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TR 25°C/60%RH | 75 AF > 7 3L H RN
NS REERgIZE %D Z
wmats | aoccnsurH |77 3% A ’&ﬁm%ﬁé2§5@f

BRI H - PRIR. pH. &R MIEERRBR, AMIEMESE

3. BRSO HERRERE. EEE
il BR 1
NTF Ry L TT7I7v7u—ik

ERIE
FRAN AR BE T E

III. A& iZBE4 5 1EA 7



IV. 8% 9 5IEHE

1. Flfg
(1) HIFOREH

(VU rY)

IKPETESF (BHT&E T T AR o PICHE - ike)

ARG & 45 AR ) 2 ISR - ke Ui BB BT, S LA (505 1
HETLTLL LY P ThD,

(~)

A% FSH - Hike LTG5 AL ) LDk b v 2 H— I LT B
BHOT L7 41 Bty (EHA) Th 5,

(2) HAOHEE TR

FH OB USME- MR
Wong | BT FEFIELSO mgs U
e 7R —F0f F7E300 mgiv
(7Ib7— R FHE150 mg2 U2 Y)
TAVH—T Uy #HA—KIUyT
maRE A J
eSS =
SR FS5YYr—Ovk
P50 Vv—Aby/S—
S8 (7N RF—H O F 300 mg<)
I 5Hi =y
: 3
1 0,
i 3
HeRBE 7 #BEOISLDv— i
| ovk " —

T

Fyud ‘ 37 #HH—F
o7 ——ﬁj

PRIR-AE | M~ OO XIH a2 9 58 (TEH A

(3) WA —F
LR

V. BHNCBIY 5 HA 8



(4) HFAOHE
pH : 5.0~5.8

RFEIEL © £90.9 (CERRRIEIRIZT 5 )

(5) it

U L

2. WA|DMHERK
(1) BERRS (EHERSD) OEBRRUFMH

7R RT— T

W 7R R T — ¥ R
Sl 150mg >V ¥ 300 mg >
N 13Uy (ImL) Fo | 18K (2mL) FOhE
%53 o
JJE
. FouaxxX~<7 (GEs
7% YAN
AR 4l ) D 150 mg 300 mg
Wefe 7 N U O LKA 6 mg 12 mg
. KRR 0.3 mg 0.6 mg
\‘ N l
A e r o 5 mg 10 mg
AU YV _— |k 80 0.1 mg 0.2 mg

D) AFNTE GBI Y~y 23 zon—< (NSO) fifazfAuvwCcibiEah b, AN 7
BRI kRS (T 7 ) 2EHL TV,

(2) EREFORE

BARRNA

(3) RE

R%4 Ly

Y L7gn

i

ANERBEOHREUVEE

NAFT oA 1k

BAT SAREIE D H 5 RH#Y
W TR SRR, F ML FB SRR A

V. BHNCBIY 5 HA




6. RAIDEEEHTICETIREN.

<Y Y>>
B PRATZRAF PRAFTERE PR IR (TS
FE MR B 5°C 36 W H FRAEN
N 25°C/60%RH ey | 6HA R
IR 30°C/65%RH ﬁwf:iif% 34 A BN
T B kR 40°C/75%RH 3N A 1ﬁiigfﬁ%
FHF& T AR B HATARZEE
KRR 120 5 Ix - hr KL NIV ThHoi-
Sz ErEsR | k. @ﬁﬁﬂm%i*w BT X H T =l
XF—200W * h/m?2 LA I YUYWk — HEN
Ik ()
SERTEH : Mtk pH. &L MUERBR, AiEIESs
V>
bR PRATZRAF PRAFTERE g lih! AR
MRl 5°C 36 7 H HIFE N
o 25°C/60%RH \ e | 67H B
PR 30°C/65%RH ﬁﬂt%ii?% 341 HUR
. o 177 H CHLE R
oy BB 40°C/75%RH 3FA IR
T E T A8 B AT TE
DRI ThHoT-
FAREEE 120 5 Ix+hr BL| L7 4L R B WA RS2 E
SRR | b TR = kv N Tholo
F—200W - h/m? VL |k TUT 4L R
> TR — HIFEN
GREFE)
SERIEH : MRk, pH. &k, WIERER. RS
1. ARLERUVBRBREORTEN
Y L
8. thFlEDEEEEL (MEBIEFHZEL)
HMER L
9. AHM%

Y L

V. BHNCBIY 5 HA
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10. &% - A%
(1) FENDELGRESR - 8%, HMESIBRKRLER - ERICETH1RE

[X-4. W EOEE] OESH

(2) aF
T RFZ—=PORFE150mg >V Y 150 mg/l mLX2 ) ¥
7 R R 7 —%® T 300 mg X 300 mg/2 mL X~ 1A

(3) FHEEE
Y LR

(4) BHEOME

<Y rU>
RSB S ME

DRI 5T A

& (27G) 2T v L S

TG — A Ry s— ZnE7FLrT A h<— (FluroTec = —F 4 > )
. WA BRTE T T A b~ —

2R G

SMA: RY T

T4 H—T) T RY —ARr— b

I, 2 UL ORAS—  RY IH—FRx— b

T — RARMK 2FY S (RR) - 2T LA
TV x—ny R AR e Sl

<Ry > (VU P OSMAIE )

B e
vyrva=v h
Fy v Y L—3— AU B—HRF—
UL—N"—2)—7 AT L A
T N—=A Y —7T RIAFTATF L
N RV =Rt —br/Tr7Va=r) L THoxr - AF L3t
BRI
VR — AU —HRFx— b
K74 72=> h
TLAay JHMURY —T | RV AF AT L
TLAaAEy JRNEIAY —T | R FFT AT L
HIN—= R —T AT Y S AV S |
7V A —T ARYUTIR
TV —ay R KU TR AF L
AH = TRV — R AFTAF L
El ARYTIR
2SS T NAS—)L | RYT IR
KA TATFY T 271 A4
AT YT AY—T AT L A
e . NI B—ARX—=Fr/T7Vm=r) )L - TETxT « AF Lk
TRy otk

V. BHNCBIY 5 HA 11



1. BlgRHEShLEHME

BN

12. Z0ith
LR L

Iv. ®ANZBE9 DB
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ARICET 5RE

HREX [EZNR
BEAR THREFHHBT b E—ERIE%

2. MERIIHRICEET HFE

5. DEENIHRICEET HIE

5.1 27 mA FAHFIRZ 7 1 U K ZSHFIE OHIIESNIFANC X 2 Y 26t & — & 5
AT L TH, TR G o3, ﬁﬁb\*f%ﬁﬂﬁﬁf“?bﬁ“ AP K SEE T
HZ &, [17.1.1, 17.1.2, 17. 1.3 ]

5.2 AL LT, AFIREGRHTITT b & —PEEER OPRLEAOREITIE CTHRIESN A

ORI Z &,
5. 3 AP 50 b RIBAN A Z ki T2 2 &
(fifs)

5.1 AFIDOIGERIG L I D BETBICHOWT AD BEZ MR E LT-BERRICB O TRE LI E
RILWELE 2 ZE L CRE LT,

5.2 k(5.3
T ME—VERIEROBIEIT A R T4 o &2BEIC, RABRGRICEEICOFHIEIMEH D
KIORE LT,

3. RERURAE

(1) BERUVAEDRES
WE, AT T edX~T (@i HlfEz) & LTHIENC 600 mg 2 F&REL, D
#1013 17 300 mg % 2 Wk CHR THE53 5,

(2) RERUVARDRTERZE - B
b AHAEZERER (D2213C00001 7#6%) <TiL, TCSOFH F. AA| 45 mg, 150 mg Xix
300 mg 2 #(Z 1 [H (Q2W) % 7T kR QW LL#k L=, 77 AR +TCS BEC A~ AH|
150 mg+TCS B} OAAI 300 mg+TCS ATl 5 12 lEES T EASI A a7 O_—RZ 7
A B DOFHEAIT, I AERENRBO bz [p<0.05, KERIEREGET IV
(MMRM)]OIGAWl%&#JUﬁ%WTﬁﬁJ%WL\¢%’&MHQ+TCSﬁk§NTET+
TCS L DM TROLRKERENRO N, 3 AROLZENET a7 7 4 VTV NG A ]
HETHY . ZRMEICH L& RISHBIE -T2,
:h%@%%ﬁ%d%\Kﬂ$MmyﬂW%%mﬁﬁ%®%%&@%%CEWLKO
RBHBMAHRBICB N T, Ao RENGRMCEFREICEETEL LY, H54H
IZ 600 mg DAMK G EIT> T,
90 AH B A% 538 (ECZTRA 1 B, ECZTRA 2 iABR) I OV I AH OF A % 55 B
(ECZTRA 3 7B & N ECZTRA 8 #Br) Tid., #IHIZ 600 mg # & F# 5 L, £DO%iX 1[4
300 mg % 2 W%f&?&ﬁbko&516Lﬁ51®zﬁﬁﬁﬁa(KMWL&UEMH
75) IZBWTC, 7T BREHIRT D ARF OE BN SR S 7=, ECZTRA 8 BRI
1@8%%%@&516@%@%&]:LEEHRAS%%TW@%ﬂtﬁ%%k*%bfwko
ECZTRA 175, ECZTRA 2 i K% ' ECZTRA 3 BOWFHICHE T, %5 16 HiIC
7V =BV AR ARG LN BEIL, BHK TS AN HERF Sz, ECZTRA 1
B/ D ECZTEND fRBRICBIT L. kK 104 # £ TRE 2/ L7- HARABE TIX, AH

V. RRICBIT 5 IH A 13



Q2W &£ TCS (EE) ZEMICbhiz->THEES L TH, AAIOFIEITHERF STz,
RHEMZEYEIEE (PopPK) fi#AT* DfER, REITAERILERE L L THEINEN, Aot
ICBHE B L RIFT HO TN Enn, REICL 2B G5 EORENILE 20 &HF <
iz,

AFN D F B2 LML AD 7 —/L (ECZTRA 1#5:, ECZTRA 2% . ECZTRA 3 &5k,
ECZTRA 5 # B2 K% 1 D2213C00001 #5) @ 16 O SR OfE B -5 28, BA
P57 —/v (ECZTRA 138, ECZTRA 278k) KO 535 (ECZTRA 37E) 125
D ZEMERGEN D L EM T S, HAR GRS TCS OFHE 500 16 OO0 #5311
DRV 1 7 7 A MEFERETH - 7-, ECZTRA 8 5 Tlx. ECZTRA 3 O )i 5[ &
EEATHEREAL UGN DTN Em N> 7243, AE RS X ECZTRA 3 iBR L [FIRRETH Y |
BARMIZEFCTH o7, TCS FFRHOHFEIC L 59, 16 B D 52 il £ TOHMERHR G D%
M, PHEGHEEFEETHY . QW TEYIR GREOZEMITFFRAETHoT-, £,
J-ECZTEND (25 T, ECZTRA 1 B CE o7z 52 M G- B AR NEBH ORI,
R 104 AW F CHkeit 5- L Ch MR ST,

U EOREIC S E . AR ERERTOICHER SN2 AELROHER, TEE, kA
X hI7r¥X~T (B M) & LTHIEIZ 600 mg %% FHE L, 0% 1 11
300 mg % 2 MR CR T&EGT 5, | ERELT,

* AR, MERIL ARE, (KK (BMI) | ARE, KR, k. AD OFEEEE, AD fERBIH. AD FIERFD
i, M AD IGREEOMAIE, SR EHIH O HEROBEE S 57 b E—MEREOBEERE (e,
BT LR — RUMEKIE)

( TV-5. (3) HEMINERRER . V-5, (4) BEnaEr] |
VI-3.  (2) 2) AfHEORE] OEZMR)

4. RERUVARICEEY 5FE

1. AERUVARICEET I8
1.1 AANZ K D1ERBUSIE, B RG-FGD 16 I £ TIZIHFON D, 16 W £ TITIERK
JEBEHNRVGEEIT, BETIEEEE L L,

()
TLBALEST S Z OO LD | ISR ORI AT AROMEEE BN L
BN D TIZDRRE LTz,

V. RRICBIT 5 IH A 14



5. ERERAUR

(1) BERT—E8N\vH5—

S it ik

B2 D Phase
N Ak

ISESiE e
eF G-I ARSI
(RS GBI A AN B

e
(R HAY)

AR bR ERE AD B3 25 & U ERARRER

MI-CP224
KIE

%14
mEH, 77 R
s, EATRER], H

A AR ARk A (30 f51)
FS5ER (64))
AH (24 41)

Al (150 mg,
300 mg & U600 mg)
TG LTcRE D%

S 150 mg (8 #il) A FEME, PKED
EAE 300 mg (8 f) g% EUE % BT 2
600 mg (8 )
CAT-354-0703 %1 R N B (30 #1) AFK| (150 mg KO
KIE mIERIL, FEER. AH 300 mg) #KTHE L
A ATRER 150 mg. HARA (10 #i) Al (150 mg) ZHrlk
H[E# 5 150 mg, £ (10 i) NG L2 DA
300 mg, BT (10 #1) TRATEYT 4D
&, PK, ZEMEROE
A% M 5
D2213C00001 #1148 HEENGEED AD BRAE | A%l (45 mg, 150 mg
A 2 & OES+ ERb, —HEE # (20461 [HARAN 25 1R300 mg) EHET
6% ., 77 ERRHR, %] 5. LA,
AATHER], R 77K QWHTCS (514 | BEMEROEEME
5. TCS AL [AAA 6] F R Ll U R
12 &5 AHA 35
45 mg Q2W+TCS (50 fi[H
AN 6 4l
150 mg Q2W+TCS (51 %1
[EAA 6 #1])
300 mg Q2W+TCS (52 #l
[AARAN 761D
ECZTRA 1 AR W5 AFNE 2 TG LTz
(LP0162-1325) VL HEENSEEDO AD BRAE | OFU%, BEERD
H AR OEF+ WERb, —HEE # (79841 [HAAN 127 BRME T TR E
5% i, 7 IR, Bl ) 5 L CRHMET 2%
KE#EE, BAEE | 772K QW
16 JH M5 (196 5l [AAA 31 #1])
HEFFPR G- R OGEEM | A% 300 mg QW2
A (602 %51 [RAA 96 fi])
+36 G (& | MRS
O : 52M., & | 7T R QWO L ARV A
s . %5 50 3
) (—oOBARAN : (29 51 LHAN 6 61])
ROWIM - 6818 AR L AR 243
M., m&h &5 (17951 [HAAN 33#1]) :
66 1) 300 mg Q2W
(6841 [AAN 11 61])
300 mg Q4W
(76 451 [HAN 16 #i1)
77 R QW
(35451 [HAA 6#1])
s
A 300 mg Q2W
(563 51 [HAN 89 1] )
(fE7& < TCS %0 H)
ECZTRA 2 AR B AFN % R TG LT
(LP0162-1326) e E e HEENLEED AD AR | OFMME. ZEERD
s+ fEfEAL, —HE & (792 1) DEME T IR
9% . 7T RxE, 7Z &R Q2W (200 1) LTI 5

V. RRICBIT 5 IH A
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. . . KR BRE
e P phase et 5 L P AN ] okt
- i (B REE G15 A AR A B2 i
FAEE. BARRE | A% 300 mg QW2 (592
16 [ # 5 151)
HEFFRE G R OEER | MERR S
PG 7T R QW DL AR Z
+36 B YS (&k | — (3141)
DM : 52 WM. i | AKlDO L AR F—H3 (226
fepeh . g5 50 1) -
1) 300 mg Q2W (91 #i)
300 mg Q4W (89 i)
FT R QW (46 i)
I EREE
AF 300 mg Q2W (558 i)
(& T TCS %)
ECZTRA 3 5 IAH W5 TCS fFHB G TIZAH]
(LP0162-1339) VL HEENLEED AD AR | 2 T&RE LEROA
A ERb, —HEE % (378 ) PN Ve et E 7T
8 » [ W, FTERAB, | S8R QIWHTCS (126 | &R & kil U CREfli+
FiE®e S, TCS BFA | #1) %
Eiaca AF 300 mg QW *2+TCS
16 W 5 (252 #i)
ke - HMEFFIE G-
+16 [ (ZEOH | 7T %R QQWHTCS D L AR
M 82 M. s | L x—5 (41 f5))
1 5 308) AFI+TCS I L R A 538
(138 #3) :
300 mg Q2W+TCS (69
1))
300 mg Q4W-+TCS (69
i)
J UL ARL A (174
)
300 mg Q2W+TCS (174
1))
ECZTRA 8 AR RS EEDOH AN AD | TCS fiA#E FIoAH4
(LP0162-1343) EERk, —HEE RABE (106 1) B THRG LIREOR
HAR . 7T RxE, 7R QW+TCS (53 R OB e E 7T
FAEHe S, TSC BFA | #1) TR &l U CREME S
5 A# 300 mg QQWH24+TCS | %
16 [ (53 )
J-ECZTEND 5 IAH W EDOARHIOIEER AFNE 2 TG LTz
(LP0162-1337) FHER, B 2 (ECZTRAL) IZBML7=A | OEMZEER AR
BN RILE, RHUEER | RAAD BE (86 fi : M g2 Tl )
3B, TCS Xt Wi
TCI P& L., £ (IRERH Y EEHT O] ¢ TCS
bEs oy XX TCI ZHE8)
St
BEGE [ S SAD B s L U AR RBR
D2210C00011 % 1A fRER A (60 fi) AF| 2 mL K & F 7
b NE WIEZIE, FEER, AFH (60 1) 2 CHRI R TR G
Sl SR, WATE | 1mL (150 mg) WHIA L7-io PK., A%
i 6 mL/Zy OFET 2\ (15 M, 2aetE, RN
LA 252 1) %l %
2 mL (300 mg) 5%
12 mL/53 O@ET 1A (15
i)
2 mL (300 mg) HAI%

V. RRICBIT 5 IH A

16




S e

b, &G #&h
50 )

[EARAN1561] )

S P phase et 5 1L P AR ] okt
¥ o (B 5015 A A A B3] i
2 mL/4yOET 1E (15
1)
2 mL (300 mg) HAl%
0.167 mL/4 O E T 1[4
(15 1)
ECZTRA 5 5 AR HEENGEED AD RRAE | KFIEFE TS L
(LP0162-1341) EEAL, HS # (214 ) DI I F K. KA
st . 7o BRRR, 7T R QW (107 4i) DOHEIME, BEMELD)
2% RAEHS WAL | K#) 300 mg QW2 (107 | BAME T TER Lk
TREMIE A OFE | ) i L CREME 5
D= hE 12 i
Tdap K& OIS
U F vk HElfLA
WNEERE
16 HH (Fi#s
Beh 14 38)
SEGR  mBBE R L LR
CAT-354-0602 %1 4H BRI D> & H AR O BBk A AFN % AR FRARN % -
& ERb, —HEE (23 f51) L7-8o PR, 24t
Wi, 77 BAR%HR, 7R QAW (4 1) K OBEEE RS 5
KRG A (19 61)
12 8# (8 Bl 5, 1.0 mg/kg Q4W (8 i)
53 Sia- NN N 5.0 mg/kg Q4W (8 #i))
) 10 mg/kg Q4W (3 #41))
CD-RI-CAT-354-1054 | %5 I #H S H AR (20 B) A% 300 mg HilAl T
R—=F R HEMH A% 300 mg (20 1) e hH L= PR, %
LA 252 e, AR OE
JEUE % REAT 9 5
CAT-354-0401 %14 BER B A B (34 AF % BRI AR
Bk mIERb, —EE i) Be g U= BANE,
. 7T RxE, IR (64 TR PK L Ol
FH Bl AHAl (28 1) PD Z3Hli9 5
H[E# 5 0.1 mg/kg (3 f51)
0.3 mg/kg (5 )
1.0 mg/kg (5 #1)
3.0 mg/kg (5 Hl)
10 mg/kg (5 f41)
30 mg/kg (5 i)
D2210C00007 5 1AH s KL B OV D AR R ARH % 2 TG LT
(STRATOS 1) fE% k., —HE (1,202 1) DEE. Btk &
s i, 75 BRxR, TR QW £7-13 QAW | APE. PR K UV R
14 » WATEEM, KEHRS (400 1) a7 IR L
52 W& 5- AF (802 #1) CHHMi3 %
Q2W : (26 [l 5, 300 mg Q2W (398 #i)
S B5 50 300 mg Q4W (404 %)
i)
Q4W : (13 [E#E 5,
Bk - ¥ 5 48
)
D2210C00008 CAIEE LTINS PN AON RS- 2y AFN a2 TG LTzl
(STRATOS 2) miEAk, —EHE (849 %) DEIME, Bk, &
H A} OVEF+ . 7T RxE, 7T R Q2W (42241 [H M, PK RO R
13 % WATHERD, KAE®ZEE | AN 1441 ) PEZ TSR &L
52 R (26 [F# A5 300 mg Q2W (427 i TR+ %

V. RRICBIT 5 IH A
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S e

e P phase et 5 1L P AR ] okt
- i (BB 5615 A AABI%KD) i
CD-RI-CAT-354-1049 | # IIb #H EIERT RN BRE (452 A% 2 TG LT
(D2210L00001) BIEAL, —EE 1) DOENE, 'A%, A
H AR OigEFh . 7T ERKR, SaR—h 1 M, PR & OV
15 % [# WATRER, RE®RYS | 7788 Q2W (71641 [AA | ME27F IR E &L
ak—h1:52@M | A1241] ) THHI 9%
(26 [E1# 5., Fi&f | AH 300 mg Q2W (150 i
o # 51 ) [HAA 21407 )
ad— b 2: 52 ar—h2:
(16 M E., Ff | 77 &4H QW (12#) +
5. Rt 5 49H) Q4W (40:8) (754 [AAK
A 1141 )
AF 300mg Q2W (123#) +
Q4W (4038) (15141 [H
AN 20 ] )
MI-CP199 Wllaf FRASE ) B BE O Hee NG B | AAI (150 mg.
o+ WAL, —HE RN (193 ) 300 mg &% O 600 mg)
5% . 7T R, 7R Q2W (47 i) BT RE LR OR

AFATRER] ., RIE#E G
14 W (7 B S

A (146 $1)
150 mg Q2W (47 1)

Ik, et AR

£, PK K UM

ks 5 12 300 mg Q2W (51 f) Z7IRRE B LT

) 600 mg Q2W (48 i) REERS
CAT-354-0603 Hatd (R WEMRANEE (18 | AR EEFRIRNEE L2
s mIEAIL, BRML 1) B, ek,
5% (AD O¥REE) . — T | TR QAW (341) BFSME, PK/PD J OV

B, 77 ERx% A (10 1) EEEA TR L

MR, WATRERT, RE | 1.0 mg/kg Q4W (2 f51) 5 L CRMET %

&5 5.0 mg/kg Q4W (4 1)

12 #f# [3 [FlfE 5 10 mg/kg Q4W (4 )

(% 0. 28 K" 56

H). &&Eh &5

8 ]
D2210C00013 o5 AH HHELEHE OCSIKFE | AKl% L TG L2k

(TROPOS) BiEAL, —EE PR R OVE DR RE DHEIME, etk &

HES+ . 7S ERRHR, (140 1) Ak, PK M OVE R
7 H WATRER], KE®HRS | 77 'R Q2W (70 #1) Pea 7T R kL

40 JEM (20 [E]1$# A3 300 mg Q2W (70 i) THHI 9 %

5., m&EkE S

38 1)
D2210C00014 ER IR M E AR NEE (79 f1) AHN % TG LiZk;

(MESOS) miEXi, —HE 75 R Q2W (40 i) DEIME, Btk &

248 . IR, AF 300 mg Q2W (39 #il) =i, PK RO R
3 [ WATHERM] . RAEH S P 75 R R &l L

12 #[ (6 B 5, CEHM3 %

S 5 10

i)
D2210C00029 EAILE M ERA R ONEMEAARNE | AR E R THG LK
HA FER, KERS # (28 f31) DR, ARE, F

52 W (26 EIkE
5. wikEE RS
50 i)

A3 300 mg Q2W (28 i)

i, PK K OSEIEIR
PEAE T TR LI L
R %

ZEEE  UC BE 205 L U= iR R

D2211C00001
s+
6 %

£

MIEZ L, —EHER,

77w R, WATHE
M. KE#&s

120 (7 E%ES., &
s &5 1238)

HREEED B EAED UC s AR
# (110 1)

7SR QW (55 i)

A3 300 mg Q2W (55 i)

KA % B TG L7y
DA, w2
BE. PK R UM

PEZ 7T 'R &L
TRHS %

V. RRICBIT 5 IH A
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S e

W_HEMR, HEMH
., TR R,
s

24 W (7 B 5
s 5 24
i)

7SR QAW (4 #)
AH (16 41) :

400 mg Q4W (8 f4)
800 mg Q4W (8 i)

R RO Phase G AL R AR ] =
SR BT A I (PRER A #9)
ZEZEE  IPF BE 2 kt5 & L= RRAER
D2212C00002 EAIEE] FED B PEIED IPF BARN | AFIZFIRNE S LTz
HA WAEAML, =h— b | RABHE (20 #1) WD g, A

PK, Sof At R O %)
AT TR &L
TR %

CD-RI-CAT-354-1066
st
6 7 [H

AR

miEA, —HEE
Wi, 77 BAR%H,
SPATRERT, KA
68 M (18 Al
5 Rkl b g5

IPF sk A3 (173 451) (iR
BRI T)

77 R QAW (57 i)
AHAl (116 1) -

400 mg Q4W (57 fi)

800 mg Q4W (59 i)

AH 2w LT
e DA ME, LA,
DA, PK RO
FMER 7T R L ik
L TRt %

68 i)

%1 : ECZTRA 1 KO 2 B OIFEMBGHEIZIT, KAILOT 72 HROWBEORE 16 T Y=L AR
VA RNBO LN Do T BB EMBANT, 5T, HEFFERETORE T/ VLVARV L —D—E
DERER - LT BEF L, &5 22 BURRIZIFEMRB G ~OBITEFREL LTz,

%2 : Al 600 mg & AEAREE LT,

%3 : ECZTRA 1. 2 RV 3HRBRICBIT AL AR F—iT, #HEHE 16 T VU =h L L AR % (IGAV/1., &
DT EASI-75 L EF) BB bniBEE L,

(2) ERPREEIEEAER

1) BAEM

H [ 5

DMI-CP224
HARANGERE R A B (18 #) RO (12 %) #8E 30 il & x40z, AAl (150 mg,
300 mg X1%600 mg) XII7 7R EHRBIKEZ THEE L, KFOETOHEXITT 7R
B EBOEFRRAE T A =% DEX (ECG)., /A Z VWA AERE N OF AR A
IRENZEIRD & % 2135880 iV o 7o, REIRE 96% (23/24 ) KOV 7 R 83%
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E BN D D LT S 7z TEAE 13, A 300 mg #F CHESR 2 144, AHA 600 mg B CHAYR
1 ELOMEIR 2 1, 77 EARBECOEREER 1 thThote, HEFIKOEERAHEES
(SAE) #5137 oT,

@CAT-354-0703

A1 E AR RN B EREERE 30 512 3H51T, AH) 150 mg & HRIFRIRNEE G-, AHK] 150 mg
1% 8300 mg ZHE TG Lz, AEFLRLE LTHESINZAAL XY A ECG., &
ORI O B 1T/ o T, EREGFICB WO TRERBNICAE EREENEBD b, 1FE
NEDHEEREZIIRETHY , IGBRELEE I -7, HTH, SAE, EEOHEH
GRORFN OG- FIEICE S 2B EFERITRBD Do Tz,

K5
[V-5. (4) 1) A#hMEBIERER OFEESH[E S I HEA & 55388 [ECZTRA 1 Bk
(LP0162-1325 #%) 11, TV-5. (4) 1) A2hMEMRGERER Ot MFE B A 55005k
[ECZTRA 2 #5x (LP0162-1326 #tEk) | DOIESM

2) BRERNAAT—Hh—Ixt3 B4R
[VI-2. (2) 10) EGEAA d~—D—I2kT2EH] 0HESR
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3) ECG I & %5
b EERTEGE ) 7 m—F AGURLES T HRIELEVID, A ATy oL
BB S LI3B oA, Lo T, QIIQTe #R% HE LA oT, 20
{0 IZAMBO MM ER T T BECG &7l L 7=

Ja— )7 —H
WHIAHRER (ECZTRA 1., ECZTRA2 KU} ECZTRA 5 #BR) (2B T., ¥ G5 o
B 8 T #%H- 16 T A AQTeF Ot A ST, Hd 90%Cl (FEKXRE]) o Lk
FRITEH EORE (10 msee) Rl Th->7=,

- HIIFEFAER (ECZTRA 1. ECZTRA 2 } (8 ECZTRA 3 i&Br) Diflkfe i 54010, #eFr#% 5
M TIZ. A AQTeF O EEMEDLEENITIR X D oT=s, AFKID QTeF ([Ckt4 5 EMZ R
HDOTlE o7,

- EIAHAER (ECZTRA 1. ECZTRA 2. ECZTRA 3 K} ECZTRA 5 #BR) oW b,
fit> ECG 737 #—% (HR, RR. PR [#lf&. QRS O& S KT QTeB fil&) (23 2 A4

DEBIIH LT, BT 2V 5 L OTEREL T TRBII A DN > T2,

HKAT v
FIFA A 538 (ECZTRA 1 R 5) O HANEHIZH T, QTeF Xiiftho ECG /)
7 A—% (HR. RR. PR #B@. QRS O& & & QTeB [kgE) 2. ERMIZERDOH 55
BIX 7o T,
FBIAHESE 53R 5 (ECZTEND 5 o HARANEMICHSWT, BT Z2ertE
BRI, BREAICERDH D ECG /3T A —X DI -T2,

- BIFAGEHEGRER (ECZTRA 8 #lk) Tix., QTcF XXz Dfhd ECG /87 A —%# (HR,
RR @, QT f#B&. PR M. QRS O X &N QTeB @) (CERRANCERD & 5 22
X722 s> 1=,

- FH b FEHERERR (D2213C00001 #ER) O HARNERICTIW T, BHGHIR UL S
MBS, BRMICERDO H D ECG /37 A —X OZbiT o1,
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(3) AERGERRFER
EE£RE Db HHRAEXREHER (D2213C00001 HER) ¥

REBRT A

AEAL _EHER Y 7 A A SR ERR

RN EED AD #4472 EH

intent-to-treat (ITT) £EM : 204 5] (5 B AAKRAN. 25 )
as-treated FE[M™ : 204 Bl (5 BLHAAN, 25 i)
PK figHT st R4E - 153

SEEAIE SIRBIEI 5 ST BERHTH Y | BRI KIRICE 7R,

mHARICESE s b,

BN AL E

s AT Y == TIRERCT, D 18~75 %

- Hanifin&Rajka O Wi fL%E (1980 4F) IEF#KEI N D AD O,

- 1 FELLERTIC AD O2HT,

« A7 ) —= W ¢, BEASI §Hli T AD 12 X IR EN AL (BSA) O

15%LL L,

cBEASI A7 NAT V—= TERR RN —R T A VBT 120k,
CIGA AR AT NAT ) == T ROR—A T A VT 3L E,
7 FE—MEERFTEMA T (SCORAD) WAV V—=t T R OR—RF A

VIRFRT 25 Bk,

T p RN AL
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i

L

¥
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« MAELALET 4 BRIDINIZB T S, sV ==2—U UBHER] (TCD 12X 5

167,

c A7 Y —= i 4 BRDNICAEITAETRFLY 7 F o5 %2517 T,
< BEVEZAALRTO 5 AERHILINIC . TIRCUTIRER TP O A= RERA] B D VITTERR

HOIEAEY FR K| OG- %2 % T,

- BEAEZ AT 4 BELINICI T 5, BRR LRI & 70 2 RO,  (RRYE SRR

PRI B & 5 S 7 R )

- [FIEHUS B AT6 7 H LINIZ R T D EEHERIR TR STV SUTIRRIRIC X

J& L 7R 7o T A HU gL,

A7 V==V THT12 D HURNICE T D, R LB LT DR,
c ABBRCHERT 527 7 2 TIT @ TCS OIERICH R H vV L < IXfEHER

DHEFE,

WO 5 ik

BEZ 4 3B — FOWTIMNTIEIESIZEIGT, AF (45, 150 X% 300 mg)
XIT7 7R %E Q2W T 128 (Gt 6 |, #4510 BIZHR&EE) KER TS
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AN ==Y #5100 BHRRE
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D2213C00001
TCS
it DADERF D

PHyiaa Fob
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A BB 12BICBITAR—2T A4 6D EAST 227 0424k
T BB I12BEICBIFAR—RAT A b 2 7 b— RELESE L 7= IGA0/1 iRk
HEB O
R EH12BIZBITDHR—=AT A B0 SCORAD A 27 D41k
B 12281 5 50% L LB HFE - EAEEERA 27K T (EASI-50)
EERRR
< BB 12 BICBIT 5 50%LL Eoo SCORAD 2 = 7{XF (SCORAD-50) JERLR
BIKEEMHIE B | BEWET 7 b h A
RBMGFHEEE | - %5 12 BICB T 5= T A b OZ ) FEMERGA 77— (NRS) OE
1t
cHEH 12 HICBITAR—ZA T4 U b REOREICET LT 7 — b
(DLQI) #A2=a7 021k
Y EhEE O Al
0% JFE O A
e A HERLR, E’é’%&ﬁ%—“%ﬁ% Eﬁrﬁ*ﬁﬁfﬁ (MR FRRAT, MIEAE PR, R
%) . ECG XU A XNt A v
<BEEF>
DRER (EVER LR
AFH 45 mg BE | AA| 150 mg #E | AH| 300 mg £ WA AN
(N=50) (N=51) (N=52) (N=51)
A fh
B E £ B EE R A= 39.1+15.1 37.1+14.0 35.7+14.6 39.4+14.5
(%)
PRI Bl (%)
ok 21 (42.0) 25 (49.0) 19 (36.5) 29 (56.9)
Bk 29 (58.0) 26 (51.0) 33 (63.5) 22 (43.1)
(UNEE
B E £ AR HE R A= | 81.23+18.75 75.75£19.01 77.12+16.48 75.97+21.39
(kg)
BMI, 1 b 1 28.01+6.04 26.30+6.60 26.29+4.89 27.15+6.68
7= (kg/m?2)
NFEH Bl (%)
HA 33 (66.0) 33 (64.7) 28 (53.8) 31 (60.8)
BAFHEZT 700 4 (8.0) 10 (19.6) 7 (13.5) 8 (15.7)
T AUTAN
VDN 11 (22.0) 8 (15.7) 16 (30.8) 10 (19.6)
NT A FSERE 2T 0 0 0 1 (2.0)
ftth D KR 5 R
R’
TAVIA T 4T 1 (2.0) 0 0 0
CVERIET T AN
R
Nl 1 (2.0 0 1 (1.9 1 (2.0)
IGA =% =27 | il ¥
(%)

r i i 32 (64.0) 31 (60.8) 29 (55.8) 31 (60.8)
o 18 (36.0) 16 (31.4) 20 (38.5) 20 (39.2)
BASI %= 7, 24.796+8.315 | 27.127+11.206 | 27.328+10.884 | 26.400+12.588

SR R 7=
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(kg/m?)

AFH 45 mg BE | AAI 150 mg B | Al 300 mg £ 75w AREE
(N=50) (N=51) (N=52) (N=51)
Z9FE NRS 2270
% oE (T
E)W Bem e (8o 5.515+2.068 5.761+2.033 5.371+2.230 5.330+2.219
PR VR 2=
X BNFEAT IV, ZOHT A ORERR LZBENI YL SR,
C
HA NG 4R (VR 2L EE)
KH 45 mg BE | AHK| 150 mg BE | A 300 mg Bf 75w AREE
(n=6) (n=6) (n="7) (n6)
Al
SRR R 22 39.2+10.3 34.249.7 29.9+6.7 24.844.8
(%)
PRI, B (%)
oMtk 2 (33.3) 2 (33.3) 0 2 (33.3)
Bk 4 (66.7) 4 (66.7) 7 (100) 4 (66.7)
(ENEER
TSR (ke) 67.12+11.39 56.40+6.19 73.94+14.21 58.52+11.62
A B AR Y AR 7
BML, R i 22 24.82+3.55 20.68+0.49 23.90+3.89 22.07+2.32

< B DRE R >
R RE
[ R E E ]

BE12BICBITAX—2F 4 b0 EASI 0284k

A 150 mg BFEMAL N300 mg BEL . 7T B ARBEOM T, #5 12 B HICBIT 5 EASI 227 0O

— AT A Vb OREFE VIR K RIA B ED

O b (p<0.05, MMRM)

AH R
- 77K
AR 45 mg 150 mg 300 mg
(n=51)
(n=50) (n=51) (n=52)
1%k 43 44 48 40
FREE S A & —13.7 —15.1 —15.7 —10.8
(SE) *1 (1.4) (1.4) (1.3) (1.4)
FHEEE)ZE (SE) 2| —2.9 (2.0) —4.4 (2.0) —4.9 (1.9) —
95 % {5 #E X [H —6.8;1.0 —82: —0.5 —88: —1.1 —
p fiE™3 0.143 0.027 0.011 —

K1 BEMEILE AN LeBEOT — 23R4 Lis, REWNEET WL, N—A T U hoDE=_—2F 1+
Gkt + 35 XCRBEDE T AN DR Lic, —BE ORBEHOMBIL, FEE Tz s r el

72

K2 0 AH— 7T B R OFREBEF AV, 0 RiGOZITIAHZ FHT 5,

K3 MFHEEEDERFAN v A 7T p<0.05,

RENERESET /L (MMRM) f#A7 &0 fi#ir, SE : BEERRE

BE512BICBWVWTR—2T7 4 005 2 7 L— R E&ZEL IGAV/L IR - BEDEE

KAMEL 77 AR E O T, HEAICIIABREIT RN T,

A 7T R
P H 45 mg 150 mg 300 mg
(n=51)
(n=50) (n=51) (n=52)
il 50 51 51 50
L AR H—DEE 6 10 13 6
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AH R
R
AT 45 mg 150 mg 300 mg 7 7R
(n=51)
(n=50) (n=51) (n=52)

(TR B ) 2 (11.6%) (19.5%) (26.7%) (11.8%)
BlG OG5 RER 7= —0.2 7.7 14.8 —
95% 15 HH X [#]7%3 —12.5;12.1 —6.1;21.5 —0.0; 29.7 —

p fil™4 0.973 0.281 0.061 —

K1 GRARIRE A L2 BF 07 — 21354 L. R SEABIIELER (LOCF) Ex v,

X2 LARUF—IE, IGA A7 R 27 L—RU EEL, IGA0/1 Lo BE L ER LT,
¥3:mYy b () =X—RAT7 A4V IGA AT +EEETANGHE Lz, 0% X 2 23R EZ R 5,
X4 VAT 4w TR X R LT,

CRVR AT PR B 3 ONCER SR AR S H
2T ORIVEHGE FH I NS ERRRGFHIIE B 2RV T, EERHMiEE OfER & —BMERAZ LT,
AZPE D PRI BRI S B D ZEHK

A e
AT EE B 45 mg 150 mg 300 mg 7 7ER
(n=51)
(n=50) (n=51) (n=52)
BhE 12 BIZBIFE =T 4 1 bHD SCORAD A =27 D284k
Bl 43 44 48 40
A T A A b
(SE) #2 —22.0 (2.2) —26.1 (2.2) | —26.5 (2.1) —16.7 (2.2)
ﬁﬁzf;‘{if PEEL 561 | —e4 @D | —es (1) —
95 %15 X [H] —11.5; 0.9 —156; —33 | —159; —38 —
p fiE 4 0.092 0.003 0.002 —
Fe 5512 1281 5 EASI-50 ZEALHE
Bl 50 51 51 50
L AR H— DR 28 34 37 26
(AR HEIE) (54.3%) (67.3%) (73.4%) (51.9%)
HEOKGHEMZ= 2.4 15.3 21.4 —
95 %15 #H X ] —16.7;21.5 —3.2;33.8 3.4;39.4 —
p fiEf*=6 0.807 0.111 0.025 —
Fe 512 381281 5 SCORAD-50 ik =%
ik~ 50 51 51 50
L AR A — DRI 14 22 22 10
(R HEIE) ¥ (26.9%) (44.2%) (44.1%) (19.5%)
HG O GREMZ= 7.4 24.7 24.7 —
95% {3 X [#] —8.7;23.6 7.4 ; 42.0 7.4 ;41.9 —
p fiE*¢ 0.369 0.008 0.009 —
BH 12 IZBITHX—RA T4 D D% HFE NRS 024k
Bl 38 42 42 38
FREE G I AL & —1.8 —1.6 —2.2 —1.0
(SE) *7 (0.3) (0.3) (0.3) (0.3)
WEGTHE s (0.4) —0.6 (0.4) | —1.1 (0.4) —
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95% {5 FHIX[#] —1.5; —0.0 —1.3;0.2 —1.9; —0.4 —
p fE™4 0.043 0.137 0.002 —
BH 12 HIZBITHX—=ZX T4 b0 DLQLE A 27 D24k
Bl 39 39 46 36
AR S I —5.6 —5.4 —6.8 —3.2
(SE) *8 (0.9) (0.9) (0.8) (0.9)
ﬁﬁzf;{if PEEL 950 —2.2 (1.3) | —35 (1.3) —
95% {5 FH X [#] —4.9;0.3 —4.8;0.4 —6.0; —1.0 —
p fif* 0.079 0.098 0.006 —
N1 : DRIESIE R & FE ] L 72 B 07 — & [XFRAL L=,

K2

X3
x4
%5
%6 :
KT

X8

KERMEETT VIE, X—=AF7A 50O SCORAD OE{L=-—2F A O SCORAD+ 5+ Bz + £ 5 X Kkt D
EFANLEM Lz, —BEOKBEM OB, SN BT E AW TET ML LT,

A — 7 F & REOFHEEF # I 7E, 0 KO ZEIIARKN % ZFHFT 5,

MMRM fi##r & 0 fifghr L7z,

EASI-50 X% SCORAD-50 %3k L= & & L AR #— L EF% L7 LOCF,

0P AT 4y 7 EIFET VLD R LT,

NR=RAZ A N50 7 AEOEYEE, KEMNEETT VL, X—AT7A4PODEIFEOEL="—RAF L D%
DG A RBE+ B E XORBEET ANLEM Uiz, —BEORBEMOMBIL, IEME LI AT Z AW TET
b Lz,

KEREET ML, RX—AT A b0 DLQL OZE{b=_—2 T A > ® DLQI+ £ 5+ Kt + B 5 X KB D ET /L
SR LIz, —BEORBEE OB, EHECIS TSI 2 AV CET L LT,

HAS N BE AL
R—=2 T4 55 12 BiEESE TO EASI 227 OB LR IGA ZEALRIL, W T ORI
THRBREERERN & AR NEEEMTHEEL L Tz,

NR—=RAF A LS 12 RS ETO
EASI L AR &2 — & IGA L AR X —DEAb-

ABR R & B AN

B AH e
PR 45 mg ‘ 150 mg 300 mg 7 7ER
ARER AR

EASI =27

RS 45 47 48 41
EAL BN —13.9 —15.9 —15.7 —12.2
(SD) (8.0) (10.2) (11.2) (9.4)
ZAb B JLfE —14.3 —16.7 —15.7 —95
(/M K AiH) (—30.4, 8.3) (—51.6, 5.0) (—40.7, 10.2) (—415, 1.2)
IGA L AR & —

(B 50 51 52 50
VAR E—D 6 10 13 6
% (%) (12.0%) (19.6%) (25.5%) (12.0%)
AANBFEM

EASI 2 =7

B 6 6 7 6
ZAb gD —15.7 —14.5 —15.5 —11.1
(SD) (9.9) (7.1) (12.5) (8.8)
28> g fif —144 —16.1 —15.2 —86
(he/MiE, K AE) (—292, —3.3) (—21.6, —2.2) (—31.9, 0.3) (—282, —35)
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IGA L AR K —

e 6 6 7 6
VAR E—D 1 1 2 0
B (%) * (16.7%) (16.7%) (28.6%) (0.0%)

K LARUF =T IGA AT R 27— U ESEL, IGA0 L7go7o B L EFR LI,

W EhE O AT Al
AHND MAERARIE (Coougn) & FFRITTRT, REIIHEEFAICHEM LI,

R TFHEE (45, 150 XiZ 300 mg) % Q2W T
&5‘ 10 47> 7‘:?&@2'{%”@ Ctrough

AR
o 45 mg 150 mg 300 mg
jlisi|
HAN HARALLSE HARAN H AN LLSE HAN H A A LI
(n=26) (n=44) (n=6) (n=45) (n="7) (n=45)
2 o
TC&EL = 4.67 4.31 99.2 15.5 34.7 28.0
troughs +1.90 +92.05 +4.5 +5.9 +11.0 +12.7
pg/mL
4 WD
fg = 7.41 8.02 34.5 25.6 45.5 44.0
froughs +3.60 +3.36 +5.3 +10.8 +19.6 +94.1
pg/mL
12 @D
fg = 15.0 12.9 55.9 35.9 80.7 58.4
troughs +9.9 +7.7 +95.4 +921.3 +36.4 +45.8
pg/mL
5 2 o0
f = 0.89 1.25 4.25 3.54 7.83 5.44
froughs +0.79 +1.16 +9.99 +4.78 +7.07 +5.96
pg/mL
67.1 83.2 56.4 78.3 73.9 77.6
KE, kg
+11.4 +18.8 +6.2 +18.7 +14.2 +16.9

BT ST -28) £ AR A TR,

S SR
AF| 300 mg #ED 1/52 il (2.0%) THEGRZRITHEDPUR (ADA) GIESHERR Sz, PURs
Ko b, ADA Kinli—@Ho b0 ThoT-EZ2 N5, ZOFFRIZ. H5%1C

ADA Bt & 72 o T BBE TAAI O PRI % ADA OFBN IR o722 LD bfEd STz,

< BEMEDRER >

BRI

<2lBRWiE (&5 0~22H) >

TREBRHEE G T ORI L-AESFES (TEAE) X, AAKl 45 mg #ET 72.0% (36/50 f]) . AHl

150 mg #£ T 68.6% (35/51 i), A&l 300 mg HET 57.7% (30/52 f5il), 77 EARET 60.8%
(31/51#4) ThHoT=,

BB S T OB L-EERAESES (TESAE) X, AF 45 mgBET 341 (FL—FR3 D

EETHAEE I 1B, 7L — R 2 OFFEEERE K OMEASE 161, S 161, AK| 150 mg #ET 2

3k (FL—R2DIFRERZRRTFERY —F 146, FL—FR3OmE14). 7IEREET1

Bl 1 (7 L— K 2 OBIME) 15RO BN, RBREK L ORFHZe U &l Sz,

FELCIIARA] 45 mg BE 161 JRIRARH) (2RO B, TRBREE & DK BRI E 22 L &k &

nic,

RO G- IEIZE > 72 TEAE OFIASEEL T, AK) 45 mg BET 4.0% (2/50 1] : BAEIRE & OV
7 L7 F =N 4 1 6. KKl 150 mg BT 5.9% (3/561 1] : k., AR L OEIIE % 1

). AHKI300 mgHETON, 77 vAREE9.8% (5/6141 : 7 FE—MERZJE R 241, MBS,

V.
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B LK ONEE U LEVIE & 1#1) Thol-.

BB ORI EBEGRH Y LSz TEAE X, KA 45 mg BT 24.0% (12/50 #1) ., AHl
150 mg#ET17.6% (9/51 %), A#AI300 mghET11.5 (6/52%1), 77 EAREET17.6% (9/51 1)
ThoT,

ARFNBECI BN 5% RIZER 47 TEAE 1%, A#| 45 mg BETENHTEL 22.0% (11/50 1) .
FRGERYE 10.0% (5/50 f51]) . THI, B, SR MO B E—HEEER & 6.0% (3/50 B), AKH
150 m #E CTEMHIAZK 11.8% (6/51 f) . EXGEEY: 9.8% (5/51 i), 5% 7.8% (4/51 i), HbHEE
REOT FE—MEEER 4 5.9% (3/51 1), AAl 300 mg #ETHIATARK 23.1% (12/62 #), L
ROBIEYe N QBRI 4 7.7% (4/52 ) . Bl&mER K OV b B —MER &R 4% 5.8% (3/52 %) TH-

776

KRNFEE T BREEE T, lRIEBEM. A 211, ECG. HIEFTRICEERNIZCERD D 5
X o T,

HANEE

< REBREIE (Bh 0~22 1) >

TEAE %, AH#l 45 mg # 5T 83.3% (5/6 ) . A5l 150 mg # 0% (0/6 #i) . Al 300 mg #
HHET42.9% BT, 77 2ARFET 83.3% (5/6#l) TH-oT=,
BHERAEFLZNOECITERD LNR- T2,

BRI DBE S P IEICE = HEFRLIL, 77 BFREET33.3% (266]) THoT-,

(MedDRA/J ver.18.1)

) ARBNIOEGR I N TV D AELOHEIL
WE., KA FToXx~7 (Bl Hl#z) & LTHEIC 600 mg &% FH&5 L., Z0%i 1 [
300 mg % 2 W@ TR FEE7 5,

(4) HREEROELER

1) B3R
OEREEFEMBEFIESHER [ECZTRA1&E (LP0162-1325 XER)] 4

RRT VA v | BIER L EE R 7 & A xR TAH R

HESEENSEHED AD 28T 5N BE
MEVEZ LB % . 802 il
B RFBHT SIS EH (FAS) 798 ] (9 B HAAN, 127 fi)
L ARVERRNT R BAER - 798 4 (9 B EAAN, 127 i)

- 18 Ll b,

- Hanifin & Rajka ®ZKiE#E (1980 4) T, 14FLLERIIZ AD O2HT,

IO BN L DIEEDRDEA T Th o BE . ULE OB H T
AR RN HERE S L7 VR

CAZ V== T RONR—RAT A VAT, AD IZXDHZAED BSA @ 10%LL
E,

cBASI A7 NAY J—=V JHEETI20 E, "—X T4 VEFET 16 LLLE,

CIGA AT NAT Y == TR OR—RA T A AT 3 LLE,

c R—=RAT A UHIO 1T EBNZEWT, £ 9 NRS O HNEKMEDO VLA a7 )3
4P (RAa7 oKL 10) .

- EAEAEI D AR —ERAEORESAAIZ 1A 2B CUILEIZR T TER
k) < b 14 HEIZH2 D A,

« AD OZWIT B KAX T mIaeMED & 2 1E B B R AR

- WAEAALET 6 HELINIZE T S, BEET Ry ROBRIEEOM A,

- BAEALAT 4 BRUNICE T 5, 2aEREmEIR Al SgtEAT
a1 FEOEE.,

- MEAEA AT 2 LN T 5, TCS X% TCIIZ XL %iR¥K,

- MEVEZAACET 1 E LA 3T 2 IS B R R,

*f S

@R AL

Ee bR R

V. RRICBIT 5 IH A 27



- BEAEZALAT 4 B LANIZ I 2 BRER LRI & 72 2 YRE,

- [FEBS B AT 6 4 A UNICEBIT % T A E dUfiys,

c A7 V==V TRI12 B AUNIZEBT 5, [BEEMLE L T B,
- R E AR PR R,

wOB Tk

Ry Y=z WA S HARG ISR 5 HAR REMER
RERAM
ECZTRA 1
TCS Jt O DAD 5 L ARy & — (BEERL 2:2:1)
DIy FE}
7| 300 mg Q2W l—
1 300 mg Q2W #1300 mg QAW b—
2 600 mg 1&5 Pl
31
‘ 7"7";'“]’ Qw  ———
774 Q2w |—| 7'5431’ sz —
, ,,,zf,,,_ ﬁf@%i% Er LEBE, BRELEE
. BEHBBITLE.
v t - * -
W dER #8300 mg QW (% T TCSEA)
= BENBSRED »
FERE SN | o[ et w050 o
(e T TCSHEA)
o WEGED Wk‘16 WES?:EZ 168 x|
C 2eEMm | 1638 & 36:80 P =

14387
PG (&5 0~16 #H)
AHAI 300 mg Q2W BEXUIT 7 T B ARFEO VTN 3 0 1 DI THIELIZHI Y
T 7=,
MEFFREG AR (5 16~52 i)
VIR G HIRC BV T, &5 16 38 T IGA0/1 XX EASI-75 L AR & — L 7
S 7oA H#] 300 mg Q2W EED B 1L, AHI 300 mg Q2W B, AHl 300 mg Q4W
BEXIIT T B REEOWNTANT 2 : 20 1 OURCTHEEESIE Y )7,
PR GHRICRB N T, &5 16 38T IGA0/1 XiX EASI-75 L AR Z— &7
ST T RBOBEIL, 77 BRBCE VT (77 2Rk
EEmE G MM (&5 16~52 1)
VIR G W T, &5 16 8 T IGA0/1 XX EASI-75 / L AR H—
& Tp o T2 AR Al 300 mg Q2W BEX X7 7 B ARREO BE L, &K 300 mg Q2W %
Beh U7, 728, HERREGIIM RIS 2072 L BFE X, A4 300 mg
Q2W BEICRAT LTz, 2. BADOAKR, #5 16 BICAKIFEEMRBEGREIC
fHFon=BE L, E6IC16EMIChT- Y IEERERS 2k Lz (&5 52~
68 1)

<G HE - B U >
IS (&5 0~16 #)
A 300 mg XiFx7 7 v R%E QW TR F#5 L7,
AFN G L-RECIIE S 1 B BICHEIHE S LTARA 600 mg 25 L7z,
HMeEFr e 51 (%5 16~52 )
AFl 300 mg & Q2W Xt Q4W TR F& 5 L7z, 77 tRiE QW TR F#&
517,
IFEEBREG M &5 16~52 )
AFI 300 mg & Q2W TR F#& 5 L7=, (HEETTCS Z0HH)

P E 16 TIGA=0 0EE : D7 &b 4TV, IGA A= 7 28 2L E, 7> EASI-75 28
RIERK
516 T IGA=1 DERFE : L7 L b 4#MICh=0, IGA 227 3Lk, »> EASI-75 2
HRIERL
Be5 16 TIGA>1 OB : D7 L 4 BICh7= 0, EASI-75 2SR ERL

TSR I H

- 5 16 BRI D IGAO/L FERLER
- FH 16 BT D EASI-75 #ERHE

Bl UK A 2 H

I G (&5 0~16 )
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BRI EHmIE B >
EFTXL'%T‘ 16 #2317 %5 SCORAD D _— 2T A b DAL
- F G 16 IR HE S FENRS O HNIKME GEFY) OR—RAT A vk 4
P bthE LImBE 0BG (R a7 ORkKIE 10)

- ¥ 5 16 BICBIT 5 DLQL DR_R—R2 T 1 )b DOZEAL

<EMAEIREEMGE E >

- ¥ 5. 16 12817 5 EASI-50, EASI-90 3R

- 516 12315 D EASI O_X— R T A b DAL

- #5516 12817 %5 SCORAD-50, SCORAD-75 DERLR

- 516 ICBITH 1 HICKBITARKZ DFENRS (AFYE) OX—ZF 1 )
5 OEAL

BH16HEICEIT S 1 HIZKT 2RKE DFENRS (YY) OX—RF 1 )
5 3L EdE L-BREOES

c R—=RA T4 UIFIZDLQI S 4 L ETH -7 EBHFITHBWT, #4516 1 T DLQI
DR—RAT A UG 4L EtE LT BREOEIS

<ZOMOFHEEE >

- Fe 516 ICBIT S, B IR L 72 MEIRD NRS GAEH)) O_R—RZF 1 )

5 DAL
- 5 16 BWITEH T D HADS OR_—Z 5 A b DAL
cFBE 16 HIZBIT S POEM OR_—2 5 A b DAL
- BEE 16 HICEB T 5 SF-36 (H{RRMIm) DOX—RA T A b D%k
< 5 16 BB D EQ-5D-5L D_X— AT A b DAL
e
HMERFE G (5 16~52 ) *1
- 5 52 WICH 1T 5 IGA0/L JERE R+
- F 5 52 HICF 1T D EASI-75 k3
e

CEATIE, &5 16 M TREBERIERLICZ Y =NV L ARV ARRO bNZAEICBIT &5
52 W TD IGA0/1 KT EASI-75 OHEFFIZOW T ORMAHE B I, FEFMIEE & LGRS
77

X2 W 5 IR CABIBRCE Y AT S, #5516 BICB W OREEIRIE R LIC IGA 0/1 Z iRk L
BB ERGE L,

3 I G-I CARBIBICE O AHT S i, B 16 BTV TREEE LA LIZ EASI-T5 &R L
BB ERGE Lz,

EPERHE T

HERG WIS HEFROBE
e

f M 5Ok

RIEERTIL., BN ROHEE FIEITEE L MITT 2O ER P MFES (KiEwE
DOBHE N OB 5.5 d k) 12H5< 39D estimand®* & EF LT,
G EMERE R G O EEFEE X OREIRFEME R IC OV T, EER
estimand O FEMATIZI T 5 REOE —FHIHTER L 5%ICHIET 5720, FEE
% B E DO FNE & Holm-Bonferroni /512 L A S EMORHELZHFH L1,

- FEEHHEA
BEREM OB DOZEIL, X—A T A D IGA K UM TER] L. Cochran-
Mantel-Haenszel #& 7T % HWTHENT L7z, EEFMIEEB X, IGA0/1, EASI-
75 DIAT, A EAKYE 5% CHAKME LT,

- BIRBIRHEEE
R—=AF A nbEE 16 FE T SCORAD KU DLQI »&{kix, _X—RF
A%, 5 16 HE TORNMIESE , KEREET VE AW TN LTz,
Z 5% NRS @ HNEAE GEEE) @ 4 DL ok, FEMER & FRE
AT LT,
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¥ composite estimand (BIRFIEZZ T IZBEIL/ VL AR —L L, BBRER G22Ik
L7221 5 16 PR CINEE L7727 —Z 13E& D %) | hypothetical estimand (R kB fAE X
ITIEBREER 5 OERF IRZRICIUE LT — 2 IEE ® 7)) KO treatment policy estimand (H1f#]
FolPEARL, BlEINEE2TOT—2EHWD) , ZEAEBTHLFMEAICSWNTIE
composite estimand. H#EZE K TdH % FAME H 12DV Tix hypothetical estimand % = /¢

estimand & L7z,

<BEER>
SRER] (IEVEZ LR
A% 300 mg Q2W #¥ 75 AR
(N=603) (N=199)
Flin, FHEHEERZE ) 38.6+13.7 39.4+15.2
PRI % (%)
ok 252 (41.8) 76 (38.2)
Bk 351 (58.2) 123 (61.8)
RE™, FREHAEERE (kg) 75.8+19.4 76.3+17.4
BMI*!, P52 (kg/m?) 26.0+5.9 25.8+5.4
NFE, Bl (%)
SN 426 (70.6) 138 (69.3)
BANEREIT7IVBRT AV DN 41 (6.8) 18 (9.0)
TIT N 120 (19.9) 40 (20.1)
INT A FAE R F T 1 O KRS B R R 5 (0.8) 0
TAVIA VT 4T ETILT 7 ABEER 1 (0.2) 0
Z DA 8 (1.3) 0
R 2 (0.3) 3 (1.5)
IGA 2 =27, ¥ (%)
H AR 296 (49.1) 95 (47.7)
o 305 (50.6) 102 (51.3)
AHH 2 (0.3) 2 (1.0)
EAST R = 7%2 S 34 fil e U ff 75 32.2+13.7 32.9+13.9
ZHFENRS 227 O HNEEE (HYEE) *
B Y 7.7+1.4 7.7+1.4
1 RFREEC (RH) 300 mg Q2W BE : 599 5], 75 B AREE 1 197)
X2 kGBI (RHI 300 mg Q2W Bf : 601 5, 77 &AREE : 197)
X3 RMRBIE (KA 300 mg Q2W B : 598 i, 7 & ARRE : 195)
HARNE R (IEX VAR
AF 300 mg Q2W ¥ 75 v AREE
Flin, FHEAEERE () 40.0+11.9 35.6+£9.9
PRI Bl (%)
otk 37 (38.5) 8 (25.8)
Bk 59 (61.5) 23 (74.2)
R, FHEHAEERZE (kg) 63.0£14.1 67.0+14.5
BMI, ¥R~ (kg/m?2) 23.2+4.1 24.5+4.7
IGA 2 =7, #il%¥k (%)
AR 33 (34.4) 10 (32.3)
R 63 (65.6) 21 (67.7)
EASI X 27| X fEAE MR 2= 39.3+15.9 42.3+13.9
Z 95 NRS 227 0 H N @l GAE) .
STk i {2 7.7+£1.3 7.5+1.4

<HRMEDRER >
[ EZRHmE H
P G- (B 5 0~16 i)
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Beh 16 BIZEBIT 5 IGAV/1 L AR Z— KON EASI-75 EFERRIL, A%l 300 mg Q2W B 513~
TR REEREE AR TEEMER S 5 Z L3 REES L7z (IGAO0/1 : p=0.002, EASI-75 : p<0.001,
Cochran-Mantel-Haenszel f#/€) . fhiR & HARANBDEFDOKAEIILLTOLEEBY TH -7,

Be 516 21T 5 IGA0/1 XX EASI-75 #i%E (FAS)

A# 300 mg Q2W FE

75 AR

IGAO0/1 FERLR
T T RRREEE DFE [95%(FHEX ]
p ﬁxz

15.8% (95/601 1)
8.6% [4.1,13.1]
0.002

7.1% (14/197 1)

EASI-75 LR
7T RRREELE DFE [95%FFEX M ] T
p ﬁxz

25.0% (150/601 1)
12.1% [6.5,17.7]
<0.001

12.7% (25/197 1)

X1 Ml b RXR— 2T A VB IGA A2 T2 L - TERI L. Mantel-Haenszel 7 & F VN THENT,
X2 ik b RXR—2F 4 UBFD IGA A2 72 L - TR L. Cochran-Mantel-Haenszel # i€ % JV  CTHEAT,
516 38 X 0 #i o HUIEFIUIRERFRIESE AL ) VL AR —E Lz,

5 16 WI2FH 1T 5 IGA0/1 X EASI-75 #5R (AAANESERM . FAS)

AF| 300 mg Q2W Bf

7T v REE

IGAO/1 JFERL K
77w REEL D% [95%IFHIKH] *1
p fiF**

2.1% (2/96 %)
2.0% [—0.8, 4.8]
0.43

0

EASI-75 Rk
75 REE D% [95%IEHX ]
p fi*?

15.6% (15/96 1)
5.7% [—6.9, 18.4]
0.42

9.7% (3/31 f31])

X1 Ml e R—2 T 1 D IGA 2 2712 L - TERII L. Mantel-Haenszel # & 2 F U TREMT,
X2 Mk b R—2F 1 VD IGA A2 T2k > TEHI L, Cochran-Mantel-Haenszel 1 i€ % F\V  THEAT,
Beh16 38 X 0 o IEFDUIRARFIEE AL ) VAR F—E Lz,

[RIVR AT B ]
G (&5 0~16 1)

5 16 BIZEIT 5 SCORAD OR_R—RA T A b DL, #F 98 NRS © HNE KA GEEH))
DR—=RA T A G 4L EE L2 BE OEE R ODLQL DR—R T A )b D RIE., A 300
mg Q2W DN T T v R HRE L b X THEH A BEICE N> T2, MR E BARANESEH O

BARIZLL T DO LB Thotz,

Beh- 16 HIZEB T HEIKGHEEE (FAS)

a7 A7 300 mg Q2W B 75w REE
i (n=601) (n=197)
SCORAD D~—2 7 A » b D%k (SE) X1 —25.2 (0.94) —14.7 (1.80)
7T RARREE DFE [95%IE XM ] —10.4 [—14.4, —6.5]
p & <0.001

Z 9% NRS O HWEAME () o~—
ATAYND 4 L ERELLZRFOES
(%) *2

7T AR E O [95%IEHIXH] *3

20.0% (119/594 1)
9.7% [4.4, 15.0]

10.3% (20/194 1)

p B4 0.002
DLQI ®D_— % 51 v inb DL (SE) 1 —7.1 (0.31) —5.0 (0.59)
7T v AREELE DFE [95%[F X ] —2.1 [—3.4, —0.8]

p fE 0.002

X1 RARBE T T V& RO THENT, TEBRIEO H IR UIRARRIE OB ICIUE S e T — Z T8 vz, BaRRIER
BRICR— AT A UG OFHER /WA, #6052 8O,/ ZbFEiL o & LTRIB L,

%2 5 16 LV AT FIERISUIBERFEERGNL ) v VAR —L L,

%3 Ml b _X— 2T A D IGA A2 T2 L - TERI L. Mantel-Haenszel £ % AV CTHEHT,

%4 Ml L R—2F 4 VO IGA A a7 12X - TEBI L. Cochran-Mantel-Haenszel 1 & % FV CHiE#T,
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£ 16 I HEIKEHIE R (AANERS R, FAS)

- AF) 300 mg Q2W ¥ 75 R
AR A (n=96) (n=31)
SCORAD OR_R—RZ A »inb DL (SE) *1 —17.8 (3.20) —15.6 (6.29)
T T RARREE DF [95%(EHE X ] —2.2 [—16.4,12.1]
p fE 0.76
Z 5% NRS O HWEKME (H¥Y) O~—
AT D 4D ESELEREOES
(%) 2 8.3% (8/96 f31)) 3.2% (1/31 #31)
TR REEL D [95%EEXH] 5.1% [—3.2,13.4]
p & 0.34
DLQI D~_— A5 A > BDZE(L (SE) *3 —2.9 (0.93) —4.2 (1.73)
T eAREEEDE [95% (5 XM ] 1.3 [—2.7, 5.3]
p & 0.50

X1 EREET V% RO TN, TRBEEO 1L I REREE O LAZ ICIUE SN 7o 7 — X I & /e, BEBHIER
BRICAR— AT A UG OFHER /20 E . #6652 O/ Zb#EiEo & LTHRH L,

X2 RN—=AF A VD IGA AT IZL > THEHI L, Cochran-Mantel-Haenszel 7€ % F\CTHEMNT, %5 16 X v i
RGO IRBFRES AL ) v L AR Z—L Uiz,

%3 kB [AM 300 mg Q2W # (n=96) . 7' 7 EAREE (n=30) ] . VRBRIEDH 1L UTRERFEIEDBMAEZICTINE
NIeT—RITEENRN, XR—=RATA BT — X OKEUEET /ML, X—AT A b0 DLQI OZE{b=f 5 X
H+_—A2F A D DLQIXHE+_X—RZF A LV ED IGA AT DETANLEI LT,

BEVIESIN GETIEEEN
B MAEIREHEE H OFERIZLL T O LY Tho 72,
#1516 11231 2B MEIREHEEE  (FAS)

= AF) 300 mg Q2W 77 v AR
A H (n=601) (n=197)
EASI-50 AR 41.6% 21.3%
7T REEE DE [95%(EHEIXM] 2 20.1% [13.3, 26.8]
p {3 <0.001
EASI-90 iR R*1 14.5% 4.1%
T AREEE DE [95%(GHEXH] 2 10.3% [6.4, 14.1]
p fil*s <0.001
EASI D~_— 25 A b OZE{Y, (SE) #4567 —15.5 (0.55) —9.0 (1.05)
T RARBEE D [95% (5 HE X ] —6.4 [—8.8, —4.1]
p i <0.001
SCORAD-50 =Rk 1 26.0% 11.7%
TR RBEL D% [95%FHEXM] *2 14.1% [8.6,19.6]
p fl*3 <0.001
SCORAD-75 R *1 8.8% 3.0%
TR REEE D [95%IEHXH] #2 5.7% [2.5,8.9]
p {7 0.007
1 HIZHBIT 2 RKRZ 55 NRS (HFH) o~
RS LINE DL (SE) ¥4789 —2.6 (0.11) —1.7 (0.21)
T e AREELE DE [95%(5 X M ] —0.9 [—1.4, —0.4]
p <0.001
1 HIZHBIT 2RKZ 55 NRS (HFEH) o
— AT A ik 3L EdE LI BEOZ &K 29.6% 14.4%
TTRAREELE O [95%EFHEXM] 2 15.2% [9.2, 21.3]
p fE*3 <0.001
DLQI 7% 4 LI EThHo-BEICRB T, &E5
16 TDLQL AR —ZF A )b 4 L ik
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#5116 (231 2 BN R E H

(FAS)

. A7 300 mg Q2W HE 7 Rt
R (n=601) (n=197)
L 7= B oFgHn 44.6% 31.6%
TSR RBEL DE [95%(SHEX ] #2 13.0% [5.4,20.5]
p fif*? 0.001
N1 1 7 — 2 KBS IR REE R BIE / ~ VAR F—r LT,

¥2 il & RN— AT A VD IGA A2 T2 &> TR L, Mantel-Haenszel i 7E & F\ > CTHENT,
%3 ik b RXR—2F 4 UBFD IGA A2 72 L - TR L. Cochran-Mantel-Haenszel #: i€ % J\V  CTHEAT,

X4 IRBEE D B E ST BARFIE O B AR TR ICIUE S e 7 —

%5 © BABIEBIAANIIC < — 2 7 1 B OTHIA A2

KT EREE TV & AT,

K8 BURFHEMIRATIC AN —R T A VR OFHES 2 WG, #5 1THOZ(KIT0 & LTRILE,

ZIIEENTR,

Beh 2O/ ERET0E LTHRE L,
%6 XM [AK) 300 mg Q2W # (n=353) . 77 & HREE (n=96) ]

%9 X HIE [ARA) 300 mg Q2W # (n=325) . 77 & HREE (n=88) ]
10 : 5 16 3 X 0 AT IEFIOIBARFIEB AL /) v VAR =L Lz,

¥11 R [AH] 300 mg Q2W BE (n=578) . It

[Z DOt OFHAfHE H ]

At (n=190) ]

FOMOFAMIEE ORERIZLLTO LB Tholz,
BE 16 BICBITAZDMOFEEE ( FAS)

= AF| 300 mg Q2W A 75 R
A (n=601) (n=197)
B B L 72 EIR > NRS GEE®)) o
— 2T 4 b D (SE) *1.2 —2.6 (0.12) —1.9 (0.23)
TTuAREEEDFE [95%EEKH] —0.7 [—1.2, —0.2]
pfi 0.007
HADS O_R—2 5 A b OZE{r (SE) *34 —2.3 (0.26) —1.8 (0.48)
TT AL DFE [95%EHEKH ] —0.5 [—1.5,0.6]
p i 0.38
POEM O_— 2T A b D% (SE) #66 —17.6 (0.35) —3.0 (0.66)
T uREEE DE [95%EHIXH] —4.6 [—6.0, —3.1]
p fiE <0.001
SF-36 (H{KHMAIE) DRX—=RAF A B D
24k (SE) *67 4.5 (0.30) 2.9 (0.56)
TTRREEL D [95%FHEXIH ] 1.6 [0.3, 2.8]
p fif 0.013
EQ-5D-5L D_—2 5 A L6 DZ L, (SE) 34 0.154 (0.010) 0.092 (0.019)
TR AREEE D [95%(E X ] 0.062 [0.020, 0.105]
p fi& 0.004

X1 kB A 300 mg Q2W B (n=3825) . 77 &AEE (n=88) ] .

X2 SNEET /v & A TRRNT, TRBREEO Ik SUTBARFIE O BT ICIVE S 7 — 2 I3E £ 720, FERIER

ARNCAR— AT A ORISRV A, #5 1IEOZEKIT 0 & L TR LT,
%3 XM HE [ARA) 300 mg Q2W # (n=333) . 77t HR#E (n=95) ]

K4 FOERIE £ TV 2 FC TR, 1RO PR SUIRERFIE ORISR ST 7 — 2 I3E Tz, BaRFIER

WEANC AR — R T A VOGN 72056, B5 4 BOZET0 & LTRIALE,
X5 XA [ARA] 300 mg Q2W £ (n=334) . 77 & HREE (n=93) ]

X6 FUEHIE £ T V2 F THERT, 1RBREEO PR SUIRERFIE ORISR ST 7 — 2 & Tz, BARFIER

WEANZ AR — R T A VHOFER 72056, &5 2 OE{kiT0 & LTHEB L,
X7 X HE [ARA) 300 mg Q2W #f (n=333) . 77 &HREE (n=94) ]

MEFrB G-I (3¢5 16~52 )

BhE 16 BCRBEEERLIZZYV =LV LARVABBD N BREICB T AH%E 52 HTO
IGA0/1 KN EASI-75 #65 & HAR N RO FEIZLL T D LB Tho T,
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5 52 WICB T HEIKEHIEH (FAS)

= A 300 mg AFl 300 mg e
A A B Q2W B QAW B 7T v Rt
IGAO/1 EERkR 51.3% (20/39 f51) | 38.9% (14/36 3] 47.4% (9/19 #)
7T v R L DER 6.0% —9.5%
[95% 5 HEIX[#] *1 [—21.8, 33.7] [—37.1, 18.0]
p {2 0.68 0.50
EASI-75 R R % i 1% i
703?2%%55;; - 59.6 /2 1(?28!/:)17 ) | 49.1 /1 £278//f7 1) 33.3% (10/30 )
[95% 15 HA X [H]] *1 [—0.2, 42.6] [—8.7, 32.0]
p fE#2 0.056 0.27

31 : HuERC o TERI L. Mantel-Haenszel #: & & U THEMT,

%2 #ilihiz X - TR L. Cochran-Mantel-Haenszel £ & % AV THENT,

Beh 52 MTOXRET —ZI1X /) VAR F—& Uiz, BARFEERHSUT, FEHREG~BITLIZEBFIL ) VL ARy
F—& LT,

H AR N4

HARANEBSEMICBW T, %5 16 I TRUERIER LIZZ V=DV L ARV ANEB O b= BE %
RBIZ, #5521 TD IGA0/1 LN EASI-75 et L7z, LosL., MR GWIMICAT L2 B3
D72 inod=Z £ D AH 300 mg Q2W XiFAA| 300 mg Q4W 5 L7256 O RO FHGIE
WZOWT, fmazEd ZENETH T, AARICHEWT, REEERLOKE 16 HTO
IGA0/1 L AR Z—1% 2 51 TdH W A#| 300 mg Q2W FEICFHEEIEAL S, &5 52 T, Wh
b7 =N VAR ATHEFF STV o Te, RAIFEZBWT, BEEFER Lo E 16 T
® BASI-75 VAR Z—3 15 Bl TH Y . HEFR GBI, A% 300 mg Q2W 51 (4 ) |
AFHK| 300 mg QAW & 51E (641 . 77 AREE 66 ICHEEALILZ, &5 52T, A
300 mg Q4W BEICHIE(EA (L SNTZBFED I H 1HITY V=BV L AR ARHERF Sz,

< BEMEDFER >

R 2 IR

WA G (BEG 0~16 38)

HEFEST, AK 300 mg Q2W #£T 76.4% (460/602 f5]) . 7T BHRBET 77.0% (151/196 i)
WD b7,

EERAEFERIT, AHKI300 mg Q2W BT 3.8% (23/602 1) . 77 BAREET4.1% (8/196 )
RO BT, FEEITRD e o7,

BRSO RICE - A EESRIL, AH) 300 mg Q2W BT 3.3% (20/602 f] : 7 " —PER &%
561, VRGOS 4 B, AFERERHIIE 3 1], MEMERE., OVF AMEREIE, ZIHE. MRECEE,
BT, IR, IFRSRERAME B 5. Al MR, 2= RS, wERER, Bt
E. V—Ya~=TIER 1) . 7T BREET4.1% (8/196 4 : 7 b v—PEZ S 5 51, AR
K, BHEEE 752073 NIRRT 2T — PN, BRMEESIE, Vv~ T LSRG,
EINEFTHES . TREPERIRIMARIE 45 1 61) 12580 HivTz,

TREREE & DR FERDEE CERWAEFRIL, AK 300 mg Q2W #£T 31.1% (187/602 fi) .
7T RAREET 29.6% (58/196 f5) (ZFR® BT,

AHAl 300 mg Q2W HET 2% LA EIZRR®O LT IRERIE & ORRBIRNEE TCERWEEFSRIT, 7
b E—PER SR 5.56% (33/602 f1) | FEEHINLLEL 3.8% (23/602 f1) | 5B 8.7% (22/602
) | HE%E 2.2% (13/602 B) . A NV AME ERGERGE 2.0% (12/602 ) TH -7z,

MeFrix 5 HIH (x5 16~52 J#)

BEELRIL, AFKI 300 mg Q2W HET 79.4% (54/68 #i) . AFl 300 mg Q4W #£T 69.7% (53/76
B) . TTRAEET 71.4% (25/35 %) . 7T AR RIZ7vHREET 65.5% (19/29 #) 1Z3RH 5
iz,

HEERAEFEFRGIL. AAI300 mg QQWHET 1.56% (1/68%1) . AFI300 mg QAW #£T 3.9% (3/76
B) . TTRARRTTEREET 3.4% (1/29 f]) (25RO LT, HEIETRD BT,
RO IRICE - 2 EESRIT, AHKI300 mg QQWHET 1.5% (1/6841 : {&EMEAIRAE 14]) |
AF 300 mg Q4W BET 1.3% (/76 ] : 7 b & —PEZ &% 1 6) 12RO BT,
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TRBREE & ORI EBUR NG E CTE RWAEFEZRIT, AK| 300 mg Q2W BT 48.5% (33/68 f4l) . A

# 300 mg Q4W £ T 28.9% (22/76 i) . 77 REET 28.6% (10/35%1) . 7T ¥R RIF T+

REET 20.7% (6/29 ) me’)%hto

Al 300 mg Q2W H#ET 2%LL EIZERD LT {RBREE L ORI BN G E TE WA EFRIX. 7
— Mg 7% 8.8% (6/68 1) | TEHFEBAIEUG 7.4% (5/68 ) . TEHTEBALALEE, 7 A L AN |

ROBERGE, 7 LV — RIS & 4.4% (3/68 B) . TESHIALE O R 2.9% (2/68 i) TH o

7=,

T—ER—2u vy 7%
= NR— 20y TR THEIERRD SRR oo, T—FR_R—21 v 7 %I, BTN 2 4
(Hﬁi%\ ‘E‘ﬁ%*ﬁ%\ %\1'&”) \—nu&b%ﬂf;o

ER NN
PG (&5 0~16 1)
HEFEST, AH 300 mg Q2W #¥ T 82.3% (79/96 f5]) . 77 REET 87.1% (27/31 f) 1253
O BT,
HELAEFRIT, AHK 300 mg Q2W BET 3.1% (3/96 ] : 7 b & — LR REZ 2 1], LEAME) 1
ﬁj) \—nu&)roﬂﬁ_o ﬁEt i &)Eﬂfcﬁf)’oflo
BBRIEO P IRICE > - A EFELRIT, AH 300 mg Q2W BET 2.1% (2/96 i : B E5EA 6 1 ),
T R ER 1) IR b,
TRERER & ORI FEIR AT E TE WA FEFRIL, AH 300 mg Q2W AET 33.3% (32/96 f5l) . 7
Z v REET 48.4% (15/96 1)) | Lpu&b%hto
AH| 300 mg Q2W FET 5% LA EIZFB® BT IRERH & ORI FERNEE CEX WA EFRIL

— MR G2 15.6% (15/96 f51]) | TEHEMLSOS 5.2% (5/96 i) T&H 7=,

HEFFE 51 (%5 16~52 1)
HEFEST, A% 300 mg Q2W #£ T 81.8% (9/11 f5l) . Al 300 mg Q4W #£T 62.5% (10/16
) . I EREET 100.0% (6/6 15]) . TR RITTEREET 83.3% (5/6 ) 1238 BT,
BELAEFRLOLTIIRD bNenoiz,
%%ﬁi@ HIRICE > A EERIT, AH) 300 mg Q2W FET 9.1% (1/11 41 : st mmsEss 1 1)
IZRD BT,
TREREE & DK FEIENEE TE WA EFRIL, AK 300 mg Q2W #£T 36.4% (4/11 #l) . K
#| 300 mg Q4W T 31. 3% (5/16 #l) . 7T BAREET 66.7% (4/6 ) . 7Z7 &R RIFT TR
413#‘( 50. 0% (3/6 {ﬂ) Zan 253) 6%7’:0
ZIK%IJ 300 mg Q2W #EC 2 BILL EIZERD - TRERIE & ORREABA G E TE WA EFRIT
—MERJE R 18.2% (2/11 f5)) TH -7,
(MedDRA/J ver.20.0)

Z Ofth D2 eVERHE

AR

AN A v ik, £33 ECG BEEDOT IR IER O H D EEREB O ZEITFRD b
oz,

Sy R

SRE

AF| 300 mg Q2W #ED 10 5 (1.7%) BLOF T vREED 3 6] (1.5%) 1%, FIHA G0~
— AT A UHBEDOWNTNNDORE T ADA BEOR BN TH - 7=,

) ARBNIOEGR I N TWD AELOHAEIL
WE., KACIE T eXxX~7 (BaHlE#z) & LTHEIC 600 mg 2% F#H&5 L., 0% 1 ([
300 mg % 2 MR TR THEE5T 5,
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QBN ENAEE|IE 58 [ECZTRA 2588 (LP0162-1326 5KE&)] 5 ©

RERT A

MR “HE M7 B A RS AR AR

*f %

HEEREN S BHED AD 2 H T HRANBRE
IEAEZALBIEL - 794 B
e RFRMT R GAE] - 792 ]
BN RG] - 792 il

R AL e

- 18 %Lk,

- Hanifin & Rajka OZ2Wri#E (1980 42) T, 14LLEAIIZ AD Ok

s AT O HANC L DIRIBEDPHIEAR T Th - 72 BE . EE OthoE f ¢Hb
FPHEDEFRNCHERE S Wi,

AT V== T ROR—=A T A U RT, AD (IZX DA BSA @ 10%LL
k.

cBASIRa7NAIZ V== TR TCI120 E, X=X T 4 UEFRT 16 ULk,

CIGARaTNAZ ) == TR OR—R T A VRT3 LLE,

c R—=Z2 T A UEIO 1TERIZBWT, £ 98 NRS O BN KO A 27 3
4P (Ra7 oKL 10)

- IAEZREID AT RN —EHEORIBANHAIZ 1 A 2R (UILEIZIECTER
k) D7e bt 14 HRENCHZ 0,

TR RN L

« AD OZWIT R 2 KIAT T RATREMEAS &> 2 TH Bl 5 g 7

- MEVEZ LR 6 BRILINIZE T 5. BEET Ny KON L O,

- BEVEZLRT 4 BEILINIZI T B, SR SIS SRR, S ERT
nA FEOEE,

- IEVEZ AT 2 WEILANIZI T D, TCS XX TCLIZ X 2R,

- MEVEZ LR 1 E R LANIZ 35 1T D TG Eh I B RS e

- AEALAT 4 BELINIZE T 2R EFRE fié@%%’%ﬁo

- [RIETUS HAT 6 7 A LUINICI 1T 5 T A e

A7 V==V JH12 B AURNICEBT 5, BEENE LT Db,

RS TESRIE R AETE R,
Ry Y=z MRS HARE izEdea i) RSB
iRE AR
ECZTRA 2
TCS & Vit DAD LA b R X — (EEERL 2:2.1)
Dt ya PO b
A3 300 mg Q2W _
%) 300 mg Q2W 5] 300 mg QAW _
L 600 mg 125 3 b |
L 7’74:1—sz _
7564 Q2W |—| 7'7‘!21" sz E—
, ,,,1.,.,9«_ ﬁf DEEEB LGS, WK LS
i . BEPLBTLE. |
. . J v v v v
= OB 5 Ik N FEEMR A 300 mg Q2W (EET TCSHA)  Em——
FERR SR
Week 0 Weelk 16 Wesl( 52
268m 16381 i py— T e

W 5 (5 0~16 )
AF 300 mg Q2W BEXIL T T B RFEDOWNTILNT 3 1 1 DELRTEE/ESIZE Y
i 7=,

HEFFS 51 (&5 16~52 )
WP 5 HIRIC BT, %5 16 T IGA0/1 Xix EASI-75 L AR #— L/
- =A%) 300 mg Q2W HED HEE 1%, AFl 300 mg Q2W, xﬁu 300 mg Q4W X
X7 T BEROWNTANCT 22 1 DR CTHEMIES BV (T,
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VIR GHEC BT, &5 16 T IGAO/l WX EASI-75 L AR H— L 7
ST T RRBOBREIL, I BRBCE YNNI, (T8RN RITITER
#)
EEMRBG MM (&5 16~52 i)

WP 5 W C BT, %5 16 T IGA0/1 XX EASI-75 / v L AR & —
L 72 o 72K 300 mg Q2W BEXIT T 7 B ARBEDHE L, AHK 300 mg Q2W %
h Uiz, 7ok, MEFFRGHIMPICSEMAE 207 Lo 13, A% 300 mg
Q2W BEIZRAT LT,

<G - G H>
WP G-I (BEE 0~16 )
AF) 300 mg X7 7 v R%E QW TR F&5- L7z,
AENZ G LT-BECIEIEE 1 B HICHIEHE S LTARAI 600 mg 285 L7,
HEFFE G-I (&5 16~52 1)
AH) 300 mg & Q2W T QAW TR F#&5- L7z, 77 BRIX Q2W TR &5
L7,
e G MM (&5 16~52 1)
A 300 mg & Q2W TR F#45-L7-, (L& TTCS Z0tH)

* P 16 T IGA=0 OB : V7 &b 4 lMIChY, IGA 227 28 2 8L k. »> EASI-75 28
RIERK.
#h 16 T IGA=1 OB : L7 &b 4BlHMICHZY  IGA A= 7 3L L, 2> EASI-75 3
RIERK
Beh 16 T IGA>1 OBE - D7e &b 4BMIZHT- 0 . EASI-75 AR

T SEEY il T H

- 5 16 BB D IGAO/L FERLR
< 5 16 BTk T D EASI-T5 kR

Bl R EF AT I

W5 (5 0~16 )

<ENRFEALE A >
- ¥ 5. 16 BT T H SCORAD D_X— AT A b DAL,
- BEH 16 HIZEBIT A5 E S NRS O HNEKIE (EYY) ORX—RF 4 b 4
Pl bEdE LI=BEOEIS (RAa 7 oKL 10)
- ¥ 5 16 BB S DLQI O_R—2 T A v b DAL,

<SBINAYEIREEARE E >

- ¥ 5 16 1281 % EASI-50, EASI-90 ALK

- 516 BICHIT D EASI OR_—2 5 4 vk DAL

- #5162 ¥ %5 SCORAD-50. SCORAD-75 DERLR

B 16 HIZEBITH 1 HIZBIT HRKE SFENRS GHVE) OX—RF A )
b DEAL

- EH 16 HIZEIT S 1 BIZBIT AR KZ 9FE NRS (V) OR—2F A4 )
5 3L kEeE LI REOEIS

« R—2F7 A VIFIZDLQL 28 4 LU ETH - TZHREFICBWT, #5 16 i T DLQI
W= T A D 4 L RtE LB ORIE

<ZEOMOFHEEE >

G 16 HICBIT D, BB LZEIRD NRS GAYEH) OR—R T A )y
5 OEAL

- ¥ 5 16 BIZB T 5 HADS D_— 2T A b DZEAL

- #5516 BI128B1F D POEM O_— 2T A b DZEAL,

- B h 16 TR 5 SF-36 (HRRAIHE) OX—R T A b DAk
- ¥ 5 16 WIZB 1T 5 EQ-5D-5L D_X— 2 T A L )vB DZEAL

A
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HEFFS 5 I (&5 16~52 )
c DO BEAELIL TAREBIFEZE D 17 S, B5 16 T IGA0/1 Z K& ILE:
LIZEERR L7 o 5 52 2B 5 IGAV/1 L AR — 1 DEIL
s A DR TAAIFECEI D T o, #5616 T IGA0/1 % REEEx
UIZEERR L7 BB O h 52 HIZH5 1T 5 EASI-75 L AR v 2 —"* 2 DEE
X1 MRS IR CARBIBEIZE D 1 B, #5516 IR W CREER L LI IGA0/1 # =Rk LT
BEERIGE L,
X2 YIRS CARAIRZEI D T S, #5516 IRV TREEREZ LIC EASI-75 25 L
TEBEERGLE LT,
. &= BRAE DAL
ety | R ERAEERROWE \\
A
AR TlE, IR OREE BT EE RIFT 2 DOERFHFESG CREE
EOBRG LK R G- 05272 k) 12H-3< 3 D0 estimand™ % E# L
776
MG MR G o EEFME A L CRIRFHEE B ICS>W T, EER
estimand O EEEHTICIIT 2 REROHE —FIRRE L 5% IZHI#ET 5720, ME
% B E DO FNE L Holm-Bonferroni 512 L A% EMOFHELZHFH L1,
- FEEHlIE H
BB OEMEDOZEIL, X—A T4 DO IGA KUK TR L, Cochran-
Mantel-Haenszel #E % HWTHENT L2, FEFHMGIAEB X, IGA0/1, EASI-
fig #7 | 75 DIET, AEAKYE 5% CIEKME LT,
- BIRAYRHIGEE H
R—=AF A nbEE 16 E TP SCORAD kO DLQI & kix, _X—AF
A, B 16 E TORISICHS S, KERIETT VW TN LT,
Z H9FENRS O BN AME GAY) @ 4Ll Eock#Eix, FEMEEA &R
\—ﬁq:d:ﬁ L/fuo
sk composite estimand (RUBFEEEZZ T -BEIL ) VL ARF—L L, BBIRE 5. 255480k
L7-#IcH G 16 BRI CIUE LT — X 1X&® 5) . hypothetical estimand (BEEREBALEE
MIXIEBRIER G- O 58 2P IR ITIUE Lf:f”ﬁli/é.\?i)iﬁb V) KO treatment policy estimand (1
MFEREEERL, BlIEESna2ToTrT—%2An5) . MMEHTH HFHEEB 2>V T
composite estimand., # i TH 2 FFliE B (22 Tid hypothetical estimand % 3% 73
estimand & L72,
<BEYm>
ARER] (BEVEZRLAER])
A% 300 mg Q2W R 75 R
(N=593) (N=201)
i, TFHEAEERZE G 37.2+14.7 35.1+14.0
PR FIE (%)

Qs 234 (39.5) 87 (43.3)

Bk 359 (60.5) 114 (56.7)
RE™, PREHAEERZE (ke 75.8+17.7 77.1+18.5
BMI*!, P fE+EE(R % (kg/m?) 26.2+5.6 26.75.8
NFE, B1% (%)

HA 123 (61.2)

374 (63.1

BAFEREZT 7V IRT AU IA 43 E7 3)) 17 (8.5)

VDN 154 (26 0) 52 (25.9)

N A SRR P DK TR R 0.9 9 (4.5)

TAIIA LT 4TV ERIET 7 A EER ’ 0

2 (0.3) 9 (4.5)
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AF 300 mg Q2W ¥ 7T v R
(N=593) (N=201)
ZF Dt 19 (3.2) 0
ANEH 0
IGA 227, B (%)
H A 305 (51.4) 100 (49.8)
iy 286 (48.2) 101 (50.2)
A 2 (0.3) 0
EAST R 27 %2 S flAE HE {7 32.1+14.3 32.6+13.9
Z 9FENRS 2 =7 0 HNA &l (REH)) *8,
T A Y (2 7.9+41.5 8.0+1.4

X1 x5k [RAI 300 mg Q2W B (n=588) . 77 &AREE (n=200) ]
M2 K [RA 300 mg Q2W # (n=591) . 77 EARHE (n=201) ]
¥3 gk [AHKI 300 mg Q2W B (n=584) . 77 &AEE (n=200) ]

<HIMEDORER >
(2 E E
?ﬂ%ﬁ%’i’ﬁ-ﬂﬁﬁﬁ (#5- 0~16 )
B 16 IZEB 1T D IGA0/1 L AR 4 — KON EASI-75 ik 1%, AFl 300 mg Q2W FED 5137
T RTERE L L RTEEBMEND D Z EBBEEE N2 (p<0.001. Cochran-Mantel-Haenszel 1
E) o FEREAARANTDEROBRBIILLTOEBY THoT-,
#5516 #2125 IGA0/1 X% EASI-75 AR

(FAS)
AF| 300 mg Q2W Bt 77 vAREE

IGAO0/1 AL 22.2% (131/591 #1) 10.9% (22/201 #1)
7T RAREEE O [95%[FHEXM] 11.1% [5.8, 16.4]

p fiE*? <0.001

EASI-75 2R E 33.2% (196/591 i) 11.4% (23/201 f51)
T TR ARBEE O [95%EHEXME] 21.6% [15.8,27.3]

p fE*2 <0.001

X1 M e R—2 T 4 D IGA 2 2712 L - TERIl L. Mantel-Haenszel # & 2 F U TREMT,
X2 Mk b R—2F 1 VD IGA A2 T2k > TEHI L, Cochran-Mantel-Haenszel 1 i€ % FV CHiEAT,
B 16 38 X 0 i IEFDUIRARFIEE AL ) VAR Z—E Lz,

N GEEENEN
*ﬂﬁﬁ&“’ﬁiﬁﬁfﬁ (#5 0~16 i)
516 #WIZH1F 5 SCORAD DN—2Z T A DAL, % 95 NRS @ ANHE A (B T-%)
DR—=ZAT A b 4 PLESELTEBEOEEG LD DLQL OX—ZF A4 b O, AH
300 mg Q2W BEDH N7 7 B RFE L & AR THREHFIICERICE 272 (Wb p<0.001,
SCORAD : DLQI : KEMEET N, % 9 FE NRS : Cochran-Mantel-Haenszel #i/E) , fEF L H

ARNE R DOAFI T T D &0 “C&)oﬁo

#5516 1T HREIREHTEE (FAS)

- AF 300 mg Q2W #¥ 75 Rk
i (n=591) (n=201)
SCORAD O ~_— 2T A v DZE{E (SE) *1 -28.1 (0.92) —14.0 (1.79)
7T RAREEL D [95%IFHIXIH ] —14.0 [—18.0, —10.1]
p fiE <0.001

Z 9 NRS O HWNEKRKE GHVH) O~—
AT D 4 D EELEREOES

(%) *2

- _ . 25.0% (144/575 15 5%
SRR D3 [95% EHIKRH] 0% (aSTSU | 95% (192005
p fiE* <0.001
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5 16 BIZBIT 5

JREHIE E  (FAS)

=5 A 300 mg Q2W #f 77 v REE
AHmE B (n=591) (n=201)
DLQI D_— 25 A /5 DZE(L (SE) * -8.8 (0.30) -4.9 (0.60)
T eREEL D [95%FHEXH] -3.9 [-5.2, -2.6]
p fif <0.001

K1 BUERIE £ 7T 2 F TR, 1RBREEO PR SUIRERFIE ORISR She 7 — 2 I3E Tz, BARFIER
BRNCAR—2 T A G OFHER 26 &5 2 8OEL 2RI 0 & LTHRILE,

X2 5 16 8 &Y F o PR BISUTBAEFRELE A FNIT VAR F—E L,

3 Ml b R—2F 1 VO IGA A 3T X - TERI L., Mantel-Haenszel # & % VN THEMT,

X4 Ml E R—R T A VO IGA A2 T2 L - TR L., Cochran-Mantel-Haenszel #: & % F\V > THEMT,

LB B R ZE H ]

IBINMAEIREHIBE B OFZRIZLLT O LY Th-o 7,

#5116 B2 1T 2B MMRYEIEHEEE ( FAS)

- AF| 300 mg Q2W At 75 REE
LR (n=591) (n=201)
EASI-50 jEi% %1 49.9% 20.4%
TR REEE DE [95%(EHEXH] 2 29.3% [22.5, 36.1]
p {3 <0.001
EASI-90 35 %1 18.3% 5.5%
T AREEE DE [95%(EHEX ] 2 12.7% [8.3, 17.0]
p fiEs <0.001
EASI D_R— 25 A )b DZE L (SE) #4567 —16.9 (0.55) —17.0 (1.06)
T T RARREE DF [95%(EHE X ] —99 [—12.2, —17.5]
p & <0.001
SCORAD-50 o k%1 33.5% 14.4%
TR RBEL O [95%IEHEIXE] 2 18.9% [12.8,25.1]
p {7 <0.001
SCORAD-75 Bl =1 11.5% 3.5%
TR REEL O [95%EHEXM] #2 8.0% [4.4,11.6]
p fE*s <0.001
1 BIZBIT 2 HKE 5 NRS (HFH) o~
— 2T AU EDE(L (SE) F4789 —2.9 (0.11) —1.6 (0.21)
TTRREEE DFE [95%EHE XM ] —1.3 [—1.7, —0.8]
p & <0.001
1 HIZHBI 5HAE 55 NRS GHTH) 0
— AT A Lt 3 Rk L B B4 34.1% 14.0%
7R L D3 [95%(FMRIKR] 2 20.1% [13.9, 26.2] '
pﬂﬁ%s <0.001
DLQI 73 4 LA ETHhHhoT=BEICB N T, &5
16 TDLQL AR —ZF A )b 4 UL btk
LIz oFlgHon 56.3% 27.3%
T RRBEE D [95% (X ME] 2 28.9% [21.4, 36.3]
p {3 <0.001

K1 7 — 2 RBGUUIBEFRIERBNL ) VAR =L Lz,

X2 Ml L R—R T 4 D IGA 2 2712 L - TERI L. Mantel-Haenszel # & % F N CTREMNT,

%3 il b _XR—2F A VD IGA A2 T2 L - TERI L. Cochran-Mantel-Haenszel #: i % FV ™ CTHEAT,
¥4 TRBRIEO W I I RERFRIE OB R ICINE SN T — X2 ITEEN2 0,

X5 BERFHEBIRRTICAN—R T A VB OFHES 2GS, #5 2 BOZ KT 0 & LTHRILE,

36 : 5t &E A7 300 mg Q2W B (n=430) . 77 AR (n=98) ]

X7 o AEREE T & IV TRET,
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¥ BARFIEBRAARIIC RN — A T A VB OFHEN 72 WA
9 BB (A 300 mg Q2W B (n=401) . 7T BREE

(n=94) ]

10 : 5 16 8 & 0 oo P UL FISUIBEFRIEE M ENL ) v AR =L LT,

¥11 : 3B (A% 300 mg Q2W A (n=577) . 77 ARk

[ DD FARE H
T DOMOFHAREE OFfFFRIZU T D LB Th o7,

(n=198) ]

#1516 WIZEB T 5T OMOFHEEH (FAS)

BeE1HOEIT0 L LTHRB L,

. AFI 300 mg Q2W ¥ 7T vAREE
APl H (n=591) (n=201)
T2 B L 7= el o0 NRS () D_—=2 5
A rinboZEk (SE) *1.2 —2.9 (0.12) —1.5 (0.22)
7T RAREEE D [95%FFEXM] —1.4 [—1.9, —0.9]
p fE <0.001
HADS OD_—2Z 7 A b D%k (SE) 34 —3.3 (0.26) —1.4 (0.50)
T T RAREEL O [95%(FHHIXH] —1.9 [—3.0, —0.7]
p & 0.001
POEM OR_R— 27 A iDL (SE) 5.6 —8.8 (0.33) —3.7 (0.66)
T RARREE O [95%(EHIXH] —5.1 [—6.5, —3.6]
p & <0.001
SF-36 (H{KMMIE) O_X—RAT A b 0%
(SE) *36 5.8 (0.29) 3.2 (0.57)
T RAREELE DE [95%(E XM ] 2.6 [1.4,3.9]
p & <0.001
EQ-5D-5L ODX—2 7 A b D2k (SE) *45 0.187 (0.010) 0.085 (0.019)
TIvREEE O [95%(EHEIXM] 0.102 [0.060, 0.145]
p fiE <0.001

X1
X2

xtEEIE [AA] 300 mg Q2W BE (n=401) . 77 BAREE

(n=94) ]

RRNCAR—A T A AHOFHER 2206, #5 1TEOZRIF0 & LTHRE L,

3 xIBHE [AH 300 mg QW B (n=417) . 7T b AREE
%4

(n=97) ]

WHNCAN =2 T A AR OFHIA NS, &5 4 BOERIT0 L LTHRE LK,

X5
X6

SHGE [AA 300 mg Q2W #f (n=418) . 77 & &Hf
BHICAN—2 T A R DFHED R WG E

HEFFREG- ARG (B¢ 5 16~52 )

(n=97) ]

FATRIE T v & TN, TRBREE O IR UIHBRIE O BIIAR IR SN 7 — 2T E v, MERmIEH

FATRE T v & TN, TRBREE O IR UTRBRIE DO BIIAR IR SN 7 — 2T & v, MERmIEH

PALRNE T 7 /v % I TIRAT, IRBREEO IR SO RERFEOBAAR INE SN 7 — 2T E s, RaRFRERN
Bely- 2 WOZAIT 0 & LTRI LT,

BE 16 HTHEBEERLIZZ V=LA LARVABBD N BEICBITAH%E 52 BHTO
IGA0/1 KO EASI-75 #5FUILL T O L B0 Th o1z,

Bl 52 I B HEIKGHEEE ( FAS)
A E H AF] 300 mg Q2W B | AHl 300 mg Q4W 7t 7T AR
IGAO0/1 R 59.3% (32/54 ) 44.9% (22/49 f5]) 25.0% (7/28 f)
7T v R L DER 34.1% 19.9%
[95% 15 HAIX [H]] *1 [13.4, 54.9] [—1.2, 40.9]
p fE2 0.004 0.084
EASI-75 Z#RE 55.8% (43/77 i) 51.4% (38/74 f31) 21.4% (9/42 i)
7T v R L DER 33.7% 30.0%
[95% 15 HAIX [H]] *1 [17.8, 50.0] [13.7, 46.4]
p fEe <0.001 0.001

%1 : ki X > TERI L. Mantel-Haenszel #: € % FH W CTHENT,
%2 Ml ko> TR L. Cochran-Mantel-Haenszel # & % FV  CHigHT,
Bh 52 MTOXRET —XI1X /) UV VAR F—& Uiz, BERFREFERBUT, FEEREGE~BITLIZEBFIL ) VL AR

H—b 17,
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<BEMEDORER >

W 5 (BE5 0~16 1)

HEEST, AKI300 mg QW BT 61.5% (364/59241) . 77 BAREET 66.0% (132/200 i)
IO BT,

EELRAHERLRIL, AKI 300 mg QW HET 1.7% (10/59241) . 77 EHREET2.5% (5/200 1)
RO BN, BEITRD N7,

BB RIZE - - A EERIL, AHK 300 mg Q2W T 1.5% (9/592 #i : 7 b & —PERzJE %
2 5], AERESE, Bige. B, MMERE A AT D O O, N O, HIEM, mERE & 1610 |
IR REET 1.5% (3/200 ] : 7 N —MERE S 2 i, FLEE, RS & 1 4) _Mbgzm_o
TREREE & DK REBURNEE TE WA EHEGL, AKI 300 mg Q2W B 25.3% (150/592 1)

Z YRR 30.5% (61/200 f5]) (23D b,

AHAI 300 mg Q2W HET 2%LL EICFE® BT IRERIE & ORBBIRN G E TCE RWAEEFSIE, L
SOEREYE 2.4% (14/592 #) | HEHEAILR 4.1% (24/592 #1) | HEHEALAS 2.5% (15/592
) . 7 RE—PERER 4.6% (27/592 ) TH 7=,

HEFFS 51 (%5 16~52 1)

HEFEST, A% 300 mg QW HET68.1% (62/9141) . A#I300 mg QAW #ET 62.9% (56/89

Bl) . 7T EAREET69.6% (32/46 fi) 2§ ALz,

Eﬁér&ﬁ%%%i\ AHI 300 mg Q4W BET 3.4% (3/89 f3]) IZFRD HT=, FETTILRED H AL

277,

RBEEO PRI E > - AEFLIT, AHK 300 mg Q2W FET 2.2% (2/91 ] : 7 L /L F — Pk

K. EFEALEOS 4 160) . AHK 300 mg QAW BET 1.1% (1/89 il : FLEERE HIRAREE 1 1) 12

0Ny W e

TRBREE & DK REBURNEE TE WA EHEGT, AH 300 mg Q2W £f 28.6% (26/91 ) . AHl

300 mg Q4W #£ 21.3% (19/89 #3]) . 7T &HREE 23.9% (11/46 f5]) . 7 Z &R RIZ 7 ®AREET

19.4% (6/31 'W'J) \—uuy)rﬁﬂf;o

AAIFET 2%LL EIZRO SRR L OREERNTE T 20EEFEGIT, A4 300 mg

Q2W BE T ERGERYE, 7 A VAN ERGEREYE, RS L T P E— R RS 4.4%

(4/91 #11) | FEMEE. TESHEBALAN K OVESHIARLBES 3.3% (3/91 f1) . VESHAIEIR K OE

ST 9 FERRAS 2.2% (2/91 1) . AF 300 mg QAW B TIER NG 4.5% (4/89 ) . 7
—MERZfE 2% 3.4% (3/89 B) | IEFHINLAIEE 2.2% (2/89 f5l) TH -7,

(MedDRA/J ver.20.0)
Z Ot D 2 e VERHE
A BN A 2 iR, £XECG BEEDO FICEKRAER O H D EEREB OZEITFRD b
oz,
S SR

Foa¥xX~7 QW EHHED 10 ] (1.7%) BELOT T ERELGHED 36 (1.5%) 1%, ¥
BT DOR—2F A % OWNTNOR T ADA B ORE R B TH - 7=,

) ARBIOER I N TWD AELOHAEIL
WE., KA T oXxX~7 (Bl Hl#az) & LTHEIC 600 mg &% FH&5 L., 0% 1 6
300 mg % 2 W@ TR FEE7 5,

QiENEMIEHARERE [ECZTRA3IHER (LP0162-1339 5ER)] ™ ®
KT A | EEL HEMR T 7 A xR TEER
RAEEENDEHE D AD 2 H 4 5N ERE
HEVE 2 B3 - 380 4l
e KFFATRIG4E 1 - 378 f]
LR VEMRAT R S4EH] < 378 il
- 18 mlL |k,
F 70 3 R K % | - Hanifin & Rajka O2WrHE (1980 ) T, 1 4LL EREIIZ AD ©2 W,
s HROGFATIT 4 7 LLLEIZHY 9% TCS TR A 070 85,

*f %
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AT V=2V T ROR—2 T A VBT, AD IZE DA BSA @ 10%LA
k.

*EASI ZAa7RA7 J—=2 WA T 12 Db, R—=Z2F 4 UFFHT 16 LA
E,

CIGA AT NAT Y —= 0 TR OR—RA T A AT 3 LLE,

c R—=2F 4 IO 1ERICBWT, & ) FEREREm A 77— (NRS) O HWN
RO A 2T 8 4 L L,

- BAEZAEI D AT RN —EAEORBATAZ 1 B 2 E CUIKEIZIE L TE
nLlk) i &b 14 HEChH =0 A,

& 7R BR A AL

« TCS 7N EZRTHEDE T X 220 & JRBRH 24 [ Al A3 By L 72 R,

« AD OB Z KAZ T wlREMEN & 2 1E Eh % R R

- IEVEZ LAT 6 WEILANIZRIT D, BEET Ny RONRIRIE O,

- IEVEZALET 4 BRILINIZRIT 5, 2RI g REAl, SarEA
TuA FEOEG,

< mAEZAARRT 2 BREILINIZEB T 5, TCS, TCI XtV X7 FIN_TF 4 —F
4 (DPP4) BHFEIKIZ X H1HTE,

- T a BT EOHIROEYTFRRA] (e T Y v Bt IgE) XUEA
B O FRI B DO -2 2T T2,

< VR LR 1B LA IS B IE B F7 RSk,

- MEAEALRT 4 BERIDINICE T B EER LR & 7 2 JUGYE,

- [AIEEUS B AT 6 7 H LANIZE 1T 5 B A shUskds,

A7 V==V THT12 B AURNIZEB T 5, IBEELE LT D5,

- JRFEVESRIE AR IR,

WOBR Ik

Ry Y=—=v¥ RS AR R ReMEEH
FAEAR
ECZTRA 3
\TCS5% :»‘;:igm,tu;;é‘aﬁ TCS
R BT R gy LR —
(BRI 1:1 Q2W i Q4W)
| 4 300 mg Q2w —
Z:#] 300 mg Q2W B d
#(ali 600 mg & i | I 300 mg Q4w —
D svLadyg—
21 Lp{ 4 300 mg Q2w —
| IV LRR A=
-»{ #1300 mg Q2w —
75 F QW L LREYH—
754 Q2w
Week 0 Week 16 Week 32

h
v
h

T 2eEm 1680 1438R

Wi EE I (&5 0~16 #H)
AFA 300 mg Q2W+TCS BEX 1T 77 AR Q2W +TCS HEOWTHNT 211
D HHCHAEZIZEI D 172,
BEIZ 180~200g ® TCS F v b (FAXZ Y VT T U NIRRT AT IV
0.1%7 V—2) % 2#ENC 1AL, LEIS U CTEEIMRZIC 1 H 1[E
WAL, B IR S bkt s ko iciRE LT,
HEFFE G-I (&5 16~32 )
W F 5 O 4K 300 mg Q2W+TCS BED L A R 7 —i%, AF#| 300 mg
Q2W+TCS FESUTIAA| 300 mg QAW +TCS FEOWT T 1: 1 DT
FEEMELEZ 2B AT, A RIQ2W+TCS R X 13AA] RIQ4AW+TCS #E L
L7,
5B o AF] 300 mg QQW+TCS BED / L AR A —x, AHl
300 mg Q2W+TCS #EZEI D i), AKI NR/IQQW+TCS #f & L7=,

1638
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VIR GO 7 T 2 REED /) L AR F—1x, AF| 300 mg Q2W+TCS
REIZEI A1, 7T &R NRIAKI QQW+TCS BEL L7,

VMBSO TSRO L AR E—L, 7T 8AR+TCS FEICEI Y F)
g, IR RITSITERFTCSBEE LT,

<EH 5L - B>

W 5 (5 0~16 )
TCS A TF. A& 300 mg X177 AR%E Q2W TH F#5 L7,
AR ZHLG LTS 1 BRICEIHE S LTAAl 600 mg #8451
77

HEFFS 51 (%5 16~32 )

TCS ffH F. A&l 300 mg % Q2W it Q4W TR L Lz, 77 RiZ
Q2W TR 5 L7z,

B R (R WE|

- FH 16 BIZE T 5 IGA0/1 ZERkHE
- 5 16 HIZE 1T 5 EASI-75 #E#E

Bl o F Al H H

&G (5 0~16 ##)

<EIRFEAGEEH >
< #4516 BT 1T D SCORAD D_— AT A b DAL,
cBH 16 BB S, £ 9 NRS O HNEKKE (BEYYH) OR—RAT A
5 4Ll kEdELZREDOES
<5 16 BICHIT D DLQL D_—R T A 6 DZEAL

<SEMBYENKFHGE B >

- #5163 1281F 5 EASI-50, EASI-90 kR

- ¥ H 16 BT T D EASI OR—2 5 A b DZEAL

- #5516 #1281 5 SCORAD-50, SCORAD-75 ik

- P16 BICEBIT D 1 BIZRIT 2\ AKZ 98 NRS GHFH) OR_R—RAT A~
e DAL,

c R—=RA T A UFRFZDLQI B 4 L ETH -T2 BFITB VT, &5 1618 T DLQI
MR—RAT A UG 4L EtE LT BREOEIS

<%@ﬂﬁ@§%ﬁlﬁa >

- F 516 WICH T 5, B ICEE L-EIRD NRS GAE)) O_R—25 14
73@@/7%

- ¥ 5 16 BT T 5 HADS DR_R— 2T A b DAL,

- #5516 12817 5 POEM O_— A5 A )6 DZEAL,

- ¥ 5 16 BICB T 5 EQ-5D-5L D_X— A T A v B DAL

« TCS HAfEfiEH &

- TCS Offi & DOHER

A
HEFFREG-HART (B85 16~32 i)
5 32 BICE T 5 IGA0/1 ZERR
- ¥ 5 32 BTk D EASI-75 EERL R
- = S f %.5‘ PR
e ST I HERG BHELHERROME .,

FRMT T ik

AIEBRTIL., BB OHETE HFIFITEE R MIET 2 DO ELRFEFES (KiEE
EOBE R NEBRER G O HIE) 1I2HS5< 3 20 estimand™ % EF% L
77

MR E & Holm-Bonferroni {512 L 5 Z B OFHIE & A G bE, EEFHE
HH K ORRGED 72D O BIRFHIE B2 DWW, EFO estimand O FEfFHT
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(ZR D ERD TR R 2 HlH L7z,

- EEEREIE H
BEREROFER RO EIL, X=X T4 O IGA KO HIE TRERH L.,
Cochran-Mantel-Haenszel # &€ % AW T L 7=, FEEFFMEE X,
IGA0/1, EASI-75 OIET, AEAKYE 5% THEKBRE L7,

- BIRHIFHILEE A
R—=2F A b5 16 £ T SCORAD ;X DLQI DZ1{kix, _X—RAF
A%, &E 16 ETORISICESE, REMEET VAR THITL
oo £ 9FE NRS O AR AME (V) © 4 D bhodeEd, FEFHMEHEA
& [FIRRIT AT L7,

* composite estimand (REFEELEZZ T -BEIL ) VAR A —E L, BBREREBEL 2522101k
L7215 16 RS CINE L7=F —Z13E%%) | hypothetical estimand (BIENRIEI M
MITIRBRIER G- O 2P IERICIE LT — X XEH72\) LD treatment policy estimand

(FHERLEER S, BRINE2ToT—2EHW5) . “EEHTHLFMEBIZONT
% composite estimand, A E T % FHMEE H 22V Tl hypothetical estimand % =272

estimand & L7z,

A 300 mg‘Q2W+ S5 R ATCS B
TCS #%
(N=127)
(N=253)

Flln, FREHEERE (%) 39.8+15.3 37.7£14.8
PERIL, % (%)

1t 128 (50.6) 43 (33.9)

Ik 125 (49.4) 84 (66.1)
(REH PR EERE R A (kg) 79.5+19.4 79.1+17.2
BMI*!, ‘PR A (kg/m?2) 27.6+6.7 27.0+5.6
NFE, B3 (%)

HA 203 (80.2) 85 (66.9)

BANERIZT 7V HRT AU B A 23 (9.1) 12 (9.4)

TIT N 17 (6.7) 24 (18.9)

NT A ERF 213t o KO B R 1 (0.4) 1 (0.8)

B’

Z DA, 9 (3.6) 5 (3.9)
IGA 227, #il¥ (%)

Hh A 136 (53.8) 66 (52.0)

HE 116 (45.8) 60 (47.2)

Z DAt 1(0.4) 1(0.8)
EASI A 2 7% S A i 22 28.8+12.0 30.4+12.8
Z 9% NRS O H NI KME GE ) *2
4 v 7.7£1.5 7.9+1.5

X1 k1% (AA1 300 mg QZWTCS BE : 252. 7 5 R+ TCS IF : 126)
2 1 R (AH 300 mg QW +TCS B : 251, 75 &R +TCS B : 126)
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<HRMEDRER >
[ EZRHmE H
I G (B G- 0~16 i)

#4516 W2 1T 5 IGA0/1 ZAE K O EAST-75 k1T, A%l 300 mg Q2W FEDO 137 7R

BGRE & LR THEEMED B 2 Z LS RES Tz,

e b 16312 81T 5 IGA0/1 Xk EASI-75 iEE (FAS)

AF 300 mg Q2W

HER B R L L TCS B 77 R +TCS B
IGAO/1 R R 38.9% (98/252 {) 26.2% (33/126 #i))
T RREELDE [95%EEXM] * 12.4 [2.9,21.9]
p fiE*2 0.015

EASI-75 LR
7T RRREELE DFE [95%FFEX M ] T

p B2

56.0% (141/252 f5)
20.2 [9.8, 30.6]
<0.001

35.7% (45/126 #1)

¥1 o Hil & R— 2T A VD IGA A2 72X > TRl L, Mantel-Haenszel ¥ 7E & F > THENT,
X2 Ml b _XR— 2T A UBED IGA A2 T2 L - TERI L. Cochran-Mantel-Haenszel #: i& % F V> THEMT,
Beh 16 8 &V IO ILFISUIRAREEEAFIL , v VAR X —L Lz,

(R R GG IE E ]
G (&5 0~16 1)

5 16 BIZEH1T 5 SCORAD OR_R—RA T A B0, 958 NRS © HNEKE GAEY)
DR—=RAT A5 4 PLESRELZBEFOEIE R DLQL ORX—XF A ins OEIL, AH
300 mg Q2W HED F N 7T R GHE L LN THREFEMICE BEICE o T2,

Beh 16 BIZ BT 2 EIKGHEEE (FAS)

AF| 300 mg Q2W

A A B +TCS ## 7 7J[(ZHE1J;E$S ¥
(n=252) n=
SCORAD DO _— AT A vt DAL (SE) *1 -37.7 (1.25) —26.8 (1.80)
TI AL DE [95%(5 XM ] —10.9 [—15.2, —6.6]
p fiE <0.001

Z 9% NRS O BNRKME (H¥Y) D~—
ATAUnD 4 U EELEZAEOES
(%) *2

7T AL DE [95%IFFEIKHE] 3

113/249 #5] (45.4%)
11.3% [0.9, 21.6]

43/126 %1 (34.1%)

p fE 0.037

DLQI D~_— A 5 A VB DZ(E (SE) *1 -11.7 (0.39) -8.8 (0.56)
TR REEL D [95%EEXH] -2.9 [-4.3, -1.6]
p fiE <0.001

X1 REMIE T T L % A CHIAT, TR I ST RRIE OB % (CIUE S -7 — 2 X & £ /e, BERIER

BRNCAR— R T A G OFHER 206 H&5 2O ZBERT 0 & LTHRIELT,

X2
X3
%4

LEMAEIREHATE H ]

$e 516 16 X 0 Fij 0 PRI SUIBERFEEE G ) v VAR H—L LT,
Hilk & X—2F 4 VO IGA A 2 712Xk - TRl L., Mantel-Haenszel f&7E % H\ N CHEAT,
Hifik & XR—2 T A4 UIED IGA 2 a7 12k > TJEBl L. Cochran-Mantel-Haenszel # i % F VN THENT,

IEMEYBIRGHRE H OFERIZUL T O LB Th o7z,

#1516 B2 31T % BRI GG E H

(FAS)

A H

AF| 300 mg Q2W
+TCS &
(n=252)

7% R +TCS &
(n=126)

EASI-50 3R RH1
TR REELE DE [95%EHEIXH] *2

p {3

79.4%
21.3% [11.3, 31.3]
<0.001

57.9%
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#5116 (231 2 BN R E H

(FAS)

AF 300 mg Q2W

SEAtiE A +TCS B 77 ERHTCS B
(n=252) (n=126)

EASI-90 2k =*1 32.9% 21.4%
TIRAREEE DFE [95%IEHEX[E] *2 11.4% [2.1,20.7]

p fiE*3 0.022

EASI D_— 25 A4 L inbDZE(E (SE) #4567 —21.0 (0.67) —15.6 (0.96)
T T RARREE DZE [95%(EHE X ] —5.4 [—17.7, —3.1]

p & <0.001

SCORAD-50 ik ™1 61.1% 38.1%
TR AREEE DE [95%FHIXMH] 2 22.9% [12.4, 33.3]

p i3 <0.001

SCORAD-75 2Rk 1 23.8% 12.7%
TS uRBEL DE [95%(SHEXH] #2 11.1% [3.2,19.0]

p fE*3 0.012

1 HIZBIT 2R KZ 98 NRS (H¥H) o~

254 UE DI (SE) ¥4789 —4.1 (0.15) —2.9 (0.21)
T T RARREE DF [95%(EHE X ] —1.2 [—1.7, —0.7]

p 1 <0.001

DLQI 78 4 LA ETHoT-BEIZBWT, &5

16 TDLQL AR —ZF A )b 4 LL ik

L7 oFEH o 83.5% 65.9%
TTRRBELE D7 [95%FFXM] *2 17.6% [8.0,27.1]

p fE*3 <0.001

X1 1 7 — 2 KBBSUT BB EEGIL )~ L AR 2 —k LTz,

X2
*3
%4
X5
X6
KT
X8
X9

DG BITE £ 7 v % AV TRERT,
REBFIER AR AR — 2 T A G OFHER 22V B 6

10 @ 516 3 & 0 Ji o UL FISUIBERFIEM R ENL ) v AR =L LT,

¥11 : RIEHI% (A% 300 mg Q2W+TCS #f (n=248) .

[ D DFARE H
T DOMOFAREE OFFRIZTU T D LB Th o7,

77 R+TCS B (n=123) ]

#1516 WIZEB T 5T OMOFHEEH (FAS)

Mgl b X— 2T 4 VD IGA A a7 12X - CJER L, Mantel-Haenszel #: 1€ % FV > CTHEMT,

Ml b NR— 2T 4 UEFD IGA A2 712 k- TJERI L. Cochran-Mantel-Haenszel # & % F > THAAT,
TRBRIE O I SUIRABFE OB ICE SN T — XX & i,
BARFERRIAATC N — A T A VRO e WIGE, #5208 b, 21X 0 & LTHEM L,
xt %k [AR#AI 300 mg Q2W+TCS £ (n=229) . 77 kR +TCSH# (n=108) ]

WS 1ROEIZO L LTHEE LR,
KB A 300 mg QQW+TCS # (n=221) . 77 AR +TCS# (n=100) ]

AFI 300 mg Q2W b e .
S TCS Bt ST A
(n=252)
IZ B L 7= el o0 NRS () D_—=2 5
A rinboZE (SE) *12 —4.3 (0.15) —3.1 (0.22)
T RAREELEDE [95%(E XM ] —1.3 [—1.8, —0.8]
p 1 <0.001
HADS OR—Z 5 A x5 D2k (SE) #34 —4.4 (0.37) —2.2 (0.54)
T T RAREEL O [95%(EHEIXH] —2.2 [—3.4, —0.9]
p fE 0.001
POEM OR_R— 2 F A 6 DZE L (SE) #56 —11.8 (0.46) —17.8 (0.66)
T T RARREE DF [95%(EHE X ] —4.0 [—5.6, —2.4]
p & <0.001
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BE 16 BIcBIT A2 F0MoOFEER (FAS)

AF| 300 mg Q2W R .
A H +Tcsgﬁ¥Q 77 ERHTCS B
(n=252) (n=126)
EQ-5D-5L O_—2 5 A vt D%k (SE) #47 0.263 (0.01) 0.176 (0.02)
T RAREEE O [95%(EHIXH] 0.087 [0.047, 0.127]
p <0.001

¥1: [A#I 300 mg QQW+TCS #f (n=221) . 7R +TCS# (n=100) ]

¥2  AEHIEET VA FTHEIT, 1RO 1L I RERIRIE O BIIA R ICIE SN2 7 — X X & e, BB FRiER
ARNCAR— AT A VR OFMR2VEE, B 1 EOEMIT0 & LTRIILT,

%3 kB [AA 300 mg Q2W+TCS #f (n=226) . 77 AR +TCS# (n=104) ]

¥4 EHEET VA O THEIT, 1RO 1L I RERIRIE O B R ICIE SN2 7 — X X & e, BB FRiLE
RRNCAN— R T A U OFIEA R WS, b 4 o2 X0 & LTHRE L,

%5 X HIE [AA 300 mg Q2W+TCS #f (n=226) . 77 AR +TCS# (n=103) ]

X6 : RAEHIEETT VA FWCHEIT, TRBREO H IR ST RERIRIE O B R ICIE SN2 7 — X & Eniev, BRIk
ARNCAR— AT A VRO 2 VEE, #G 2 HOZMIT0 & LTRIILT,

X7 itk 4K 300 mg Q2W+TCS #f (n=226) . 77 &R +TCS# (n=104) ]

- TCS RFEfH &
5 16 o BRFEMEHEIZ. AF 300 mg Q2W+HTCS #E T 134.9g, 77 R+TCS BT
193.5g TH Y . KKl QWHTCS FED 58 30.3% D 72 - 72,

W G-I 5 TCS o Bfaft & (FAS)

g?{%ig/% L

1-2 34 56 7-8 9-10 11-12 13-14 15-16
Week

Amount TCS used (g) (95% CI)

® A#) 300 mg Q2W+TCS Bt (n=252)
S 77 R+TCS £ (n=126)
TRERIR O op 1l TR 2 T L 7= LA DIEE T — Z 13 & £ 720,
KEREET L : TCS BFERE: (g) = IR X H+HIE+<—2 7 1 > IGA
Be 5163 E T TCS fEH R, milElokpkeE T TCS &&2ME ) L CREE L 7=,
B RIEEF 2 —7 D TCSITREMTH 5, ZOHEE, TREHNF2—TDOTCSITETHEMA L] &) HiE
v, EBEOTCS DFEHELZ IV EEICKBREEL LD TH D,
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- TCS OfEHEDOHER
5 15~16 HFFD TCS Offi & (BT F8) IIAK+TCS#T39g, 77 EAR+TCS #ET

79g Th-oT,
A G IR BT B & kPekED TCS & (FAS)
O
i
Ty
&
=)
o
(7]
0
- |
3
|_
e
=
[a]
E
<
] [} I ] ] | ] I
1-2 34 56 7-8 9-10 1112 1314 1516
Week
¢ AF 300 mg Q2QW+TCS # (n=252)
< 77 HR+TCS B (n=126)

TRIREE D 1 T REEFRIE OB L2 LA DOUEE T — Z 1 E & £ 780,

ISE R =TCS BDxH+1

HEE ST T A — 2 13RS E o CliEfis i, 7 —2EHEANCR R 28N 22 L aBE L, ¥E
U 7 R 2 R K OF CT BRAUE 2 B A 1 78 LBz,

FENEET Vv log [TCS BRRE+1] = 1AM GHE+HIE+—2 7 1 . IGA

ke 591 (%5 16~32 1)

- IGAO0/1 R

5 32 WIZBIT 5 IGA0/1 ERkR X, AHK RIQ2W+TCS BT 89.6% (43/48 ) T . AHl
Q2WHTCS " 5- SN 5 16 M HE T/ LV L AR XA —Th - - HBETIL30.5% (29/95f5]) T
Hotl,

- EASI-75 3Rk %
#5322 31) 5 EASI-75 R R 1L, AKI RIQ2W+TCS BT 92.5% (62/67 1) T, AHl
Q2WHTCS "% 5- S 4% 5 16 M E T/ VL AR A —Th > - HBETIL55.8% (53/954]) T

HoT,
B 32 WIZB T HEIRGHEEEH (FAS)
FEALTE H AHI RIQ2W+TCS #f | AK| RIQ4W+TCS AE
IGAO0/1 FERR 89.6% (43/48 f3i]) 77.6% (38/49 1)
[95% 15 fE X [ ] [77.8, 95.5] [64.1, 87.0]
EASI-75 3R 92.5% (62/67 1) 90.8% (59/65 f3i])
[95% 15 fE X [ ] [83.7, 96.8] [81.3, 95.7]
<L DRE R >

PR G (%5 0~16 )

HERELIT, AA 300 mg QQW+TCS #ET 71.4% (180/252 ) . 7 F &R +TCS BET 66.7%
(84/126 f3]) 12D BT,

EERAERERIL, AHK 300 mg QQW+TCS #T 0.8% (2/252 fil : 7F 7 4 7F v —E KT

G R & 16D . 7T EARFTCS BET 3.2% (4/126 #] « &U& R, JRYerER g2, ik

Fiis R OEFMEBEIR A 45 1 61) 1SR bilz, SEEHNTRO otz
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TRBER O 5P IRICE > T-AEEFRIT. AH 300 mg QQW+TCS BT 2.4% (6/252 i : ~/L=
7 EHEALEON ., R, A 7AW REHE, B, KA. [odsib) . SR+
TCSHET 0.8% (1/126 5] - 7 F E—PERZ &% 1 45]) 123D b7,

AHKE DRERFREZGETERWVAEFRIL, AH 300 mg Q2W+TCS #T 43.3% (109/252
) . 77 BR+TCS BT 27.0% (34/126 #4) TH-o7=, AHI 300 mg Q2W+TCS #ET 4% LA
FIZBO BN AH E ORI FERE S ETE ROVEERGT, AER 9.1% (23/252 ) | 4
BN 6.7% (17/252 f1l) . w7 A v APk EAGERGS: 6.7% (17/252 #i) . ERGEET: 4.0%
(10/252 i) Toh o7z,

ke 591 (%5 16~32 1)

HEFESRT, AFRIQW+TCSHET71.0% (49/6941) . AHIR/QAW+TCS HET59.4% (41/69

f5il) . AKINR/Q2W+TCS #: T 65.3% (62/955) . 77 &4 NR/AH Q2W+TCS # T 69.6%
(55179 %) . T BARRIZTTER+TCS BT 63.4% (26/41 #) ([ZRD HiLiz,

EHERAERERIL, AFI+TCS BEEKT 2.1% [5/233 fi : mEER, 7 1A MY U AEMEEE

K, AKIMAEE, WEHTRL, O OWEOTFEBEEEI £ 16 (F o X M Uy N E I &(MEEE[L

ﬁﬁ‘il—J BE) ] . IR RTTERATCS BET 2.4% (1/41 B - IZEPEALE R 1 641) (1238

LTz, FETITRBD e o7z,

BRI G- FIRICE > - HERELIT, AHI+TCS BEAIKT0.9% (2/233 i : BiScgE, 7 M E
—VERER & 16 IZERD BT,

AHE ORFEBERE BETEROVAEFRIL. AFR/Q2ZW+TCS T 31.9% (22/69 ) | AHl

R/Q4W+TCS % 23.2% (16/69 #1) . A%| NR/Q2W+TCS #£C 38.9% (37/95 f5l) . 77 &R

NR/AFH] Q2W +TCS £ T 38.0% (30/79%) . P9 BRRITTER+TCSET19.5% (8/41 i)

IZRD BT,

K Q2W HET 4%LL BIZERD HILTZAK] & ORI RBEfFRZ S E TERWAFHREGIL, A4 RIQ2W

+TCS BE TGO L 7.2% (569 #l) . 7 A VAN EXGERKY: 7.2% (5169 #i) . KK

R/Q4W +TCS B THHEAL R 5.8% (4/69 B) . AMEA~L R 4.3% (3/69 ) . AHl

NR/Q2W +TCS # CTHSHEAL S 5.3% (5/9561) | f74’/w<rélzi JEIEY12.6% (12/95%) .

SEIE 4.2% (4/95 1) ToH o7,

(MedDRA/J ver.24.0)

T D> 2 PR
I B 5 K Ok e & G-I O W T ORERIZIB N TS, N 2 %A o Fikld, £
(3 ECG B DT RICHRIRRIE IR D &H 5 LI S e o7,

SR
A#| 300 mg Q2W+TCS D 2 i (0.8%) KO 7 &A+TCS & 5HD 3 il (2.4%) 1%
W GBI T DOR—2 T A DO WNT IO ST ADA & DR BN THh - 7=,

) AROEREIN TS AELOHEIR
WH., KA o~ 7 (Bl Hl#az) & LTHEIC 600 mg &% F&5 L., 0% 1 [E
300 mg # 2 W@ TR THET 5,

@ENFEMMAHEEERER [ECZTRA8HER (LP0162-1343 XER)] @
BT VA v | BEAL _EER T T A xR MAH R
AN EED AD 2 H 4 5 ANBE

MR A% 106 1)

A | BRI IER + 106 61
L MERRAT SR < 106 f1
<18 KELL ED B AR AR,
. S > ;LA - ENLG
R R AL Hanifin & Rajka ORZ2WrE#E (1980 4£) T. 14ELL Ewiiz AD O,

c AROBFTI T 4 7 LU RITHYE T 5 TCS TR /e ik,
+ SCORAD DIHH AIZBITLAI V==L TR OR—RAT A VKR T, AD IZ

V. RRICBIT 5 IH A 50



X220 BSA ® 10% L4 L,

cEASI A7 WA V—=V JERTI120 E, R"—=RXTF A VST 16 Ll E,

CIGARaATNAZ ) == TR OR—R T A VRT3 LR,

c NX—=2 T A RO 1 BBIZBWT, Z 5# NRS @ HNERKEDFEH A 2T RN
4P (RAa7 ok 10) .

- EVEZEI DAL T RN —EHEORIBAHAIZ 1 A 2B CUILEIZIL U TER
PLE) Dip< 14 B2,

Ee BRI

HHEREWEASC, Z&MY A 712X 0, TCS DEFLMICHELE S e L 1RER
FH24 22 Al A3 T L 72 FR A
« AD OBMNIREE KZTRREMER S 5, UXIRE O 2 1051 2 IG B
PR
- BEVEZ LRT 6 ERILANICI 1T 5, BEET Ny RONRRRIE O,
- MEVEZLRT 4 BEUNICEIT 5. SRR e Al &k OV 3 e
BT a4 REOE S,

- HEEAACRET 2 BBLANICEIT D, TCS., TCL, A AFRY AT T —F 4
(PDE4) FHZEH, XISHY X A%+ —F (JAK) BLEANC L DIEE,
CEVELALRTO 3~6 B HLINIZT o b~ 772 EOTHIRO A FHRE] (s
ra7 )y, HiIgE) XIXEBRF O LRI D% 5 & 51T 1= B,

< EVEAACET 1 B LAPNIC I T B IS B R,

- MEVEZ LR 4 BRI LAINIZ IS 1T D R _ERTRE & 72 5 JEYYE,

- [AIEES B AT 6 7 HLINIZ Té%EWEW%o

c AUV —=VJRHi 12 Z HUNIZE . VB E M LT B,
o WERN D JFAE M S AN TR AR,

R OBk

B HIR (Be - 0~16 )

A# 300 mg Q2W+TCS BEX L7 T AR +TCS BEOWTINIT 1: 1 DHERT
IEVEZ B0 AT 7,

HFIC 180~225g D TCS v b (EAX VLT TV HNRUEET AT L 0.1%
7 U —2A) % 2N 1 ERRMEL . MBI U CEEMRZAIC 1 A 1R B0
L. SRR Sz 5 kT2 & 5 Icies Lz,

<EGT7IE - FEHIE >
TCS BT, A%l 300 mg XIE7' 7 AR %Z Q2W TR &5 L7z,
AFN a5 LERECIES 1 A BICHIBEE & L LTARA 600 mg 2485 L7,

- 5 16 BB D IGAO/L FERLR

A Ml H H

L EAHIR &51&_ 15 % EASI-75 iR
B[R AL IE H >
?&Ef 16 #2317 % SCORAD O _— R 5 A it DZEAL
cFBE 16 EICBITAF 5 NRS O HNEKE HFY) OX—XT7 4 M4
Pl beE Li-BE 0OEE
- #5161 381F 5 DLQL D_—Z F A b DEAL,
T 7 B/ k| <BIRYEIREHMEEE >

- ¥ 5 16 BIT31T 5 EASI-50. EASI-90 #Eik R
B 16 HITHITH EASIOR— 25 A4 U inh OZEAL
- H 16 BIZEBIT 5% 58 NRS @ HNEKE EFE) OX—RATA4 b
DEAk,
BB 16 BB A2 ICEEE L-EIRO NRS 227 (HEH) O_X—2xF 4
b DAL

V. RRICBIT 5 IH A
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<5 16 BICHITH POEM 2 27 DR_R—ZF A b DAL
B 16ICBI S 1 BIZBT 5 KE S FENRS (H¥Y) ORX—ZF A )
54 Ll bdeE L BEOEIE
<Z DM OFHmE E >
- TCS SAfEfEH &
- TCS Offi & DOHER
A

* TEAE O BEHT= D O
SMHFEHEEE | - BB 5 T T8 L7z ADA
e

AIRBR TR, IR OHEE TR B L JIT T 2 >0 T2 M ER (BRitis
03!3%%‘&0/’*5%@%50) w/pfk) (12HS< 3O estimand* & E S L7z,

- FEEHlIE B
BB OZEREDZEIL, Mantel-Haenszel Z AWTEMNT (EH—CAE) .
% Rubin ®/L— /L& AW TH D Mantel-Haenszel IZ X VAT L=V 27
ZZELZNICEE T AEHEREN D R GRIM ORREOEEZRA LT (ZLENR
NE) o KT =205 EE, X3EE 16 HEORPEORNRERFIE L =T
THBEIL. UL AR A= B LT,

- BIRAIRHIE A -
R—=2AF7 A U6 E5 168 FE TD SCORAD K O'DLQI »&{kix, #5 164
DT —ZIZHONTHAHE (ANCOVA) 7 V% W TN LT, KiEkEE%
ST ERFIL, COMPIT IR VAR — e LT, R AR
Lo BED Y HLFE 16 HOT — X NKHIL TWABRFEIZOWTIL, £
HARANEEZFEH L T —2Z24i5e Lz, & 5% NRS O HANREKME (%)
D 4 DL EoeER, EEFHMEE & RIS L7,

e M 5 ik

* composite estimand (BUEFIEZZIF7-BE 1T/ Y VAR X —L L, IBREER L Zeaict ik
L7-#Ic# 5 16 RS CTINEE LT — X 13E® %) . hypothetical estimand CRIEFE LM X
IXIEBRER P 5 D5 R IEZICIE L2 T — X 13& B 70) KON treatment policy estimand (Hfi
FHRLEEHERLS, BEINZE2TOT—22HV5D) , THEEHK OHEGERTH HFHMEEE I
DU CE composite estimand % £ %72 estimand & L7,

A 3(;002%Q2W+ 7SR +TCS B
(N=53) (N=53)
Flin, EEHEERZE (%) 39.0+13.74 38.9+12.12
PERIL Bk (%)

ELgid 17 (32.1) 22 (41.5)
Bk 36 (67.9) 31 (58.5)
RE, FHEHEERE (ke 66.8+13.08 67.9+17.44
BMI, ‘FEEHEERZ (kg/m2) 24.25+4.314 24.13+5.616

IGA 227, #l% (%)

Hh A 23 (43.4) 23 (43.4)
I 30 (56.6) 30 (56.6)
EASI 2 27| VPR EHT MR 22 37.12+15.705 32.30+12.317

5§ N S A
;%Egg;;;ﬁhﬁwﬁ(ﬁI@% 7.60+1.653 7.8141.366
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<HRMEDRER >
[ EZRHmE H
I G (B¢ G- 0~16 i)

5 16 @I231T 5 IGA0/L Xix EASI-75 ZR (FAS)

R AR

AF| 300 mg Q2W
+TCS #*
(n=53)

7% R +TCS &
(n=53)

IGAO0/1 JERL
TTRRRELE D7 [95%FHEX ] *

32.1% (17/53 )
5.7% [-11.2, 22.5]

26.4% (14/53 f4])

EASI-75 ERkR

77 ARREE D& [95%EHXH] *

71.7% (38/53 1)
15.1% [-2.9, 33.0]

56.6% (30/53 f31)

K R=RT A VD IGA Aa T2k » TR L., Mantel-Haenszel ¥ & % FV > CTHEAT,
Belg- 16 WD 7 — & RPHISUIRERIELABNL ) o L AR 2 — L Lz,

[EBIREHETR H ]
I G- (B 5 0~16 i)
RIREHIIE H OFERITLL T DO LB Th o7z,

B 16 HIZEB T HEIKGHEEE (FAS)

AF 300 mg Q2W

S {2 +TCS B 7 ﬁdfi;cs #
(n=53) n=

SCORAD O _— 2 F A )b 024k (SE) *1 -44.1 (2.61) -39.0 (2.61)
7T AL D [95%(5 XM ] -5.1 [-12.4, 2.3]
ZH¥E NRS O HWERKME () D~—
2540 hb 4 L ktkELE-BEOEL
(%) *2 . 64.2% 67.9%
TR RREEE DFE [95%(EHEX ] *3 -3.8% [-21.7, 14.2]
DLQI D_X—Z 5 A )b D2 (SE) *4 -10.0 (0.56) -8.8 (0.56)
T eAREEEDE [95%(5 X M) -1.1 [-2.7,0.5]

X1 5 16 8 A LR IC BRI EZ T -2 TOBEITIT WOCF iR Vv bz, BERHEL T oo T2 BE 1T
L RHEMEICIFZ BERAER WSz, EoBOIrET L,
SCORAD &b =45 +~X—27 A . SCORAD+~—2 7 1 . IGA
X2 ¢ 5 16 8 & Y F o PR BISUTBEFRELE AT VAR F—E L,

3 RN—RAT A VD IGA A7 Z X > TEBI L., Mantel-Haenszel & % F\ THEAT,

X4 b 16 8 B DS ISBEIRIE A 21T 72 2 COBFITIT WOCF LA, R4 5T e ns o 1o BF 1T 2 Kl

IS ERALE M, BT T L,

DLQI »Z{b =5 +~X—2F 1 > DLQI+~X—2 7 A > IGA

LB EIREHATE F

IBNAEIREHEE B OFRIZLL T D LY Tho Tz,

B 16 BT T 58MNAENKEEHEEE (FAS)
AF 300 mg Q2W R .
AT A 1S B TS T
(n=53)
EASI-90 jERL R 45.3% 30.2%
7T RREEE DFE [95%(FHEX ] 15.1% [—3.0, 33.2]
EASI-50 EERk R 84.9% 79.2%
7T RRREELE DFE [95%FHEX M ] T 5.7% [—9.0, 20.3]
EASI D _—2 5 14 b 028k (SE) *23 —177.8 (3.7) —173.5 (3.76)
TR AREELEDE [95% (5 HEX ] —4.3 [—14.9, 6.3]
Z 9P NRS © AN KE GAH) D~X—2R
FA b OEL (SE) 28 —4.6 (0.26) —4.6 (0.27)
TR REEL DE [95%(EEXH] 0.1 [—0.7,0.8]
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7R AREL O3 [95%IRMIK] *

—3.8% [—21.7,14.2]

¥eh 16 BICB T 5 BINEIKEHEEH (FAS)
AF| 300 mg Q2W R .
PP H +TCS B 7 7?;;“ #
(n=53)

V9B 2 B U 7~ MERR > NRS (GEEH)) D_—
AT DL (SE) #28 —4.2 (0.25) —4.1 (0.26)
T e AL DE [95%(5 X M ] —0.1 [—0.9,0.6]
POEM O_R—Z 5 A )i DZ{L (SE) *23 —14.4 (0.82) —11.2 (0.83)
7T AREEE DR [95%FHHEIX M ] —3.2 [—5.6, —0.9]
1 HIZHIF 25K NRS GAYVH) O_X—RF
AUD 4L EE LZBREOES 64.2% 67.9%

1 R—=RT A VO IGA A2 T2 L - T/BRII L, Mantel-Haenszel i 7E & F\  THEAT,

¥2 RKIEHEET )V =TGR X E+R—R2 T A X+ —2 T 1 IGA
X3 MR EE (7T v REE  n=49)
5 16 M TOT — & BRBBIIIRERBIEEABIL ) v VAR L —E LTz,

[Z DOt DAt E B ]
- TCS RFEfH &

#h 16 W ToORMEHEHREIX, A&l 300 mg Q2W+TCS T 170.2 g,

196.8 g T o7,

Amount TCS used (g) (95% ClI)

FEHIFICIT 5 TCS D RFL & (FAS)

77 B AR+TCS RET

0,
| | | | | | | |
1-2 34 56 7-8 910 11-12 1314 1516
Week
. AF 300 mg Q2QW+TCS # (N=53)
S 7B R+TCS B (N=53)

TRBRIE O IR T RARRIE 2 L2 LA OUEE T — 2 1 & E 720,
ISEEF=TCS EOxH+1

HEE SN T A — 2 TSR E HoClEfi s i, 7 —2EHEANCFR CIR 28N 22 L aBE L, ¥E
o U 7= FEE s o EE R OF CT BRSME ) B2 172 LGV e,

SKAEREET L log [TCS BfEE+1]

(g) = BRXE+—2F 1 IGA

V. RRICBIT 5 IH A
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- TCS Off & DHER
TCS it B DL fEIL, AHA] 300 mg Q2WHTCS BT 13.2g, 77 ¥ R+TCS #HT 214 ¢g

ThHoT,
BHWIRIZ BT 5 & kBikRED TCS & (FAS)
O 04
2
T}
&,
G
©
@
wn
=
&3
=
=
=
o
E
<
1 I I I I I I I
1-2 >4 56 7-8 910 1112 1314 1516
Week
¢ A% 300 mg Q2W+TCS # (N=53)
S 75 R+TCS it (N=53)

VAR O T SUTRARIEIE 2 A L 72 AR DUUE T — & I3 & £ 720,

B K =TCS fO*RHi+1

HEE SN $ T A — 2 B A MO CHE R ST, 7 — 2 BBATICH CRF 258035 2 L A 5@ L, W%
P LT R PR O CTIRAMIEA &A% 178 L3I 7z,

RERMEET L log [TCS REHE+1]  (g) =AM XE+~—AT 1 IGA

PO RE R >
P 531
HEFESLT, A% 300 mg QQW+TCS BT 71.7% (38/53 f5) . 7T &HR+TCS BT 64.2%
(34/53 f3)) I\ZRBDH BT,
HELAERFR, L WNRREOR G ILICE > TAEFRITRO N2 -T2,
TRERIE & ORI FEGEN T E TE W0 E Il S - FEEGIT, AK 300 mg QW +TCS #ET
26.4% (14/53 f)) . 77 EAR+TCS BT 15.1% (8/53 i) (Zi@H Bz, AKl 300 mg Q2W
+TCS #ET 2%LL EIZERD HNT-IREREE & OREBRN G E TERWAEFEFRIL, EFEALOGN
9.4% (5/53 1) . TEHEBALELEE 5.7% (3/53 f5]) T -7,
(MedDRA/J ver.24.0)

F D DZE A VEEAT
INA BN A v B R OMIRER ST A —H  FIT0ER AT A —Z OFERIICERD
HDLEITRD B hr o7,

S5 R
R—=2T7 A4 55 16 HE TT. ADA BEDEZEII W o T2,

2) REMAR

ERFEIARHERKRESHER [AAANPREEN J-ECZTEND (LP0162-1337 &) ] 1@
AT VA | IEEREWIER 55 NAH R

FATT 2 ARAORE (JefTikBr) @ 5 5, ECZTRA1 Bk (LP0162-1325 ik
BR) TO®REETHIC, EMEER SRR (ECZTEND 285 21T L7 AD*
HARANBRNEE (FHE®RE)

% : Hanifin & Rajka OZWiEEHE (1980 /) IZEHKR S D AD OB,

xf %
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B KAENT R G4EH] - 86 15
L MERRAT R AR - 86 15

T 7 g R

LT OHATHREBE O W TN o B 5 A5 T L728%  ECZTRA 1 (LP0162-

1325) . ECZTRA2 (-1326) . ECZTRA3 (-1339) . ECZTRA 4 (-

1342) . ECZTRA5 (-1341) . ECZTRA 6 (-1334) . ECZTRA 7 (-

1346) ECZTRA 8 (-1343) . X% TRA-WEI-0015-1 (7 : FERBRKRFEH
£ (CTR) 21k, ECZTRA 1 B LBAT L7 B AR AR ABE OBRNE E

hfwé)o

- SEATERBRIC I 1T D IRBR E S F I EE SR, IR EAIC LV BE v e

HFr T g

IRBR MR ISR T D40 O SO ER KL (KI5ER) %, AETAKIZ AL

BhH (IN#EECLs%E) T2ERRHY ., FEirgETH D,

c R—=2 T A UFNC—EREOREANAAAIEZ 1 H 2B CUIMLEIZS U TELL

) D b 14 HEISH =0 A,

R bR A A

< HATRBRICB W TR 5 0w PRI E - T2k E,
< SEATREBR TIRBRIE DO Rtk DIEH OG- %2215 THvD 26 HEEARKE L T\ D
(R—=R T A VIS 2)

< EATHRBRIC SN IR B Y RIS AK & BEH 0 L HIl L7z SAE 23385
L. YIBBREY EAR OB, AANC X D IRIE O S BE IR Y e 2k
VAT 5250 MENRHD 2 ENRBEND,

< EATRBRIC SN ISR A Y AR S AR & B & 0 Lol Lo EER SR
B, RBRER GO R P IEICE Y | JRBREY ERR OBW TR X D
B GOSN BEICR YR LRV AT 252 D RN H D 2 L AURIE S
b,

« R—=2F A URID BIEREH O 5 FLUANOHIMICI T 5, Ak kAl
S RIEHER O ST EE AT v A RS,

c R—2 T A T 2 BEBLNICEB T 54 PDE4 BLES I JAK FLESKC
X BBk,

T AT EOTROEYTFHRA (GEIa T v tlgE) XUXiEER
AW F A O PG 2% T,

CHIREEIR AT (VYR U~ T 2GR ZHICRESLARY) I22o0nT, X
— AT A HT6 ALY CSERE A IEFEICR D £ TOWTRNEWNIEY D
BN B T B,

MDA FRRANZ DN T, N—=R2 T A 3 I A UTIE RO 5 5D
FTIRWVIE S OBIFRICI T D,

« RX—2 T A VT4 BB LAN O R R & e 2 YLE,

- [AlEES B AT 6 7 HBANIZ Téﬁiﬁam%
c 27V —=VJF[12 I AUNIZEBIT 5, 62 0B & D,

OB Tk

$%ﬁm\2@%@27U~:Vﬁ%%\%¥$#%%E5E%®E%%5%ﬁ
D 2 >OHIM TR STz,

FE G FH4E~ R 5 4F)

R—= 27 A VERCHEI ARG & L TARAl 600 mg 2K PG L7 (72720
ECZTRA 6 #Br (HFVEL SR E LR o RBITLEZAZFICOWTIL,
300 mg & X T 451 . Dk, KK 300 mg &= Q2W TR F# 5 L7z,

ESE S (iR E!

NR—=RAT A UIPLIREKR T ETORGHMENCBE LA EF50M5%

V. RRICBIT 5 IH A
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- $r 5 16, 56, 80 KT 104 HE: S D IGA0/1 ERLE
BIREEALIE B | - #5 16, 56, 80 KX 104 M50 EASI-75 FERLHR

- P16 B2 1T 5 SCORAD OR_— 25 A it DAL

B ST HEHRNT IR HF Th Y . BRI T — X IS, BlgX
AUTE B K OV e K D F B it AR H1IZ D W T 2h Pk o BIl IR ) FEAfG 5 B o fg bt
fig B | (BEASI-T5—ATRBR O X— AT A > KON IGA0/1 (235 <) BNMrbiiz, Zo
72, EBRE I U7 BE LRI O K23 6 2 BFIT, B RO x5 4E M
DM NT ) VL AR H— Rl LT,

APl D i B >
(FERHMmE R (FRWE) ]
Bl sz %58
ECZTRA 1 #Bt%52 T L ECZTEND RBRIZBM L7 AANBETRE L-AEELIT. 82.6%
(71/86 f5il) T 28THHICFRWD LTz, BEERAEFLIL8.1% (7/86 1) T 74F (MR KEHEIEILfE
ERE, B, SR rE, 7 he—PER AR, MEYERIEI K. 7 M E—ERER, BNE & 1 61)
RO BT, RO IEICE T AEERIIRBO Lo T,
AHFNE DR EBERENEE TEXRVAEEEFRIT, 29.1% (25/86 ffl) T 52 fEIZiED BT,
2%LL EIZFBO DN IRBRIE L ORPEREBENEE TE R VAEFRIL, 7 hE—MEEEX 4.7%
(4/86 f) . #HRHZE 3.6% (3/86 i) | FEHEROLSIG, A > TN FRONT LV F—HEak
% 2.3% (2/186 1) ThH-o7T=,
(MedDRA/J ver.24.0)

Z Do ZZ EVEEHM
INA BN A v BERBEE, F30EXBEEORT RICHAKRICEE R L®HIIRD e o
7=,

SR
ADA BREGMEOEBF TN 2o T2,

<BHIMEDORER >

(B E (R RE) ]

- IGAO/1 JEREHR*

IGAO/1 R R IT, &5 03T 22.1% (19/86 #) . %5 16 # T 25.6% (22/86 f5]) . %5 56
T 15.1% (13/86 i) . #4580 # T 17.8% (13/73 f5i)) . $5 104 #H T 20.0% (3/15 #i)
ThH-o7,

- EASI-75 (ECZTRA 138D _X—2F A 5 EASI 2 a7 N T5%I&TF) R
BEOMT65.1% (56/86 %) . 5 16T 72.2% (62/86 ) . #5 56 # T 66.3% (57/86
) . BeH 80T 71.2% (52/73 ) | #5104 T 80.0% (12/15 %) Th -7z,

- SCORAD ® ECZTRA 1 #RERDX— R T A 1 p b D FEE s 25,
BE5 0 T—44.27, %5 16 B T—47.37, &5 56 HT—44.79, &5 80 #H T—45.63. &5
104 @ T—44.89 Th o7,

¥ BEOPIERLT —Z KB LT, HMCE WD H 2 BFEH (BERFRICKSL) , BEOTILESLT—2 K
BB oG, TOBEIL/ VAR A= LTV LT,

(5) BHE - WEBHHR
LR L
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(6) ARHIEER
1) ERAKERE (—RERRERAE. BEERARGRAE. ERAMBLERE) . RERTR
T—ER—RAE. WERTRERARORNE
Fre o d (RIEEMICB 24 (k)

(2 PEtRe ]
HENBBUE, BEEARGYE, EVEAELS
[H#]

BEFIRR COIRA 727 N —MRERBFEZXGRE LT, KEIOFEHEETIZBIT S
FHIE RO RIERRBURDL, ZRMER OEMEICET 2FREAIE L, LTOFHITD
WTHEET 5,

1) EHFERE TIZR T 2 B HEEOEIEH OFRBLRI

2) BN SIIAIMERITREL KT TE 2 N HERK

3) RINOEINEM

[ Szt ]

FRAE RIS« AAKZ WO THERT 2B AR TR A7 7 e — MR SR AEE

Fha I - 44 9 H H R

BERIRT - 248 3 7 AR

TRESEFIEL : 500

Fhii 715 - BRI IAR & G-BEN S 2FER & L, havget i s CHEdT 5,

2) KBEME LTREFEONER SR L -HE - BROBE
LR L

(7) £ ot
LT L
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VI. ¥ExhZEEICEHI SHEHE

1. REFHICEESHSLEVRITEEYE

T a2 <7 (GEfs 7 Z)
EE  BEOH 5 bEWOREE I RFIT, BHORMNCEESRTH L,

2. B

(1) YEREREL - (EFRF
FouaXxX~<71X, & FgG4E/ 7 a—FAHURT, 28I%- A b A ThH D IL13 LiEE
L. IL-13 L IL- 13 A ARD al KM a2 7=y & DM AEERAEZHET S WV, IL-13 1%,
IL-18Ral/IL-4Ra ZHBIEESKR AN L VY F N ZiG 2 RIERISEZRIL L, % 9 FERAICE
HL, EWEEONY THEEICLEREADOEAZLET D,

\ FRES—HC(MSOFXTT)
a}\

¥ %

BHRRED S
T hemem 8
[ 2
& 5
2 - IL-13Ra1:IL-1382B ka1 U7 12w, IL-13Ra2:IL-138258ka 20 T 12wk,

JAKT TYK2 IL-4Ra: IL-42BtRat T2y, JAKT:PRRFF—B1,
STAT6: V7 FIREREEEELRF6. TYK2: FOVYFF—E2
STAT6 STAT6

(2) FEZEREF1THEBRAE
1) FSOFXTTOZEERAOHESHMME (in vitro) 12

<IL-13 142 F I kX~ T o (REEEE) 2. RE7 7 XE o BETHE L
72& Z A58 pmol/L Th o7z,

s F7eX X7 IL18 OEHZMAET A2 A=A LEZW 5T 57D, biochemical
receptor-ligand interaction assays (2 X V&t L7z, ZOfER, IL-13 &4 (IL-13R)
al @ 10nmoVL & IL-13 @ 600 pmol/L OFH AAFH Z R EERAFRITHHI L. £ DERD ICs0

(50 % Nl EE) 1L 660 pmol/L, Th 7=, £/, M7 uaXX~7 %, IL-138Ra2 D
2.5 nmol/LL & I1-13 @ 50 pmol/Lk DIHAAEH Z R ERFICIHI L, EDEED ICs0 1T
716 pmol/L TH -7z,

2) IL-13 I2& % £ FRBRMEMEYE (TF-1) RUKRIDF ) o/ EfRXMiatk (HDLM-2) O
s ICx g 5 EA 2
DTF-1 DEFEIZX T B4 (in vitro)
IL-13 125 % TF-1 OHHEICAT 5 b7 ax X~ 7 OEREZ R LT,
FORER, FToxX~7, MEERES: £ IL-13 2 nmol/L, NF a2z U AL AH
ek z v b TL-13 2 nmol/L J OVHEES Sk 2 & b T1-13 @ R130Q Z 4K 2 nmol/L IZ
X5 TF-1 OBGE % EERFICIEI L, 2D & ZD ICs iTZFF 4 0.37 nmol/L,
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1.1 nmol/L &% T} 1.6 nmol/LL TH - 7=,

QHDLM-2 DIEFEIZxt 3 B4/ (in vitro)
MR TL-13 12 &k 5 HDLM-2 OHFEICKTT 5 h 7 v ¥ X~ 7 OfEH Z MG LT,
FORER, FouxX~7i1E, WEME IL-13 (22X 5 HDLM-2 OHSFE % & EAR AT R ]
L. D& EDICs & 4.4 nmol/LL ThH -7z,

3) IL-IBICKYBRINIREBREREAT 4 T—2—IZHT DR

DE FREAILHRBIZE T EIREAT 4 T—2—I2xF SR (in vitro)

- b MREAMMIEIZIENT IL13 ICX VBB SNDIRIEZ PN T HRFIZHTH T r¥x
X~ 7T OVER ZfEt LTz,
R —3HIOEFKENOEI LMz, FT7axX~T7 X X1gGe 74 VXA Fa b
7 —/LHi{A 0.003~30 nmol/L {77 F . IL-13 0.8 nmol/L (10 ng/mL) (= 24 KRR L
776
ZTORER, bTuxX~T7iL, IL-13 12Xk5b CC ¥<EhA VK (CCL) -2, CCL-
26, NTRK1* K& O® IL-13Ra2 OEfn 3B 2 RERFCIEI L, £D & XD ICs 3%
LEH 201pmol/L, 189pmol/L, 268pmol/L }2 T} 367pmol/LL Tdh->7-, 1gG4 71 YV Z A
Tar hur—AFURE, IO OBEFREICEELZ X Rhole, T uX X< TIL,
IL-4 12X % CCL-2, CCL-26, NTRK1* &, O IL13-Ra2 O fn FHBUITHEE 5 2 72 )
572, CCL-2 KO NTRK1* DEE T HI~DOEELE FHIR LT,

CCL2 NTRK1
f -o- Tralokinumab ﬁ -o- Tralokinumab
= =
1004 x 9G4 £ 100-
= ¥ =
w i
L] 1]
¥ ¥
c 504 - 50+
S 2
2 E
£ £
& v -~ &= ™
L] L] I I L] 1 I I 1 1
0.001 0.01 0.1 1 10 100 0.001 0.01 0.1 1 10 100
Antibody (nM) Antibody (nM)

— 211 3 [EIORERTI51F 2 FHINH R+ A & R,
IL-13[2&k % CCL-2 RU NTRKI*EEFHRBRIZHT S > OXF XTI TDEH

CBETRBEL VBT T aXd X T ORENEAEL L THROLND Z L 2k
BT D70, MlakEE RiEICERE S 72 CCL-2 #fEE 4 NE (ELISA) ETHIE LT,
ZORER, FF7uxX~v7%, IL-13 12X 5 CCL-2 iFft iR KA HRI L, 2oL &
®D ICs0 1% 217 pmol/LL TH o772, 1gG4 7T A Y XA 72 b a—//LHRIE Z &2 L Zg o
27,

F 7% X~ 7E, IL-4 12 X% CCL-2 i 138 % 5 2 7o T,

% 1 F 5 FEN OV OBRIEFERG 2 95 & STV A MR ER 28K (TrkA) 22— R4 538
&

Qb FREHHFHEICEFTAIREAT 4 IT—2—(2x9 24%EA (in vitro)

- b b ESFRMEIEIIICB W T IL-18 ICK D FRENDRIEZMMNT DRIt T 25 T
XX~ 7 DERZRGET LT,
R =3 BIOEFKEEN ORI LM EZ, hT7axX~7 Ut 1gG4 74 VXA 7 k
7 —/1 0.003~30 nmol/L H{A&f#7F F T, IL-13 0.16 nmol/L (2 ng/mL) (= 24 FFRiRETE L
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77

ZTORER, FTudX~7L, IL-13 12k 5 CCL2, CCL-11 LY A2 F > (POSTN)

DBARTHBLZ R ERAAINZIHI L, D& X DICs0ITZIZE41 315 pmol/L, 112 pmol/L

KON 241 pmol/L TH o7z, 1gGa 7T A VXA T2y hua—/LHRiE, ZbOBER T3
\CEEA 5.2 lehotz, hTuxxX~7i, IL-412X% CCL-2, CCL-11 X POSTN &

G OFRBINTHE L 5.2 12 o7, 11-13 1%, IL-4Ra. IL-13Ral X O} IL-13Ra2 Oi&1fx
%ﬁ%ﬁMéﬁﬁ FoudX~T7 X IgGa 7 A VXA T ar bua—LHROREL
RO BRI oT=, CCL-2 LT POSTN DG T3 B~DEEL TR LT,

CcCL2 POSTN
T T
c -~ Tralokinumab c -o- Tralokinumab 5
= 1007« 1964 AT = 1997« 1gas /}
w if w /
¥ ¥ 1 /
5 50 ;/ g e f_./
= = . |
=] §% i S /y’ %* %
€ o £ 0 4 t {
= S ' . -

1 I I 1
0.001 0. 01 10 100 0.001 0.01 0.1 1 10 100
Antlbody (nM) Antibody (nM)

— 2% 3EIDOHERITIS T 2 TR + AR E 437,
IL-13[2&k % CCL-2 RU POSTN Bz FHIBRICHT S +5O0F XY TDERA

. L&ﬁ‘@’%fﬁ LYUIZBIT A R TR X T OREBENEAE L L THROOND Z &2k
W57, MiflakiE LG ICilEsE S - CCL-2 % ELISA I CHIE L 7=,
%@%%\F7D%?v7m\ﬂJ3Lié(mL2%%%%Eﬁﬁ%mmﬁbt
(IC50=336 pmol/L) 7%, IgG4 7 A VXA 7 ar bu—AFHuiRiZZ a4 Lo T,
FT XX~ IL-412X % CCL-2 il 1T EBE 5 2 2o T,

4) IL-13[12& B IgE AT 24ER 2
E FRAEIM B MRRIZE (T3 IgE EAEITxT H4ERA (in vitro)
bt b oRRYI B I BT IL-13 12 X 5 IgE EEAICHT A T n X~ T OIEfZ M L
776
b7 4—a— oL Biifdz b oaXX~T7 X ET7 A V¥4 AT ar ha—)b
Hifkd %5 CAT-001 fE/E F T, t bk IL-132.4 nmolV/L Xitt k IL-40.7 nmol/L & & $1Z 14
HEEG Uiz, BEiifTh B #fi3Ht CD40 Hifk EA5 1 pg/mL CTHAK L=, T O%Es
& _BIH I ERE L 72 IgE %2 ELISA {E CHIE L7,
FORER, FIuxX~ 7%, IL-13 (2L 5 IgE PEAZEEERFHICHEI L, F0 & XD
ICs50 (% 1.8 nmol/L THHo72, b7 uFX~71%, 1L-412 K5 IgE BEAEZME Lo Tz,
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120+
m CAT-354

100 £ A CAT-001

% Maximal IgE
N B O O
i A

n
?

43 42 11 10 9 -8 -7 -6
) [Antibody] (Iog 10 M)

T — 213 6 [ OFERIZ I D I pE AR SR R R S A R T,
CAT-001: 7 A VB A Far ha—LHiE, CAT-354: ForFX~<7

IL-13 2k B IgE EXEITRT S 5O FX T TDER

5) IL-1I3ICKYFEBRINDIKREN)T7I—H—IZxT SR ?
ErREALCHBIZETSRE/N) T7I—h—IZx®T H4ER (invitro)
b EETZe FREAMIICBWNT IL-13 [ICXVFERINDLEENY T ~— I —IZkd
5L houxXv 7 OERERE LT,
A v Z CaCla & A E:EHE 1.2 mM T 72 BifiligE+ 5L kL. 74 527U v (FLG).
FLG2, nV 7 V> (LOR). MEHEHMBEREEE (ELOVL) 3 KON BT 4 7=V
(DEFB) 4A Bz F+DORBLL X A Le, 0%k ab Lo Atz 1L-13
4.2 nmol/L. (50ng/mL) = 24 W L7-, IL-13 o#hic kv . FLG. FLG2. LOR.
ELOVL3 X% O DEFB4A &5 ORBMNME T Lz, R —3FIOIEH K& HERE LML &
Hi-AbiiinzZ, R rXX~<~7 0.78~200 nmol/L XX IgG4 7 A ¥ ¥ A =2 hua—)
FUAEAE T T, I1-13 4.2 nmol/L |2 24 FfEgEEE L7~
FORER., FIuxX~7%, IL-1312 k% FLG. FLG2. LOR. ELOVL3 %X 1 DEFB4A
AR T ORBUED & R ERFHICIEI L, £ L&D ICso 1ZZ N E 1 19.1 nmol/L,
16.4 nmol/L, 16.0 nmol/L & T} 13.3 nmol/L, 16.2 nmol/L %X 13.0 nmol/LL T&h > 7~,
IgG4 714 YV # A Far bo—AgiklE, IL-13 I2 L% FLG., FLG2. LOR, ELOVL3 }%
* DEFB4A EaFORBRBDICHBEL 5 2207, FTnxxX~7%, IL412k%
FLG. FLG2. LOR., ELOVL3 }% (! DEFB4A &5 FDORBIBITEEL 52 2o T,

ELOVL3 FLG
™ 1504 )
E — -~ Tralokinumab % & 1604 o Tralokinumab T
— — .
= x |gG4 = x lgG4
& 1907 % 100
¥ ¥
§ 0 § 50-
g, i .3
== T T T T T 1 X T T T T T 1
1 3 10 30 100 300 1 3 10 30 100 300
Antibody (nM) Antibody (nM)

T =213 3 B DOFRBRIT I 1T 5 Wi R AR ER R 2 R T,

IL-13[2& % ELOVL3 R U FLG B F DR F DI T S FSOFX T IDER
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6) IL-13 DF DD EWFEIC T SR 2
Dk FRIEMEZHIE (PBMC) [281F4 CD23 HIRIZKT H4ER (in vitro)

PBMC (24T IL-13 1T & 0 #%%8 S L D ARBUFnE IgE Bk CD23 ORBIEMITxT 5 ~ T
1% X~ 7 OEH E /G LT,
KF—6 BT 4 —a— k6 PBMC 2L, F 7% X<7 0.001~30 nmol/LL X
X7 AVHA T ary ba—LHiETHS C AT-001 30 nmol/L 77 F ¢, IL-13 80 pmol/L
\Z 48 IfftlgEER L7-, CD23 OFEBUX, 7 —H A A MU —ZHWTHIE LT,
ZTORER, FTuXX<7%, IL-13 (2L 5 CD23 OREBAEEEFICIHEI L, Zo L
Z D IC501% 120 pmol/LL TH ~ 7z,

120
o A CAT-001
S 100 -
S A MW CAT-354
M go-|
&
0O 60
o
— 40
£
= 204
o
O o
2

-20-

-‘II 3 -1|2 -1I 1 -1|0 -I9 -IB -|7

[Antibody] (Log 1oM)
T — X% 6 M ORI BT 2 TR R L IEUERR 2 5 R,
CAT-001: 7 A VY Z A Far hu—LHifk, CAT-354: houFxxX~<7

IL-13 12k % CD23 HKRIZxT S +5O0FXTITDEA

Qb MESBIRNEMEE (HUVEC) 2HIT5MEESEMESF-1 RIBITHT 24 (invitro)
HUVEC |28\ T IL-13 I2 LV F% &5 mE MiasEE 5+ (VCAM) -1 OFRBIEINIZ %
T2 M7 uXx X T OEMERE LT,

HUVEC # F 7 2% X< 7 0.4 pmol/L~167 nmol/LL X% CAT-001 7£{£ F <. IL-13
0.8 nmol/L (Z 16~20 Wi[EEEE L7=, VCAM-1 OMIIEFRE 23 1) 53 BLE ELISA 4 FHuv
THIE L7,

ZORER, TR~ 7L, MEBEEHERZ v b IL-13 1255 VCAM-1 O3 EL & IREEK
FHIZHHEI L, ZD &L ZD ICs0 1% 368 pmol/L TH -7z,

120 m CAT-354
100+ v CAT-001

80

% Inhibition

o iiiii

43 42 M1 40 9 8 7 -6
[Antibody] (log 10 M)

T — X1 5 B ORI 2 TP R L IEUEFR 22 5 R,
CAT-001 : 7A VY ZA Far b —HK, CAT354: FIuFX~T

IL-1312& % VCAM-1 RIR(Zxd B 50X XY ITDER
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Ok FERMEFMEICE TSI A2 X0 1 HERICT B4R (invitro)
IEH e b RRHESEA (NHLF) 206 IL-13 IS K Vil 2 oA 2% 0 1 ICk+5 T
0¥ X~ 7 OEH R L,
NHLF # k5 2% X~ 7 0.4 pmol/L~167 nmol/LL Xi% CAT-001 f#1E F T. M H ickA A
Zt b IL-13 0.8 nmol/L {2 16~20 KR L7-, =4 %% 1T ELISA 54 A
THIE LT,
ZTORERER, FTuXd X~ L, IL-13 ICL =4 Z v 0 1 bz R BRI L
ZDEZEDICs50 1% 267 pmol/L TH -T2,

120-
B CAT-354

100- A CAT-001
= 80
°
= 60-
2
E 40-
32 20- A

0- A a A A A
A
-20- A A

43 12 11 10 9 8 -7 -6
[Antibody] (log 10 M)

T — X% 4 B ORI BT 2 TP R L IEUEFR 2= 5 R,
CAT-001 : 7A VY ZA Far b —HK, CAT354: FIuFX~T

IL-13 2K BT ARFI -1 HEHICHTH S O0F XY TDER

@WFEEIRDRLEELT LIt T 24EA (in vitro)
NHLF 2ol Sz g Z X301 IC K D HFRERDOIZREELICRIT D h 7 aXxX~7 D
YER & fat Lz,
NHLF % IL-13 9.6 nmol/L, JEEEESEK T (TNF) -a 285.7 pmol/L & UM HE fiFl K]

(TGF) -B1 160 pmol/L THARK L, FTIrFX~7 (6.84~875 nmol/L) FEIF(E F XIL

TEE T T 48 BEMsaE L=, TO®%ERKTOTAZ X 1 Z2H|EL, B hRT 4 —a—
R SRR L 7 ERIER A FROES I TR L. 8.5 01 (=4 X ¥ Tk 0 AFERERIC IR K
ROFEIEEALNE U D) (27 a8 —HA F A N —IZ X W FRREROEREEL 2 HE LT,
IL-13/TNF-o/TGF-81 D311z L » NHLF OE8K I =4 & %3 -1 9.6 nmol/L A3
BEL7-, FouxX~TE, OB LA XX -1 ZEERFRN S Lz, el
W L7- NHLF OR#BIRIC LV A BERORRENDNE L2, FIrx X~ 71X, ZOFEE
(L BERFRICIHI L, 0L XD ICs0 1% 14.0 nmol/L Th - 7=,
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120

(4]
(o))
8 115
L
o
(V]
&
g 110-
(7))
-
c
S 105
m -
o\o E
100-
9 8 1 6 5

Log1o[CAT-354] (M)

7213 4 HORBRICB T D LR EAFHEREE R T,
CAT-354: FImrFX~T

FERIRDMELRILICHT S S OFX T TDHER

7) FSAFXTTDOHEM (invitro) 2
Fouad X~ 7 OREMEZIALNCT A7, HUVEC i28W T IL-13, IL-4 XX IL-18
\2 & D VCAM-1 ORHHEMCH T2 T uxX~T7OEfAEHBa Lz, FT7oXxX~711,
IL-13 12 &% VCAM-1 O3B A2 ] L7223 (ICs50=368 pmol/L) . IL-4 XX IL-181Z
XD FBUEINITINE] Uo7z, FERIC F 7 %X~ 71X IL-13 125 % b bR B #lfy
N IgE PFEAENOE b PBMC 128155 CD23 HE 26 L7z (Z1Zid ICso I
1.8 nmol/L 2 Y 120 pmol/L) ., IL-4 (2 X % IgE pEA TN CD23 RELZIH LighoTe, &
7o, h7uadX<7EuEE e MRECEEH MR (BSMC) 128\ T IL-13 12L 5
Cazty 7 /v HEsRZ I L7223, IL-4 12 Xk 5 Cazty 7 L odEsii3id] Lo 77,
(TVI-2. (2) 6) @t MIFHENRNE A (HUVEC) (231 % M5 Mgy 71 R
\Zxt B VER (in vitro) | DIEBIR)

8) FZAFXIITDERERIGH (invitro) 12

TF-1 OBEFNHE 2 52, D=7 A AR~ T A I3 IZRT 2 T %X~ T DRREN
JEE A R LT,

ZORER, PR X~vT I N"Fan v A L AR Z v b IL-1312 X 5 TF-1 O HE5EHH]
ERFEE DN IITARF 2 A VAR Z =7 A PV IL-1312 L 5 TF-1 OHa%E 2 Jii)
U773, MBS 2 ~ 7 2 T1-13 12 & 5 TF-1 OBGE 240 L 722> 7=,

Er. DZOAFILRUITIRIL-13I2&KD TF-1DEBEIZXT S F5O0FXTTDER

1Cs0
BT FE (95%CI)
v kIL-13 1.1 (0.7,1.6) nmol/L
~ 7 A 1113 AR AE 2
=7 A Y1113 1.7 (1.2,2.5) nmol/L
H:R_FanruALAdKke N IL-13 2nmol/L KON F 2 v ¥ A LV ARN S =2 A /L IL-13 4nmol/LL %

fEH LT,
a: b7 1% X~7>160nmol/L |2 T ICs0 RHEE
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9) REETILIZEITRMREER

DR HIRELEBREETILERL=RE (invivo) ¥
<~ AELRBRIETT NV EHAV, B b IL13 IZXDARIEICKT D F T ax X~ 7 T ik
BHBRGORELRE LT,
HEME BALB/c ~ 7 A (10 B, /8%) (2, #AHiz & b IL-18 2 pg 2 X ENEE L TRIEL &
L, FIaXFX~T T A VY EA T ar ba—LFHiETH D CAT-251 %225 BN
DO EIIRIERE & RRFIC, FFIRNE G O A IXRIERED 30 Rilici S Lz, ho7r¥
X< 7 ORI, ZRENEEOEE 2. 20 T 200 ng. FAIRMZEGOBEA 1. 10 T
30 mg/kg & L7=, CAT-251 O &L, Z=REAKEG DG 200 pg. #RNE G O%H
30 mg/kg & L7z, bR 0 HICHEEZEK 2.5 mL & K8 OE L FICIHEAN L TELKELE
L, RBr 3 HicHEESY, R 6 HIC ERLORYER G L RIEREELEZIT>7-, 24 Btk
\ZENM B RIS, ERFEE N UER Y CVERREE AR K (PBS) 1 mL THEF L
Too ZOVEEKNHEL L2 AMERE ZHIE L, RIEOFIE L Lz, sbiifiaut o
A FX LYY tahfii LA B A AT LV EHE LT,
ZORER, BRENKE LT nd X~ %, izt b IL-13 1Tk 2R EN~DOR
I ER J OV BRER 0120 % F BARAFA i L7228, CAT-251 (X4 L7evo7=, ~onm
XX~ 71E, 20 pg UL ECHHREROIRE 2 A EIZHEI L, 200 pg TR A MERORHEZ A5
I L7z, BARNIREG L b7 adX~7 biiffaz e b IL-13 (2 X D22 EN~DH A
MER Je O RRER 0> 120 2 F B A3 L7228, CAT-251 X3l L7eh»7-, FT %
X< 7%, 30 mg/kg THELER K OR [ I ER IR 2 A 5 12 4m] L 7=,
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g3 Y8 5§ F ¢
N ~ ™M - o
i.po. mAb
i.v. PBS i.v. mAb
i.po. hulL-13
B- 1.2X10¢ -
1.0X10° -
©»  8.0x10°
=
& 6.0x10°
.0%x105
£ °°
w
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W 4.0%x105
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2 & €« €« < <« < < <
U U U U U U U v
0 by o B0 o O by bO
(9] (9] (9] 1% - 3 _z <
£ £ £ £ ~ ~N ~ ?o
S & & o B0 b0 bd
e « o E g E g
N N (?) - (o]
i.po. mAb
i.v. PBS i.v. mAb
i.po. hulL-13

AT, X BIXBEER R R, T — A TR R E E RS (n=9~10, 2 [EOFRERIC X
%) BT,

* p<0.05, ** p<0.01 vs *FHEFE (#ix & b IL-13 576

KT — 2 TO— LR ES ST (one-way ANOVA)Z1TV, HEWVTXRIIBEE Gz b b IL-13#%
B3) 2% % Dunnett DL EEHGHE 21T - 77,

PBS : U U AR A K, rhull-13 : f#i 2 v ~ IL-13. CAT-251: 7 A V& A S hue—/L#
K, CAT-354: FFrXxX~7, IPO : 2eK[%ENEE, IV : #IRNES

IL-13 12k DY VDRAEREBICHITHIFBERREICHT S S OFX T TDER
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QY Y RAMKXETILERALRET (invivo) ¥
~ 7 ZRIEET LA AV, b b IL-13 Ik A50EE#E (AHR) ICkd 5 honxxX~7
BEH PG OB N, RAENIRLOB) B M ORI LA 2 28 2 et LTz,
HeME BALB/c ~ v A (8 fl/#f) 12, PBS, k7 B % X~7Z CAT-001 1 mg/kg % HEHEN
Beh L, 24 FEf#ICE FIL 13 2ENHEG- L, BBl AR O3 HIZPBS, h7r¥FX
~ 7 X% CAT-001 % g G- L, Bk 2 H X4 HIZ 25 pg Db b IL-13 XI3AEBR I
WELENEE L, 3Bk 5 HIcAZa ) T AKERIGEERE S LV FRAES T 7
#4 —CHIE L., KUENAMEOFEE: (Penhienhanced pause) B L7=, BITE 6 HIZL
W EE, KE Mt (BAL) AR L%, WMEEE L7 7 ¢ o af U CHSk
IR 24T o7, PenhIZxf L CAX 2 U REEZT v N L THE LIS EIFRO hf T
# (AUC) T AHR %Ml L7z, BAL &N Otk 2 i BREHFAR TN L 7=, /o bfmia
BEITA NELAFCRAINTEF A NAY Y TEH LA, MU 2ima vERy v 7
(PAS) Tyt L. #FFHIRRE A 27 (PAS BtE LRG0 EIS) CTHMR LA %2
P L7z,
TORER, [RENESG Lzt b IL-13 12X 0, AHR, HERERO I &K ORI LA 235 | &
EZ iz, FZ7eXxX~<7 1 mgkg OFi#EGIZE Y, AHR X OGFREER DI A B
fil 7=, CAT-001 Tidmdl S neno7c, FIrFX~7 L CAT001 W9 bR b

A2 Lo 72,
A 7- c 304
--l-- Saline
6 ~ 25
--£\-- Human IL-13 (hIL-13) ®
= 59 —— hIL-13 + CAT-001 §' 201
& 4 —o—hiL-13 + CAT-354 £
: 3
g 34 z
g 2_ g. 104
< § *
14 w05 " i
0 T T T 1 0.04 i
0.0 05 10 15 20
Salne hL-13 hiL-13 hL-13

Logyo [Methacholine] (mg/mL) +CAT354 . CAT.001

w
o
3

- 504
1
£
g 3.5
l-; é 404
g :
S 254 '3 30]
g x z
& £ 2]
g 1.5 *
< 104
*
054 0J —
Saline hiL-13 hiL-13 hIL-13 Saline hiL-13  hIL-13 hiL-13
+CAT-354  +CAT-001 +CAT-354 | CAT-001

T — Z T EATESE AR HERRZE A R (n=T~8 fl]),

* p<0.05 vs xR (B k IL-13 % 5-8)

one-way ANOVA Z47\N, #iV T Dunnett OZ BEELBRE 21T -7,
AHR : KUE B

ERILIBIZKYBEHRINS AHR RUMADIFEREFEIZNT S S OXFX T TDOER
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@AV AHFILOT LILFE—FETILEAL=#E (invivo) ¥

W= AFLDT LAF—FEFT LEZH, b Tk X~ 7HEEEHOME IgE 21
L hT7uXX~T OEBERH LT,

T AR EO = AP QFL/ME) 120 P T eFdX~T D 10 mglkg & HEIFHRN
Bh5 L, MG IgEREL, X=X T4 5% 15657, 2 KO8 FF#IFONC 1, 2, 3,
4. 5, 6, 7. 14, 21 K28 AIZHE L 7 i stk L W ELISA %% W CHIE L7z,
ZORER, FF7axX<v71E, X—2T 4 Mg IgE miE (1209 %1449 ng/mL) DOHEIZ
BWT, My IgE 2K T S0, XN—2 7 1 ik IgE &fE (60 &1 67 ng/mL) &
HEZIBWT, Mg IgE AKX T S22 o7z, MEoMiE IgE EIX, 5 7 HT60%K T L
BH28 HETHIE Lo T-, FT7rXX<TE, X—RAT7 A MiE IgE @ED 7 % 5] h
BT =7 A P ZBW T, IiE IgE HE KT S8,

250

—a— Male IgE
—— Female IgE

200
150 4

100

% Baseline Serum IgE

50

0 100 200 300 400 500 600 700
Time post-infusion (h)

F e B AR AT A i TG IR B A —k v T — DO THE R AR (n=2 1)
IgE : tafs/n 7Y v B

HZHOAHFIILT UILF—ETIIZEITAME IgEEIZHT S FSOFX T ITDER

QA=A FILOHMBEF v LY SETILEAW#E (invivo) 10
=T AP NVOHRF ¥ Lo PETNEHN, FT7aXdX~7 0 AHR KOBRIE (FFiZ
FREEROHENN) 23t DAER &2 Mat Lz,
T AR E D = A 22 B (B 17 B, M5 ) Z RV, BUR (7 Z BB ES)
Fx L /&l k7w %X <7 30 mg/kg HARNEKE G LT-,
BRI 2 M CEEE L7z, 3 1A Tl o720, R 1 ALK 11 Hice A ¥ 2
V%%Wﬁﬁﬁ&ﬁbfﬁﬁ#(m)%%ELK%%&E%%’KG%\NH154V#
5 RL % 30%MMESE50IC4E e 24 I OHE (PCso). KON O HEKGHTRD
AUC (RL AUC) %k, AHR@%W&LKOEK BR 9 N 10 HICHUFIC W AR TR
S, @Bk 11 HIZ AHR Z§Hfi L, BAL A £HL L 7=, BAL & OMIIIE L=V A
AV TR L, F2HIE. F T udX~7 30 mgkg Z RN S L7-LIAMTE 14
ERBRICER L, # 1HHEHE 2 THONTZZIbA I LT T %X~ 7 OR 8%
L7,
ZORER, FT7urXX~T7IL, PCso lZ X 2 TIX AHR 2% LT 2~ Lz, —
7. RLAUCIZ L 25l CiX AHR 2 A ZICHfl L7c, $£72, FIuxX~7i, HiR7 7
A XU T EREFFIAERBICIHE Lz, b7 e X< 7132 & OUFERER D BAL i~ Dt
AEFHFHIEBEICIEI L=, ~7 a7y —2 0 U 2 SERUT IR 3 L7e o7,
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A. BAL inflammation

30

25

20

156

1

o

o

6} B&

Number of cells (x1G3/uL)

-10 *

—Phase | Change
== Phase |l Change
— Endpoint

. @ R

Totals Macs Eos Neuts

B. Antigen Priming

-
=L

0.1]

RS

Ascaris AUC (R .min)

.0_1:

.0_2:

-
W

Phase | Phase Il Endpoint

C. AHR (PC3o)

;05 ==

0] b=
| -

-1.5; J_

T T T
Phase | Phase Il Endpoint

T T
Lymph Mast

D. AHR (R AUC)

0.03+4

0.024

=
o -

0.014

0.004

-0.014

-0.02

HA D-RAUC (R | log,o(mcg HA kg -1))

-0.03-

=
=

Phase |

T
Phase Il Endpoint

A BAL IENORIEMIEE (0=21), I B: #7747 (n=20), K C:PCxo il LD ER¥
I AHR (n=18). M D : RLAUCIZ L bt 2% I AHR (n=14)
T—HIIEEY - IR 2 2L EORITEHME AT HERRZEZ R L, R 1 B SR LBk 11 B
HORIEEEZR LTZ, =2 FRA » MIF 2 HOXEBM O EN B 1 HOKE O EEW LT
BonN-BlbEEER L, HEFPHREITT Y FRA LV FORTEE L, RERHEZ (o FRA
F2Y0 Z5Te) & L. Student @ t FiiE Z Ml CEME L 7=,

* p<0.05, ** p<0.01

Totals : #flfa., Macs : v 77 7 — Eos : if#£Ek, Neuts : #FHEK, Lymph : U > /REK|

Mast : AE A

AZOAFIILTUILX—ETILICE T RMBRERVURIEICHT S F5O0FXT ITDER
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10) B&ER/N\A A X —H—IZxT S4EA

OmEF NS < —h—"7

AR EED AD BEZ G L L Ib A EZRERR (D2213C00001 #kER) KLY

TR MR AR 5 K OPFH #5308k (ECZTRA 1, 2 &Y 3 &) 2B\ T, i

A F~—h—EHit LT,

D2213C00001 &5 M N ECZTRA L RBRICT 7 X X~7 % Q2W THRE IN/-BFIC

BWT, Th2 BEEIMIE A 4 ~——Toh s CCL17 KT POSTN i, 5 4 HEENG

BEICIRT L, #5 12 RS SUIHR S 16 B R TS HIZIK N L7z, DPP4 OB < #

WTHo, BhE 12 BRI S 16 RSO Mg H R E PRI — 2 7 A 2T

ER L7,

D2213C00001 A%k, ECZTRA 1. 2 X O'3#BRICEHBW T, &5 12RO iE IgE X,
b7 RX X THREOBETIE, 77 R REOBEITHARKD o 7208, KRR
(LDH) T TNIEF LIZOHRTH -7,

AD BEZRRELE-FIbHERRUVFENERREAKZRELTO
MENAFI—h—DE : F50FXTT 300mg DTS5 ERITHT Lt
(R=ZXAFAUDEERTHRETODELE)

%5 b FHFAER = 75 5 AR R
Mg/~ A A D2213C00001| ECZTRA1 | ECZTRA2 | ECZTRA 3
~—J—a kbt (N=103) (N=798) (N=792) (N=378)
POSTN B 5. 4 JEE S 0.79 0.83 - -
#eh- 12/16 FEI b 0.66 0.79 - -
CCL17 5 4 AR 0.49 0.60 - -
Beh- 12/16 FHI P 0.41 0.42 - -
DPP4 5 4 AR 0.98 0.94 - -
Beh- 12/16 FHI P 1.00 1.03 - -
IgEe B 5 4 FAF - 0.89 1.00 0.90
B 12 A 0.73 0.78 0.92 0.82
Be 5. 16 — 0.66 0.91 0.80
LDH Be b 4 JHEE — 0.93 0.92 1.03
B 5 12 I — 0.91 0.94 0.95
B 16 I — 0.92 0.94 0.95

) QW Q#EMmE) HELIALDT—ZDHR LI,

a: N—AT A NIHTDHHOEEE L TRENTZ I TR X TOEL T T2 ROEICHESEEH
Lz, Z7I98RICHTEH IR~ T7 Dl L TORLE, —IgEICOWTIEERcEBROZ L,

b : D2213C00001 FRERIZI WV TITHE S 12 Bl R (BEHTEER) . ECZTRA 1 BRICEB W TIER S 16
TR (R G- R TR .

c: N—ATAPLOEBOFRMEE L TRENTZ N 708X X T OMEEOT 7 BHRDMEIZESL
ELTRLT,

N : AT SIERIE., — @« T —XITNE SR o T2,
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QBN F<—H—"1"

HEENGEED AD BE 255 L LB EAIR 5385k (ECZTRA 1 #ER) OFEH )
SR SNIIRE RS MR EZ TN T, REAS d~— I —ZmE LT,

#eh 16 MR SICBWT, REE, 7 I7F 2 16 K ONERIEE~— 7 —Ki-67 OFH &L,
AFIBETITHAD LI, I BRETIIF L A EBRRD R o1, S v
78 S100A7 OFRBEIL, AFRETITD LR, 77 REETEHEMEOEETH- 72,
NYTHEEDH D X 3BT D LOR KT FLG OJH BT, AFIRETITHIM L7=28,
7T RBETIIERED £ E TH o772, CDlle BRI E N~ 2 17 7 —I8%id, K
KIBETIIRD LS, I EREECIZb TN LT,
EHMWRIE~——MMP12 & O Th2 &I 59 5857 (CCL2, CCL11, CCL13,
CCL17, CCL18, CCL26 # &) » mRNA JHEX. AFIEECTHA Lz, FEEIC Thl17
KO Th22 iz 7 (CXCL1., PI3, S100A7. S100A9. S100A12 %5 de) @ mRNA
FHEES, AARETEAD Lz, —F., IBER@H~—»—ELOVL3 K& A hox 7=
N\ 7 <—7—CLDN23 ® mRNA ¥Hl &L, AFIFETHM L7,

@#B T KYEKE (Staphylococcus aureus) 2k 2 EEa 0 =—Hak 18

HEEENGEED AD BF 255 L LB AR 535 (ECZTRA 1 3 R) 1B\ T,
S.aureus DFfE 2 0 =— AR I T8 % 7 L 7=,

M GBI BT, Saureus |2 K 2§ =2 0 = —BRIIAFIEETIX 969 226 22
gene copies/cm? (FFHfE) (2, 7T BHRRETIZ 649 005 238 gene copies/cm? (FHHLfHE) (2
Wb Ui, AFIBETIE, 77 BRI TI000 LI Lz [(R—=R T4 UinbEE
16 WERF S FE TOZLEIZBIT DAK O ZvRIZxT DX 0.09 (p<0.0001, %D &
% WAl ¢ BRE) 1o

(3) 1EFARBNER - FriwaFR
LB R e L
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VII. EWBEICEI SEA

1. M REOHS

(1) AR LRI PiRE
BB L

(2) ERERSHEBRCHEIA-MPBEE
1) BEEE5 (MI-CP224 #ER) 19
H A NBEEE R B 2 24 B AA] 150 mg, 300 mg X% 600 mg ZHEZ FHEG L&D T
0% X< 7 OMEFREHBEL RN PK XT A—ZFLUTOERBY THoT-,

120+
- |eaeetpene FZOFRTF 150 mg
i |==g=-- FZ7OFE7TF 00mg
51\,! —B8—- FFTAEFETTE00mg
ry | '
E i |
= 90 / [ ™~
a |
- r{ 1 \t
e \
f | N
Sl \
~ f B
) ]l N
At i
x M'%ﬁ“u T
e | | 0 \ﬂx
0 30 [ Tl T
I~ ! %{T l“'-u T —
e ! dr +_% e o T
1 i — 1_)""--_ -_\_\-
| % ...... & i B PR
 JRRhEETDs SR -”_- ---- N
0
I I I I T I I
0 3 7 14 28 42 70

E&5#® (H)
175 R EEHERS  (T-fE + AR R 22)

A 150 mg, 300 mg X3 600 mg ZHi[E & Fh L7z &D PK/NT A—X

b5 Crmax tmax AUCo- ti2
(mg) (pg/mL) (day) (pg * day/mL) (day)

150 24.4+5.5 6.0 752+183 20.0+2.1
(8 f) (3.0-17.0)

300 45.6+8.9 5-0 1501+383 20.9+2.8
(8 f) (5.0—9.0)

600 7.1

105+21 36411328 24.6+7.3

(8 f) (3.0—9.1)

BT TR S . tmas (E P JUE (/MR M)
) EE. AR NI R X< (B EEz) & LTHIREIC 600 mg % T#&5 L, £0#%I1E 1\ 300 mg %
2 W TR THRET %,
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2) REH’E (ECZTRA1HE) 20

AD BE A5, AFlZWEHEL LT 600 mg 2R F#5- L, #0%, 300 mg # Q2W T
16 EMKER TG Lz & &, FHMmEPREITES 16 #  CloEiRiBIcE L, EFikiE
I8 D Cuough DT AR 1L, BARNEER (96 #) K OEEBEEN (602 #)
T, N1 114.6+48.6 pg/mL X 11 100.0+43.7 ng/mL Th - 7=, 77 R % 16 #MEFIE KL
TG LG 16 l CAAIER G LI BE TIE, ROBRREETH 55 28 #l F ClaidEwikee
ICEL TV, &5 16 T Q2W 725 QAW (U] B 2 74k 5, &5 28 #H D4 Crrough 1.
P16 HOK LT . BN PK & —E L T,

) EE,. RACE T edX~T Gl M) & L THIENS 600 mg 25 FH& 5 L, £0%i% 18 300 mg % 2
JAM TR TS5,

(3) hEH
AR L

(4) BE - tAEDOEE
1) BEOFE
MEE R L

2) BHAEDEE

TCS D =E

HEANE ARG P 538 (ECZTRA 3 §5R) (2B 1725 F 70X X <7D Cuough 1. HAIE
558 (ECZTRA1 KON 2 ilBR) @ Cuowgh ERIFRETH -T2, ZDZ &5 TCS P
HiX h7uXX~70 PKICHELZ RITI RN ERRBINT,

2. EMEERI/SA—4

(1) B@irHE
IMIZIREGZNE (NLME) f#tT
UhniEiaze & BIRRZDIR G E T NV A AIAR — IR ONER GEEEMTENED PK)
D2 XR—hKA L NET V]

(2) R UNER BE SE 3
PopPK fi#HTIZ L W HEE S5 Kald 0.184 day! TH -7z,

(3) HREEEH
AR L

4) 2VU752R
PopPK fi#hric L Wt S b5 428 CLIZ0.149 /H TH -7,

(5) HHAEE
PopPK f#NTIZ & 0 HEE S D B FREFFO DA BRI 4.2 L (FRSFEM : 2.71 L, K
RS FE - 1.44 L) Thot-,

(6) Tt
AR L
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3. BEE (KE1L—>3>) M@

(1) B@irHE
NLME f##4T
UhniEiRzE & BRRZDIR G E T NV A AIAR — IR ONER GEEERITTENED PK)
DAL=k A NET V]

(2) RS A—2ZEHEHR

1) EMHEICEET ISAEEIINEEHER

PopPK it % 5 3B 51557~ AD B4 2,066 i, 3 BR) B 155 L7z BB 441 4
KON 2 B 545 b N - R ERE 54 Bl F 2,561 BillC->W T FEhE L 7=,
KRB, R TR X TIRERIIED L, REDSMC AD BEICB TS T
X T BRBEEICEROICERRN DD EEZ N ILEREIIFME L 2o 72, L, K
HEBEEIIHEET 200, BE-RICHENT G, REZT TIIBEEDIXL SEA25E
BIEHATE S, KEEI N T3 X~ T BREROGIEDIEL SDE DT R CTEHHTE
HHDTHARL, BOMICHEREELZBLTTHLOTIIRANWI b, KEICKLHHE
BEOFENI LT &R L=,

- PERIL R, AFE, EEORE (AD, ME., B/ | N—X T4 CORBEEE, B
REfEE K OWTFHRRERE I, N7 e X~ 7 ORFEEICE LIXTERMICERO & 5 2T
o tz, £7-. ADA FBUBEE K . PopPK fifhT Tl3dbZs & & LT ADA % 2#{f L 722>

S77,

2) BRAEOEE
[E| B2 [F 55 O b FE A B e B (D2213C00001 #kER) LAKEIC i S =4 T AD RBRIC
BWT, Naxx~702gREZ L0 R EFIREIZEEIE S BT, 600 mg DE
RS- MThiz, PopPK £F /LD I 2 L—3 a VOFER, ARG Lo -8541%
$5- 10 R L CEFRRBIZEIZE L72d . ARG L5813 5 6 Bk A CEFIREEICE]
#E L, 600 mg A& 5% O MIEFIREX, AD BHFICBIT5 M7 2% X~ 300 mg Q2W
DO EFIRREIMIE P IRE 2B 2 720 EHEE ST,

_ 100} NVVYVYVVWYVVVVVYA
-

£

(=2}

=

= 50
©

£ :
E 30
s

o

©

—

|_

0 4 8 12 16 20 24 28 32 36 40 44 48 52

Time (weeks)
A HEDOFET EIFETICB T HMET 7 rnXd X~ 7 RED
HEhE T I 21— g
T BRI 7 AD HRE (RE 75 kg) A xI4IT. 600 mg DAMEE 21TV (Ef) I ThT (k)
Fo7r*¥X<7 300 mg Q2W % NG LIZRFORE —FRFM~7r 7 7 A LDV Ialb—ra b,
B89 72 PopPK 5V X 0 1ERK,
AR DOARBENTWA HEL AT
WBHE. RAZIE NI X~T7 (BT L) & L THIEIZ 600 mg # TR G5- L, £0#%I1%1
[F] 300 mg % 2 WA TR T E3 5,
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4. wmnm

B T B G4% 2 ME TR E D e RIS 2 R o P fElld 5~8 A Th o7z, F7z, PopPK fif
T L0 HEE SN2 P TR GRE DRI AL T _A TV T 413 76% Th -T2,

5. o

(1) 17— KRB P& @ 1
LR L

(2) 1% —RaBERAFT & B 1%
EER R L
<BE>
AAlTe b IgGa £/ 7 —F AR THY | b b IgG 3REREM @@ 5 2 LM b
Tn5,

<BE BWMT—F (W=rA4H%N) >

AFN &t BRI 1 BIFF 5 BIFIRPNE S L72IR « BRI AICBE T 2B O TitBric
W, 4 BIREDIENR T = 7 A AT FRIE S IAH] 10, 30 X% 100 mg/kg &% 5 L7z,
MR 2 4105 20 B (FIEIEEE) 26 EUIBAREE CREM 2 DERFER T L, 7 EEIBAREIC
VG IRIBES M 2 e B U7, EORESR. HEW OTIE 48~55 H O D Cmax X TN AUCus55 1X.
FEIZHE L THMmL, #BEE R Lic, W EUBRRFOREO MFET b7 ax X~ 7 RE
(%9 B IR oM IR E OEI A1, 10, 30 &Y 100 mg/kg BETENEH 53.8%. 53.1%
FN363% THo71=Z Enb, WBREEE L THRIZICBITT S 2 L8RS TV,

3) At~
MY ERe L
<HE>
AFIDOE NAH~OBITIIRHATH 50, AFliZe b 1gG4 £/ 7 n—FAHfETHY ., t
N IgG ITHAFITBITT D Z ENFLN TV 5D,

(4) BEEA~DBITHE
MR L

(5) DDA~ DBITHE
LR L

(6) MIREFERRKER
U B L

6. &
(1) KBELLR U MR
TR %X~ TR FRTF RO DT 2 BRI RSN S,

(2) REICBET HB% CYPF) O5HFiE, F5F
AR L
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(3) PELEEHROAREVEDFE
MR L

4) KEPMOFEOEREVESEL., FELE
AR L

1. BEd

FTuXRXTIIEASHESND Z L THAT S, PopPK f#ATIC LY | FEHER) AD 84 (IR
& 75kg) (ZRT DRI (te) 13 22 HEHEE S, WEEMEY A B U A 2K
T 5 b IgGe £/ 7 v —F NHURO R HEE I & — BT %,

8. FIVARR—E2—ICEHT S8R
M PR L

9. ENFICKEIBRER

AR L

10. HEDEREZRI HBHE

(1) BHERSEE
PopPK fEHTIZIS U T, BEAE ST ARIE O AR RER S [HERRERIAJEH & (eGFR) 30~
89 mL/5y ] 13, BREERIIN LERIRAVICE RO & 558 & KT S e -7, BHEOBKRERE
HTHEBENPOR/ONLT —ZIIRENTEY . PopPK AT DENTXI R D 18T~ 72,

(2) HHrEEEESE
PopPK ATICHWN T, BEDIFHERERETIX, T r¥X~T 0 PK ~RIFTRET o7,

=

PRI HEEDOHRERE 26T 2 BEF OGN T —ZIZR6NTE Y . PopPK fiEHT
DFFHTRIGED 9 il T - 7=,

Q) mEBHHE
SeIEIFEOPEATIICIL, PK UTH IS LIZT ADA ORBIT - 72,

11. EDftk
AR L
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VIII. £ (EALOZXES) (I 5EAE

1. BEENBELZDER

1. &
FHDOHET, BEEEDOARICHEELTVAIEMDLLETITS L,
(fE)

AHN OB IEAE M ZHET 5720, 7 b E—MEER ORI ICKE L TV 5 ERIS X0 AH 25
Khshbd L HoBE LT

2. ERABRLEZTDERH

2. R (ROBHEICEBELGENI L)
FEIDORSTISx LBABECERETENH L EE

(fE30)
EIHM ORI EERELE LT, BEPET—%—2—F (CCDS) #iEx, s EL
776

3. MEEXIMRICEAET HFELZDHEA

(V-2. ZRESUINRICEET SR 2252 L,

4. BiERUVHEEICEET 58 L TOHEE
[V-4. FHEEAXOHEICEET IEE] 2203528,

5. EELGEFRWIRE L EDEMA

8. EELEARNIEE

8.1 KA GEHFOAET 7 F v OHfIL, ZEMEDHER I TWRVOTHEIT S Z &,

8.2 ARHFINTEH & 5Elh SHHHAI TR, ARG L REAHFELIAT 0L ERNSHDH Z
CEABEICHLUTHBAL, BENEMLIZZ AR L) A THRETH 2 &,

8.3 AHFIOFGEIARITHT= > T, BEFRMRICB T, BTERMICL D0, ERIOEEOEE
Db ETHEERITY) 2 &, BHOHEGEOBEHIZOWTIX, ERINZ OSP4 [ E IS
L. T BB 2 I Uizt ARAE G52 XD AR & S HLEIZ DWW THRE DS EAE
L., BEAOHEICHKG TEAZ 2R L LT, E0EHIEEDL & TET S Z
L, BOBELHOmEMA%G. AN L 2RIERAN DI D HE0 B A5 O/ O R #E72 R i
ERDAREMEN D DL EICIT, EbICACHE G Z RIS, ERIOEE T CEEICEIZET
L7 EHYIRAEEITH T b, Fe, AARGRICEWER ORBEN DN 2561, B
BERI~ERE T2 L ) BF IR E AT 2 &, BHEAOENGZBEFEHR LWL D B
HEEZRL, T XCOREOREREEFECHETIIMEOREELITH L & bic, HHKE
HOES g BEEET DRt 52 b,

(fiEsn)

8.1 AANKEGEF DAY 7 F U AEBOREMENHER IN TN b, CCDS oit# b £
ZRRE LT,

8.2 AKX AD %258l S ¥ AT/ | RIBAHAIE 2k L CHAT L EnpEpZ b
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ZMaf 5 HAH TR E L,
8.3 HEBEGIZRIT D RN ESFHL L TRE L,

6. REDNDERZAI IBHICHT IR

(1) EHE - BERFOHLBHE
9.1 &6HE - MEEZFOHLEE
9.1.1 F4EmEEEE
AHN %G5 HRNCFERBYOIRIREZITY 2 L, Fo. BEDIAAB G I FA bk
R Z U, PUFAE RIS X AREN IR 7255120, T4 BB T 5 £ TARAIO#
Ha—Rphibd 252 &, RFNXILA13 ZHET 2 2 L2k 0 2 BIGEINE 2 WEs S, FE
HUBYR Tk 2 A IRBA RS RE 2 )58 S 5 FIREMEN & 5,
9.1.2 RHIX 704 FRIREEZZZ(TTWSEE
AR EFEB IR OZAT oA FEAICHFIELARWTZ &, BAOXT oA RORBES LI
Lalzix, EMOFEE T CRAIITI 2 &,
(fiAs0)
9. 1.1 EWNADOEEERER TIE, 24 BITRYE U= B~ R ERIT 72 < . ARFKI D A dUs
(T DRE I E~DEE L RFATH S Z L0 b, MY CCDS Oit#HE2S KL,
RIE LT,
9.1.2 RMixT v A FAREIEZZ T TOWDREIZBNT, RO AT aA Rofkh a2 Hik
L7et, A7 A FRRFEICBWLTa Yy b —/L ST ER S I B L3
HAREMENE Z LD Z EMBRRE LT,

(2) BreEESE

BRIE I TV

(3) FikreEESSE

BRIE I TR

(4) 4£REREZRT S F
BRIE STV

(5) WEim

9.5 HEIF

1t SR LTV D AMREME D & 2 etEICid, 1B EOF N fEiE 4 LE 2 &l S
NOBEEICDORKESTDHZ L, AFliZe F1gG4 £/ 7 o—F bk THY ., b b IgG 1Tk
MM ZEET A2 ENMoNTWD, 2, AREFRY =7 4 P L~Fh L7254,
e 2 U TR IRICRBAT 95 2 E R STV 5,

(fiF7)

9.5 AFIOIERERABREAE, [gG (BT 2 el a2k E 2, FEHIELO CCDS Oit# b
ZHL, ®RE LT,

(6) RELIwm

9.6 RELIF
PR LEOFEMER O AREOFEEEZZE L, BALOME TR ILEZHREFTT o2&, K
Hloe NFHIHF~OBITIIRHTH DN, AHFliLe b 1gG4 &/ 7 v—F Ak TchHb, v b
IgG ITHNFIZRAT T H Z BTN D,

(fiFa5)

9.6 AFNIOIEEARRERARE., [gG 12T 2 ARG R A E 2. FIKLD CCDS DOitik b
ML, BE L,
VITI. %4t (R Eorgs) M+ 5HEA 79




(7 IMNRSF

9.7 IMNRZE
ANV A b b U T BRI RRER 13550 L T ey,

(R 3L)
9.7 AANDO/NRIZE T DEEERRBERE GOSN T RN b, CCDS DIEHR S B FE 2 5% €
L7,

(8) mEnE

BRIE I LTV

1. tHHE{ER

(1) GtRERELTDER
RE STV

(2) FREE L ETDER
RE S TR0

8. ElEA

1. EEH
WORWERRH LoD Z N DHDT, BEELHoIITV., BEPRDONHEICIT
WehZ k4 57 CHlEUREEITO 2L,

(1) EXGEMER & DHER

11.1 EXLEIEA
11.1.1 ERGTBEBE (FEA)

TF T4 TX—FOHEERIMBIEN D OO ERH D,
(figan)
1. 1.1 HFET2HMI0RGERMTHL AD BEZXIRE LEBRRABRTIE, 7774 7% —
E Vo EERIBEUEDRIUIGED bR TWRWNWE DD, MiEERE Z x5 &L LK
AR (PN TIERERH L ENbRELT,

(2) ZDibDEI{ERA

11.2 =D EER
5%LL I 5 %0 A< i

JRYYIE K OV AR | ERGERRY (RHSAZE, WABAZ &

JiE wie) . AEMER

ST FERERALAOE GRLBE, 8. JEAR

) (11.7%)

IR PNIONVINFAEA L FRERHEINE

i

MR s T LR — RS, AR
(fiFa)
11. 2 BIEA OF X, HARRBEAE (ECZTRAL, 3 & 1'8) KN CCDS Oit#i s+ 2% & L

77
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SEIFRRE—RES
HEABEARBAERUVBRREBRES -

7 R RS xR & L2 ERRER 3 Bk (ECZTRA 135, ECZTRA 3 #lk X O ECZTRA
8 bR) DOOFEENTIZIVT, AAl 300 mg % 2 HIC 1 [mIfeE-&hiz 1141 ] (AARAN 149 #il % & Tp)
D RIVEF DI BFIE I OVEIA 1T 494 ] (43.3%) TH Y. 5%LL EFILUZBIERIX, TESEALIS 79
Bl (6.9%). FEREZ 7161 (6.2%). LWASEAZ 66 ] (5.8%) TL7z, (KGREE)

MR X 15k 1141 1
BIE 8 BB 5L 494 1
BHWERRBUEE (%) 43.3%
= 5 ; BIE 28 O FlHA 1 5 BURE (51155
BIVEH 4 O FE 4 GBI
JRYLIEFS X OVEAE HUE 151 (13.2)
AE A 71 (6.2)
ISR 66 (5.8)
GBI 19 (1.7)
NHEA S 8 (0.7)
—i% - RHEER L OBEERALDIRRE 134 (11.7)
TS s 79 (6.9)
S RLBE 25 (2.2)
A 21 (1.8)
SRR AR 11 (1.0)
TEFHAL 2 9 FERK 7 (0.6)
A SRS 6 (0.5)
TS 1 e 6 (0.5)
TE AV 4 (0.4)
TESHEAL PN H i 4 (0.4)
EHEALIEE 3 (0.3)
SR E 1 (0.1)
AL 1 (0.1)
TE S R B i 1 (0.1)
S A A 1 (0.1)
AL R E 1 (0.1)
MIEF LY LR pEE 15 (1.3)
T PR ER B INE 15 (1.3)
i R R AT 5 (0.4)
T EREREE N 5 (0.4)
AR fE 2 17 (1.5)
T LV — e RS 14 (1.2)
SR 4 (0.4)

MedDRA/J version (24.0)
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9. REKRREHBRICRETER

10.

11.

12.

FRIE I T

BEERS

BRIE I TR

BRALEDERE

14, BREDIE

141 ERBREMOZEE

<DYoT>

14.1.1 &5 30 7aix BLICHEENSIRY ML, AEroHsFic, |RICELTEL Z
&

<RU>

14.1.1 #8545 paic: BRICHEEN SO L, AMEsbHSTIC, |RIERLTBLZ
&

<EHHE>

14.1.2 WENEH-T-0 ., BOLED, R RnALNTEGEELR RV U v DICHEECTHEYR DA 5
NTGAITIE, AFNIEHA LN &,

14.1.3 EHOMEFNTE DL ETAHRANOE Y v 724N b, #tFx vy v 7Z2HLTEHE
HItEG3T5Z &,

14.2 EFBREROZEE

14.2.1 Fe FiESHE, KBRS, BER T EREERICIT D 2 &, EE~ 5T 285813, ~T D)
DENLTHRETHZ L, F—EI MK UERTL2Z 30T 52 &,

14.2.2 [ER7REREOEANGES 325 2 &, RIENBUR/EAL, R, B, #EUT
WHE D& HEAL, 7 b E—MERER OFROIRAE Z £ 2 SALICITES LianZ &,

14.2.3 OFEF LIRS LN &,

14.2. 4 AFNT 1 EEHORAITHY | FHEEH LW &

(fifin)
FEHEOFLH KL Y CCDS DRt I £ 2 5 E L7z,

ZDHDEE

(1) EREREEAICE D 1R

15.1 ERERBEAICE D < ffR
5 TURHRABR 1 380 M OV IIAHEASR 3 3kl (Bl 55k 2 B8R K OVOF R ¢ 55k 1 5AR) T
KRN OG- 2520727 M E—MREREBED 5.0% 035D HUA (ADA) BETHY (KA
B GETGMES 2 3 Te) . 1.0% THRFUADRD iz, ADA OFEBLIT K 5 AH| O 2y )
RE. AMER QL ENE~DRZBITH 5Ty,

(figah)
15.1 AD HEZ %5 L U2g TR K ORI R O b B2 E 2. CCDS 2%
L CRE LT,

(2) FERREREERICE D fH$R

BRIE I LTV

VIII.
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IX. FFERIRBIERICEST HTRE

(1) FRhFEEHER
VI BBl 2 E ] QTSR

(2) ReMEBHAR
N T v X< 7 % AW 22 SRR 2550 L 72 o T,

<sE>

1) REHSEHEHR (H=v14H)L) 2

H=7 AP hTrFX~T7 10~100 mg/kg ¥ 1 [0, 28 AR, 13 XX 26 M &R
HLU, Lg% (ECG, HR R OMLE) . FERR, 178) (—MER) OfMliZ 30 L7,
FOFER, FTuXRX~ L HEETRD LR o1,

2) EREEMRUVEERORES VICBEYOBEEICET IHER (h=01H)L) @
HRT =27 A PN F T rFX<7 10~100 mg/kg % 1 [0, iR 20~160 H IZ#HARN IS
L. B> & O HAE VL CHEA TEN PRI 4 50E L 72,

ZORER, ERRST, FERERS. B, HRER, 5 RENLOEBEL, Uy
Ay XU 7ITE, DR (?%ze\ Wl OERD UKRS) . IRRH (fiilE, IRERIRZ:.

JEMINFTR) . Ea—, WHEMNE, BV T v 7 (BEIQSCEREED ER) 7l

IZh 7R X TIZ L DEBITRD bR d o T,

(3) TDhZEEFER
<BIRHIZFIERER >
1) BSMC (’B(f%b/b&@AEﬂé (in vitro) 24
MREERE e N BSMC IZB1T 5 A& I (WHEMET F=2 8) I2X 2 Ca? BB 2T 5
1L-13 OERICKTT 5 % TaX X T ORBERF L, NTuXXT XIETA VLA T
oy ha—LHRTH D CAT-001 (W 1ud 67 nmol/L) TF/E FC. #EE#E  BSMC %
IL-13 4nmol/L & & $1Z 18~24 Bl L7z, B AX I 2k D Ca2 @ BIE, d0kA A —
DT T — )= —%H\= 96-well 7 —~v FTHIE L7z, B AX I RGO
— 7 WO ERISHRRZER L, AUC ZHH L7,
FORER, IREEHEE N BSMC IBIFAe A& I 02 k% Ca2 @B, IL-13 LW AE
IR ST, N T R R XTI O A A EICIE L2y, CAT-001 X6 L7edro 7o,
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100+
ns

80- * %

60-
40-

20-

-204

% Difference vs Untreated

Untreated IL-13 IL-13 + CAT-001
Pre-treatment

100- *

80" r 1

604
404
204

=

% Difference vs Untreated

-20-
Untreated IL-13 IL-13 + CAT-354
Pre-treatment

CAT-001 (KA) KOFFu¥xX~<7 (CAT-354) (K B) IZ2W\WT, RAEMINO AUCIZHT5H (AL
BEMno) AUC OESER#E+SD CF— % &0 LTz, BEROHEIL, one-way ANOVA % V>,
Bonferroni O % & K E TIT-> 77,
*=p<0.05, **=p<0.01., ns=HEHHIICHZ TIER
VREBE FBSMCIZHITH Ca2™HED IL-13 [Tk B ERICHT S
S OXXTTDER

2) BREYRY A

kT8 %X~ 7 OEAIGEROEREICEE L TWD Z EnD, ORI X7
DEIRTDAHREMEN H S, TL-13 OMENC L D) A 7 1B L, KIEHR G 2B ki &
V2020 4F 1 H R E TOAK LD B ORVERRILO B ST HES X3 L 7=,

FOREFR, IL-13 KO IL-4 #PHET 5 2 12 X A% sl o 2 I 2 22 M U 2 7 08

IX. FERRARRAER(CRE4 5 THHE 84



FE SN, EOMOEEGLY 27 O¥EINZ R TH IR bl ho 7z,

3) FCT7x9 % —HEE2

T aXx X7 D Fe i ORET T =7 X —HREICT 2 E8E2FM L7z, PTuedX~T
% 1gG4 FLRTH 728, FuiE MG ® (ADCC) KUK EMIaEE (CDC)
REDFexT7 =7 X—BEIFRWNEEZZOND, SHIZ, T axX~ T X rEEIL-13 4
A " HAEERET LIS £ 70 —F AHETHY . ZHEEICHS Lz IL-13 121X
WAELRNWZ END, ADCC KON CDC A2 AT 25 L 1xE 21 v, BEEATO 11-13 12
SONWTOHE TRV, FIrXxX<TDFeyR (Fe #~2%4K) 1. FeyRIIA. Fcy RIIB
F O Fey RIIA (26§ B A2 Mnt L7z — & Tlid, Fey RICHAT 2 AREMEIRIZE AL
RN Z EAURENTN D,

2. SR

(1) BEEHRSHEHR
B[l e G- 7R3 58 0 L 722 o T

<BE>
=7 AP NE RO KERGFEERBRICS T, Lo &80 PRl GRICAEEEZ R
THTRITRED IR o7z,
HEES5EYH (RERSSHHRBROYE RSN
e e G5 RIS D B AE
_ . Wk G- >100 mg/kg
nETAT e TG >300 mg

(2) RIEEREGESHHER

1) BARMIRSHMHEHER 22

D28 HIE#IRMNRSEMRER (h=014HF)L)
B =7 AP (EMES 16 1) T X~7 0, 10, 30 Xi% 100 mg/kg % 1 =], &
4 Al RN G- LTz,
ZORER., —MIER, FIAEE, BEEE, KE. ECG. m/+*., IRFIHIMRA, BRI T
MR (M PR K O MR A LR . IRear &, HIR & QYR B LA 7R & T
F7adXw7IC LD BHERITRRD b hoTz, EEHITED it hoTz,
e (NOEL) 1 100 mg/kg & HIEr & iv7-,

Q13 EMAIRNIR S EMRER (h=014HF)L)

=AY (MR 18 #1) 1T T rFX~7 0, 10, 30 X 100 mg/kg % 1[4, 13
MR FAIRNE G- LT,

ZORER, —HIER, HRBERE, BEfE, KE, ECG. Mm/E, REIHIMRE, BARRETRY
A (MEERRRA, MR LR L OURIRES) . IR B . R OV B 2 AR
BT, F7arXFXvTICL 2 HBHEELITRD o T, FEEHNTRD HLRh o7z,
NOEL /% 100 mg/kg &M<z,

)26 EFIRANIR S EMHRER (h=014F)IL)

I =AY (MR 25 1) I h 7% X~7 0, 10, 30 XX 100 mg/kg % 1 [6], 26
W FRAIRNEE G- L7z,

ZORER, —HIER, AE, ECG, IRFIRIMRA. FRWRHETAIMRE (MK FRIRE, ik
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2)

AR, MIRERE R A L ORIEA) | R REIGRA, BarE . FH & OV BRAHAR
FHIRAT, F7rX X7 HEHENITRO Lo Tl, SETHITED G
@) f:o

NOEL (% 100 mg/kg & HIlr & i7-,

R Tk 5HEHER 2

D4 BRRTREHER (h=714F)L)

H=7 YN W) IZhTaxdX~7 75, 150 X 225 mg Zi## 1 [A], 4 A EZ T#
517,

FORER, IRk, B, AR, BARESORE (MIRFNBRE, MikEEERE &
DMK AL R . BRSSE &, A OB MR T, 7 e X~7I2k 5%
|‘ DT'ﬂﬁ ium&)Eﬂfcﬁ?ﬁlszo %tﬁj ulu&)%ﬂiﬁﬁ)’)ﬁ_o

NOEL /X 225 mg & ¥ S iz,

Q13 BER THREEMHR (W= 1HL)

H= AV (MR 24 6]) I hTrFX~7 0, 75, 150 X% 300 mg Z i 1 (6], 133
W TG Lz, @HAENO AUCIIE MIBITDHETRBEED 335 Th o7,
ZORER, —MIEk, (KE, ECG, IRFHHIMA, R FRIMRE (MK FrMRE, mik
BEERRA K ONIIR AL RO . IRas B, SR YR EMMRA T, FIrdX~
T LD EITRD b no Tz, FEEHITRD Hive o7,

NOEL /% 300 mg & flr& -,

(3) EEFHEEER
LR L

<BE>
For%X<T%, RRT I JBNLRHE ) 7 a—F AUk TH 0 EEITAEILE
MDY v —REEARE AR W2 e s, ICH A R4 > S6R1 IC L7=3, Eix

mEMERR 2 2 L 2R o 7

(4) DBRABRIESER
LR L

<HE>

F7adx X< T ORI TH D IL-13 & ZIUTEREIZED > T 5 L4 250 L7ofREKIC K D%
DA AT =R, BB EVERRREN F T aXxX~T70FR 6 L L TWAHEEIC XL 5 IL-
13 ZN LIBRANMEY 27T A, KON T ax X~ 7 OERGEERRIC L0 15
DAV BB IHENC B L, 2020 4 1 H R F TORARKGR UZEED < BHPIiRIL O EA S
FICESEFM L, FOME, FIurdX~T7HEICLV IRBEEMTRERNAMEY X7
N ERET AT RN AR IS N,

(6) &EREHLESHHAR

1)

ZREBER VB R E TOMPEFELICRI T HaL8R *

DEZRREEICEAT 2B (h=9 1Y)

WEHES =27 A HL 18 4) 1T FTFrFX~7 0, 200 X% 600 mg Z i 1[0, 13 H[E
THE L, A&, @AERED AUC e MBI 2HEERERD 1054825 K 512
BE L,

ZORER, —BER, RE, HEMEA ST A —% OFE BRICRBI D EENRE, FEELM
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MOT7u—H A FA Y —IZXDOH, HROKRE S, HRRA, HRERE, R K
T OB RE K WIERRERUMA) | s EE, HIRA OYNEMMRAIMA T, FonfkX~7
IR mMEITRD bR Te, JETHNTERD oz,

NOEL /% 600 mg & |Wr 7z,

QU ZREBEICEAT 25ER (h=0 1)
M =27 A HL (184) I T urXX~7 0, 100 XiE 350 mg 2 1 [=], 3@
A A B2 2 (RET15[E) B IS L, AR, &HERED AUC 3t MBI
HHEERBEEO 105222 X HICRE LT,
ZORER, —ER, RE, MEEARNT A —% (HRREM, IR - T EEE - BolRss
mE, IR - TR - RE - BEOSIBRE OEEERRFIRA) T I rIFXv T
L BFMEEITBD DN Do T, FEEHNTRD SR -T2,
NOEL (% 350 mg & Il <47z,

2) & - BRIRREICEAT 2HBROFHEHAR (h=0 1)) ?®
HRAI =749 (16 #]) I hT7rFX~7? 0, 10, 30 Xi% 100 mg/kg %A 1 [a], #F
Bz 20 H7>5 48 H F TiF 5 RIFFIRNE G- L 7=,
ZORER., FEW RO - BRI W T—BIER, B E, REEMERFEERE (RIK
AAE, WBIRAEE, hiEERE, ARLXOEERE, HkEETOICERER, B & ONEDO
A TMAE) C, FI7rX XTI iTB D o7z, IREELD
30 mg/kg BED 4 B 1 FIF O THENGED L=, AkBa FhE L 7= sk (2381 2 e
KDY FME (CF¥ 9.8%. #iPH 0.0~25.0%) UNTHY . 30mg/kg FEOWHEITMIEHITH
D, F7aXdX~vTHEGICEIDHLOTIE RN EE X BT, 100 mgkg BEOMIE 1 #ITLE
FEH LR EIROKHE, 30 mg/kg BEDOHRIE 1 FIChioREfa k. 10 mgkg FEOREIE 1 6T
BRI BT, WT IO BEN (LB X bz, BIEOMEFREOEIAIX, 10,
30 %X 100 mg/kg BECTENZEH 53.8%. 53.1% K% (1N363% CTho7-Z b honF X~
TVIMERE A LR VAR ER ICRBAT T2 2 EAVR &N, BEMWICE T HNIEERD B/ -
776
NOEL /% 100 mg/kg & Mk S iz,

3) MFEEEAFNMRUEAEROREL VICAHADHEEIZRET 258 2
DILFEEHARRUVHEAR 1 DA ETORELVICBHADOHEECET 2R8B (h=2414HIL)
HRI =7 A4 (484]) (T rXX~7 0, 30 XIE 100 mgkg Z 4R 20 H 5 HER
S (BEL Chlk 160 H) £ Tl 1 RIEFIRNEEG L, HAER 1 7 A £ TRIZE LT,
ORGSR, FE IR, YRR, BEE, KET, M7 XXX o mEMEERIEER
D BN o T, BEEIMICEEHILERD S o7z,
IR 140 H LARTOWERE 2 & TefR « JR WA R R OWA - JEIZET1E, 0. 30 & TF 100 mg/kg ##
TENTH 4/16 B (25.0%) . 2/16 B (12.5%) KO 3/16 #] (18.8%) THYH . AiBrRD
FhhEax Z 31T DRl (F) 9.8%, #ilH 0~25%) L RRETH-T,
SERE (AEHR 140 H LARRICI 1T 2 RO HFE) 1X, 0. 30 &Y 100 mg/kg #ETEILE I
8.3% (1/12 f5l), 1/14 #l (7.1%) MOt 2/13 ] (15.4%) TV, Aaklk O FEhiht% 235
DRl () 5.2%. #iPH 0.0~21.4%) OHFIHNTH - 7=,
SELENREART I, XFHREE, 30 XU 100 mg/kg #ETENE4 160 HH, 161 HfE. 155 HIH
THh V., 100 mgrkg #EOFIJUEYRI NI HHE & it L Th T CEm o723, 2 FlZBR
TR BR M E DY = (162.1+5.6 HIE]) NWTH -7,
AR TR, —BER, BERERI R OV RE R, IRBIOMAE, IResEE. X BRIk 5E
RAEL R T R I e X~ 71 L 22T b o> 72, 100 mgkg FEDH
A LR ER VIO BRAE & LRl L TR 14~15% D 72 s> 7278, 100 mg/kg BEDO HAEWR O HAEN D
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HZER 4 30T 5 £ TORERINE I REE & FRRETH o7z,

HAROIMES b7 o X~T7RET, BREHTELONIZLVLVEFRBEULETHY
B0 DRI OEIEER~D F T 1 & X~ 7 OBITHED bivi,

REE e O AR AL SR (NOAEL) 13 100 mg/kg & filllr S a7z,

QUIEFRHAM R UVHER 6 7 AETOREILVITBAEDOKEECET 2HB (A= 1FL)

HRAI =7 49N (626]) [ZhT7rFX~7 0, 30 T 100 mg/kg ZHEHE 20 H~22 HD
26 BR M (MR 132 B2 D 173 HIZH0AG) £ Tl 1 [RIFRIRNE G- L, A% 6 71 H
FTHIE L,
ZORER, HEW IR, —BER, BERREIC X TR EE =4 — B, KE,
IR EHEN) EYNAON IR TR A=Y -GN N = e o= G A N s 1 0 | b o8 O R A WA/
720

fRIRERIL. BT 5/22 (22.7%) 30 SO 100 mg/kg BETWT LS 4/20 3
(20.0%) f;bof:o AGAERO TN (23T 515 el (F¥y22.5%., #iPH 6.7~38.9%)
DOFPFANTH - 7=,
m%%@%d\a30&@HMmMgﬁf%ﬂ%hWN@Jmﬂ%)QHMﬂﬁzww
KN 1/16 ] (6.3%) THY ., KRBROFIEMX I T 5 5E CFY 10.4%., & 0~
20%) OHEIPHNTH -7,
HAERTE, 6 A TOBLETHIA - HAERATE, HEROKE - EZE~OZITR
oo Te, 30 mglkg UL EOEGHOHAERTEN 70X X~ 7T LD AlRENRE 2 6
U5 HERR BRI 2 G CRRD HAT= 3. T DAV OB & B L doc FREE & Heilge L TN
LTCWebODOBEFINCERDOD DB E1XE X 2o T2,
BE~0F G5 30 mg/kg 75 100 mg/kg ([ZHINT 5 2 &I AR O BRER & 131y
mu iz,
RrEh K O\ AR IR 412 NOAEL 13 100 mg/kg & ¥ &z,

(6) BFTRIERESER
f=a—Y—F 0 FAAUYX (664]) (2 b7 1% X~7 150 mg/mL Z&GErH7-0 45,
75 0150 mg & 725 X HIZFNFH0.3. 0.5 1.0 mL CHRZ F#&5 L=, DR,
BHIZ L D22 EHIERO 6T, HEHAICS R 2B biTZio bz hoTo,
CHITRRD Bl o Tz,

(1) ZothorEHEt

1)

REABILFAREFER (invitro) 20

37 FDOIER & MEFKIZH T o8 MA VY TF AT TR — ML VIER LT XX~ T

(CAT-354FITC) OfE A VEZFEEPUARIBEEIC LV st L7z, CAT-354FITCO. 100. 250

N1 500 ng/mL Z#AEY T ICw#EH L7z (n=3), Optimum cutting temperature (OCT) T
IL-18 XXY S MiET AT I vk a— kUit 7 7 m— & B R A A L= uio i %
R GirEE ) 7 — Lz, ZOf5%E, Mat Lz b MEFMKICIL CAT-354FITC & D
RAFOSEITRE O Hiv7e o7z,
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2) HaERME 2
TP R A ARG 2N U723 BRI M L TRy, =2 A Bz iz g G- 3%
AR N OVEFE TS AR C, H1 b T 1 X~ T RO A 2 15T LT,

s hTuXdX~T &M 1A, 13 BEEIRNE S U ) B G-EERBR Tl 156% (4/26 #511) . 26
M EARN S G- U T2 B P 52 EBR Cld 25% (9/36 i) OB THL k7 1 % X~ 7 Hikn
R sz,

- TR X T H TG LM ARl BT 2Bk TiE 8.3% (1/12 #) OEMTHL K 7
7% X~ AR B ST,

s b a XX T EFIRNES LR R B AR R O A% 1 1 A £ TORAN NS RHMADORE
RRICBEIT 2RBRTIX 3.1% (1/32 f) . AT ART L OHE% 6 1 H F TOFRAEN NTRHA
@%%K%ﬁéﬁﬁ?mmﬁ%(%mﬁ)@lﬁ%fﬁb?m%ﬂvf#%ﬁ@ﬁéhto

c T aX X T EFIRNE S LTIR - IRIRBAICET 2RO Tk N T e X~
% 2 F#E U T HER G REIC %#éﬁﬁfi#b7m#xv7#mi&méhﬁﬁoho

3) GEEMEAER
IERIZHT 5 b T a X~ T DT, ﬁ 7 A W T ARG R R L OE T
T A= BT B OV AE B R AR ONT REHAR OREREIC B 3 2 3Bk CTRat L 7=,

b Xe T EE TR LM RERICET 2RI N T, A - Xy hE
7= (KLH) (292 T MK FETUAREL (TDAR) (228037072,

- 26 TR 5B G- 3R, JLAB AR LR OHAR 6 7 H £ TORAEN N RHME
OERRICE T 2 BRI N T, RBBIEZBL Ch 7o X~7I12L 5 U 7 RER K OV ER
FEEF DO ZALITFED Bz ino Tz

- AEE G EERBRIC W T, EEER MR IR A SR SRR o 8 K OV B O R A
T, FI7aF XTI X D2LIERD e o7,

PEFER AT R O AR 6 B H £ TOIREN I RHROBEREIZ BT 2Bk VW, HAER
THAREEEE N7 0% X~ 712855 TDAR ~DEIIZED b T, dREEE h T a %X
~ 7GR E O T KLH 125t D MERSIZIE W2 v > 72, 80 mg/kg LA EDO G
DOHAERT R 7 XX~ 7LD AHREMEDE 2 O 2 MRREKIRIE A g TR Hivizns, 2
DEALOBEEE L EERE IR i L TN L T e b OOFEEFICERDO S 52k L
N R ARl
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X. EENEEICEAYTSEE

1. RHEXS

B A AR, BIEE, GEEEN  EE - EMEOLTRICLVERTL L
ARGy PR R~T (Bin M) . BIEE

2. EZHAR

HRBIE : 34
il IR < AR I3

3. AEKRRETOHRE
I - RS 2T, 2~8°CIT CTHRAF

4. BFVOEDIE

20. BIRWLEDZEE

20.1 D=8, AFNIANFHICANTERIFET D &,

20.2 AFIZEDTY ., BEFARICHS 2N L, £, AFIZIEE S LRI &,
20.3 FBIRCTHRGFT2HAIL30CEBZRWEAT CIRIFEL, 14 AURNICHERT 5 Z &y

5. BAEMRITEM

BEWMERLTA R HY
<TFVOLEY : HY

6. R—R% - ERE

BARRAA

1. ERSEEEAR
202146 4 17 H (FRM)

X, WEAREEICET 5HEA 90



8.%ﬁﬁ%?%ﬁﬁﬁ&ﬁﬁ%§%~%méﬁuﬁﬁﬁﬁsﬁﬁﬁﬁﬁﬁ

. REIR AR S SR A FLHELT W 5E B A
i A H RRES fEHA %A H

7 Rr7—Ye®

2 F1E 150 mg |2022 4F 12 H 23 H|30400AMX00450 |2023 43 A 15 H|2023 429 A 26 H
NIV

7R T
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FDA : KREVRASCEORLHE (2024 4F 6 H EkRT)
8.1 Pregnancy

Risk Summary
There are limited data from the use of ADBRY in pregnant women to inform a drug-associated

risk of adverse developmental outcomes. Human IgG antibodies are known to cross the placental
barrier; therefore, ADBRY may be transmitted from the mother to the developing fetus.

In an enhanced pre-and post-natal developmental study, no adverse developmental effects were
observed in offspring born to pregnant monkeys after intravenous administration of
tralokinumab-ldrm during organogenesis through parturition at doses up to 10 times the
maximum recommended human dose (MRHD).

The background risk of major birth defects and miscarriage for the indicated population is
unknown.All pregnancies have a background risk of birth defect, loss or other adverse outcomes.
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In the U.S. general population, the estimated background risk of major birth defects and
miscarriage in clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
Data

Animal Data

In a pre- and post-natal development study, intravenous doses up to 100 mg/kg tralokinumab-
ldrm were administered to pregnant cynomolgus monkeys once every week from gestation day
20 to parturition. No maternal or developmental toxicity was observed at doses up to 100
mg/kg/week (10 times the MRHD on a mg/kg basis of 10 mg/kg/week).

In an enhanced pre- and post-natal development study, intravenous doses up to 100 mg/kg
tralokinumab-ldrm (10 times the MRHD on a mg/kg basis of 10 mg/kg/week) were administered
to pregnant cynomolgus monkeys once every week from the beginning of organogenesis to
parturition. No treatment-related adverse effects on embryofetal toxicity or malformations, or
on morphological, functional, or immunological development were observed in the infants from
birth through 6 months of age.

8.2 Lactation

Risk Summary
There are no data on the presence of tralokinumab-ldrm in human milk, the effects on the

breastfed infant, or the effects on milk production. Maternal IgG is present in breast milk. The
effects of local gastrointestinal exposure and limited systemic exposure to ADBRY on the
breastfed infant are unknown. The development and health benefits of breastfeeding should be
considered along with the mother’s clinical need for ADBRY and any potential adverse effects on
the breastfed child from ADBRY or from the underlying maternal condition.

RRMAATSCEORLHEL (2023 4 11 A LET)
4.6 Fertility, pregnancy and lactation

Pregnancy
There is limited amount of data from the use of tralokinumab in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive
toxicity.
As a precautionary measure, it is preferable to avoid the use of tralokinumab during pregnancy.

Breast-feeding
It is unknown whether tralokinumab is excreted in human milk or absorbed systemically after

ingestion. A decision must be made whether to discontinue breast-feeding or to discontinue
tralokinumab therapy taking into account the benefit of breast-feeding for the child and the
benefit of therapy for the woman.

Fertility
Animal studies did not show any effects on male and female reproductive organs and on sperm
count, motility and morphology.
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4.2 Posology and method of administration

Special populations

Paediatric population

The safety and efficacy of tralokinumab in children below the age of 12

years have not yet been established. No data are available.

5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has deferred the obligation to submit the
BRINDUATLE | results of studies with tralokinumab in one or more subset of the

(2023 4E 11 A kE]) | paediatric population in atopic dermatitis.

5.2 Pharmacokinetic properties

Special populations

Paediatric population

The pharmacokinetics of tralokinumab in paediatric patients below 12

years has not yet been studied.

For adolescents 12 to 17 years of age with atopic dermatitis, the mean +SD

steady-state through concentration (at week 16) was 112.8+39.2 mcg/mL

for 300 mg dose administered every other week.

8.4 Pediatric Use

The safety and effectiveness of ADBRY have been established for the
treatment of moderate-to-severe atopic dermatitis in pediatric patients 12
years of age and older whose disease is not adequately controlled with
topical prescription therapies or when those therapies are not advisable.

KEORFILFE  |Use of ADBRY in this age group is supported by a multicenter,
(2024 47 6 HkET) |randomized, double-blind, placebo-controlled trial (ECZTRA 6) in 289
subjects 12 to 17 years of age with moderate-to-severe atopic dermatitis.
Of the 289 subjects, 195 were treated with ADBRY and 94 were treated
with matching placebo The safety and effectiveness were consistent
between subjects 12 to 17 years of age and adult subjects.

Safety and effectiveness of ADBRY have not been established in pediatric
patients younger than 12 years of age.
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