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TabvT (BTl z) BAOKREFERMEET A N7 A
Y (T hE—HEER, JEXWE, EF 2 BHERISER)
DO —EL FEIZ-DUNT

RBEHEOEE & S EDOEARTEF 2016 (2L 286 A 2 HHEFERT) 28
W VEHMEESOFERORKE(LMEEZXLS - EREVIAENTE D 2%
JCVEFNERL ZBEICLERBEICIRMET S 2D IRl e HEET A R
FAUERERTHZEELTWET,

Tabt v 7 (BrrEz) 85 (RPTE4 7T 282712 FETE 300mg
YIUUY) BT PE—MEERICH L THERTIBEOEEFHEICOWTIT,
[F o ~7 BaFifaz) MEORKEFEREET A T4 (7 b E
—MEREER) 1220 T CERR 3044 A 17 BfHTEAIKEI 0417 F 5 &
AFBEEE - AEHAEREERELEETHBERBN) . [E MBI LT
FATIEOEBERHICOWTIE, T2t v~7 (BETHIEEZ) WA
RIBEREET A T4 (KREXWE) 220w T) (B 31 423 H 26
AT AR 0326 55 7 5 RAGBEER - AEHEREELEEETH
EEM) ., BEZMHOBHEREERICH L THERAT2EOBEFEIZON
T[T abtr~7 (Bl R) BEOREEREET A FT7 102 (&
B2 BHRISPER) IOV T (FF 24 3 A 25 B AT A FKEH 0325
EEFEATBHEEE - AEHAREELFEEEHRREBEH) ICXVRLT
XL ATT,

Sk, BT a2~ T (BEFHBLZ) BEITHLT 2878 MR
T 300 mg RUDEBINTE LA EX, UEREEBEEHRLZ, T E 5l
MOLEBOVHENZLELEZO T . EENOEEKER R OIEFITXTd 5 B
FBBEWLET, B, WEROKREFERHEET A N7 14 %, BliR1 ~ 3
D LB TY,
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U Y, FETE0ng 2y (—&4 Tt YUY (L T At~ (BETEEZ))
N~7 (BfaTHEERZ))
3= Tab v NETEONg vV Y, FETFE| 33— Fa2b ¥ PETES0 ng v Y (—ik4

300 mg X (%4 T a2t~ (GEIEHEH
Z). LI TRH)
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1. [ZL®DIZ

=3 DA INE « ZAEVEOTERO T DI, B SCEFITIESWIZEIE 2 H 2 RO &
o, S5, IEOREFEMOMERT LV | HURE RIS OS50 72 i e AT 25
THEERMMPAREINZP T, INOOERLZEICKNE LT 5 BFITHEIICERMET 5 2
ERBIBROE L 2o TR Y | B MBGEE LSO IEA T #2016 (FRk 28 456 H 2 HI
HLE) ICBWTY, FER SO H O @b HEEZ D Z & & &N T D,

FHERMT 267 5 ERMT, BEERSCLZEE T 0 7 7 A VBB OEIRS &3 5
DCHEIRDZ N D, O, AL OZEECETHEERN SRS £ T
O, YEERLOBEZMZT 52 WS BEIC L THAT S & &b,
RIVEF SRR L 7= IC BB RIS e & 5 2 L N ATRE 7R 7E O B A il 7= 3~ = R B <l A
THZENEETHD,

L7eho T, RIA RTA T, BARBEESINE TIZELN TV D EFE PR - B
SRR IS D & | LUTF O BRSSO S 72 5 2 HEE T 2 B8R D B e g B2 K
OWEFHEE T,

I ARTA RT A %, MSTATEIE NSRS R A . AFEENE N B AR
JERF S —AERE N A AR T LR — 2 OV H RERIREERHES O W0 b & ER L
770

e s EEL: T2 METFE300mg vV P, R FHE300 mg <> (%
% T ab~T GBRIE IR Z))

R L RAPEIDE « BEARE TR 0727 M E—HEE R

WG LA MEROAE - BH, RAIIET 2 E0~7 (B Hl#z) & LCTHIEIC 600mg
Z R FHE L. ZD%I1% 18 300mg % 2 MM TR F#57 5,




2 KHIOFFE, EHST

T2t r vy MR 300mg ) oY R TFE300mg <y (—f4 : T a8~ T (&
s z) . LLF TAHI] ) 1%, Regeneron Pharmaceuticals, Inc.23AI% L 7=, Interleukin (IL)
4RO IL-13 2R R AR L TWD L4 Z/ET V77 (IL-4Ra) V7= NIk
AL, VA RTHD L4 KO 1L-13 2 Lizv 7 FouiniE% LES 58 iz e b
1gG4 &/ 7 a—F AHETH D,

IL-4 LN IL-13 4T LTz o 7 IV RER IR, 2 MRIER S 2 WA~ )Lx—T (Th2) K%
ETe) KOV Th MIBOTEMALSICH G L, 7 b E—MEER L O o35 7 ~ e —i
T LA X MR BOIFREICEE A RE AR TEELONTWA Y, £72, Th2 MK pEAT
WA MIA ANTEFREMEBREZEE L, REEESMX XV BORBREZRET L Z
EMB, T RE—MEER TR N T REEGIEREILZY, MRS EEDVTEEX
BRTWb, UbEXv, AENL, IL-4 KO IL-13 OV 7 FIVnErlETL2 22k, 7
ME—MERERICK L CIRRIRE =T 2 Enifran s,

(8]



3. BERECRE
B B 58 AR IR Z BT 21T o 72 2 B R 3B 0 Rli & 7,

(1) A7 vaA ROAHEOH FEFERIEE S IAHEE  (R668-AD-1224 35k)

[FBR O]

Medium potency (HADHGFATIZIA ha 77 Z RS T5) LLEORT oA RIAH3E

(LR, ITCS)) TERAR+7e7 M E—MREREE (HIEEEEL 700 #) Z X502, TCS

OFH N CORBIOF MK W22 REtT 2720, 77 2 ARRHEEL(L B E T

REMEERGRER DS AR, SKEFO 14 7 [FTIHM S vz,

AGERIT, 5 (52 ) RONBEREEAER (1208) KoMk, Bk - AR AH

300 mg (FIEID A 600 mg) % 2 #A5F L < 1 1 HEME XY 7 2R %2 52 @ FRE+5 2

LERRESNTL, NR—=R2AT A UEEO 7 AL ERINS —EHBEORBIHEEZFHT L

ERRTE S, RXR—=RA T A URELYD TCS IR A B L, D%, FHEEDIUR LI25E 1

k32 Ll aniz, 208 B DRI 2 8 RS HEBL L7235 A 1cid, B e 273 alhg

Lantz,

516 MEOEMIC L 2 HMh 2 =27 (LR, IGA]) 23 1 LLF2D =2 T A )

52 LL B L= 9g oE1E (LT, TIGAs 13253 |) & Y Eczema area and severity index

(LLFLTEASI)) A3 7 INR—2 T A b 75%LL ik U= g oElE (LLUF, TEASI-75

PERYE]) 7Y co-primary endpoint & S i1z,

KG LI HBFIL, 18 LA EOT FE—MEERBFE T, A7 U —= ZHRZLLFOR

a4 & &N,

(F 7p BRI E)

> KERER AR -2 Wi UET 3 4ELL ERTICR2H

> IGA 227 3 LIk, EASI 227 16 ULk, REREMHEICHD LT b —MER RS
DEIE 10%LL . ROE 5 R A 77 —L (LLF. INRS)) 2 a7 O @ fEo
M 3 LAk

> 6 WHALNIZ, TCS THRAR TS THLEOFRENH D : hFEA+4r L 1E, Medium
potency LA LD TCS (MBS L CTHNL Y =a—V URUEANAHE (LLF, [TCl) %
) A< b b28 FRURIRM SR CHER S0 5 BB OV TR A 0
W, HH G U C L BRI BISEIEMEROIRRE (IGA 227 0~2) AR T
XN L EERESNZ, BE 6 WAMICT bR D REPERIRO
RLERD B DI H TCS THIRA 3 & A STz,

VR & I DIEENIE DS EOERALIZ % L T Medium potency @ TCS Z 1 H 1[4 H L, FHEDMLH L72#1Z Low potency (H
KOSETIET 4= ~IF 4 T A7 TATHYTS) O TCS IV 1A 1|7 ARAAE, FiEFs2L s
iz, B LT-%E1E, Medium potency @ TCS 7 HHEBAT 5 & & &472, Medium potency @ TCS T HERE L 720
BAEE, BEMEEBEO B, High potency (ARDHGETIEIRY —A hr /7 7 2MYT25) Lk TCS M
THZELENT,

Y R IEHIL, High potency LL ED TCS, BEAO AT A RIEFOFERT 14 FEGREMTERNEMOBEE CHAFREL S
iz, BFREE L TROAT oA REELIIIERT v REQEIREOE S UIRIBEIMTON I GE, 1B
BRIEOFEIIHIE S, BEFIRRIEORMEEE D O O 5 L0 EXIAREROFEM S 1 7 AL EE
L7 BICIRBRER 52 BT 2 Z LB s Shiz,



[F55]

ANMEDFRNT R GAERNL, 2 AR GHE (Q2W #E) 106 ], 1 MR SH (QW #)
319 BN OV Z 2 REE 315 BlDEF 740 B TH 7=, 7o, LEMOMITRISENIT, Q2W
BE110 B, QW BE3IS B OV T B REE 315 I TH - 7=,

()

BNMED co-primary endpoint T % 5 16 #H D 1GAs 1 B K N EASI-75 @k =R1E
F1OEBYTHY, 7T BREEEEAFREE O HEIZB N T, WTINOFMEEH 2BV
THMFNCHERENRD DI, 7T 2RISR 5 A% 300 mg @ 138 RERE 5K O 2
R % G- OB DS RRGE S 7z,

F 1 5 16 %O IGAs | #ERE KO EASI-75 #ERRE (FAS, NRI)

Q2W R QW #¥ 77w AR
IGAs 1 #ERE 38.7 (41/106) 39.2 (125/319) 12.4 (39/315)
T RAREEE D [95%(E X ] 2631[16.3,36.3] 26.8[20.3,33.3]
p & v <0.0001 <0.0001

EASI-75 R R

68.9 (73/106)

63.9 (204/319)

23.2(73/315)

7T AREEL D7 [95%(E HEH]
p fif ™

45.7(35.7,55.7]
<0.0001

40.8[33.7,47.8]
<0.0001

% (Bi%0)
o1k SR TEE Blix Non-responder & L7z,

a) Wl K O — 2T VEFOEIEE (IGA A27 3 XX 4) %@L L7z Cochran-Mantel-Haenszel 1 &
b) 7T B ARE L EARFBEOLEICE T 2B EAKEEZZNZNEM 25%LBETH 2 LT, REOSLEMEZ

o, ERADMEFMEE OHERBIZER 2 OLBY THY . WTNOREH B IZB N THAR
AR 7 7 Rtz LRID AR b, &5 16 Mg, &5 52 @i £ TRE2LH)
T80 BT KA Gk &0 AR RER T o b0 LB X BT,



K2 TRAMERHREE O (FAS, NRD

FHmIE H SR Q2W # QW B 77w R

4 i 15.1 (16/106) 15.0 (48/319) 7.0 (22/315)

1GAs 1 s 8 26.4 (28/106) 29.8 (95/319) 11.7 (37/315)
16 8 38.7 (41/106) 392 (125/319) 12.4 (39/315)

5258 34.9 (37/106) 373 (119/319) 12.4 (39/315)

4 7 37.7 (40/106) 37.0 (118/319) 17.1 (54/315)

P — 8 i 53.8 (57/106) 577 (184/319) 241 (76/315)
16 i 68.9 (73/106) 63.6 (203/319) 23.5 (74/315)

5258 62.3 (66/106) 63.9 (204/319) 21.9 (69/315)

4 8 11.3 (12/106) 13.2 (42/319) 5.1 (16/315)

EASI00 R 8 i 25.5 (27/106) 32.0 (102/319) 10.2 (32/315)
16 i 39.6 (42/106) 433 (138/319) 11.4 (36/315)

5258 48.1 (51/106) 47.6 (152/319) 14.3 (45/315)

438 37.3 (38/102) 27.1 (80/295) 16.4 (49/299)

Z 5¥E NRS 227k 8 i 46.1 (47/102) 45.8 (135/295) 18.7 (56/299)
BT WERE DEL 16 78 58.8 (60/102) 50.5 (149/2953) 19.7 (59/299)
5238 48.0 (49/102) 38.6 (114/295) 13.4 (40/299)

% (BilE)

o 1k 3R BB 13 Non-responder & L7z,

a) EASI 2 a7 I3_R— R T A D 90%LL ki L il 0El1E

b) Z 9EENRS 2 27 O HWNRKEEOBEFEHNN— R T A ins 4 JULEET L-gBE oEE

(Z24xE)

HEFELIL. Q2W H£91.8% (101/110 #) . QW #f 88.3% (278/315 f4) . 77 & it 88.3%
(2787315 ) IR B, ERFRIIEIDELEBY ThHholz,

FELCIE, QW BE 1 ] (Bl S 1380 N0, 1EBEK & ORI EBHRITEE Sz, &
B AEFRRIT. QW HE3.6% (4/110 fil) . QW #f 3.8% (12315 §4]) . 7 Z7 R HE 6.3%
(207315 fl) IZRRD BAL, ERFLRIT M E—MEEER (Q2W HE 1 I, QW BE1 41, 7 F
EARFE1H) THhoTz,

HIRICE 7= AEFELIL. Q2W B 2.7% (3/110 i) . QW HE 2.9% (9/315 i) . 7R
HE8.3% (26/315 ) 128D b7,

BIVER X, Q2W BE 33.6% (37/110 i) . QW B 35.2% (111/315 f3i]) . 77 F = ARHE 30.2% (95/315
B IR LT,

£33 VLTI OBETS%ULICEAPBO DN AEFER (REWFEITESER)

Q2w QW % 77 AREE

(110 $1) (315 f5) (315 f5il)
7 b E— RS % 51 (46.4) 111 (35.2) 179 (56.8)
B IFTE S 26 (23.6) 66 (21.0) 64 (20.3)
TS EROL S 16 (14.5) 61 (19.4) 25(7.9)
7 UL X —PEREIE S 12 (10.9) 48 (15.2) 17 (5.4)
FRGE Y 11 (10.0) 49 (15.6) 35(11.1)
ARG ¢ 7 (6.4) 12 (3.8) 3(1.0)
it . 6 (5.5) 7.2) 19 (6.0)
] 5(4.5) 26 (8.3) 19 (6.0)
HE~ L~ R 4 (3.6) 17 (5.4) 10 (3.2)
AL TN 4 (3.6) 9(2.9) 16 (5.1)
Al B e g% 2(1.8) 19 (6.0) 9 (2.9)

B%x (%)



(2) AHIH M 5 EFERILEF AR (R668-AD-1334 6k)
Medium potency (HAKDGETITA hu 77 7 RZHHYT5) LLED TCS THhEA+4
YT z2 At EOBRSE) S TCS NHER SN/ T b E— RS R BE 2RI KB OAL)
PER LM E R 5720, 77 2R IREEME AL 8 G0 AT RER FeisaRBR 2% B AR
KEED 10 7 [ETHEh S,
ARBRL, BEH (16 1) LONBERERAR (12 8) XS, Hik - A& KA
300 mg (FIEID A 600 mg) Z 2 @A L <1k 1 MR L7 78R % 16 BEKE &5 2
LrEEESNTZ, X=ATA HO 7 B ERIDS —EHEORESAEE TS 2 &
ERRE S, M AR OER A B U 72 B IR TR VS TRE & ST,
516 1% O 1GAs 1 ZERCE K T EASI-T5 ZERCEDY co-primary endpoint & SAL72, x4
LD BT 18 UL EOT NE—MEREREE T, A7 U —= 0 JIRRCLUN O HEA
Vit NP o i
(7RI )
> CKERER RS2 WENE T 3 L, BRTC 2
> IGA 2= 7 3LLE, EASI 2= 7 16 Ll b, (RERHEIZED D7 M E—PERERIFED
HE10%LL F, ROYNRS 227 O EfEOEHHE 3 UL E

> 6 W HLINIZ, TCS TRHRA 0 XLt FOBEBE %NS TCS BHERR I N2 WE O
FLERH D WA+ EiE. Medium potency LL o> TCS (W (Z)i UC TCI %38
) Z47< bt 28 HIESUTAAT SCETHERE XL 2 e R O W3 B o)
M. HEE &G L CH R U EBISEIENMEOIREE IGA 227 0~2) & C&
RN L EERESNT, WE 6 AT bR RICHTT D EHVEIRIR O R
NHLEFEL TCS THRAD &AL ENT, att FoOBE &, HFICL DX
X7 4w N BRI Y 27 (REARINAE. WBUERIS . B8E 722 EZEN. 2F o
W) LEgshiz,

[#55L)

RO IR SRR, Q2W BE 224 i, QW Bf 223 il & N7 Z v AR EE 224 Bl 671 1]
ThHotz, RO RIRENIT. Q2W B 229 i, QW & 218 Hil ) N7 7 & R EE 222 5>
669 B T -7~

VR IRRIL, SN I VB L, 7 BRIDLERESE L CH ISR LR WA ICO R EIRREE B 5T 5 B
BOF BN S T, BIEEE UM O EOBHIC & Y BEPERGEIRRN A T 2V AL, High potency (H
AKOFEHTIINY —ZA b7 7 T ACHYT5) LLED TCS XL FMEBERIC L AREREZTTREL Lz, BF
BRE L TRART B A REXIRHHEIERAT o4 FEQEMTEIEE S NG, BREORSIFIES. 4
PR IR R IR ORI 5700 B Y O 5 LA ERGE L7 2R 2 T 5 2 L3 FTREE Sz,

7



(A 2h1)

H 2D co-primary endpoint T 55 16 #1% D IGA= 1 R KL N EASI-75 ERCR TR
dOLEEBYTHY, T HREEESAFRE L OXHRIZBNT, WTNOFHEER 2BV TH
AT FANCA B RV BV, 77 BARISHT 2 AHA] 300 mg > 1 8 ka5 O 2 #HH
5 OB TRGE S 7z,

F 4 B5 16 %O IGAs 1 #ERE K O EASI-75 ERE (FAS. NRI)

Q2W R QW #¢ 75 v AREE
IGAs 1 ZERR 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)
7T eREEE DE [95%(EHEIXH] 27.7[20.2,35.2] 27.0[19.5,34.4]
p fiE »® <0.0001 <0.0001
EASI-75 2% 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)
7T uAREEE O [95%(FHEIXH] 36.6 [28.6, 44.6] 37.7[29.7,45.8]
p fiE Vv <0.0001 <0.0001

% (BiE0)

1R SR E e B IX Non-responder & L7z,

a) M N— 25 VO BEIEE (IGA A=27 3 Xit4) %8 & L7 Cochran-Mantel-Haenszel &

b) 77 EAREE L EARRBEO BRI 2 A EAKEEZ Z N TN 25% L HET L & T, MEDOLEMEZ R

F77. ERAEYMEHMEEE OHERBIZE 250 LBV THY . WTROMIEE IZBW T
AKAEIREDS 77 2 R iE 2 LR DA NFED 5z,

x5 FRANEFMER O (FAS. NRI)

FEME H RaliliEE:] Q2W ¥ QW B 77 2R

434 12.9 (29/224) 12.1 (27/223) 2.7 (6/224)

IGAs 1k E 8 i 24.1 (54/224) 233 (52/223) 3.1(7/224)
16 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)

4 27.2 (61/224) 28.7 (64/223) 6.3 (14/224)
EASI-75 2R 8 i 45.1(101/224) 48.0 (107/223) 10.7 (24/224)
16 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)

438 10.7 (24/224) 9.0 (20/223) 2.7 (6/224)

EASI-90 AL ¥ 8 & 20.5 (46/224) 27.8 (62/223) 4.0 (9/224)
16 8 35.7 (80/224) 33.2 (74/223) 7.6 (17/224)

- 438 16.0 (34/213) 23.4 (47/201) 6.1 (13/212)
’g;@“’;ﬁ;@;ﬁﬁ 8 i 33.3 (71/213) 33.8 (68/201) 8.5 (18/212)
pE B 16 1 40.8 (87/213) 40.3 (81/201) 12.3 (26/212)

% (%)

IR SR T #E B 1E Non-responder & L 72,
a) EASI 2 a7 R_—R T A4 U0 b 90%LL EikE L7 #ErE odlE
b) 9 ENRS 227 O HNREEEOBETLEBRN—Z T A 2 4 sl HET Lz iiRE oslé

(22 4x1)

BERGIT, QW B 74.7% (171/229 #) . QW B 69.3% (151218 f51) . 7 7 & REf 66.7%
(148222 f51]) 1ZFRD B AL, F/FRITE 6D LB ThoTz,

FHEITRO bR o7,

HEZLAERGIT, QW B 3.1% (7229 #il) . QW B 0.9% (2218 f5l) . 7 Z7 &R 5.4%
(127222 f5l) IZRE8H B, ERFERITT S E—MERER (QQW BE2 i, 77 & REE 3 )
Tho7,

HIRICE > 7= A EERIT, Q2W B 1.7% (4/229 #l) . QW ¥ 1.8% (4218 f5l) . 77 &R
#E0.9% (2/222 fiil) 1T38D BTz,



BIVERIZ. Q2W B¥ 29.3% (67/229 #1]) . QW ¥ 31.2% (68/218 i) . 7" 7 KRR 18.9% (42/222
) RO BT,

RO WVTNOORET 5%LL FICRBENES DN AERS (LRMERET A REH)

Q2W #t QW #t 77 REE

(229 #i) (218 i) (222 f3))
7 bR 36 (15.7) 21(9.6) 68 (30.6)
BIRGE 27 (11.8) 26 (11.9) 22 (9.9)
GV 21 (9.2) 11 (5.0) 13 (5.9)
TEFR LS 19 (8.3) 41 (18.8) 13 (5.9)
T UL —PEREIE S 12 (5.2) 8(3.7) 3(14)
| RGER 73.1) 12 (5.5) 7(3.2)

Bl (%)



4. JiEFRIZ DOV

AFIDNENE & 70 2 B ORI O Gt O FIlnE, BWEIciThbh s Z Lk b

5o Flo. AROEGIC LY BEREWEN ZFEB L BRICIS T2 2 L3 Rrl=o, L
TOo ~0 DT RTEMZIHEICBNTHEMTIRETHD,

0]

g%z oUW T

7 MR ERORRE, Rl THR, 2k, WE (B35 7 NE—MRIERZIRET
A RTAY) BRIL, RENZOWTOFo7mkza L, 7 N E—ERER OB
FONGRICKE®T D ERT (FROWTNAICHEY T DER) 23 4i%i2 RO ARAN B
THERBEOEFEE L LTRESNTWSH I L,

- EAGRIFIUSE 2 FOPHTHE 24T L&, SEULOBERBROBKRIHEEZIT> T\D Z &,

- ERMGEEFEUSE 2 FOPBIFHE 2L T L72&RIC 6 FUEORKREBRE AL TND 2 &, 55, 34U

Fix, TN HEEAEEDT L —RIEOBERIHE# 1T o TWB T L,

AHN O BLER 7e1% O e & A2 FHI % 72 0 ORGETERRAESHRE 5T
WD ZEPD, HigE AW EM TE S TH D L,

BEPN 0D 2= 3K it i A BR O AR L2 DT

RURPEEND O - BEMFEOKFLIFEROEHRSL, AFFELBELIZGE
AR A A AT AT 5 T & SO BRI T o (I
STWAHZ &,

éﬁﬁ&@@%%A®ﬂmmowT

BEDEPT HMOT LR —MRERE AT 5 EHCAAE 5T AT, Y%
7V»¥~@%%%E%Té@%&@%b\%@f%ﬁﬁ %Lfﬁ%&viﬁ%i
JHIEHIRESTHD ZE (6. HHBH) |

TS 747 xR —FOMM EOERICREE S AIERITH LT, YRR O T
PEHERERE D BRI 2 A3 2 BEfl & L. mIVEA O Wroxhisic By LT?‘E%&U&%
T EHITHEYREN TE SRR E-THWD 2 L,

10



5. WEXRLLRDEE
[EEEIRCHONT] BEOHESOHMIZHTZ> L, TICHEE T EETHLHZ L

T WERT 5,
1. 7 hE—EERZIEDTA RTA4 2B EICT b E—MEREROMEZKIN 72 &
NTWLHEETHDLZ L,

2. BIRIEAMHERIC X 216 YCIR Fa SRR E LN, —EL Lok RGBT Y
EHTDHRANT PE—MEEREE, IAT oA FAHES LV =a—1
PR AN HER IR D e, B2 R ERIER S L <X MERIERIIC X Y |
TN B OFRIESNAIEO I X HIRIROMKG S INEE T, —ELL Eosk BiEEE
EHTHRANT PE—MHREREZTTHDL Z &,

a. 7 ME—MRERLEITA T4  CHRIEEIUSU THIESNR S AT oA K
SR (R bhar 7y 20 E) ROV =a—U UIHESNAEKIC X D)2
TRIRZEITO6 7 ALLE{T-o T\ 5,

b. LU FOWTNIZHE YT D IKEE,

- 1IGA 2= 7 30 E

*EASI 227 16 LA FATEH OJAHPHIZBWRIEZ £ 5 B2 AT 556
(B%2& U CHASHER D EASI 2 2 778 2.4 L )

- RERmBEIZED L7 N E—MEEERBEDOEIE 10%LL

[ 5Dk lc & 7= - ]

AR OEFAERIZ I T 26 2P Elike ] (B 5-Btate 16 AR Zi5E 2. 56
a5 16 % £ CTITRIRIEDNE SN WA T AR OR G 2 IE+ 5 2 & £,
ARG AT E RN R OMEREITS T &,

EIHIZ, AT A RAHESCHI LV =2 — ) VIHEAHEEL OFHICLY H 52
FEoOME (6 » Ax HZ LT 5,) THMOMRE LG ONTHEGITIE, 2N bHRIENH
SR/ R RN SN TV D Z & AR L- BT, AAIR G 0 —Kp k%
e o2 &,

B, IR EAR UAAIBE S 2 — Rk L7207 b E— MR SR ORI L,
BEOIREZREHNHIE U CARAIR 52 BT 52561, 5.2. 272 T %EIiE e,
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6. WHICERL TRET & HIH

1)

2)

3)

4)

5)

6)

7)

8)

9)

AKHN DR UIBBOE D BEEFED & 5 BEIZ DWW TCUIAR O 5N E T H -8
BEHLARWZ &,
TF7 4 T7x%— (0. 1% PNEESHTWD, AFFRGHEHIIEBRZ 50270,
mFﬁT PRI, ERRER, O F V. K, TR, # DR, WRLFEORE NS
NESAIITEBICEGE R I L, @R EE2IT) 2k,
$ﬁ§5¢@¢77%/@@@i LEMNHER SN TRV OTERET S Z L,
AFNZ m4&onm3@M£¢%;i@2ﬂﬁﬁfﬁ%mﬁ¢6 2 BG I IE R A
HURYL 2 %19 5 AL RB ISR 1T B 5 L CW D ATREME N B 5, B/ s BB 126 L T
. ARFNZ BT RN TFERBYOIRIEEIT O 2 &, B DA G-I 34 By
I L. PUEE RIS X 2R I G 5 iE, FAE BRI T 5 £ TAKIO
iR 1 | o R RN
AR OEH L > TEPFFT 2MMOT LLF— r$®rﬁﬂﬁm¢éﬁ PERH Y, Y4
T UL PER BT 2O R G A B o 7oA. RIS EIRICE L L, WE ST
BRECICELIBEN LD D, Kﬂ&5¢¢%®ﬁ%ﬁﬁ%awf $ﬂ&5¢@6‘A
U927 LV —MEE LY T 5 EA & EYNE#ET S 2 b, BRI LT, [ERO
e, ENDOEBIZHTHRFEAREZ LT LWL 5 fET 52 &,
AT aA RAVHIEEICRMMAO BE ZBRE IBRBBRHIZA T a4 RIVHIEE O
RIS R O HRIEEE S FH L THWS Z &,
E%X?m4$$%%ﬁffmé$%’xwf ARBEEBRIARICA T oA REZ 2
[CHIE LWz &, AT uA REOBENLERBESICIE, EMOEH T Tk 21T
T L,
AHN O EFRRBRIZ BT, ﬂ%%ﬁm%&vﬂ&%ig%m%%ﬁﬁﬁﬁﬁw%ﬁﬁ
RDHNTWD, RAPEG L, FEREREL O HER (ZIAERYERS . R 0O
b, DIEEIHER V=2 —na RF—HIZEETDH L,
WA SCEIOIN 2 REREEE DR AT 2 BB D E ARH O Rt K O B oo 72
DIZHE R E B L Cor T2 &,

10) AFHIO RMP 234Gt L, Zaetiat s Em et o 2 L,
1) HORGOEMIZ S 72> T, FEoZ Y2 EEICHRT L, BF IS L TEtl s

B, kR 52 L,

2% 3CHN)

1.

ARG AR A RTA . 7 P E—PERFREIEATA BT A 2 2016 AR
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XEERWEETA RF A
Tavh<7 (BFHE#EZ)
(BR7E4 : 72878 METFHE30mg &) ¥, ERTH
300 mg X))

~RE XM B~

SRR 3143 A (fFn 24 11 AZET)
(BAEFBE)
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B R AR
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1. [ XE®IZ

23K 5t DA DM - MO RECR O 7= DI IR SCE IS W@ ER AR D B b,
S BT, OB RN OMEANT 10 | HURE G OO 220 U E I 2 A 2 RS
DAGRENDH T, 2 b OERGZEICLE L35 BEICHEINICRET 5 2 & 3RO M
Lo TRY, RFMEGEE & SR OIAR S EF 2016 (FRk 28 45 6 A 2 HERERE) 128\ T
b, FOHNEIRSEOHEH Ol bHEEZ XD Z L L STV d,

BORERRT 2409 5 ERMT REERSZ ST 1 7 7 A VBBEFOEIR M & B 5252
BILDZENDHDL, 2O, AIMEROLZEMEIZET A ERDHEBI NS ETOM, 4
FEIRMOBEZR 2T 5 2 E PR SN EBF I L THERT 2 & & bIc, BIER 5B
L7ZBC B E i 2 & 5 2 LN TTREZRR — B OB 2 i - T =R T 5 Z L AN EE
Th b,

L= o T, KA RTA 2T, BIREESCZNE TICH LTV D EZIRZEN) - BHK)
FHIZFES & | BT O RIS 0O S 2e 6 2 HEE S 2 Bl © B e Bk B 2 )7 O
W& Rd,

I ARITA BT A % WSIATEE NEI BRSO, —EEE AN AT L
¥ —Fa, —MAEENEN A AR gR 7 AN Y L =22 SNEHEETEN B A/ NER
T R O —FEEE N A ARBRIRNRHES OB O b &Rk LTz,

MR ERBERT . T2 METFE300mg >V P [ FE300mg ~22 (%4
Tat~vT GBIEETHEZ))

R ERHWENIDE . ZE IR BEFRRIC L > CHMRIERZ 2> e — )L C& RV EE
AT EEE DBEIIRD)

MBLRDAEROCAE B, AL 12U EO/NRICiET 2 v~ 7 Gl r#iz) &L
THIENZ 600 mg & 2 TG L., ZO%iE 118300 mg % 2 M TR T
BE5ET %,

OB TR I - AV P § Favead oo




2. ARIOKE, 1ERBF

Tab sy METE300mg &V Y, FETE300mg Xy (—id T2~ 7 (E
frv-#AH z) . LLF [RAl] ) 1. Regeneron Pharmaceuticals, Inc.238%L L7= . Interleukin (IL)
4 ZEEBE O3 ZREZRER L TV L4 ZRET V77 (IL-4Ra) 7 2= MIHE
AL UAY RTHDIL-A4KLOIL-13 20 LT 7TV GiEE ET 58 iz e b 1gGe
T/ rua—FAPRTH D,

IL-4 e ONIL-13 240 L7123 7 VR 1L, 2 BIRAER s 2 AL R—T [Th2) Bt %
@Te) KON Th2 Mg OTEMALFICH G L, K& 3 B QMo BdE9- 57 he—H,/ 7 Lov
F—MIRBOWREICEE AT Z R T B2 5T %  (Nat Rev Immunol 2015; 15: 57-65,
Am J Respir Crit Care Med 2009; 180: 388-95) . £7=, Th2 M3 FEAT H VA R A L ITEE
R ORHRPE AR ARG ML F 2558 L R B CIERGERIEICE T 5L B2 6T
W5, BLEX Y KA, TL-4 X OVIL-13 O 7 FIVREREAZIET S 2 Licky, KEX
Wi SR L IR R 2 m 3 2 L iR S 5.



3. ERERARAE
RAE TR (BEARRIC L » Tl BSER Z 2 > b o — )L T& RWEIE UTEHE O B #F I
R2) OKGREFZEE 21T - 7= B 72 R R AR O AL 27,

[ B A ] 25 T AH AR (EFC13579 3AUR)
[FABR O]
PHEXITEHEOWART oA RIE (LLF, TICS) ) ROEDOMOREHE PSR L
THay hr—AARRO 12 K EORE 3 EEHE 1,902 1 (HARN 114 filxEie) 55
(2, 1CS KOV Ofthd B I BSED1 ~2 FIfF H T CORF O INE R L EMEEZRETT 5729,
7T 2 ANt BRUIEE b B A TR ] PR Y FE i S AT
Mk - HEX, AA1200mg (FIEIOA 400 mg) . 300mg (FIEID A 600 mg) Xix~7 7 &R
Z 2 MR T S2 MK TG 5 2 & LRE S, ICS LU Ot RHE BRE 1~2 2 2
7)== VRS SNTEHETCHHT A2 2 & ERESI N,
AIWEO EERARIE H L, #5552 % £ CoOHRENG BHEDOERFE B L O 12 H%
BT D RE SHLRIEE 5RO FEV) ORX—2 T A )26 DO L&D co-primary endpoint & 5%
ESNT-,
RG L7 HEFIE, 12U EORE I EEF T, LTORER-T 2 & &L &niz,
(7R PRILYE)
> HTHEXIZEHRED ICSHERCEMEHRRE 1~2 flz 27 ) —=2 780 3 7 AL LR
SEHINDSA 7 V== WO 1 H AL LRI —EHRE Tk L CTHAL TV D

> RUELERESETO FEV S THIED 80%LL T (17 LA TIE 90%LL T)

ACQ 2= 7™ 1.5k

> YT HE—IL 200~400 ug 5% O FEV) I 12%LL B2t &)Y 200 mL LL o R[5
MEDED BN D

> RN BE(RICx L CegER T a A REOE G4 1 BILL BT 7= 3030 B ki
X0 ABEE L < iFBEs kA =2 L

A\ 4

(R
ORG-SV AF 300 mg/2mL #F (LU, TAFIRE) ) & fITICER L CY %M &
FELRH T 22 b ane7 IR 2mL BE (LLT. 77 v REE] ) OO RRT D,

(B 2h)

HMED FEIMIHIEH Th 2 #E 52 % £ T o B BB OFEMBEHR R L O L 12 3
BT BT AEE LIRS /10D FEV, D_—Z2 5 4 U OB LEITZFE I ROFE 2D LB
ThHV . FFBREEEAKIRE L OX R I CL W FEEIE B CHICHE R B EN

D EERERE B IR (BT, TLABAY), B 2 b U = UZ R AEHE (LT, TLTRA)), EREERAEL 2D Y V32
FERERE (LT, TLAMA)), AF A3 F U8

Y kDo Nito OFENVERNE OB 2 BEWEMEL EE L 0 @F AT 04 FRO 3 BRI FO#KS, 0 &8
2T A REOEGDBLELRNEEIZ X 2 ABEXIL ER 02

Y INFhY o Ta A iR ATV (LT, TFP)) 500 ug/ B LA E 2,000 ng/ B UL THEY, RIS OWERE TIX, 18 mkLL
1% FP 400 pg/ A LAE 2,000 pg/ HLATHEYS . 17 5 LA TIE FP200 png/ B BL_E 2,000 pg/ H LATARY & iz, 7238, AT
BT 5 FP OEZEARIL. BRATHRK 800 ug/H, /NETHRK200ug/H TH 5,
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O BT,

£ 1 #5552 Bk E TORERBIEEOFEMAERR (TT 4£H)

. AHIEE 75w AREE
e (633 i) (321 f5))
B (AN -4F) 6125 3132
i B ER A ([E) 343 342
FRHERBE (E/A-HF) 0.560 1.092
FERMERBE Y (B/A-4F) [95%EHEX ] 0.524[0.450, 0.611] 0.970[0.810, 1.160]
TI7RAREL DY [95%FHEXM] 0.540 [0.430, 0.680]
pfE <0.0001

a) FXERE, fFM, HOBL, ~— 51 CIEOM TR 4y, ~— A 71 L0 ICS &, | LMD EE
e LR D SRR A IR - L BRI DX ISR & A 7 v MR LT A0 IRERET L

#2 HBE 12BERICHTAREILEEE SO FEV, (L) OX—25 A v b0 {bE (TT £H)

IR iia A HEE 75 & RHE
N—R T A 1.78+0.60 (633) 1.75+0.57 (321)
&5 12 8% 2.09+0.70 (610) 193+0.68 313)
NR—=Z2A T A U NHDOEVE 0.31%£0.43 (610) 0.18%£0.39 (313)
TSR RREL DED [95%(F
T REE L FE.EJ% [95%(EHEX 0.13 [0.08, 0.18]
<0.0001
pfE?

FEfE AR R (B

a) BERE, Fin, MR, R, Ml N—X T 1 VEFOMPHFEERRX Sy, N— AT A UEE
D ICS &, FHmFEAL, H5H L FEMEROLZEER, X—RAT 4 Ui, R—AT7 A VB
LA R O BAER 2 S # L L 7 Mixed-effect model with repeated measures (MMRM)
5. FHEIREE (213 unstructured & KE L7z,

N—=2 7 A W0 1CS FERIOFR 3 SRS R 1T 3 LK 4, X—=R T A VRFOHEN
A F~— T — DR BIOFR S ERMITREFITFR S KK 6 D LBV Thoto, 7k, MmH4F
FREREL, FeNO JREE, LGV A A F B, Mg R IgE IR EE R O h =4 2 2 -3
BEIX, WInb 2 BMRE~v—I—LINTV5D,

F3 RN—RTA O ICS ARMNOES 52 % £ COREEL BIMEOERMBHE TT £H)

. AFIEE 75 R
S (323 i) (167 1)
Bl (N-4) 310.7 162.7
= AR Wy BRI () 210 193
ICS FERERRE (E/A-F) 0.676 1.186
RS %U\E) (952X 0.639 [0.523, 0.780] 1.038 [0.818, 1.317]
FS5wREEE DY [95%(Z HE X ] 0.615 [0.456, 0.830]
. AF B 75 REE
e (303 i) (151 5i])
WS (N -F) 2952 147.4
A& i BB B LR (D) 131 147
ICS FRIEERBE (B -F) 0.444 0.997
FRMEBRERA (F'E/A.E) [O5%fR A 0414 [0.325, 0.527] 0.879 [0.667, 1.160]
TR REEE D ® [95%(ZHE X ] 0.471[0.329, 0.674]

a) TG BE, . HUB. ~— A5 A~ RO M A RREREIK 5y~ A 7 £ S W50 1CS . 1 AELLN O SRy
BREORIER S BEHR L L, BERHOMSERIES 7€ v MY LA JEERE S L



Fd RN—RT7A O ICS ARMNOES 12 BH%ZICBIT 5 REIERE 551 FEV, (1) 0% (ks (TT 4£H)

H55E ARHIRE 75 R
N—R T A VI 1.70£0.60 (323) 1.65+0.50 (167)
& 5 12 @ 2.00%0.68 (309) 1.85+0.64 (162)
ICS N—=2 54 LDELR 0.32+0.43 (309) 0.20+0.40 (162)
7"7Jm%a‘é.$k0é§ Y [95%(EHEX 0.12 [0.04. 0.19]
H55E ARHIRE 75 R
N—R T A VB 1.87£0.59 (303) 1.86+0.62 (151)
A 5 12 @ 2.16%+0.72 (294) 2.02+0.73 (148)
ICS N—=2 T LD R 0.29+0.43 (294) 0.16+0.39 (148)
TR %% Y [95%(EHEX 0.14 [0.06. 0.22]

EEIE SRR (B

a) BHEE, A, MR BR. Uk, N—2 T VRO MAPFERERIR 5y, N— AT A RO 1CS A
B, IR, SR L FHMRE RO AR, XA T A Ul N—R T A ME & FHIRE R O R B AE
a2 RAZ % & L2 MMRM &, HHEIHEEIC 1T unstructured % (RKE L7,

K5 FAA A~ —OXRH P OEER BEHEOFHFEHRE (TT £ V)

e X4 ERERTE (BAFE (B 7T R REEE DO

(R—RF A ) A 75 v REE [95%(E #E X [ ]
150/uL. i 0.805 (181) 0.779 (83) 1.149 [0.747,1.767)
fiis 150/uL. BA_E 300/ul. i 0.475 (175) 0.845 (95) 0.557[0.350, 0.888]
IR 300/ul. LL_E 500/ul. 55 0.496 (136) 1.393 (68) 0.366 [0.225, 0.596]
500/ul LA F 0.413 (141) 1.486 (74) 0.287 [0.184, 0.449]
25 ppb FiE 0.639 (317) 0.863 (144) 0.792 [0.572, 1.098]
FeNO 25 ppb LAk 50 ppb A 0.489 (186) 1.183 (97) 0.442 [0.282, 0.693]
50 ppb LA F 0.485 (124) 1.444 (75) 0.305 [0.188, 0.494]
61 TU/mL K7 0.681 (149) 0.792 (83) 0.817[0.511, 1.307]
& 1o e 61 TU/mL LI_E 167 TU/mL i 0.535 (156) 1.344 (74) 0.420 [0.275, 0.641]
B 167 TU/mL Lk F 449 TU/mL i 0.616 (164) 1.008 (84) 0.685 [0.424, 1.106]
449 TU/mL LIk 0.402 (157) 1.291 (77) 0.375 [0.232, 0.606]

2% (NI ARFUROTA L F -3 ORFEITFAR 31 F 3 AR CREERSCTH 5,)

53.9 ng/mL i 0.660 (155) 1.024 (78) 0.657 [0.420, 1.026]
RY FAF 53.9 ng/ml, L E 69.4 ng/ml, A 0.501 (145) 0.985 (71) 0.521[0.333, 0.814]
W 69.4 ng/mL LA I 92.3 ng/mL i 0.656 (157) 1.133 (77) 0.605 [0.373, 0.982]
92.3 ng/mlL. DLk 0.426 (139) 1.327 (75) 0.307 [0.184, 0.512]
24.0 pg/mL i 0.657 (151) 1.101 (89) 0.603 [0.393, 0.925]
THE X 24.0 pg/ml. PL k= 38.2 pg/ml. i 0.600 (160) 0.904 (73) 0.733 [0.459, 1.172]
SRE 38.2 pg/mL LI_E 60.8 pg/mL. i 0.525 (171) 0.895 (70) 0.599 [0.364, 0.987]
60.8 pg/mL DL k- 0.474 (143) 1.336 (86) 0.360 [0.226, 0.574]

a) S TgEJBE, ~NUFRF U PEE, A XX 3 B OV ISR

b) XU A RAF U PRE DX BIOESERBENTIL. 18w EOERIE K5I E

c) BhERE, HFilin, Mk, N—R T A EEOMPHFEEERIK 57, N— AT A VO ICS A&, 1 LI O B BN B8O FEHE
BAEHHELE U, BIEHMoOSEREEZ 47y Mtk LA —HERET v



F 6 BAA A~V —DORGH YOG 12 BRICHT 5 RESHEER G FEV, (L) 0% ks (TT H£H )

5 12 8%D ~F 7 FEV, (L) O~X—

LN ° S RE ]
R (et ) APARGRLEE 1 7 Cosnatscrn)
A FRE 772 AR o
150/uL i 0.19+0.37 (176) 0.1110.41 (83) 0.09 [—0.01, 0.18]
i 150/ul. YLk 300/ul. i 0.22+0.45 (168) 0.2240.36 (90) —0.00 [—0.10, 0.10]
I ERERER 300/ul. LL_E 500/ul. 5 0.36+0.39 (131) 0.17%0.39 (66) 0.18 [0.07, 0.30]
500/uL LA 0.50+0.45 (135) 0.22+0.41 (73) 0.30[0.19, 0.42]
25 ppb Fi# 0.20%0.37 (309) 0.17£0.36 (141) 0.03 [—0.04, 0.10]
FeNO 25 ppb LAt 50 ppb i 0.32+0.40 (182) 0.18+0.37 (94) 0.120.03, 0.21]
50 ppb LA I 0.59+0.51 (113) 0.20+0.48 (73) 0.39[0.26, 0.52]

61 TU/mL R 0.21+0.36 (143)

0.19%0.39 (78)

0.05[—0.04, 0.14]

¥ 1gE BRE

61 1U/mL, BL_E 167 TU/mL. i 0.28%0.38 (151) 0.23%0.40 (73) 0.05[—0.05, 0.15]
167 TU/mL LA F 449 TU/mL il 0.34%0.47 (156) 0.08%0.31 (83) 0.26 [0.15, 0.36]
449 TU/ml. L), E 0.39%0.49 (154) 0.24%0.46 (76) 0.13[0.01, 0.25]

5E (XY FAF U JONEAZ X -3 ORIEITIERR 31 4 3 AR CRESERNCTH 5,)

53.9 ng/mL A< 0.23+0.45 (149)

0.19+0.35 (74)

0.06 [—0.04, 0.16]

RN FRF 53.9 ng/mL LAk 69.4 ng/ml. A 0.26+0.42 (138)

0.14%0.39 (69)

0.10 [—0.01, 0.21]

TR 69.4 ng/mL L) F 92.3 ng/mL il 0.35+0.43 (157)

0.20+0.42 (77)

0.10[—0.01,0.22]

92.3 ng/mL LA | 0.35+0.41 (131)

0.17+0.38 (73)

0.2210.11, 0.33]

24.0 pg/mL Fis 0.26%0.40 (147)

0.15%0.39 (85)

0.09 [—0.00, 0.19]

TFEXT 3 | 240 pgmL Y E 38 2pg/mL il 0232038 (157)

0.22+0.38 (70)

0.03 [—0.06, 0.13]

R 38.2 pg/mL Ll | 60.8 pg/mL i 0.30+0.41 (164)

0.18+0.36 (70)

0.120.01, 0.23]

60.8 pg/mL L) I 0.45%0.52 (135)

0.17%0.44 (85)

0.27[0.16, 0.39]

I IR ERZE (B15)
a) B IgE JREE, NUFRFURE, A F X203 REITOV TSR
b) U A AF ARED KSR OF AR, 18 i L OB 2 1512 FE

o) BeGRE, M, MR, FE., Hil, X—2 5 oM PRI S, N— R T A D ICS &,
NR— AT A Ml L GBS OZAAEA 2 3HHZ S Le MMRM %, MBEHEEICIT

MRF R DOZZHAER, N—RAF A A,
unstructured % (i€ L7z,

(22 4ME)
BEELRIT, AKIRE 81.5% (515/632 )
HREIRTOEEBY THoTz,

CVE, ASAIRE 4 B CUHER Lk, O /i B, 2
PESAIIR/ 2 g B RE N B RESS 1 1)) (SRR BTz,
e,

HIERAFFRRIT. AHIRE8.7% (55/632 ) |
2D HAKIRE 4 B GFBEERBEME, 18VELFERERYE T 2%
HLBE AT JAE RSN I A 161
BRI L ORI BEBRIIRE S Lo T,

HIRICE S 72 G EFGIL. ARAIRE 7.0% (44/632 1) |
ni-,

BIVEFIZ, AHIRE 22.6% (143/632 1) .

7 AREE 84.1% (270/321 f4))

HOEZE, 9 o MO A4
WP G TREREK & O KRR BRI G E

7T B AREE 8.4% (27/321 i) |
L T T 4 T =R,
7T AREE B (A ERIE)

7T AR 3.1% (10/321 )

75 AREE 14.0% (45/321 )

AP, Be bR L RE

IR B, FR

x_ wu 5]) ﬁ_) j/l/
TEFHEBAL

oW TIL, 18

IR LTz,

I

(R0 65



KT WDTNHOFET 3% EROONTCHEER (ZEMEMITSRER)

AHIHE 75 & AREE

e (632 1) (321 31)
7 A NV AYE ERGEREY 111 (17.6) 64 (19.9)
TS ERALALDE 98 (15.5) 22 (6.9)
I RERY 77 (12.2) 49 (15.3)
RE IR 71 (11.2) 42 (13.1)
SHIR 40 (6.3) 25 (7.8)
ST SR NE 40 (6.3) 5(1.6)
LN 38 (6.0) 22 (6.9)
BRAEERS 33(5.2) 16 (5.0)
TR Z D PRI 31 (4.9) 3(0.9)
Il e gk 26 (4.1) 29 (9.0)
BHIBR 25 (4.0) 15 (4.7)
HHE 25 (4.0) 7(2.2)
WEIEE 75 24 (3.8) 16 (5.0)
PRI Y 19 (3.0) 12 (3.7)
FAfR 19 (3.0) 11 (3.4)
TUAFx—ERRK 18 (2.8) 15(4.7)
) 13 (2.1) 10 (3.1)
SRR B g 10 (1.6) 15 (4.7)
Bl (%)



4. MERRITDONT

ARDN WIS & 72 2 A OFHR B O Glkise O FIlT L, BWEIATON D 2 EBRD N D,
7o, AAIOEGIZ LY B 2RIEHZ B L ZBISHISd 5 2 L BngRizo, LITo
© ~0 DT RTZWTHRICB W THT T2 X TH D,

o HEREIZOWT
o« REIHEORHRE, L TE, 2. R (BB WmE TR - FEAIA RT A X
immE%§WEﬁﬁ-%ﬁﬁ4F?4V)%%ﬂb\ﬁﬂmowf®+%ﬁﬂ%%
AL, JEINEOZK R ORI BT DE (LLFOWT NI T 2 EEAT)
éuxu/f§$+@2|§ﬁﬂ T AEEOEMEE L CRHESN TS Z &,
[N S BRE I 53 55 6]
EEROaEF IR 2 SEOMMWINHE /& T L72#%I2, LN OWHEZ T e 4 L1 1 oD B AR

ZHELTWDHZ L,
o 3AELLEORE GBI T 2 FER AR B2 IR O B R WHE
XX

o 3FLLEORE SN BT DT LV X =2 R O ERIROHE

NS S BB I 5T 5 55 ]
EERGLFIAFER 2 SEOMINHE 2 88 T L72RIZ, LU OWHE 2 & Te 4 FLL L ORI

EHLTWAHZ L,
o 3L EO/NRRZROERIHE
VIR

o 3R EOKE SR 57 L X =2 O RIHE

o KHIOFGENRIER O 2%V & G Z R S 72 0 ORGEIR R HEF ST ST
WL Z LD, HiEHEZEYICHERTE DR TH DI &,

o PBENOERKGIEHREEOMKEIZOWNT

o HRURIESIND OF M  LAMEFE O IR
) 72 kI & R S A iR T O T D EIR N
WAHZ &,

fmrd

FIMOEBR, AFFRNBE LA
b B RE HL S ORHI 23 > T

o APHEKROEIER ~OXIRZ 2T

o AT AMOT LAXR—MEEE AT D BRECAR RS T IHEAIC, YT LX
—ﬁ%%%m%?%@%kﬁﬁb\%@%%ﬁﬁuﬁbfﬁaﬁviﬁ%§H6¢%ﬁ
BoTNLZE (6.5 &),

o TF T4 TX—EDMH EOEEICERHRINZEIERICH LT, Ykl Xk
PR IRSEE DO EPE 25 9 5 PR &g U, BIVER O WrCRHN B U TR & O b
ZZ T, EHICHEU R AEN TE HIREINE S TS Z L,

9
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—0.36£0.73 (147)

—1.31£0.70 (33)

—0.25+0.54 (15)
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T REEL DFED —0.87 —1.05
[95%CI] » [—1.03, —0.71] [—1.44, —0.65]
p fE D <0.0001 —
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