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Tab w7 GEE L) M OREEERHEET A K74
Y (7 PE—HRER, JEXmE. SE A BRI EER)
D —FEp ENZ DN T

R BOE S & WO AR #2016 CERE 28 4E 6 H 2 ABEILE) 10k
WCVHEBEERGLOMEHOREHELZXD Z ERBVIAENTZZ L a2x
JCVEIMERL A BN E R BF IR T A Rl HEE Y A R
A UERERTHEELTVET,

T a w7 (EiE ) WAl (RTE4A T 2872 b FE 300mg
YU UY) 7 bE—MEERICH L CTHAT B0 EFREIC OV T,
[Fabtr~7 Bz MAOREERH#EET A N0 (7 b E
—PER ) 12D\ T CERR 30454 A 17 HAHITSRAESKE R 0417 55 5 55
A ER - AR AR ERLEEEHERE SN . AE W EIC LT
FHTLHEOHEFRHICONWTIEX, [Tavtr~T (BEFHBRZ) HHO
B FAHEE T A RT A4 v (KREME) 20T, (CFRk 31 423 1 26
H AT SRR SRR 38 0326 55 7 5 )2/ 97 @8 R 3E - A TR AR R 5 3R A R A A B
MR, BEZED BRI BRI L THEATIBEOREFHEICOW
TIE, (T2~ 7 (BEFHERZ) JAOSE#EERBEET A 871 (&
Ha2ESBERISEER) 2o\ T (524 3 A 25 HAHTSRASREH 0325
%5 FIEAGEE EK - AIEHAERERLFEETEBREEED) XV RLT
XL AT,

S, Bl T av <7 (BEFH#Lz) #BAITHLT a8 78 MR
T 300 mg RUDEKRBEINT EEBE X, UBRHEEFEEREZ, £he iyl
MOLBYOHENWZLELIEO T, &ENOEFREE N ORI 37 5 8%
ZRBEWLET, B, WEBROKRBEEHEET A R4 20%, BlR1~ 3
DEEFBYTT,


NTWHT
テキスト ボックス
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T N ESR . RUE SN B OV A O BRI SR O S fE HHEE T A KT A > OUGETET G IExRER)
E<lh 5]
A (FARERIER) AN
0, KR EMRBERY T2ty MR TES30 ng | 23— RRERDERYE T2 MR 300 mg
Uy, R FE300mg Ny (k% Tt VUV (AT 2T (BB THS X))
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Tab =T Bz, DUT TRAD)




BEERHEETA T4 v
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1. 1T

I OF N « ZEEOHROT- DI, B STESICE SO ERE AR RD 5
héoé%m\%E@ﬂ%&ﬁwﬁﬁ_;b\#%E%%%@%ﬁ%&ﬁﬁ%%%f%ﬁ
THEHEMPARBINLGTT, ZNOLOERELEZEIIHIELE T LEBEITETICRET 52
kﬁ%?@% Lo THEY , REFEMBOES & WO AT 1 2016 (FRE 28 426 H 2 AR
BRIRE) IZBWTH, EHMERLEOHBEAORE(LHELZX S Z &L EnTna,
ﬁﬁﬁﬁ% AT HERMLIT, REERASCLZEN T 0 7 7 A VRBEFEOERS L5

CHRIRDZEN®HD, ZOH, AIELOLEMEICET BRSNS+ oERMEINDEET
O, YEERLOBREZMZIT D2 RIS BFICH L THEATS & LI
@W%#%ﬁbt%_M%&ﬁm%&é_kﬂﬂ%ﬁ*t@%#%%tTE%%%T@%
THZENEETHD,

L7eRoT, KRIA RTA4 Tk, BABEESCINE TIZELN TV D ETFIETR - B
FHIRMICIESE | LN OEIRS O 72 A 2 HEET 280 O B R B2 K&
O EFHE KT,

I RKIA RT A L, MIATEE NEIES BRSSO, ASHEEAN B AR
JERHES . —RALENEANBART LA X —22 K O H REEREERIESOWH IO & ERR L
776

Mg HERS T MR TFE300mg vV Y AR 300 mg 2y (—k
4T At~ GBIG#Z))

®g Lo BAAER CHRA 02T e —MRER

R &R B MR OMAE  BE, RAIET 2 B~ T (B z) & LTI 600mg
ZRETHRG L, £0%13 118 300mg % 28R TR THRET 5,




2 RANDFE. 1EAT

Tab sy MEFE300mg vV oY, R FE30mMgRY (k4 T2 rv T (B
fav#AHaiz) . LLF [A%Hl) ) 1. Regeneron Pharmaceuticals, Inc.23AI%L L7z, Interleukin (IL)
4 Z RO L1 SRR AR LTS IL-4Z A ET V77 (IL-4Ra) 7 = MIHE
GL, UHRTHD L4 KO IL-13 #0h Lin v VP BsERALET 8z e b
IgG4 &/ 7 u—F AHIKTH D,

IL-4 KOV IL-13 #90 L2 v 7 T VB EER I X, 2 BIRIERUS 2 B~ L X—T [Th2) Kt %
&) KRN Th2 MifOIEMALEIC %S L. 7 b E—MER SR R O o457 b e —E/
T UAX MR RORRRICEEREEEZ R T B LN TS D, 72, Th2 filasspEd+
LY A A ANTEFRE MR AREE L, REGEESMEE T EORBLEZET L Z
EB, T ME—MEEERTIIEEN) 7 RIBEZGIER LY, HRIEEVTLHEER
SBRTW5D, BLbEXy, AFNZ, IL-4 LY IL-13 O 7P GiEalETLZ ik, 7
N — R ERICR L CIBRRESIREZ R~ T 2 ERIR SN D,



3. BEPRRAE
RLYE A 5B KGRI 2 BT 24T o 72 7R R R R BR O a2 v 1,

1) AT v A FARIEG [EERLEF MEER  (R668-AD-1224 FAHR)
[FREBROBEZ]

Medium potency (HARDZFETIIA ha 77 7RIS T D) UL EORATa A RAVHIEK
(AR, ITCS)) TRhARAR+3727 b v —VEREREE (HAEHFIE 700 1) A %402, TCS
OFF T CORKIOHIER NLEMERFTT 5720, 77 B ARAREELL EERIAT
PR FiRGERBR S B AR, KEEO 14 W ETHEM I,

ARBRIT, EH (520H) KRONEBGRAN (12:8) X oksisi, HE - HEE. &40
300 mg (FEID A 600 mg) % 2 HF L < 1% 1M LT 78R % 52 K F 5925 2
LEREINT, XN—ATA UFEO 7 HELERING— n&ﬁﬁgO)%/ﬁ%ﬂ%i%@?)ﬂ?‘é &

LERE S, Aw174/ﬁ;wnsﬁﬁéﬁﬁb 0. r%zmﬁbt iz
EF 3z &nY, 238 RIS Z # R R L 7254101, ﬁﬁﬁ%”wﬂ
Lanis,

#5516 HZEOERMIC L 22 GHE 2 27 (LLF, TIGA]) 23 LEL R D _X—2 T A )

5 2Ll B L= oFI S (LLF. TIGA=1 3% )) K& ¥ Eczema area and severity index

(LR TEASI) A a7 38— 2T A b T5%LL Bk L - wiias oEIE (LT, TEASI-75

EERKER ) 7Y co-primary endpoint & Xiu7z,

KL LEEI, 18 MU EOT FE—MEEREE T, A7 UV —=JRHCLLF O

a9 2L Lsnr,

(2R PILE)

> CKERER S 2B T 3ELL ERTIC2E

> IGA 2=27 3 LIk, EASI 227 16 ULk, (ARmEMICHD DT N E—MHERERFHE
DEE 10%LL b, KOZ 9 FEEMEREAL A 77 —v (BLF. INRS)) A =27 O EifED
I 3 LA R

> 6 FHUWNIZ, TCS THRA+ I ThHLEORLENH D : thEA+4r & 1%, Medium
potency LA D TCS (MEITISUTHN Y =2—V UPAESAE (LLF, TCl) %
B &7 L 628 HESUITA SCETHESRE S i EMEOWTEWF o
M, HEA G L CH R UTEBIEBIMEDMEVREE (IGA 227 0~2) ZHERFT
VW EEERSN, #BE 6 PAMIZT M E—MERERICKHT 5 2HHEIRED
FLER B D EE D TCS THRA I3 & Al Shiz,

VR g OTEENIE 23 OERALIZ % L C Medium potency @ TCS 2 1 B 1 [BI4MH L. JREADSNRE L7~ %12 Low potency (H
KOSETIET A= ~IF 4 T 27 FATHYTH) O TCSITUIV L 1 H 11| 7 HAHE., PlE+s 2L e s
iz, BAL 7285613, Medium potency @ TCS /& BT 5 Z & & S/, Medium potency ™ TCS THEE L7z
BAT, ZetkaE B ok, High potency (HADHHTIINY =R b 77 7 2244 5) Llbko TCS %
ToHZ LT,

2 P IRFEIL. High potency BL LD TCS, &M AT v A NEROIERT v A RUEGQEMHISEA ERT O R TH AT & &
N7z, BFEFEE L TRAORAT oA REFH LIIIEAT v A REGEMBIEE OB X IIRER M TN =54, 1R
BOEOBE TP IE S, BRI IR DRG0 5 0K 5 AU LTGRO ERS 1 7 A LU LR
L7=RICIRBRE I B2 B9 2 Z L W AiE & STz,



[F55]

FE DM R REEM L, 2 BERR&RSEE (Q2W AE) 106 #i, 1 HEMME&ESEE (QW BE)
319 B ONT Z 2 ARRE 315 Bl 740 Bl CTHo7=, F7-. LEVEOMNTSEMIL, Q2W
BE 110 i, QW BE 315 Bl OV T B REE 315 Il T - 7=,

(F5hHE)

HMED co-primary endpoint Toh 2% 5- 16 % D IGA=1 ZER L O EASI-75 FERLRIX
RL1OLEBVTHY, 7T BREEEEARAREL ORHEIZIBN T, WTHORHEEH IZ3 0
THHRFINCHE B R ZENRO LI, 77 BRIk 5 A% 300 mg @ 13 R bE# 5K O 2
b 16 - DAERME DS RRGIE S T,

K1 5 16 RO IGAS 1 ZEE L U EASI-T5 ZERE (FAS, NRI)

Q2w QW #f 7T ARRE
IGA=1 R 38.7 (41/106) 39.2 (125/319) 12.4 (39/315)
TTRARREE DFE [95%EHH X ] 26.3[16.3, 36.3] 26.8 [20.3, 33.3]
p it 2 <0.0001 <0.0001
EASI-75 EERCHE 68.9 (73/106) 63.9 (204/319) 23.2 (73/315)
T T RARREE DFE [95%EHEXIH] 45.7[35.7,55.7] 40.8[33.7, 47.8]
p i O <0.0001 <0.0001
% (%0

Fp Ik SRk 35 a9 B Non-responder & L 7=,
a) MM O—2 T 4 VHFOEIEE (IGA A2 7 3 XX 4) %)@ & L 7= Cochran-Mantel-Haenszel # &
b) 77 AR L BARKIFEO LIS T DA EAKMEEZ ZNE MM 25% L RET H LT, MEOZENZ T

F7-. ERAENEHMEER OWRBITFE 2 OBV THY . WIFNOFMEER 2B THEA
ﬁlﬁiﬁv TR REEAE BRI AHEAAERD S, &5 16 BB, 5 52 % F TRERLH)
TRRD LT, ARFREE G LD BRI MR T2 b D EE X BT,



&2 ERAMERHEEE OHER (FAS, NRD

FFAlE H Al R Q2W #¥ QW H#f 77 Rk

4 3 15.1 (16/106) 15.0 (48/319) 7.0 (22/315)

IGA=1 ik 8 i 26.4 (28/106) 29.8 (95/319) 11.7 (37/315)
16 38 38.7 (41/106) 39.2 (125/319) 12.4 (39/315)

52 3 34.9 (37/106) 37.3 (119/319) 12.4 (39/315)

43 37.7 (40/106) 37.0 (118/319) 17.1 (54/315)

S 8 i 53.8 (57/106) 57.7 (184/319) 24.1 (76/315)
16 Jil 68.9 (73/106) 63.6 (203/319) 235 (74/315)

52 3 62.3 (66/106) 63.9 (204/319) 21.9 (69/315)

43 11.3 (12/106) 13.2 (42/319) 5.1 (16/315)

EASI-90 s 9 8 i 25.5 (27/106) 32.0 (102/319) 10.2 (32/315)
16 Ji 39.6 (42/106) 433 (138/319) 11.4 (36/315)

52 3 48.1 (51/106) 47.6 (152/319) 14.3 (45/315)

43 37.3(38/102) 27.1 (80/295) 16.4 (49/299)

Z 58 NRS * = 7 it 8 46.1 (47/102) 458 (135/295) 18.7 (56/299)
RO EBREOESY| 168 58.8 (60/102) 50.5 (149/295) 19.7 (59/299)
52 3 48.0 (49/102) 38.6 (114/295) 13.4 (40/299)

% (B0

o 51 SR B TR #EBI Non-responder & L 7=,

a) EASI A I 7 NR—RZ T A b 90%LL Lk L 7ok 0El 4

b) % 5 NRS A 27 O A WNiEEOBE LN R—A T A LInh 4 S KT Lz ipE ofls

(22 421%)

AEFEGIT, Q2W B 91.8% (101/110 #1) . QW #F 88.3% (278/315 ). 7 7 & REf 88.3%

(278/315 f5l) IR B, ERFRIIRIDLBY ThoTz,

FELCIE, QW BE 1 (il i) (2R Hii=ny, 1R & ORRBRITEE SN, ®H

EAEFRIL. Q2W HE 3.6% (4/110 f#1) . QW # 3.8% (12/315 i) . 77 & AHE 6.3%

(20/315 f31]) (ZFRDH HIL, EARFLRITT FE—PERE S (Q2wW BE 1 61, QW B 1 f31],
EAREELH) ThHot,

HIEICE > 7= AERFLRIL, Q2W f 2.7% (3/110 1) . QW #f 2.9% (9/315 ), 7 F &R
# 8.3% (26/315 ) 1ZFRD BT,

RIVEFIZ. Q2W #f 33.6% (37/110 f31]) . QW A¥ 35.2% (111/315 ) . "7 & R EE 30.2% (95/315
B) 2RO BT,

£3 WITHOORET 5% LICRELARBO WA ERE (Rarigird $4EH)

Q2W R QW R 77 2R

(110 f51) (315 4i)) (315 #i))
7 b e—PERE R 51 (46.4) 111 (35.2) 179 (56.8)
SlHEE S 26 (23.6) 66 (21.0) 64 (20.3)
TESHALSOS 16 (14.5) 61 (19.4) 25 (7.9)
7 LV —PEEIER 12 (10.9) 48 (15.2) 17 (5.4)
S R 11 (10.0) 49 (15.6) 35 (11.1)
ARG 2% 7 (6.4) 12 (3.8) 3(1.0)
I 6 (5.5) 7(2.2) 19 (6.0)
SR 5 (4.5) 26 (8.3) 19 (6.0)
APE~ L2 2 4 (3.6) 17 (5.4) 10 (3.2)
Ay INT U 4 (3.6) 9 (2.9) 16 (5.1)
Al B PE 2% 2 (1.8) 19 (6.0) 9(2.9)

Bl% (%)



(2) AFHEME G EEES MR (R668-AD-1334 7t5R)
Medium potency (HARDFETIEIA a7 7 T A YT %) LLED TCS THREAR+5
X3V EOBB%EN D TCS MR ST b B —VER G R BE % R, AFIDHF D)
PER OZ RV T 2720, 77 B AR RIE(E AL —H 5 M7 iR s B AR,
KE%ED 10 7 [ETEM 7z,
AL, 5 (16 ) KONBEREER (12 8) XMk, AL - HEE AH
300 mg (#I[EIDF 600 mg) % 2 #A L <13 1 B XIET 78R % 16 BEKL F#545 2
ELERESNE, N—R2TF A LD 7 BULERI D —EREOREANAHEE TS b
CRRE S, MR R RS HER LB IR iam D e L S,
#5116 1% O IGA=1 3R K O EASI-75 RN co-primary endpoint & Shufz, %4
LD B, 18 WU DY FE—MHEEREE T, A7V == TRICELT O FEHE A i
-9z EEani,
(7R3 PRILE)
> CKRERERI RS2 WiEET 3L ERNIC R
> IGAA=7 3L L, EASI 227 16 DL b, REEREICED DT b E—MERERBHLD
FIA 10%LL . R OYNRS 2 22 7 O E i O F-HE 3 UL

> 67 HLINIZ, TCS TRIRAR 0 XX L et EOBHEN S TCS NHEE IR NWED
FLEE DD MEA T4y L iE. Medium potency LA LoD TCS (WMEE(Z)G U T TCl 1B
m ELe< LY 28 HEXITRMASCETHR SN REHH OV nEW T O
W, HEH&E L CHEM UK BIFEIENMEOIREE (IGA 227 0~2) ZHiFFCc&
RNZ L EEESNT, BE 6 W ARBICT b MRS R IR D e HPERRO T
N DHEEDL TCS THRART AR INT, B EOHE &1, IHEICEL D
X7 4w N BEIZY 27 (BFEANME ., WEUERIG, S5 7R EENE, 2D
W) LERINE,

[ 5]
FROE DM RS IX, Q2W BE 224 ], QW BE 223 il e (N7 & AR B 224 1D &t 671 4]
Tholz, BEVMEOMNTEEMIL, Q2W FE 229 I, QW #f 218 il & N7 T & AR EE 222 il D
669 5l Td - 7=,

O RoFiagIE, ML DBIAA L. 7 HRIRL LR L C b+ BUS L2 WIEEIC O s IR IR & B 53 2 B
RPFTRIREAHER S 7o, BE A IO MR OB X 0 BEREHORE TR AN FTA T & W 5A 13, High potency (H
KOG TENRY —A M7 Z RS T D) DL TCS T EHMIREIKIC X 2 MEREE fie & Uiz, ik
BIEL LCTRRAAT oA FENTIEHMEIERAT b FIEREMEEES G SN, WBEOR I IS, 4
BT DR G- 70 5 - O 5 5 LU L 72 R ICIRBe A B35 Z L3 we & Shiz,

7



(A1)

H5IMED co-primary endpoint T& % #5516 T 1% D IGA=1 = & N EASI-75 =R 1T«
ADEBYTHY, 7T vARREEBEARFFEL OXHEIZHENT, WTNOFHMIIEBIZHENTH
PR FRINCH B 7220300 Hiv, 77 'ARIxtd 5 A% 300 mg © 1#EFREB G & O 2 #EF b
B G- OBEESRGE STz,

K4 5 16 HED IGAS 1 ZME L O EASI-75 E/RE (FAS, NRI)

Q2W F QW it 7' Z 2R
IGAS1 ERCE 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)
7T e AL D [95%(F X H] 27.7[20.2,35.2] 27.0[19.5, 34.4]
p it Y <0.0001 <0.0001
EASI-75 ZERLHE 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)
7T e AL D [95%(F HH X H] 36.6 [28.6, 44.6] 37.7[29.7, 45.8]
p fit Y <0.0001 <0.0001

% (Bi%)

o 51 3R B TR B Non-responder & L 7=,

a) M ONR—2 T 4 VHFOEIEE (IGA A2 7 3 XX 4) %J8 & L= Cochran-Mantel-Haenszel i i&

b) 7T B ARRE L FARABEO LB 5 BEAKMEE Z N E N 25% L RIET D Z & T, MEDOSEMZ

F7-. ERAEMEHMEEE OHRIIER 25 0L B THD . WTHOFHMEEB ICBW T
AHNEN T T B RFEZ B DGR BTz,

R5 LRAWMEMEE OHERE (FAS, NRI

Ptz H Ll Q2W Ef QW A 75 v AREE

43 12.9 (29/224) 12.1 (27/223) 2.7 (6/224)

IGA=1 EZHRUHE 8 il 24.1 (54/224) 23.3 (52/223) 3.1 (7/224)
16 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)

438 27.2 (61/224) 28.7 (64/223) 6.3 (14/224)
EASI-75 R 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 i#pk % @ 8 i 20.5 (46/224) 27.8 (62/223) 4.0 (9/224)
16 35.7 (80/224) 33.2 (74/223) 7.6 (17/224)

N 438 16.0 (34/213) 23.4 (47/201) 6.1 (13/212)
Z;{iﬁ ;}'%S%%;fo\% 8 i 33.3 (71/213) 33.8 (68/201) 8.5 (18/212)
T e 16 3 40.8 (87/213) 40.3 (81/201) 12.3 (26/212)

% (B0

IR SR 1R 51X Non-responder & L7z,
a) EASI 2 a7 3 _— R T A Lin D 90%LL R L - oFIA
b) % 5 FENRS A 27 O HWNEEHEDOE LR R—R T A b 4 RULEK T L7 RE ofE

(Z2421%)

HEFERIT, QW £ 74.7% (171/229 1) . QW #f 69.3% (151/218 f3) . 77 & RE 66.7%
uwmmm)umw%n ThRFEGIIEE6DLERBY ThHoT2,

FEITRRO b o Tz,

EERAFFRIL, Q2W B 3.1% (7/229 i) . QW #f 0.9% (2/218 f3) . "7 & A 5.4%
(121222 f) \ZFBOBIL, FERFRITT b E—MERRER (QW B 2 5, 77 & REE 3 #1)
ThHoT,

B EICE > 7= AEHERIL, Q2W B 1.7% (4/229 f51]) . QW #f 1.8% (4/218 f3)) . 77 &R
FE0.9% (2/222 f51]) 12780 BTz,



EIVERIZ. Q2W B¥ 29.3% (67/229 1)) . QW B¥ 31.2% (68/218 #1]) . 777 & R EE 18.9% (42/222
) 1ZER BTz,

R 6 WIIUNDHET 5%, LICHEBIAGED b FEFG (RN SE)

Q2W Hf QW & 75 B ARRE

(229 1)) (218 1)) (222 i)
7 E—MERE % 36 (15.7) 21 (9.6) 68 (30.6)
EATEDS 27 (11.8) 26 (11.9) 22 (9.9)
FIEg 21(9.2) 11 (5.0) 13 (5.9)
T SO 19 (8.3) 41 (18.8) 13 (5.9)
7 LR —PEREIR S 12 (5.2) 8 (3.7) 3(1.4)
GBI 7(3.1) 12 (5.5) 7(3.2)

B (%)



4. FEERIZOWT

ARANDNEIG & 70 % B OB O GAGEOHIWTIL, WUNATOND Z Lk bh

B, Efo, AROBRHC LD EERBIEN & RE LBICHET 5 2 L SLERTD, B
FOO~@DT T EMT RO THAT 5<% Th 5.

O SRz oW T

T PSR OpRE, il & TR B 1B (B3F 7 YRR SRR
ARIFAV) ZBRAL, Kﬁ_ow1®+\&ﬁﬁ%ﬁb 7 R 5 O
FONRRIIEET A EM (FROWTILNICE LT HERM) 2 YE2EE O ARFIZ B
THEROBEEHE L L THEINLTWVWD Z &,

- [ERRGRFTEUG S 2 EOYWMIBHE A& T L7#IC, SHEU LORERZROBIRIMELTToTnD T &,

- ERGRFFHUSE 2 FOPIBHE Z#4 T L7 6 FLL LOBRBBREZA L TWDH 2 L, 595 34U

EiZ, 7R RER A G T LR —RROBIRIHEZIT > TWH Z &y,

®

ARHN D BIERR 7B 1% D2t & H 2 il 2 72 O RER B A S T 5T
WHZEMND, BHHELZBUNCEE T AR THD I &,

BEN O = 38 5L E WA BLOARHI 2D T

IR O - ZEMFOETIFEROEES, BEELNRE LY
WY 7R RIS & RS RS O N TAT D D& R [ L B /ﬁﬁﬁ@ﬁiﬁ?m)?é
STWNAHZ L,

A PFE K OBEIWER ~D X2 T

BEOHGIT2MOT L X —MREEZ AT 2BEFIIAAZ RS 25512, Y%
T UV MR B A Y T S AN LB L, OREE Jéﬁbﬂﬁi@i&oizi%%§
T HIEENESTWDZE (6. 5BH)

TFT7 47 x%—FEOMM ORISR S N RWERIT LT, MRk ST
ERRAERE DRI 2 A S R & dE L. BITEF OBWrHoxGIZB L THRAE R OSE
T, EHITHYREN TE SR8 E - TS 2 L,

10



5. BHRIHLIHHBE
[BERNICHONWT] BEOELSOHIWNICHT- > TiE, UTICEYTLIBEETHLH L

ZHERT D,
1. 7 hE—MEEERBEIA RT7A L 2BEICT bE—MEREROMETEZHIN L S
NTWDLEETHDLHZ L,

2. FIRIESNRERIC K B0 9T FORENE LN, —E Lo BiEEM:
EHTDHMANT b E—MERERBE, UIAT A RAHESCI LV =a—) &~
PRSI SRIC KT 2 BUE, B2 mPrtERERE L <IX2HMERERIZ LY,
T D OFRIESNIED T K DIBWR OGN EET, —E Ll Lo g BIEE: Y
EHTDOHRANT hE—MEEEREETHD L,

a 7 hE—NERERBIEATA T4 CHREEIZS L THREINDI AT oA K
SAHEE (R b 77 T2 L) Ry =a— Y URRES R X A2
TRIEAZEALD 6 7 HLL ET-> T,

b. L FOWT NI ik T 5 IREE,

IGA 227 3Lk

- EASI 227 16 UL B X R ORI BORIEZ 0 Z 2 H T 256
(HZe L U CHHESHAER D EASI 2 3 728 2.4 LI 1)

- RERHEFEICHO DT b BV ERIFEDOEIE 10%LL -

[ 5- Okl & 7= > T]

AFNOEERABRIIS T 5 AR (Feb-BliatR 16 IR ZHiE X, BE5H
G 16 W E TITRRBISHR O N R WA IT AR O G2 T+ 5 2 L, Fiz,
ARA G X ERN IR OMERZ1T 5 Z &,

IHIT, AT A FAHES IV =a— ) VIESNHIESE L I LY &5
FEOHIF (6 » A2 BZ LT 5,) TMOMEFNELNIEEITIE, T ORI
FERNMRIBENEUNEA SN TND Z L 2R L7z BT ARG O—kR 1%
AT &,

¥, SRR TR LAAIR G 2 — R L2 BEOT M E—MERER ORI L,
BEOREBEZREINTHIRE L TARR G2 BT 25813, 5.2 20T %830,
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6. BHICEEL THETNEFIH

1) ARANOS I3 LIRBUE OBEERED & 5 BEIZOW IR OB LN R TH 5729,
BeH LWz &,

2) TF 7 47X — (0. %K) PNWEINTND, REIFGHRHCIIBIZREZ 512170,
MR, PR REE, ERkEk, OF WV, R, W, 2 9K, @RISR 1845 5
NIEEEAIITEBICEREEPIE L, EWYRLEEZITY Z &,

3) KA EGHFDED 7 F o OHREIT, REMEDHER I LTV RWOTEELT S Z &,

4) AANT IL-4 KOV IL-13 ORLEMEMIC L v 2 B i 2 045, 2 B & w4
HUR YL )9 5 AR ARBHEEERE 1T B 5 L T WD ATREME S & 5, B/ E HURYLBE [ LT
X, AR EBGT RN AR OIBIR AT 2 &, B DARAMNE G2 %4 Ui
EZ L, PUEAE R X DI N I 2551 01E, A URGENRIE T 5 £ TRAID
WhE—RRIET5Z &,

5) AHNIDEHIZL > TEPFT DM T LIV X —MRBOIERNBZE T 5 /RN H D, 4
T LR BT DU R ER A R o T2 A . ERONAICEL L, MBS T

BRECICELIBER B D, RAIRGHIEZOEBER L DT, KEAERGHIL, &
927 LX—REZ YT HEMEBUNCHEE T2 2 &, BFICH LT, EMo
e, ENOOEBICKT DIRENFEZEL L Z2WE > IBET 52 &,

6) A7 vA NAARIEFIIARMAEDEE ZRE | BRI A T v A RAHEEDOH
RIESNAFE L O ARIBIEE OFH L THWD Z &

7) BEMiAT oA FEEEZZT TOHEREICEN T, AARGRRBHRICAT oA NREA
WCHIELZRNWZ &, AT aA FEOBENSLERGEIIT, EMOEE T Tha 27
ST &,

8) ARKIDHEARRERICI\NT, IFFEERMERTJ K OGP R ER M 25 %8 1f 75 7
ROOLNTWD, AFBE I, R OHER, I NI
b, DIBEOHER N —a NF—E oS T 52 b,

9) WfICEIT A, BUEIRTEHEE DRI 2 EEMS IS5 S ARF O RPE KONl B o 7=
DIZERERAE B CThoEHTHZ &,

10) AAID RMP Z##di L, ZEMRFIFHEZ#HRT L2 &,

11) ACHEGOEMIZY 72> L, FEOZLHEAZEEICHRT L, BF I3 Ll
B, A EEELT 52 L,

PEPA 2 IEE D FEHL 23
PERZS | IWREAR O

&R

S35 3CHR)
1. HARKBRZETA RIA4 2. 7 hE—MEERZIETA FT 4 2016 FAK
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KEFERAHEET A 54 v
TabtrvT (BiTHEZ)
R4 : Tab 27y METE30me >V vy, RETR
300 mg ~22)

~ 5 R i B~

YR 314E3 A (0 2 4 11 AYET)
(BEESBE)


NTWHT
テキスト ボックス
別添２
aa22



SR/

NP E WD

I C®IZ

ARFNOFE, TERBET

[ R AR

Wiz DT

BhxtGe L 70 5 B
BHICBE L THEE T REFIH

P2
P3
P4
P9
P10
P11



1. ZUBIC

3K 5t DA M - LM DR D72 DI IR SCEFE IS W B ER AN RO B D,
S DI IEEORFHAR ORI L0 | GUREIE S S OHF e B ERE T 2 H 7 2 EHE R
PRI NDH T, 2D DOERMZEICKNE L3 2 BHICHEYICRMET 5 2 & BB ORE
Lo TEY, RFMBGEE & DOIARTEH 2016 (CFhk 28 46 A 2 HERRE) 1B\ T
b, FEETIEIELFEOMEH OREHEEL XD Z & & STV,

BHRERRT 203 5 ERMIT KEEASR AN T 7 7 7 A VBB FOEIRM &L B 502
BIDZENDD, 20D, AIMERNLZEMEICET HERD T oEE SN ETOM, 4
HEIRMOREZRZT 5 2 E PR SN DBFICX L THERT 2 & & Ic BTER TR
LB E R st & D 2 L N TTREZRR — B DB 2 il 7 T E B T 5 Z L AN EE
Thb,

LMo T, AHA RTA Tl BIRBRES 2V E TITHE LTV D EFRIEER « BHFH
M-S & | DU OEIRS O fci 7 5 2 HEE T 280 b MR T, B2 RO ES
W % 7R d,

REB. ABTA RTA AL, MSIATBUENEE M ERE RO, — B EEEANRART L
F—ay —ERE N BARMER R . BAVNET Lb S —5as - AR B AN R
Fa RO AEREN B ARBRNBHES OB IO b & ERk LTz,

KOG LI DEIEG T a2 NETFE300mg vV >, R FHE300mg 2 (%4
T ot~ (BETHHEZ))

MRERDHENIDE . ZE IR BEFRRIC L > CHMEIERZ 2> e — /L T& RV EE
ATHEE DBEITIRD)

MEERDMERORE G@E, RAKO 12 EO/NRICIET 2 e ~7 (Eiaiaz) &L
THIENC 600 mg & B P45 L, ZDO#%I1% 115 300 mg % 2 @RIFE TR T
B54 5,

B R e ¥EE Y T o RS




2. KB OKHE. {ERBT

Tabt sy METFE30mMg >V oY FETFE30mMg Ry (—f4 T2~ T (E
frf#AHe %) . LLF [RAl] ) X, Regeneron Pharmaceuticals, Inc.23Al%L L7z, Interleukin (IL)
-4 ZREKE N IL-13 ZREZEHER L TOD IL-4 K KT V7 7 (IL-4Ra) B 7 2=y MIHE
AL VB RTHD L4 KNIL-13 20 Lizy VI uniE a2 ET D@z & b 1gG4
E//un—FAHKTH D,

IL-4 ROV IL-13 AT L7z 3 7 F /VARER I I, 2 BRIERS (2 B~ R—T (Th2) Ki%
Gie) KO Th2 MldOTEMEALFEIC A G- L, K8 3B R O OBET 27 Fe—M/ 7 1L
F—MEREOREBICEE A2 R-T B2 5T 5 (Nat Rev Immunol 2015; 15: 57-65,
Am J Respir Crit Care Med 2009; 180: 388-95) , F£7-. Th2 i@ pEAT 5% 4 M I A IKaE
R DORGRPEAERCAFFABRIE ML 2358 L R SN E CIIXUERIEICR G5 L B2 b T
W5, BLEX Y KA, IL-4 KR OVIL-13 O 7 FIURERE A LET S Z sicky, KEX
LTSNS M PRETEY=5E S o7 N BNa/Y i S 3V g I



3. ERERRRE
LA (BEFEBEIC L > THMEJERZ 2 v b o —/L T& RV ENE TEHE D HBE I
[R2) OB 21T - 7= e lIR B O g2 =T,

[ B e ] 25 AR RXBR (EFC13579 7R)
[FRBR O]

FHEXIIEAEORAAT B A 3 (LLTF, TICS) ) ROZDfoEEHSE A L
THay br— L REO 12 5L Lo 3 EEE 1,902 i (HARN 114 iz ETe) x5
(2. ICS K OV Dt > F W BEFEV1~2 AIOF T TORK O MK L2 A2 G 2729,
77 b ARk R 2 (b T B A T RE R LSRR 3 S S AT

FVE - HEIX. AKI200mg (FIEID A 400mg) . 300mg (FIRIDFA 600mg) XIiE~7 7 &R
Z 2 IR T 52 W T 595 2 & LIRGE S 1L, ICS KUV DD RHVE FIEE 1~2 4 A
7)== TRHCHER SNTEHETHIT 2 2 & ERES N,

BEWED EEFHBIE B 1L, 5 52 itk £ TORENG B EDOERIEEE L O 12 H#
(21T 2 KB SHERFE BRI D FEV) D=2 T A )26 DAL ED co-primary endpoint & 5%
E ST,

KGR E I D EFIE, 2B EOREIMERF T, LTOREHERN-T 2 & & &z,

(7R PUILYE)

> HHEXIZEHED ICHROEMERE 1~2 Az 27V —=2 70 3 7 HLL LR
SEHANOA TV == 7O 1A HLL BRI —ERE Tk L THAL TV D

> KRB SHLRIER SR FEVL S TIIED 80%LL T (17 5kLA FiE 90%LL )

ACQ 2= 7150 E

> BT HE—/L 200~400 g 540D FEV:IZ 12%LL B2 >dE & 200 mL LL oAl
PEDFRD B D

> LAELINICH BB L CRFMER T n A NEROB G %2 1L 72 33 BB L
L0 AR L < iFBEskE =2 L

v

[ R
AGBH RN G SN AA 300mg2mL #E (LT, TARAIRE] ) &, MEFTICER L CHR &
Pl eane7IeR2mL it (LT, 77 A ) OREDOHIERT 5,

(B %hiE)

BHRMED FEFLE R Th 5 &5 52 @tk £ TOEER BHEOEBBHR LS 12 #
BT D58 YRR 5010 FEV, ODX—Z2 7 4 b OB LEITFR 1 LOE 2D LB
Thy . I EREELAFIREL OXFHEICIHB T, W EEIMEE H IS 2N A EEN

U RFEIEMME o RISE (LUF. TLABAY), vA 2 b U =BG (IR, TLTRAY) . RFFRERMEL AT ) 5%
BRUAEGEHE (LT, TLAMAL) . A FAFH 0 F U8

2 ROOIUIQDRIED B B OE( A N EME L ER L O2F AT a4 FEO 3 AL Eokh, @2
AT v A FIOBG-HE 20 I X D ABE XL ER D%

S INFHYTaF AT (BUF, TFP)) 500 ug/H LA E 2,000 pg/ B LA FARY, ARFRD S OPERE TIE, 18 kLA
1% FP 400 pg/ H LA_E 2,000 pg/ H L FHEYS, 17 BLLFIE FP 200 pg/ H BAE 2,000 pg/ H LA FARY & Sz, 7238, AHIC
BT 5 FP OEGEAREIL. A THK 800 ug/H., /N TH K 200 ug/H TH 5,
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A BTz,

#1552 Wtk F COREMENG BHEOERIBEBIR (TT £RH)

. AHIRE 75 R
B (633 1)) (321 )
RBlEm (N-4) 612.5 3132
e SRR R ([]) 343 342
0.560 1.092

FRIEEIETR (A -4)

EMBEFETIR Y (/A -4) [95%13 X [H]]

0.524 [0.450, 0.611]

0.970[0.810, 1.160]

TT e AR DY [95%[FHIX ]

0.540 [0.430, 0.680]

p i <0.0001
a) WEHE, T, HE, X—2 T 1 UREOM AR 5y, N— AT A U0 1ICS Mk, 1 FUNDEE
W S OSBRI A A L L, BRI O BEREL 472y NEKE LA ZHEIRFET L

F2 Bh 12 BRICET DRESHERERIO FEV, (L) OX—XZ 14 Uonb o2 b (TT M)
5 Rt AFRE 75 v R RE

N—Z T A B 1.780.60 (633) 1.75+0.57 (321)

2.09+0.70 (610) 1.930.68 (313)

B 5 12 %
R=2FA P LOEE 0.3140.43 (610) 0.18+0.39 (313)

T AREE A=) %[EHH
77Jzﬂik?%b [95%fEHHIX 0.13 [0.08. 0.15]
e <0.0001
p i ®
EIEE IR S (B0
a) HEHE, Flln, MR R, #ilk, X—2F 1 VRO MPHFERERIX Sy, N— R T A U
D ICS A, Rk, HGHE L FHERE RO R AR, X—RA T4 Ui, XR—RTF 1 i
& RS LA HAEH A B 28 & L 72 Mixed-effect model with repeated measures (MMRM)
5, FHBIREE 21X unstructured ZRE L 7=,

N—=2F A VIO ICS MEROF RN R RITER 3 K OFE 4, N—R2 T A VRO
A A~ =T —DXGBIOEEMNFEFIZE S KUFE 6 DLEBY ThoTo, 728, M
FREREL, FeNO JREL, MIEHT Y A AF A, Mg s IgE IRE R Nt =4 # %2 -3
BEZ, Wb 2BRE~Y—T—L S TW5,

K3 R=XFA D ICS HERNI DG 52 M #% F ToHEN BHEOMFEMBEHE (TT £H)

. AFHE 75w AREE
B (323 #i) (167 #i)
B (N-4) 310.7 162.7
e A Mg R ([51) 210 193
ICS ERERBE (B A -4F) 0.676 1.186
FRBRBRRE (FEU\'E) [95vafEsilx 0.639 [0.523, 0.780] 1.038 [0.818, 1.317]
TTRRREE DH Y [95%(5HE X ] 0.615 [0.456, 0.830]
. AFIE 75w R EE
S (303 i) (151 1))
B (N -4F) 2952 147.4
= Wi B FE A B S (1R)) 131 147
ICS EFER R (/A -4F) 0.444 0.997
FRREBRSA %?]U\'m) [95%f= AR 0.414 [0.325, 0.527] 0.879 [0.667, 1.160]
7T AREEL DY [95%(F XM ] 0.471[0.329, 0.674]

a) BGRE, i, MUK, <A 5 WO ML P AFREERIKIR 5y, ~— A 5 1 150> 1CS JI Bk, 1 £EDAPIOD T
BRBORBEEERILHE U, B ORI 472 v MY LT 0 “HRE 7L



F 4 R—ATA O ICS HEMNOERS 12 MBI 558 RERR 51 FEV, (L) o2& k& (TT 4£M)

G- AR HITE 77 AR
NR—2 T A I 1.7020.60 (323) 1.65%0.50 (167)
e #hH 12 Bk 2.00%0.68 (309) 1.85+0.64 (162)
ICS NR—ZFA NS DOELE 0.3220.43 (309) 0.20£0.40 (162)
7 3 729 [95%15H
77Jzﬂaé&0r|:%é [95% 5 HE X 0.12 [0.04, 0.19]
51 AHITE 75 v RRE
NR—2 T A I 1.8740.59 (303) 1.86+0.62 (151)
U & #h 12 Bk 2.16%0.72 (294) 2.02+0.73 (148)
ICS NR—2F A b OB E 0.290.43 (294) 0.160.39 (148)
°Z R AR 729 [95%15H
77Jzﬂaé&0r|:%é [95% EHE X 0.14 [0.06. 0.22]

EEIE SRR RS (B

a) FGEE, B, MR B, MR, N—X T A CREO M A ERERELX 5y, X— AT A LD 1CS H
&, PR, BGRE LRl R O EAER, XA T A Ul N—R T A Ml & R O AAR
FZFZEE L L2 MMRM %, #HBIMEE 21X unstructured & {iE L7,

#5 FAA A~ —H—ORYP IO FELEG SIEOERBEHEE (TT £ D)

e X455 R R ELE (B/A-F (BI30)) 77 RRBEL DO

(N—RF A V) AFHIHE 75w R RE [95% (5 X [ ]
150/uL A 0.805 (181) 0.779 (83) 1.149 [0.747, 1.767]
JinGE 150/uL LA _E 300/uL i 0.475 (175) 0.845 (95) 0.557 [0.350, 0.888]
IR ER AL 300/uL LA _E 500/uL i 0.496 (136) 1.393 (68) 0.366 [0.225, 0.596]
500/uL LA 0.413 (141) 1.486 (74) 0.287 [0.184, 0.449]
25 ppb Al 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 DL I 0.485 (124) 1.444 (75) 0.305 [0.188, 0.494]
61 IU/mL A3 0.681 (149) 0.792 (83) 0.817[0.511, 1.307]
@ g 61 IU/mL LI _E 167 TU/mL Kiif§ 0.535 (156) 1.344 (74) 0.420 [0.275, 0.641]
167 TU/mL Lk | 449 TU/mL AKiik 0.616 (164) 1.008 (84) 0.685 [0.424, 1.106]
449 TU/mL 2L | 0.402 (157) 1.291 (77) 0.375 [0.232, 0.606]

5% (R)AAT U RO AL XL -3 OREIFFERL 314 3 AR CHREEHANCH 5,)

53.9 ng/mL A 0.660 (155) 1.024 (78) 0.657 [0.420, 1.026]
RY FAF 53.9 ng/mL LA_E 69.4 ng/mL i 0.501 (145) 0.985 (71) 0.521[0.333, 0.814]
IR 69.4 ng/mL L - 92.3 ng/mL i 0.656 (157) 1.133 (77) 0.605 [0.373, 0.982]
92.3 ng/mL L4 I 0.426 (139) 1327 (75) 0.307 [0.184, 0.512]
24.0 pg/mL A 0.657 (151) 1.101 (89) 0.603 [0.393, 0.925]
A E X 24.0 pg/mL LA I 38.2 pg/mL Kk 0.600 (160) 0.904 (73) 0.733 [0.459, 1.172]
-3 IR 38.2 pg/mL LA |- 60.8 pg/mL A:Jiii 0.525 (171) 0.895 (70) 0.599 [0.364, 0.987]
60.8 pg/mL LA _F 0.474 (143) 1.336 (86) 0.360 [0.226, 0.574]

a) M IgB R, RYFRFURE, =4 FF 2 3 REIZOWTIZHALR]

b) XY A RF PR D KGRI O EFMENTIL, 18 sl L O % %t 5 Ehii

o) HhHHE, Pk, Mk, N—R T A VIO M AKXy, N—RA T A VO ICS A&, 1 LN O FE NGRS O Bl
BaEBALEE U, BB OMMEREL 472y NS E LA ZHRRET )V



£6 BNAT—H—DXHR DB 12 #H DRE SRR SR FEV, (L) 02 k& (ITT 4£MHY)

4 &5UL%@F77HWIE?®NR SRR L (2 O
A (R A ) AT APDO G s (o506 <AL
ARHI 75 v AREE -

150/uL A 0.1920.37 (176) 0.110.41 (83) 0.09 [—0.01, 0.18]
i 150/uL LA_E 300/uL A 0.22+0.45 (168) 0.2240.36 (90) —0.00 [—0.10, 0.10]
U IR ER AR 300/uL LA_E 500/uL A 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 Al 0.20%0.37 (309) 0.170.36 (141) 0.03 [—0.04, 0.10]
FeNO 25 ppb LAk 50 ppb A 0.320.40 (182) 0.1810.37 (94) 0.12[0.03, 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 A 0.21+0.36 (143) 0.1940.39 (78) 0.05 [—0.04, 0.14]
@ 1gE 61 IU/mL L) _E 167 IU/mL i 0.28+0.38 (151) 0.2310.40 (73) 0.05 [—0.05, 0.15]
167 IU/mL LIk 449 TU/mL i 0.34=0.47 (156) 0.08£0.31 (83) 0.26 [0.15, 0.36]
449 TU/mL Ll bk 0.3910.49 (154) 0.2410.46 (76) 0.13 [0.01, 0.25]

25 (N FRAF U RO A FZ X203 OREFZ R 31 4 3 AR TREGETSNCTH 5,)
53.9 ng/mL A5 0.230.45 (149) 0.1940.35 (74) 0.06 [—0.04, 0.16]
RY FAF 53.9 ng/mL LA E 69.4 ng/mL ik 0.260.42 (138) 0.1410.39 (69) 0.10 [—0.01, 0.21]
b3::4 69.4 ng/mL VL | 92.3 ng/mL A 0.35+0.43 (157) 0.20+0.42 (77) 0.10 [—0.01, 0.22]
92.3 ng/mL LAk 0.35+0.41 (131) 0.17%0.38 (73) 0.2210.11, 0.33]
24.0 pg/mL Al 0.26+0.40 (147) 0.15%0.39 (85) 0.09 [—0.00, 0.19]
xFFF 3 | 24.0 pg/mL YL 38 2pg/mL Kl 0.230.38 (157) 0.2240.38 (70) 0.03 [—0.06, 0.13]
IR EE 38.2 pg/mL LA I 60.8 pg/mL A 0.30+0.41 (164) 0.18%0.36 (70) 0.12[0.01, 0.23]
60.8 pg/mL LI _E 0.45+0.52 (135) 0.1710.44 (85) 0.27 [0.16, 0.39]

I AR (B4

a) M IgE R, XU FAFURE, =4 F X203 REIZ OV TSN
b) XU A AT PR O RSB OB LT IR
o) BehHHE, Flin, MERI. HE, K, N—RX T4 VRO MFLFBRERILX Sy, X— R T A RO ICS H =,

MRS DI ANER ., X—=RA T A U, X—RT A MELFMFERORZ AR Z ALK S Lic MMRM i, AHEIHE ICIX

unstructured Z{E L7z,

BERESIL., ARFIRE 81.5% (515/632 #1]) . 77 & AREE 84.1% (270/321 f41))

(Z M)
FHRIIELTOLEEBY ThoTz,
FETCIE, AAKIRE 4 {ﬁl Wit
PESENR/ 2 s B RE R AEERE 1 1)
i,

HERAEFEFZRIT, AHIFER.T7% (55/632 )
D BLARKIEE 4 B (UFREEREINE
KRS IR 1 51)
Bk & O RBEMRIIEE S e o Tz,

RLBE/ TS R AL 2%

v 18 FELL O 2k I F i

NN R s 2 & 2011 N
(ZRB D HAVTZ DS,

HIEIZE > T AERRIL, AKIEE 7.0% (44/632 41) |

Nz,

BIVERIL, AHIBE 22.6% (143/632 51) |

7 Z B AREE 14.0% (45/321 $41])

RN EN

7T AR 8.4% (27/321 f5l) |
MBVEAFRRERMER . 7 7 4 7 % — i,
7w AREE B (P EREME)

752 AREE3.1% (10/321 f4)

9 o MDA E
WS TRBRERE & DK BRI S E

RSN Se R i

IZR b, i

DL,
TEHHNAL

IZoOWTIiL, 18

*—DALA‘&) E

IR bz,

iR



KT WTIDOHET 3% ERD ST EEG (LM )

AHIRE 75w R R

Sl (632 #i)) (321 #31))
A Jb APk RO Y 111 (17.6) 64 (19.9)
TS ERALALDE 98 (15.5) 22 (6.9)
b RGE R 77 (12.2) 49 (15.3)
Bk 71(11.2) 42 (13.1)
SHYA 40 (6.3) 25(7.8)
e R IIAAIEE 40 (6.3) 5(1.6)
ATz W 38 (6.0) 22 (6.9)
MBI A R 33(5.2) 16 (5.0)
TSI Z 5 PR 31 (4.9) 3(0.9)
BT ATS 26 (4.1) 29 (9.0)
ELZES 25 (4.0) 15 (4.7)
i By 25 (4.0) 7(2.2)
WHEEZE 24 (3.8) 16 (5.0)
PR &G 19 (3.0) 12 (3.7)
BAR 19 (3.0) 11 3.4)
T LR — g 18 (2.8) 15 (4.7)
L 13 (2.1) 10 (3.1)
AMERI B 10 (1.6) 15 (4.7)
B (%)



4. HERRIZTOWT

AR EIE & 78 D B OBRPL O Gk O HIWr X, BEIiThbnbs ZERRD LD,
Fro. ARNOFTGIZ X0 HEREWER Z R B L 72BN T 5 2 L BB ERTZH, LITFD
O~@DFT R T &I T HRICBWTHEHT 2 X&E Th 5,

@O MRz 2V T
o RUEIMEOJERE, B & TR, 2. 15K (2F mE TR - BEUA NI A X
I NREE S BIEHE - BELHA KT A ) BRI L, RANZ O\ TO+45 725k %
BSOS NRIEITEE T HERM (L FOWTInIZiz 43 5 =)
UL B OARANC BT DR OBEEE L LTRES LTS Z &,
[ N&E S BB 1T 53 556
RTINS 2 FEOPIIHE 2 /& T L7221C. LU T OHEZ & T 4 FLL L DR
EHLTNWSZ L,
o 3L EORE B BT 2 MR AR L2 IR O BRRAHE
XX
o 3R EOREINEICET 57 LV R —2 R OBRRHE

o
.
¢
ol

LN

[/ R S BB H 1T 53 2 58]
RIS FFIAFR 2 SFOMBINHME Z /& T L72RIC, LUTF OWHEZ & Te 4 L1 L OBRKREER

ZHELTWAZ &,
o 3L EO/NRRZIEORIHE
O

o 3FLLEORE SN BT DT LV X 2R DO IRIRIHE

o KAIDOBLERGE% DLV & ANEZ R D 70 ORIEIR AR R A S IRE b T
WL Z LD, HEHEZHEUICEETE DX THDH I &,

@ 2N DE S RGBS T

o BRSNS ORI - RN OFFIEROEIO, HEFLNIEE LIBAIC
S PR & B A O MNTAT 5 T & S R R A E T O R 238 o
WBHZ L,

© AUHEK ORIEH~OXISIZ OV T

o AT OMOT LAX—MREEETLEECAREZR ST D552, YET LLX
—PER B A HEAD & oEHE U £ OFEE HICE U TR R OSSR 2 %00 2 (il A3
FoTnn L (6.5 M),

o TT T4 T7F—FOMMN EOEFICFEE S NZENWEMITH LT, Makis ST
ERRIEBE OB 2 A9 D A & B L, BIMEH ORW-CR ISR U TR R OSCE
AT, BB ZRALEN TE SRR E->TWD Z L,
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Wi TR EETA R TA o aBBIT, [ESMEDEEZER RS T D,
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TAT 4 U UBIERAD) EOFHL T2y ha— AR G T o g AT aA R
ORGSR E 2 B A4S | [ B & =384, 272 L, fFH$ 5 1ICS AP &
OEEITIX, ERCE Y ICS Z#Y4ZHEL RICHET 2 Z L PRITEASICL Y REETH
D LI SN TS AITIR S,
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INRZE SRR - E BT A R T A U &2 BB KE I B DREEZWN e ST\ 5,
A EIIEAED ICS &2 0o EHEHSE (LABA, LTRA, 74 7 « U AR
ZOFHLTChHay br—L AR B2 T hoeHMRT a A FEROFELE)N LB E
WEAFIC 1 ELL L& 254,

(7 2) NRRE LGSR - EEAA FT7A4 0T, U FOWTNOOEE YT 5548, 2V he— L AR EERES

T3,
AR 72 ISR A3 1 [EL2A
B & e AT GRIE) A 1 EELE
Hi A2 iEOFIRA A2 1 |2l k
B HIEE OAE A3 1 [|ILL

[BFEIUZOWT (B - /N SEE) ]

AFN B ERTOD 2 FURAENZ BE 5 A A~ — B — (I AFBREREL, FeNO, IfiLiE *F#s IgE %5)
DIEDE WA IARF OB IER K EVVMEBNC S 5 —F T ARG A ITIEARFI OB hPEN 153
IZAGF DR WATREMEDS RIR S LT D, BIRER T, ARFIDHEIG & 72 2 BEEZBRIRT 57200

XA
—%

= — O EEEEIIAFAE LZRWA KANS X DIRIRBARIC Y 1o » T, MEg A A~ —D
1 SLLERIE L, 2O L BRMRAEZBE L LT, #IST 5253 bLnEEXLEBHE

OG5S 5H52 L B.BHR),

AR OBGRABRIZ 1T AR (B 5-Baatk 52 8 ZliE A, RGHIAE 1 4

(B G- DOk iZ Tz > T (B - /NRIE) ]

FEE A2 H &%

HZ

R OMERR AT DR DFRD LR WG EITITER E R G ERT 20K 52T
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6. REIZBRL THRETN&EHFH

1)

2)

3)

4)

5)
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8)

9)

AFN O A3 LIRBIE OB EED & 5 BFIZ DWW TIARKI OB 5N EEZTH 5720,
BH LN &,

T T 4 7% — (0.1%A0) BEWE I TN D, REIEGRHIIIBIE % 2312470,
MER T, FER R, S, OFEV, IR, TR, % 9 R, W% 0 BN s
NIEGEIITEBICRG 2R IE L, EYRAELSITY 2 &,

ARG HOAET 7 F o ORI, BEMEPHER SN TORNOTEITSZ &,
AFNL IL-4 K OVIL-13 OFLEMERIC LV 2 Bl & 2 M4 5, 2 A& w4
UYL 3T B AR RE IZBE 5 L T 5 RTBEME DS & 5, Tk BUBHL B L2k LTI,
AHN 2 59 HANC a A UG OIRR 21T 5 2 & BB DARAIF G-I F A DL &k
Z L., PRI X DB NN 22 G A 11X, WA RN IR T D £ TAKIOE S
Wik 52 b,

ABNDOBHANZ L > TEPFT MO T L AF —PEIRBOTEIRNE LT 2 ATREMER H D Y
T LR PRI 2 R A Bo TG A ERDARIMICE(L T 2 BT b
oo, REFELPIEHOBEBERLED T, REELGHNE, G057 L —ME
MBS HEMEEUIELET 2 2 &, BEICKH LT, EMOERRL, Z0b D85k
BICKT DIRENAE AR LW 9 R8T 52 &,

AFNIBEIT L & TV D58 30 B OFAEIEIR 2 300 ST 2 FEHI TIX 22 W oo T
BMEORIEICH L TIERA LRnZ &,

AN OB BRI SRR 2 b e — VAR R XA L5101, EROBZIFE %
ZIDHEBRFICEET L L,

EMIAT a4 NREZZT T D BFICBW T ARIR GRGH%RICAT a1 REERIZ
HFiELenZ &, A7 a4 FEOBENSLERGAICIE, EROFE T TR~ 12T
L,

AFN D EGAGRERIZ I C | G FRERVE i 9% B OV B BRI 258 1fL 45 9% 1k A SRR AE D 38 B 2338
HHENTNWD, AFEG I, KOS, OB RS, FiER OB,
DIREGIHER V= 2 —m X F—FCEETH 2 L,

-
—

10) #MISCEITIN A BUEARFESEE D3 R 2 RIS S AR O Rt O IEfE FH 0 7=

OICHEE Gz B L T b5 2 &,

11) AAIORMPZ#GE L, ZEMERFFHEMHRET 5 2 L,
12) HC&EGOFEMIZ N 7o - T ERM O A EEISHE L EBE IS LTl R 8E .,

AL OFEE 2T 5 2 &,

[51/>c#k]

1.
2.

HAT LLX—50 g R« 814 R A 2 2018
HA/NET v —2a VRNRRE I BIRE - BB A K74 2 2017)
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1. IILHIZ

IR O B - BEMEORER O T2 DT, UM SCEEICE SV ER AR RO b
Do EHIT, IEFEORFEINOEAICT LV | FUREIMEDOFEH 7 HIERRT 2635
EIMPERBINLF T, ZHODEERLZEICHNE LT 5 BF NIRRT 5 Z &R
BEXDIRE L 72> TRV | RIFMBOEE & SO RART #2016 CEARK 28 4F 6 A 2 H IR
) IZBWTH, BEHNERLSEOHAOREHEEZX L Z L ShTnb,

FHUERMF 2 AT 2ERMT, REERASCRENET 07 7 A VPBEFOERM EHS
MCRRDZ BB, 2010, AL OCLEMECHET A HERN HERSNDETO
M, UHEERLOREZB 2T 52 MRS 2 BF X LCHERT 2 & &bz, BE
FDRFEBL LT BRI B ekt s % & D 2 & B ATREZR — E DB 2 ji 7= T =B CEH 3%
ZENEETHD,

LIz o T, KHA RTA Tl BABEREC ZE TICHE LN TV D EFLIEER - B4
F) RIS & | LUT OB SR G O Faii 2068 A 2 HEHE 3~ B 810 DB iR B 2 5 RO
BREHEERT,

I, ARAA RTA AT, MNATEIE N EIE R ERE IR A . —IAEEE N B AR &
AR g OV FVE N HAT LA R —220W o b EVER LT,

kG LR HEHKMN T a7y METFE300mgY U Y [FE FHE300mg <y (—ik
& T at~T7 (Bl FHHz))

R LR DARESINIZR « BEZ O BIERIAEER (AR THRA TR EBEITRD)

G LD HEROHE  B% ., RACIET 2 Er~7 BB -fz) & LTI1E300mg %
2R TR THRET %, ok, JERLZERITIE, 18300 mg & 4
IR TR TR TE 5.

DU T S NP S SV o




2. BAIDFHR, 1EREF

Tab sy MNETFE300mg > Y FETFEI0 mg Ny (—fh T aervT

B/ z) . LR [RHl] ) 1. Regeneron Pharmaceuticals, Inc.238I#L L 7=, Interleukin

(IL) 4 ZREE N IL-13 ZREEER L TV D IL-4 ZRET V7 7 (IL-4Ra) 7 2=y

IZHREA L, VA RTHD IL-4 KON IL-13 20 L2 7 T viniEZ LET 28 s -/t
Zb MIgGA &/ 7 a—FIHUKTH D,

IL-4 TV IL-13 &1 LTz v 7 VIR 1T, 2 F”%ﬁ}ir“&o Th2 i OTEHEAIC F 5
L. BH 29 @BYRIEEER (CRSWNP) K OMOBES 57 h & —M/7 L F—MRED
JREEICEEREE ZR-T B2 6 TW5D, F72, CRSWNP (%, IL-4, IL-5 XV IL-13 D
HEAIMZ AN 2., IgE DFEATTHEZ R E Uiz 2 RIRIEDNMBN. ORIEMEREETH Y (Allergy
Asthma Immunol Res 2017; 9: 299-306) . A#IL IL-4Ra #5 & %1 L T IL-4/IL-13 ¥ 7 F V5
BEEETLZ 0D, 2 MIIERINC IV 5 & 2 4D CRSWNP OJERIZKT L TR
R ERT Z ENHIEEIN D,



3. BERE
SH &) BRI SR BEFRE THRA 072 B R D) OARERHIGHI 21T 72
E 7 ERERFRER O A & R,

[E BRI [ 28 AR AR (EFC14280 #X5R)
[FBR DA =]
CRSWNP f83 448 il (HARN 49 BlaETe) ZXBRIT, RENIOAINER VL2V 2t
Do, 77 B AR KRR 2 b S A TR LR Y S S AT
M - AL, AHI300mg & 2 B TR F#&E (Q2W ) | A1 300mg % % 5- 24
FC2 MR, DRI 4 BB TR THERE (QQW—Q4W i) XXV 7 A% 2 kR T
THRE (FT78RH) 722 eREIN, AEFENEAZ Y VT T IINVR BT ATV
KA DT 2 (1B 1[E& @SR 282 (50 ng/Mi%) ) 2 & LiES L,
ARNEO FEFHEE L, &5 24 WO REZX a7 BPAEEL A 27 KON CT BfgIl
X % Lund-Mackay (LMK) 227 D_R—RAF A b OEbE EHE SN,
KGR L 7 BB, 18 kLL O CRSWNP [BH T, LA T ORI 2 & &L ST,
(T 7R PULYE)
v WO B EAT S
v UTFOWT I OFM AT
a) 12 2 FLANIC CRSWNP IZx T 2 &g AT v A REOIREEL AT 5
b) 2E AT v FIITxH L TS SUTAAMENGED DA
¢) CRSWNP (Zk19 2 FifiEZ 7T 5
v O NEEBEREICLDREA T N5 U E (WIOAF, SFEEICE T2 237X 200 R)
v 27 V—=v7® 8 MMILL LR G SPABRIERE X 27 A% 2 XX 3 OB R L T
%)
v 27 V== 70 8 ML LRI BIRFEEE &V (RTEE, 1% &) & OREIR D R
LTW5
vV IEERCRECRT DO SAREE AT N1 A2 D

G|
(B %)

AMED FEFHMMEE Th %5 24 B0 RTE 227 | SAREEL X 27 O LMK X
AT DR—=ATA PO BEIFRL1IDOEBY THY, 77 vAREEE 300 mg Q2W fFE
& ORI IBN T, WO EZEFHEE B IZOW T O M FICHE BERERZRD bl
Too Flo, BES2HEFE CORE A 27 KOG HAEIERE R 27 ORRFIHER XX 1 & O
2D ERY THoT,



F 1 AEO EZEE E OBk (TT 2EH)

RER] H AR NEB ]
300 mg Q2W HEAHE @ 75 AR 300 mg Q2W A RE @ 75 AR
SHERaT
NR—2F A 6.18+1.21 (294) 5.96+1.21 (152) 6.14+1.21 (33) 5.63+1.62 (16)
5. 24 I 4.46+1.89 (283) 6.09+1.19 (145) 3.97+2.20 (32) 6.1311.09 (15)
R—=2F A b DOEE —1.724+1.77 (283) 0.12+0.95 (145) —2.22+1.99 (32) 0.3741.09 (15)
N—=ZF A NG DLELRD —1.7140.11 (283) 0.10 £0.14 (145) —2.1770.34 (32) 0.44 £0.48 (15)
T EREEE DED —1.80 —2.61
[95%CI] ® [—2.10, —1.51] [—3.70, —1.52]
p fiE 29 <0.0001
BPAEEE AT
N—AT A 2.46+0.61 (295) 2.38+0.54 (153) 2.2610.48 (33) 2.2310.45 (16)
P2 5. 24 I 1.19-0.90 (289) 2.02+0.77 (147) 0.96+0.70 (33) 2.00+0.77 (15)
NR—=RATA b OE{E —1.28+0.95 (289) —0.36+0.73 (147) —1.31+0.70 (33) —0.25+0.54 (15)
NR—R T A NG DR —1.25 +0.06 (289) —0.38 +0.07 (147) —1.30£0.12 (33) —0.25+0.18 (15)
TT AL DFED —0.87 —1.05
[95%CI] 2 [—1.03, —0.71] [—1.44, —0.65]
p i 9 <0.0001
LMK 2= 7
R—2F A 18.12+3.75 (289) 17.65+3.76 (150) 19.36+3.48 (33) 17.31+3.03 (16)
5 24 JERE 12.86+3.87 (282) 17.73+3.81 (142) 13.9444.03 (33) 17.19-3.49 (16)

R—=2AFA 0 b OEbE —5.23+4.42 (282) 0.111.88 (142) —5.42+5.17 (33) —0.13+1.67 (16)
NR—RF A NG DI LR —5.21+0.24 (282) —0.09 #0.31 (142) —4.80+0.71 (33) —0.82 +1.06 (16)
TTRREEE DED —5.13 —3.98
[95%CI] 2 [—5.80, —4.46] [—6.44, —1.53]
p it 09 <0.0001 —

TE IR RS (B o NTRHEHRS - e/ SR IE (H R ERRE)
BEHT 2 FMXTIEINAT 0 A FEORE ML RV) 2320 7o pEE oY

() . — RN L

BB OT — Z I RWME & S, HEKIR

FANCEONToN— 2T A VOB RS 24 HFOE & Shviz, BREIGHRUSN TIHRBER 5 2 Pk U7 o R IEIT 2 H=

RANEICE Y BE ST,

a) Q2W B & QQW—Q4AW EEDHFA

by N—AZ A fE, #EHE WENSAID-ERD OF#E, SHIIKd 2 FE, HIRABAZEK L L LnBntres v
¢) B EAKYERH 5%, BEF 2 a7 BEEEE AT KO LMK 237 OV REFGEE BV ThH, 752 REEE 300 mg Q2W
PFERE L ORI B W TREFAICA B R ZPRD DN EHEIS, 77 B RRHIx 5 300 mg Q2W A #E D BB 23 RRGE S 4L

7o S DRI & Shz,



0.5
g T T 4_-[1
0 00 W T
Jg 0.5 1 \“\
l; 10 ' \
K& _104
o b |
i X +-
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,.} —20- —a— FS5EREH 0 TTm—l_ % _____________
---9--- 2wooawg L TTTe=——
—2.5 1 — - Q2w
0o 4 8 16 24 40 52 (&)

M1 GHFAaTOR=ATAUpbLOBE R/ ZFEHEC1EHERE)  [EFC14280 R, ITT 4[]

0.0
—0.2 -
ﬂl)llgil —0.4 1
Fg —0.6
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2 —0.8 -
N 7
i - —1.0
i 1IN . -3
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¢ —14 4 —te— FEABE 0 = LT T %‘ % % -
4 ---o--i c2wsaw® T ITTTTRTTTTRTRc®-ees
—16 4 —=-— Q2WEE

0 4 8 12 16 20 24 28 32 36 40 44 48 52 (&)
B2 RAFREERITORX—R7 A UnbO2 b (/R VoM A=) [EFC14280 3B, ITT %£H]

(Z4ME)

HEFRRIL, QQW—Q4W £f 89.2% (132/148 ) . Q2W #f 83.2% (124/149 f5)) . 7 F %
AHE90.7% (136/150 i) IZBO b, ERFRITIR2DEB) Tholz,

FETIE, Q2W—QAW # 1 5 (UMEMEEAZEN ML) (2586 H AL A3, 1RBREE & DKL IR
IIHE ST,

EELAERSIT. QQW—Q4W £ 6.8% (10/148 i) . Q2W #f 5.4% (8/149 #) . 7 Z
B AREE 10.0% (15/150 f51)) (258 AL, ZdH H Q2W B 1 i (AFERER¥EINE) . 77 &R
LB (IBMERIEESR) I2OWTIE, JABREE & OREBIRITEE SN o T,

PIEICE > A EFHSIT, QQW—Q4AW FE 1.4% (2/148 ) . Q2W #f 4.0% (6/149 1)) .
7T AREE11.3% (17/150 f41)) (238D Sz,

BIEHIL QQW—Q4AW Hf 27.7% (41/148 f5) . Q2W #f 24.2% (36/149 f5]) . 77 AR
22.0% (33/150 f5) 278D BT,



K2 WTNPORET 5% LD O AEFSR (eI REH)

Q2W—Q4W B Q2W 75 R

e (148 fil) (149 1) (150 f51)
EFEDS 31 (20.9) 30 (20.1) 36 (24.0)
SR 16 (10.8) 14 (9.4) 18 (12.0)
£ H{ i 7(4.7) 13 (8.7) 20 (13.3)
TESHERATALBE 10 (6.8) 11 (7.4) 11 (7.3)
b RGE R 8 (5.4) 10 (6.7) 19 (12.7)
R 9 (6.1) 9 (6.0) 8(5.3)

K 9 (6.1) 9 (6.0) 8(5.3)

B 15 (10.1) 8 (5.4) 25(16.7)
Al SRR 2% 13 (8.8) 8 (5.4) 17 (11.3)
R 6 (4.1) 8 (5.4) 9 (6.0)

BA &R 11(7.4) 7(4.7) 2(1.3)

i 12, 13 (8.8) 6 (4.0) 19 (12.7)
BFRIE R 5 12 (8.1) 5(3.4) 11 (7.3)
ESHI G 8 (5.4) 5(3.4) 3 (2.0)

LR e 5(3.4) 5(3.4) 16 (10.7)

% (%)




4. FBERIZDUNT

RFNDNE I & 72 D BE ORIR N O Sfkse 0¥, @uliciThbhbd Z Enkd b s,
Fo. AAORGIZE D EELREVERAZ BB LBRICHINT 2 Z ERNERT-D, LTD
DO~QDIT RTCEI-THiRICB W THAT & TH D,

OEER Iz DV T
a) H®E5BAtERE

SEZE D BRSO HE, fRilh & TR, 2. RRERE L, RFNZOWT
DO+ e kA AT D B S EGER IR OS2 Y - 2 EAT D NSRBI E O
FNCBET IR OEMLHT L L TRESNLTND Z &,

ARHNOREEARTE% DO LEENE & A Z TS 2 72 0 O REEIRGER O EEN T S
NTWDLZ Enb, SR HOPMEEL ML TX LR THDLZ &,

(E 1) EEIRFFIRIGE 2 FOMNHE ZE T L72i&IC, 4 FFLLEO HLIRMGER IR OB IRIHE 217 -

TIN5 Z L,

b) #EHkkriy
la) #&5-BAGGKRE ] OB AT - ITHR THDH I &
ik
la) $5-BAAIE) OB 2T Misk Ldfx & 52 LN cE, LLFOEM 73 i

RTHHI L,

BEZE D BMRIRPEROWRRE, Bl & Tih, 2. IRRERI L, KHNZONT
DLy E AT 57 LXK —2R a2 H Y4 B ER T2 P Y3 iR o AFNZ RS
THREOEMLE & L TRHEIN TS Z &,

AAN DR FAME 2 EIRNAT o 72 2T BEAGED RIFIT OV T OHWr & @ BT
I LNTEDEMMPFTBET Diist ThH D Z &, il AAN DO EHEIZ DN T,
la) $5-BHAARE ] OTFZ 7o 3 ek L L CHEMT 5 2 &,
AANOEEIRTEE D RN & A M E T3 5 72 0 O RIERGEL DA ENTRE 5
NTWDZ Enb, SEEERTHOFESEZEUNIEMTEHETHD Z &,

(X 2) EAGRFFISE 2 FOVHHELE T L2RIC, 4 FULOBKRREZAL, 2055 3 4
PRI MBS BRI s R & & Te 7 LY — DR OBIRIHE AT o TVnDH Z &,

@ BENOEREMFEREHEDOEKHIZONT

BURBEENG OAIE - BEMZEOIFNFROEHS, BEFLENBE LTS
B 7o kS & HEFEBEFEZHONIAT O T EFEOEIELEHRE L, 1EH O
NESTND T L,



Q@& HHE XK UBIER~DRIRIZ DU T
o WEHEOANTHMOT LAX—HEREEZHT 2 BT IIAKELLGTHAIC, H
ET VX —MRB AT DEMEEE L, 2 ORBEIICE L TSR OO
BT DRH N ESTNDEZ L (6. BEIZBLTEETREEIE 5) 2H),
o T 74 X U—EOUM CEICTERH SN BIERICK LT, Ykt XX s
RO MM A G T D EM & EE L, BITEH ORKrOXISIZB L CHRE K O
T BB ZRLEN TE DRG0 - TnD Z &,
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BEXNR LR DEBE

BERIRIZ O T
BeH5OEEDOHMNZHT=»> Tix, L TFICRTO~QD T RTCIZENUTHIEETHDLZ &
R4 5,

R SR OREERZIIA e ST D

SBE A BMERIRIPERICK LT, @E 2 FUNICEIMERT v A NI L D I5HRE
VARY 2%

g

BE LR BMERIRIER IS LT, FIRC L DB REDN S 5

X%

EHMAT oA REOEZIZHY T D, £ L AZBFERRD L7z
BEFOIRRIC L > THLU T OT R TOIERNBFEO LD

o NHBBREICLI2BEA a7 NEEVEE S 2 S UL EDOAlOAFHD 5 RLLE
o RPAEEER T2 (PEE) ML @ERUERRL T2 L)

o MRERETE. B (RTER R % QEMLUEREL TS 2 E)

REA=T (S LICHE) BAEIEEA =T
a7y JER a7y SR
0 R — 77 L 0 SEk7 L
INESRAR) =T P EEIZRD D . .
< o . . R BRIE GERAH Y0 | T oIci@fkc &
1 ;ﬁii\tPﬁEﬁﬁﬂ'%@TMiébﬂ 1 BB i % 5 5)
) FTEFNTROTICELTWAERY ) RAE (S NTIERAH 0 EDb L
—TERO D, W, FERTED)
RE A Y =70 FRFA FRICE o (P S ¢ [ AT
3 LTWA, YR Y —7F % d @i 3 i{fﬁi@’; W2 A< AR AR O
ONENZRBD B,
A TRIEOERRMAELG X LT - 7
WHRERARY)—THRBDD,

5 ORI 72> )
AH|DOEGRRER BT 5 H 2D MERHMRE (% 5-B461% 24 BRFR) R OGREREGE (3. ERER
MBOEL XIIERK2ER) ZiE 2, &5 24 BEFE COMY) 2RISR O %

TV ZRDBFED SNRWEEITITER L G EHIT 2N L HICT 5 &,
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6. REICEL TEETREER

1)

2)

3)

4)

5)

6)

7)

8)

9)
10)

ARHN D A5 LI BUE OREFERE D & 5 BE IZ OV TIIARFI OGN ERTH 5 7=
D, THELRNZ L,

TFT7 4 7% — (0.1%A0) BNWMESIN TS, RAEGRHZIIBIZZ 01217
VMR, FER R EE, BERRIESC, D FEWV, IR, R, ORI o R
ERBONTEHGAEITELICEG 2RI L, @URLEEZITI 2 &,

ARG HOAED 7 F o ORI, BEMEPHER SN THRWOTEITS Z &,
AFNT IL-4 KOV IL-13 OFLEERIC L Y 2 BIGEIEE 289 5, 2 BGEIREIT
FAE BT )T B AR RS REIZ B 5 L T B ATREME B B, B /4E UYL R
R LTI, REIEEGT 2N A RBEOIRREIT O 2 &, BEDARAIE G+
ARG AR U, PUa A mEKIC X DI DN N 2  A i, AR L B
T 5 ETARO®REZ —RHhi1ET 52 &,

AENDOEFIZ L > TAIT 2O T L X —MIRBOTER DT D ATREMENH Y |
WELT LV —VERBICK T DU ik 2 Do 1o h . IR AT EL L, W
BETEIRCICELIBENLH D, AR OG- HRE TS L OB % ORBE
HEED T, AFFETNS, AT D7 VLSRR ZE Y4 5 ER L Eyic
BT 52 L, BEICKH LT, EROETRR, TR6OEEBICXT 2 I6RNE %
ERELEWEIRET L &,

EMIAT oA NMRIEEZZIT TV HERFICE VT, AFRGEBRICAT oA RikE
ALz b, AT A NEORENLERGAEIIL, EMOERE T Tha
[ o BN

AAN ORI I8N T, SRR BRI 28 M OMFERERE 22 56 18 2 M A 2 JFE D 38 B
DO HENTWD, AFHEEFIL, FREREOHES, WONCmERIERZ, ek
DE(L, LHAIHER =2 — 0 AF—SICEET 5 2 L,

A TN £, BGOSR TE S DRI 5 BRI S & K 0 e KON 1E A A
DI DI B fERE B L TS 2 2 &y

AHIDO RMP %8Gt L, MR FEEMRETH 2 L,
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