE80Q2W/
IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W IXE80Q4W IXE80Q2W
(N=42) (N=44) (N=44) (N=42) (N=78) (N=79)
Category n (%) n (%) n (%) n (%) n (%) n (%)

TEAE of special interest

Hepatic 4 ( 9.5%) 2 ( 4.5%) 1 ( 2.3%) 0 3 ( 3.8%) 4 ( 5.1%)
Cytopenias 1 ( 2.4%) 2 ( 4.5%) 0 0 0 0
Infections 21 ( 50.0%) 13 ( 29.5%) 11 ( 25.0%) 8 ( 19.0%) 25 ( 32.1%) 25 ( 31.6%)
Allergic reactions/hypersensitivities 1 ( 2.4%) 3 ( 6.8%) 3 6.8%) 1 ( 2.4%) 4 5.1%) 2 2.5%)
Potential Anaphylaxis 0 0 0 1 ( 2.4%) 0 0
Non-anaphylaxis 1 ( 2.4%) 3 ( 6.8%) 3 ( 6.8%) 0 4 ( 5.1%) 2 ( 2.5%)
Injection-site reactions 6 ( 14.3%) 9 ( 20.5%) 4 ( 9.1%) 9 ( 21.4%) 5 ( 6.4%) 9 ( 11.4%)
Confirmed Cerebro-cardiovascular events 1 ( 2.4%) 0 0 0 0 0
Malignancies 0 0 1 ( 2.3%) 0 0 0
Depressions 0 0 0 0 0 0
Inflammatory bowel disease 2 ( 4.8%) 0 0 1 ( 2.4%) 1 ( 1.3%) 0
Interstitial lung disease 0 0 0 0 0 0

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category.
See complete footnote on last page of the output.
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MV R (SRIEMEFHESS)

PBO/ ADA40Q2W/ IXE/ Total Total

IXE IXE IXE IXE80Q4W IXE80Q2W Total

(N=86) (N=86) (N=157) (N=164) (N=165) (N=329)
Category n (%) n (%) n (%) n (%) n (%) n (%)

TEAE of special interest

Hepatic 6 ( 7.0%) 1 ( 1.2%) 7 ( 4.5%) 8 ( 4.9%) 6 ( 3.6%) 14 ( 4.3%)
Cytopenias 3 ( 3.5%) 0 0 1 ( 0.6%) 2 ( 1.2%) 3 ( 0.9%)
Infections 34 ( 39.5%) 19 ( 22.1%) 50 ( 31.8%) 57 ( 34.8%) 46 ( 27.9%) 103 ( 31.3%)
Allergic reactions/hypersensitivities 4 ( 4.7%) 4 ( 4.7%) 6 3.8%) 8 ( 4.9%) 6 ( 3.6%) 14 ( 4.3%)
Potential Anaphylaxis 0 1 ( 1.2%) 0 0 1 ( 0.6%) 1 ( 0.3%)
Non-anaphylaxis 4 ( 4.7%) 3 ( 3.5%) 6 ( 3.8%) 8 ( 4.9%) 5 ( 3.0%) 13 ( 4.0%)
Injection-site reactions 15 ( 17.4%) 13 ( 15.1%) 14 ( 8.9%) 15 ( 9.1%) 27 ( 16.4%) 42 ( 12.8%)
Confirmed Cerebro-cardiovascular events 1 ( 1.2%) 0 0 1 ( 0.6%) 0 1 ( 0.3%)
Malignancies 0 1 ( 1.2%) 0 1 ( 0.6%) 0 1 ( 0.3%)
Depressions 0 0 0 0 0 0
Inflammatory bowel disease 2 ( 2.3%) 1 ( 1.2%) 1 ( 0.6%) 3 ( 1.8%) 1 ( 0.6%) 4 ( 1.2%)
Interstitial lung disease 0 0 0 0 0 0

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category.
See complete footnote on last page of the output.

42



LY2439821 276 f@xo

VY BCRTE GRIEVEFHER)

Abbreviations: PBO = Placebo; ADA40Q2W = Adalimumab 40 mg Q2W; IXE80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N =
number of patients in the analysis population; n = number of patients in the specified category.

Note: A treatment-emergent adverse event (TEAE) is defined as an event that first occurred or worsened in severity after baseline and
on or prior to the date of the last visit within the study period.

Note: The TEAE's relationship to study treatment is judged by the investigator.

Note: Patients with multiple occurrences of these categories are counted once for each category. Patients may be counted in more than
one category. Deaths are also included as serious adverse events and discontinuations due to adverse events.

Note: 'PBO/IXE' is a pooled group of 'PBO/IXE80Q4W' and 'PBO/IXE80Q2W'; 'ADA40Q2W/IXE' is a pooled group of 'ADA40Q2W/IXE80Q4W' and
'ADA40Q2W/IXE80Q2W'; 'IXE/IXE' is a pooled group of 'IXE80Q4W/IXEB80Q4W' and 'IXE80Q2W/IXES80Q2W'; 'Total IXE80Q4W' is a pooled group
of 'PBO/IXE80Q4W', 'ADA40Q2W/IXE80Q4W' and 'IXES80Q4W/IXES80Q4W'; 'Total IXE80Q2W' is a pooled group of 'PBO/IXE80Q2W',
'ADA40Q2W/IXE80Q2W' and 'IXE80Q2W/IXES80Q2W'.

Note: Percentage is calculated by n/N*100%.

*a - Patients with multiple occurrences of the same event are counted under the highest severity.

Note: MedDRA Version 21.0.
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LY2439821 2.7.6 fHxORBEOE LD
MY BT (RIEEFHER)
2.76.1.252.3 BREREE L ORERZ F R4 % LY Treatment-emergent Adverse Event
fikpeie G-I (16~52 1) OIRERIE L ORREARZ D72y TEAE OFBEIEIT, IXES0 mg
Q4W DFARET 64.6% (106/164 151]) K X IXE80 mg Q2W PFARET 57.6% (95/165 1)) T -7,
IXE80 mg Q4W ff-&#E X 1T IXER0 mg Q2W FEFED T4/ T 5%LL BITHBL L 72 1RERIE & DK
REIRZ #0720y TEAE (X EIRSASR . NN R O ERGERECTH Y | 2 ORBEIE I T
DEBY Thol,
e LUAEAZA [IXE80 mg Q4W OFARE : 14.0% (23/164 f5]) . IXES0 mg Q2W HFARE : 9.7%
(16/165 f511) ]
o TEHFEATAS [IXE80 mg QAW OFAHE @ 6.1% (10/164 #4]) . IXE80 mg Q2W HF&EE : 9.1%
(15/165 4511) ]
o bXGEKY: [IXES0mg Q4W OFARE : 5.5% (9/164 f]) . IXE80 mg Q2W OF&RE : 6.7%
(11/165 451) ]

2.7.6.1.252.4 EJE E 7 0 Treatment-emergent Adverse Event

FIEFE A & O TEAE O3EHEIE 1L, IXES0 mg Q4W PEARET 4.3% (7/164 %) } OY IXES0 mg
Q2W fFEHET 3.6% (6/1651) Toh -7z,

2 BILLEICERD B EE D TEAE (XL 7 L7 F kR AR £ —BHN (IXES0 mg Q4W ff
B 20 OHRTH-T,

2.76.1.2525 BRERE L OREMZEERE TE4 L Treatment-emergent Adverse Event

fkfe & 5-HH (16~52 ) DIRERIE & DR LR AZ S E TE 72\ TEAE OFRBEI AL,
IXE80 mg Q4W F&HET 20.7% (34/164 f51]) K OV IXE80 mg Q2W & HE T 22.4% (37/165f5]) T
ST,

IXE80 mg Q4W {5 X 13 IXER0 mg Q2W FEFED T4/ T 5%LL BITHBL L 72 1RERIE & DK
RBREZ S E TE 72\ TEAE IXFESFEHNIED A TH Y . ZORBREIGIILLTO LB Tholo,
o TEHFEATEUS [IXE80 mg QAW OFAHE : 6.1% (10/164 #4]) . IXE80 mg Q2W HF&EE : 8.5%

(14/165 4511) ]

2.7.6.1.2.5.2.6 RERUVZOMDEELEEER

fikpese G-I (16~52 ) DIRERIE & DRRIR A B E TERVETH KR EDMOEER LA
EHL DMK % 5.3.5.1.1.1-RHBV Clinical Study Report (Week 16) F &2 A EELFGRICHAT LT,

AFRBR Ok 5 (16~52 1) (2R TITERD Hvirino T, ARRBR oMk 55/ (16~
52 8) DOEERAEFELOBBESIL, IXES0 mg QAW HFARET 4.9% (8/164 ) X IXE80 mg
Q2W BFEHEET 6.1% (10/1654)) Th o7z, 2HILL RICHE L HERAEFRII R o7, 14
U EIZREBL L BERAEFR L OZORBEIG (B %K 2.7.61-10 (&, BERAFHFZO
—E &2 27.6.1-151277,
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VY BT GRIEVEFHER)

276 fHxORBROE LD

F£27.6.1-10 1HILUEICRBLEEEGCASER (G SHARBITARER. Mgk 51N
(16~5238) 1 (RHBV &ER)
= Total IXE80Q4W | Total IXES80Q2W Total
25
FHAREE Preferred Term (N=164) (N=165) (N=329)
= B4 8 (4.9% 10 (6.1% 18 (5.5%
€§)$%%é B Patients with SAE ( 0) (6.1%) (5:5%)
0
ESNEHRZS Arthritis 1 (0.6%) 0 1 (0.3%)
e At s Atrioventricular block 1 (0.6%) 0 1 (0.3%)
PN o
TERET YT complete
I Avulsion fracture 0 1 (0.6%) 1 (0.3%)
55 e Bladder cancer 1 (0.6%) 0 1 (0.3%)
M7 L7 F ok = Blood creatine 1 (0.6%) 0 1 (0.3%)
asmE phosphokinase
AT — N increased
e B Cellulitis 0 1 (0.6%) 1 (0.3%)
A4 HH i, Cerebral haemorrhage 0 1 (0.6%) 1(0.3%)
Cervical vertebral 0 1 (0.6%) 1 (0.3%)
HHEE T
fracture
7 a— 95 Crohn's disease 0 1 (0.6%) 1(0.3%)
U oREid Lymphadenitis 0 1 (0.6%) 1 (0.3%)
R A Nephrolithiasis 1 (0.6%) 0 1(0.3%)
BN EE Osteoarthritis 0 1 (0.6%) 1 (0.3%)
1 E L i Parathyroid tumour 1 (0.6%) 0 1 (0.3%)
T IR JERRE Plica syndrome 0 1 (0.6%) 1 (0.3%)
" Pneumonia 0 1 (0.6%) 1 (0.3%)
J 7%
T AVATEHR haemophilus
L Post procedural 0 1 (0.6%) 1 (0.3%)
JLTE haematoma
ik M U Radius fracture 1 (0.6%) 0 1(0.3%)
Sl T Road traffic accident 1 (0.6%) 0 1 (0.3%)
B 5 FLUEE Skin papilloma 0 1 (0.6%) 1 (0.3%)
Subarachnoid 0 1 (0.6%) 1 (0.3%)
N haemorrhage
Bk Tonsillitis 0 1 (0.6%) 1 (0.3%)

Abbreviations: SAE = serious adverse event; IXES80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab
80 mg Q2W; N = number of patients in the analysis population; n = number of patients in the specified category.
Source: RHBYV Clinical Study Report (Week 52) Table RHBV.14.64.

RBRIE L OIRRBERZ B E CERVWEERAFHFL L LT, IXE80 mg Q4W &Rt it L
TF R AR =B 1 HIC, IXES0 mg Q2W PEARETA~T 7 4 L AN, Rbksk, &
BRJO U HHRMBS 1 FINRD BTz, 1RRIE L ORREREAEE CERVWEERAERS
DOHERIAGR 1L 5.3.5.1.1.1-RHBV Clinical Study Report (Week 16)  F & 72 A EH SR IR LT,

2.7.6.1.2527 TOMDEELGHEEER
2.7.6.1.2.52.7.1 REPILICE-AEER

ARER Ok B G-I (16~52 1) ([TIRBRIEDOK G- P ILICE - o HEFLOFKBEIG I,
IXES0 mg Q4W fFEHET 1.2% (2/164 Bi) K OF IXE80 mg Q2W PFEHET 3.6% (6/165 #i) T -
720 2BILL RIZHEBL LT IRBRIE OB G (LI B o Im A HEFRIT e o T,
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R BT (GREPEFHER)

276 fHxORBROE LD

1 BILL FICHRBR U EBRIEOBRERIICES>TFAERESEREORBEES (HIXK) %23
2.7.6.1-11 12”71,

x2761-11 1HIULEICEBELEABREOREFILICEEAEER (MG SHMMBITER
£H. #iax5HM (16~5238) 1 (RHBV iRER)
Total Total Total
EAGE Preferred Term IXE80Q4W IXE80Q2W (N=329)
(N=164) (N=165)
75(5)%%%%%{%@ Patients with SAE| 2 (1.2%) 6 (3.6%) 8 (2.4%)
it EAE Alopecia 0 1 (0.6%) 1 (0.3%)
Ji ot e Bladder cancer 1 (0.6%) 0 1 (0.3%)
[ =S Cellulitis 0 1 (0.6%) 1 (0.3%)
Cervical vertebral o o
FMEE I fracture 0 1 (0.6%) 1 (0.3%)
AR Conjunctivitis 0 1 (0.6%) 1 (0.3%)
7 a— 95 Crohn's disease 0 1 (0.6%) 1 (0.3%)
N ) Dermatitis o o
T UL X — PR allergic 1(0.6%) 0 1(0.3%)
PRIt Pemphigus 0 1 (0.6%) 1 (0.3%)

Abbreviations: IXES80Q4W = Ixekizumab 80 mg Q4W; IXE80Q2W = Ixekizumab 80 mg Q2W; N = number of
patients in the analysis population; n = number of patients in the specified category.
Source: RHBYV Clinical Study Report (Week 52) Table RHBV.14.66.

IRERIE & OIRRBRZ G E CE RWVERIEOE G I E - 724 FEFGUL, IXES0 mg Q4W Jf
BRETT LAX—VERE RS 1 2, IXES0 mg Q2W HFARE TILESE., MeHA K ONEIRA 23 4% 1
FNZFRO BTz,

276125272 EEITREFEER
FHANCHE LTEFEE T REFEFLORBAEE 25 2.7.6.1-9 IZRT,

< JKRYMIE >

JEYLE I B4 5 TEAE ORHEIEG1Z, IXES0 mg Q4W PFARE L IXES0 mg Q2W PFAREDR T
RERENTR 0 o7, IXES0 mg Q2W HFARED 3 BIANRYYEIC B¢ 5 BERAEHS (~T
7 4 VAVERSE . PR R ORISR BB LT-, F72. IXES0 mg Q2W (FAHET 2 5l 23 YUiE
(ZB3E# T % TEAE Q7= DICIRBRIEOE G2 ik Lz (EERK, fERK) .

541C B R RURYLES A Sz TR (IXES0 mg Q4W (FAHE 2 5, IXES0 mg Q2W ff&
FE L) . EEMERIER (IXE80 mg QAW JFEHE L i) | &iEH U 4E (IXES0 mg Q4W PFE
BELBD) 1, F7=. IXES0 mg Q2W JFARED 1 BIA3, B A1 AIEYHE D AIEEMED & 5 TEAE (/b
ANRAT AV AEYL) BB LT, IEEME ORISR SN TR E 1T e o T,
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

< M.ERJEiE >

M ERIB/E I B3E9~ 5 TEAE O EEIA 1L, IXES0 mg Q4W (F&HE & IXES0 mg Q2W HFEHRED
MCHRETH -7, MEBEICEET 2 EE LA EFRBIEREOL G P EICE - HHEFRR
b b roT,

<7 VX — UG I EUE >

T LV WBUEICBE T 5 TEAE OFEEBLEIA X, IXES0 mg Q4W JF&HEL IXES0 mg
QW FERECHE Ch oo, 7T 7 4 7 X —KISOATREMEDN & D F4 (TSR SUG K&
OV 728 IXES80 mg Q2W DFERED 1 FlZRD LT, D% DOEZNFHEIC LY, FETF 7
47X —OFEF LW SN, T LR —KL WBYEICBE T 5 HERAEFRITEO LN
oty 7 LR — UG, WEUEC BT D IRBRIE OB G I ICE o - A EFGIL, IXES0 mg
QAW JFAERETT LAV — R ER D 1 BIZFRD Bz,

< TEHHEL SO >

TS SO IZ B4 5 TEAE OFEHEIA 1L, IXES0 mg Q4W HFEHREL ¥ IXES0 mg Q2W &
BECEMEMIC B D o T, ST SOSICBE T 2 EE R A FEFRE NRBRIROE G F ILIcE 7=
HERGIIRD SN h-o T, BEAEE D & E O EFHIAL S 2 IXES0 mg Q4W JFERED 1 FlIZFR
O HT,

<P A R k>

IXE80 mg Q4W PFGHED 1 BllZ, CECIC L W EEFEET v v 7 LW S oML MmE A~ b
DFRH B, K%%ii%ﬁﬁi%%k#ﬁéhto$$% TEREOFEHILIZITEL T, 15
BREE & OIRRBIRITAE STz,

< T >
IXE80 mg Q4W (FARED 1 BNZIEME N ZE O B, RFERITEERAEFS LM I, K
FLOT-OITHRE I TIEREDOE 2 Ik LT, AFESR LRI L ORERBRIIEE SN,

<R g >
RS O R BLEIGIX, IXESO mg Q4W A & IXES0 mg Q2W PFAREDM CRIER TH - 72,
FBE DO EE A EFROME LR, IBREOR G R ILICE S TZFREEFR L o7z,

<R ONBR S BEATA >
A BR OfkGi G-I (16~52 ) 129 29 UL B#&%IZB# 4 % TEAE 13580 Lo 7=,

< RIEPERGIR B>

PIEVERGR BT B 325 TEAE O HEI AL, IXES0 mg Q4W JFA#E & IXES0 mg Q2W A RE
TR ToH > 72, IXE80 mg Q4W JFAFE CTRIEMEMRIE, 7 v — 95 K ONEBMERIGR A4 1 i
12, IXE80 mg Q2W JFEHET Y m— Wi 1 FlICRE® Hiv7-, IXE80 mg Q2W JFAHETHRD bl
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LY2439821 276 fHxORBROE LD
MV BT (GREMEFHESR)

77 —VRITEERAEFRTHY . RFEROLDICHRE IXIRREORGEZHIE LT, AF
SR L ORRBERITIEE S N7, KFEROIERFIFE T 5.3.5.1.1.1-RHBV Clinical Study
Report (Week16) Patient Narratives 228 & -5,

< FHVEL PR AT HR
ZIKuit%ﬁwrfL%%j&%nﬁ;ﬁF‘ﬁ (16~52 1) |ZEEMEMIZRBRITRD b h oz,
2.7.6.1.252.8 ERRREE

fkfeie G-I (16~5238) OERAREMOTAN CTIiX, EMGHIM LRI, X—2F 1
D EOEBIERE R E TOZE(L R OVEBRIER 5 T CHRAMRE (RESUIKE) 23580 b -
DEIAIZ, IXES0 mg Q4W HFEHE L IXES0 mg Q2W HFARED R TR X A&V T A BRI > T2,

2.76.1.25.2.9 RERE A XXX TREES)

<PiA F X X~ THIRORBEIS >

A F B F X~ T OHEFE G, 521K E TOWTINOKR T TE-ADA BN TR b i 7o 4R
