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#woE R
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i | mAEEES (R) & B
ool K

JEA T AR IR - RIS R I R A AR R
C »~ H & B )

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
楕円


NTWHT
テキスト ボックス
写



AL

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))
=T GERIA TR Z))
3= Tabt sy MNETFE30mg vV Y, REFE|] 3—V Fa2 vy FETFES0 ng VU oY (—E4

300 mg =¥ (kA - T ot~ T (Bin TR

). BUF TRHAL)

Tab =T Bz, DUT TRAD)




BEERHEETA T4 v
Fabtlvr (BiaFH#z)
(BR7%4 : T=2E278y PR TE300 ngd U >, RETFHE 300 mg =)

~7 b e R R~

YR 3 084 H (BFn24 11 HED
(A7 18h8)


NTWHT
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別添１
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1. 1L

I OF N « ZEEOHROT- DI, B STESICE SO ERE AR RD 5
ﬂéoé%m\%E@ﬂ%&ﬁmﬁi_;b\#%E%%%@%ﬁ%&ﬁﬁ%%%f%ﬁ
THEHEMPARBINLGTT, ZNOLOERELEZEIIHIELE T LEBEITETICRET 52
aﬁ%?®% Lo TR, RFMBOER &L WiED AT # 2016 (CFRE 28 4£6 H 2 A4
BRIRE) IZBWTH, EHMERLEOHBEAORE(LHELZX S Z &L EnTna,
ﬁﬁﬁ%% 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%ﬂ%ﬁbt%_M%&ﬂm%&é_kﬂﬁ%&*t@%#%%hﬁE%%%f@%
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
JERFE S, —RALENEANBART LA —22 KO H REEREERIESOWH IO & ERR L
776

LR pEES T2 MR TE300mg >V P AR TFE 300 mg <y (—#%
4T At~ GBIG#Z))

®g Lo BAAER CHRA 02T P —MEER

R LB AAERORE @, RAIIET 2 E~T (@ Ez) & L THIEIC 600mg
R THE L, 0%k 1A 300mg % 2 BEE TR T&5T 5,




2 RANIOFFE, (EHRT

T a2y PR 300mg vV P W FE300mg Ny (—ikA T T (B
frfffiz) . AR ARAI) ) X, Regeneron Pharmaceuticals, Inc. 2385 L 7=, Interleukin (IL)
4 ZRER O IL-13 SRR L TWD L4 ZR5ET V77 (IL-4Ra) H7 2= M
GL, UHURTHD IL4 KO IL-13 20 Limv VP BsERZLET 8z e b
IgG4 &/ 7 u—F LR TH D,

IL-4 e OV IL-13 24T LTe o 7 MRERIE X, 2 MRSER S (2 B~ /L/3—T (Th2) KIb%
&) KON Th2 MifRoiEMEbEIcw G5 L, 7 MRS R L O o+ 57 he—t/
T LR MR BOFREBICEE R RE R T EEZ LR TS Y, £/, Th2 Ml EAT
LY A A ANTEFRE LB AREE L, REGEEKSMEE T EORBLEZNET L Z
EB, T ME—HEEERTIIEEN) 7 RIBEZGIER LY, HRIEEVTLHEER
SBRTWD, BLbEXy, AFNE, IL-4 KO IL-13 DY 7 FMGEELETLZ ik, 7
b E—VERERICK L IRV AT 2 LR S D,



3. AR
BUE AR T ARGRINF I Z R 21T o 72 E 72 B ARIR O Rl 2~ 9,

() A7 vaA FARIEOA [EREELES MEER  (R668-AD-1224 FR5R)

[FRBR O]

Medium potency (HARDHFHTITIA br 77 F RS T 5) LEDO AT v A RAVHEE

(LR, TTCS)) TREA 727 N E—MEEERES (BEERIEL 700 B) A x5, TCS

OFF T CORKIOHIER NLEMERFTT 5720, 77 B ARAREELL EERIAT

PR FRGERBR S B AR, KEEO 14 WETHEMI T,

ARBIE, BEH (528) KONBHFEAY (128) Xk iv, HE - HEix A4

300 mg (FIEID A 600 mg) % 2 WAL < 1% 1 BEFEXIZT 78R % 52 K F 595 2

EERESINT, X—ATA D 7 BE EFIND —EHEORBIHEEZ AT Z &

ERRESHL, R—ATA VHREL Y TCS IR ARG L, E Ok, HWEPIOR L7%HEa12iEh

IEF 52 & aniz Y, 28 BRI 2 8RS B U235 4101, RO TR 223 aThe

LN,

B 516 % OERMIC L 2 2EHT A =27 (LT, TIGA)) 2 1 LL RO R—=ZF A i»

5 2 LA B L7 B oFIE (LLT, TGA=1 2553 ) K& O Eczema area and severity index

(LLFLTEASL)) A2 73— 2T A v T5%LL i Ui oEl14 (LT, TEASI-75

BERKER ) 7Y co-primary endpoint & X417z,

RG L e HBEIE, 18 WL EOT E—MEEREE T, A7V —= 2 TR T O

b e BN b 4 W

(72 8RR HE)

> KIERER RS2 WiENEC 3 L. ERTIZ 2K

> IGA 2=7 3 LIk, EASI 2= 16 UL b, (KREMICHD DT N E—MERFRIFNE
DEE 10%LL b, RO 5 FEEMEREG A 77— (LR, INRS)) A 27 O EfED
EXIE 3 LAk

> 6 IHUWIZ, TCS THRA+THDLEORENH D « ZhRA+Sr L1 Medium
potency LA LD TCS (MEIZIGUTHNL Y =a—1 VIHESNHE (LITF, ITCL) %
B &7 < L $28 HESUITA SCETHESRE S D EME O W BV F O
WA, A G L CH B SUIRBIGFEIMEMEVREE (IGA 22T 0~2) ZHERFT
VW EEERSN, BE 6 PAMIZT M E—MEEERICKHT 5 2FHEIRED
RLERD D D FRF D TCS THIRA 47 & Al &7z,

VR & g OiFEN DS B ERALIZ % LT Medium potency ¢ TCS % 1 H 1[4 L, FEEALIK L72#(Z Low potency (H
KOSETIEY 4 =7 ~IFT 4T L7 T ACHYETH) O TCSICEIVEZ 1 A 18 7 ARSAK, hik+szL e s
N7z, PR LIZHE1E. Medium potency @ TCS 722 H BT 25 Z & & S#7c, Medium potency @ TCS T H PR L7220
LAk, BetaBE o, High potency (HADBHEHTIEIRY —A b r>r 77 I AMYT5) Llbo TCS %A
THI LI,

D BFIBHRIE, High potency Ll R TCS, #H AT mA FEROIHERT 1A FHEGLIEMGIHREIOKE TN TREL &
iz, BOFIBEHE LTROAT B4 REF U IFFERT o4 REGEIHIZEO B 5 UMM TONIZHE. 16
BOEOBE TP IE S, LR IE DRG0 O 0K 5 U ESUTGHAIROERS 1 7 A LU LR
L7 CIRBREER 52 BRI 5 Z E N AlRE & STz,



[F55]

FEE DN R REEM L, 2 BERR&RSEE (Q2W BE) 106 #. 1 HEHE&EGEE (QW BE)
319 BN Z AR 315 Bl 740 Bl CH 7=, £7-. RO SENIT. QW
FE110 1), QW BE 315 Bl e N7 Z B AREE 315 B TH - 7=,

(k)

HMED co-primary endpoint T A5 16 H% D IGA=1 2= & Y EASI-75 #EAGRIT
R1OEBYTHY, 7T VREEESARFIREL ORIZBN T, WTHOFHEE B 2B
THRAHFCHERZNRD v, 77 2RI 544300 mg O 1 R G & O 28
%@&ﬁwﬁwém@ﬁénko

#1516 WHO IGAS1 EME K O EASE-75 ZRZE (FAS. NRD
Q2W At QW A
IGA=1 EEpE 38.7 (41/106) 39.2 (125/319)

T T e RREE D [95%(E X ] 26.3[16.3,36.3] 26.8[20.3, 33.3]
p i Y <0.0001 <0.0001

77 v REE
12.4 (39/315)

EASI-75 FERLR 68.9 (73/106) 63.9 (204/319) 23.2 (73/315)
TR AREEE DR [95%(F X [H] 45.7[35.7,55.7] 40.8 [33.7,47.8]

p fiE 9P <0.0001 <0.0001

% (Bi1%0)

R SR TR B Non-responder & L7z,
a) MUK OR—RF 1 VEROEIERE (IGA A2 7 3 Xid4) #EL Lz Cochran Mantel-Haenszel £ &
b) 7T B AREE L EARRBEO I I A A REKEE T EIEM 2.5% L RETH I LT, MEDOLENZFHHE

F7-. ERAENEHMEER OWRBITFE 2 LBV THY . WIFNOFHMEER 2B THEA
ﬁﬁﬁ77ﬂfﬁ%i@é@ﬁwm@%m Beh 16 %L, #h5 52 B E TREREH)
TRRD LT, ARFREE G LD BRI MR T2 b D EE X BT,



x2 Tt

FHmIE H OHER (FAS. NRI)

- H P A RE) Q2W Hf QW H 77 R

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

IGAS 1 s 8 26.4 (28/106) 29.8 (95/319) 11.7 37/315)
16 3 38.7 (41/106) 39.2 (125/319) 12.4 (39/315)

52 3 34.9 (37/106) 373 (119/319) 12.4 (39/315)

438 37.7 (40/106) 37.0 (118/319) 17.1 (54/315)

T 8 53.8 (57/106) 57.7 (184/319) 24.1 (76/315)
16 i 68.9 (73/106) 63.6 (203/319) 23.5 (74/315)

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

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

e 8 25.5 (27/106) 32.0 (102/319) 10.2 (32/315)
BASI90 HRLH 16 18 39.6 (42/106) 433 (138/319) 11.4 (36/315)
52 3 481 (51/106) 47.6 (152/319) 143 (45/315)

430 37.3 (38/102) 27.1 (80/295) 16.4 (49/299)

Z 58 NRS % = 7 i3 8 46.1 (47/102) 45.8 (135/295) 18.7 (56/299)
EADTEHREOES Y[ 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)

% (B%0)
kX

IR TR B Non-responder & L7z,

a) EAST A I 7 R R— R T A b 90%LL Bk LI RE OBl G

b) & HFENRS A 27 O HNEEMHEDOEFEINN—RA T A b 4 80 KT L7gBig oEE

(22 421%)

HEHEGIL, Q2W £ 91.8% (101/110 f) . QW #F 88.3% (278/315 ). 77 & RE 88.3%
(278/315 fl) ITRBD B, ERFRIFEIDOLELBY THhoT,

FELCIE, QW RE 1 6] (B SE) ([ZR8D bNT225, 1REBREE L ORI RERIIGE SN, &
B ERLIE, QW B 3.6% (4/110 i) . QW B 3.8% (12/315 fil) . 77 EHREE 6.3%
(20/315 f)) 12RO B, FEAFEGUIT P E—HERRER (Q2W BE 1 1. QW RE 1 61, 7'
TAREELB]) ThoT,

HIEICE > 7= ERFRIL. Q2W # 2.7% (3/110 f1) .
B 8.3% (26/315 ) Z3RD BT,

RIVEFIZ. Q2W B 33.6% (37/110 f31]) . QW B¥ 35.2% (111/315 ) . 77 = R EE 30.2% (95/315

QW #f 2.9% (9/315 %), 7Z k&R

f) IR B,
#3 WTNDOORET 5% FICHRBEDNEO DN AERR (Ll 54EH])
Q2w #¥ QW ## 7 F B ARRE
(110 1) (315 fi)) (315 1)
7 b —MER g% 51 (46.4) 111 (35.2) 179 (56.8)
RS 26 (23.6) 66 (21.0) 64 (20.3)
TESHALSOS 16 (14.5) 61 (19.4) 25(7.9)
T UK —PERERR S 12 (10.9) 48 (15.2) 17 (5.4)
S R 11 (10.0) 49 (15.6) 35(11.1)
R Hg 2% 7 (6.4) 12(3.8) 3 (1.0)
758 6 (5.5) 7(2.2) 19 (6.0)
B 5 (4.5) 26 (8.3) 19 (6.0)
A e~ L 2 4 (3.6) 17 (5.4) 10 (3.2)
A TN 4(3.6) 9 (2.9) 16 (5.1)
Al B PE 2% 2(1.8) 19 (6.0) 9(2.9)
B (%)



(2) AFHEMPE G EEES AR (R668-AD-1334 3-5R)
Medium potency (HARDHGFATIIA w77 Z RS T %) LLED TCS THHRA+5
XIF e EOBBREND TCS NHELES 2T b MG R B 2 5512 RAIDOHFL)
PER OZ RV T 2720, 77 B AR RIEE(E AL —H 51T iR s B AR,
KEED 10 7 [ETEMm 7z,
ARERIL, BEH (16 ) KONBEFHER (12 8) XS, AL - HEE AH
300 mg (FIEID A 600 mg) % 2 #AE L <X 1 #HEE LT 78R % 16 @K FHRE5T5Z
ELERESNE, N—R2FA LD 7 B RIS —EREOREANAHEE TS 2 b
CERRE S, MR R RS HER LB R iam Vs e L S,
$e 5 16 W% O IGA=1 =R & Y EASI-75 #537% co-primary endpoint & Siv7z, XI5
LB BAEIL 18 WU LT PE—MHREEREE T, A7V == FRICELT O FEHE A i
ok lant,
(7R3 PRILE)
> CKRERER RS2 WiEET 3 L BRI
> IGA A= 7 3LLE, EASI 227 16 LA b, (KREMEIZEDH DT b E—MEEFERHZED
HL 10%LL F, FOYNRS 2 217 O i m il O SE4E 3 LU

> 6 WAL, TCS TRhARA 7 T etk EOB M%) TCS LR IR NWE D
FLEEH D EA A+ L. Medium potency LA D TCS (WMEIZJG U T TCI %38
)z LY 28 HEXITRMASCETHR SN REHH OV nEW T ol
M. HEH&E L CHEM UK BIFEIENMEOIREE (IGA 227 0~2) ZHiFFCc&
RN EEERESNT, BE 6 W ARBICT b BRI KT D e HPERRO T
NHDHEEL TCS THRAFIT E ARSI, Bt EOFB & X, BRI DX
X7 4y N BEIZY 27 (GBFEANME ., WEUERIG, S5 7R EENE., 2D
W) LERINE,

[ 5]

B IMWEDFENT R SEEM X, Q2W B 224 B, QW ¥ 223 Bl e N7 v AREE: 224 Bl D F 671 1]
Tholz, BEVMEOMNTSEMIL, Q2W BE229 1, QW £ 218 #il & N7 T & AREE 222 #ilD
669 5 T - 7=,

DORFFRRRE, SRR VBIAA L. 7 BREILL Rk L CH T SR LW A I O BB VIR IR I & B 9 2 BERSRY
RFTRRENHER S 7o, BE A IO MR OB X 0 BEREHORETRIR AN FTA T & W 5413, High potency (H
KOG TENRY —A M7 T AN T D) LLEO TCS XITEHMIREIKIC X 2 EREE rie & Uiz, ik
I L LCTRRAAT oA FENTIEHMEIERAT b FIEREMEEES G SN, WBEORE I IS, 4
BT IE DR 570 & R O 5 A5 LI LRl L 72 RICTRBREE 2 B9 Z L A3 lRe & Shviz,

7



(A1)

HZIWED co-primary endpoint Td 2 #2516 T D IGA =1 = K N EASI-75 =R I3«
4DLBYTHY, 7T RRREESARFIREL ORI HBIZIHNT, WTHOFHMEHEEB IZBNTD
P FRINCA B RZDRO Biv, 77 8RNI T 244 300 mg O 1 ARG &O 2 EFE
B G- OE-MEDRGE ST,

#4 516 WHEO IGAS1 EME K O EASETS ZRZE (FAS. NRI)

Q2W £t QW A 7T REE
IGA=1 g 37.9 (85/224) 37.2 (83/223) 10.3 (23/224)
T T uREEE D [95%(E HE X ] 27.7[20.2,352] 27.0[19.5,34.4]
p fitr 99 <0.0001 <0.0001
EASI-75 3ERLE 51.3 (115/224) 52.5 (117/223) 14.7 (33/224)
T RREEE DFE [95%EHE K] 36.6 [28.6, 44.6] 37.71[29.7, 45.8]
p fitr 99 <0.0001 <0.0001

% (B

R SRR TR B Non-responder & L7z,

a) HIE KL OR—2 A VRO EFEE (IGA A =27 3 X% 4) %J8& L7z Cochran-Mantel-Haenszel f& 7

b) 7T AREE L EARBIRED LLRIZ B DA EAKIEE TNEIEM 2.5%E R ET H 2 & T, MEDLENZ R

F . EREMERNEE OHRBIZIER 2 DL BV THY . WTHOFHMIER BT
ZI:%I ﬁﬁ37‘)§'{zj—ﬁigiﬁl 61’;ﬁxmﬁ)wu&> 6“7‘;0

£S5 ERAMEFHMEBER OHERE (FAS, NRI)

Ptz H Ll Q2W #f QW #¥ 77 2 AR

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

IGA=1 ##ERiH 8 i 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 #ERCHE 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 FERR ¥ 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 TN%%%;ZE\% 8l 333 (71213) 338 (68/201) 8.5 (18212)
T e 16 40.8 (87/213) 40.3 (81/201) 12.3 (26/212)

% (B0

R IR TEHE X Non-responder & L7z,
a) EASI A 2 7 NR—RA T A b 90%LL s L= ilas oFl4
b) & 9 NRS 2 27 O HNEEMEOEEIHRR—AF A h b 4 800 KT L7l ofa

(Ze2ik)

AEFERIL, Q2W B 74.7% (171/229 #) . QW #f 69.3% (151218 i) . 7" Z & REE 66.7%
(148222 f5l) IR B, FRFRIIR6 DL ThoTz,

FETIERE O DAL o T2,

HERAERGIL, QW BE 3.1% (7/229 i) . QW # 0.9% (2218 ) . 77 & AREE 5.4%
(12222 f) IZFBOBIL, FERFRITT hE—MEERER (QW B 2 i, 77 & AR 3 #1)
ThHoT=,

HEICE > - AERERIL, Q2W B 1.7% (4/229 1) . QW #f 1.8% (4218 ). 77 &R
#0.9% (2/222 f5il) 1R8O BT,



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

K6 VTN ORET 5% LICEBDNRO bWt AEFERR (eI REMH)

Q2W R QW A 75 AR

(229 #1) (218 #1) (222 f51)
7 hE—VERER 36 (15.7) 21 (9.6) 68 (30.6)
SIS 27 (11.8) 26 (11.9) 22 (9.9)
e 21(9.2) 11 (5.0) 13 (5.9)
T SO 19 (8.3) 41 (18.8) 13 (5.9)
7 LIV X MR 12 (5.2) 8(3.7) 3(14)
R AGE R 7@3.1) 12 (5.5) 7(3.2)

B (%)



4. FiFRIZOWT

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 0 7 YRR SRR
ARIFAV) ZBRAL, Kﬁ_ow1®+\&ﬁﬁ%ﬁb 7 R 5 O
FONRIEET HEM (FROWTILNICE LT HERM) 2 Y2 EE O ARFIZ B
THEROBEEHE L L THEINLTWVWD Z &,

- AR GREFTEUGE 2 EOYWMIBHE A& T L7#IC, SHEU LORERZROBRIMELTToTnD 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

BEOHGIT 20T LA X —MREZ AT 2BEFIIAAZRGT 25512, Y%
T UV MR B A Y T S AN LB L, OREE ] Jéﬁbﬂﬁi@i&oizi%%§
T AIEENESTWDZE (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, EHITHEREN TE DGR E - TS 2 L,

10



5. GRS L HBE
[BERNICHONWT] BHEOELSOHWNICHT- > TiE, UTICEYTLIBEETHLH L

ZHERT D,
1. 7 hE—LEERZIFETA RT A 25527 b E—MWEEROMEZWIN /S
NTWDLEETHDLHZ L,

2. BIRIEAAIKIC X B1RH YT O dENE LR, — B EoR B
EHTHRANT PE—REREBE . UIAT oA RAHESC IV =a—)
PRSI SRIC KT 2 BUE, B2 mPrtERERE L <IX2HMERERIZ LY,
TS OFRIES I D I & DIRIROMERE NN T, —ELL Lok BITEM:
EHTDOHRANT hE—MEEEREETHD L,

a. 7 bR ERBIRIA T4 THRIEEIIS L THRENSZ AT 04 K
A (A bar 77 F7ALLE) vy =a—Y URESN AR X 52
TRIEAZEALD 6 7 HLL ET-> T,

b. LFOWTNIZH ST 5 IR EE,
cIGA A= 7 3Lk
- EASI 227 16 LA B XUFEEE O JAHEHICTRWRIEZ ¥ 5 B2 H 3 2% 6

(BZ2& U CHHSHERD EASI A 2 778 2.4 L) )
- REHBECEDD T R R ERIFEEDOES 10%LL

[ 5- Dkl & 7= > T]

AFNOEERABRIIS T 5 AR (e G-BlAATR 16 IR ZHiE 2, BE5H
G 16 W E TITRRISHR OGN RV T AR O G2 Tk 5 2 L, Fiz,
ARA G X ERN IR OMERZ1T 5 Z &,

IHIZ, 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 L7 BT ARI&E G O—kR k%
AT &,

¥, SRR TR LAAIR G 2 — R L2 BEOT P E—PEEER OB L,
BEOREBEZREINTHIRE L TARR G2 BT 25813, 52. 20T %8320,
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6. HHICEL CTHETR&EFIH

1) AHN ORIk UIBBUE OBEERE D & 2 BFIZ DWW TUIAF OR G 03E5 ThH 5720,
BeH LWz &,

2) TF7 4 7% — (0. %K) BDWEINTWD, RAFGRHICIIBIZRE 212 70,
MR, PR REE, ERkHk, OF W, R, W, 2 9K, @RISR 1845 5
NIEEEAIITEBICEREEPIE L, EWYRLEEZITY Z &,

3) REEGFDOED 7 F o OHREIT, REMEDHER I TV RWOTELT S Z &,

4) AANT IL-4 K OVIL-13 OBLEMERIC LV 2 B A 2 045, 2 B & &4
HUR YL )9 5 AR ARBHEEERE 1T B 5 L T WD ATREME S & 5, B/ E HURYLBE [ LT
X, ARFNEBGT RN AR OIBIRAITH 2 &, B DARAMNE G- %A Uiy
EZ L, PUEAE R X DI N I 2551 01E, A URGENRIE T 5 £ TRAID
WhE—RRIET5Z &,

5) KERNOEEIZ L > TEPFT 2O T LIV X —RBOIERNB T 5 /RN H D, 4
T LR BT DU R ER A R o T2 A . ERONARICEL L, MBS T

BRECICELIBEN D, RAIRGHILZOEBER L DT, KEABRGHIL, &
927 LX—REZ YT HEMEBUICHEE T2 2 &, BFICH LT, EMo
e, ENOOEBICKT DIRENFEZEL L Z2WE > IBET 52 &,

6) A7 vA FHARIEFEICRMAEDEE ZRE . BRI A T 1A RAAVHEEDOHT
RIESNAFE L O ARIBIEE OFH L THWD Z &

7) BEMiAT oA REEEZZT TOHEREICEN T, AAIRGRRBHRICAT oA FEREA
WCHIELZRNWZ &, AT aA FEOBENMLERGEIIT, EMOEE T Tha 27
ST &,

8) AFNDEERFERICIBNT, GFEEERIERTJE K O BRER 25 %8 1f 757
ROOLNTWD, AFBEHRIE, FEBREREOHER, I NI
b, DIEEOHER N —a NF—E oS T 52 Lk,

9) WICEITIN A, BLEIRTEHEE DRI 2 EEMS IS H S & ARF O RME R ONl IERE H o 7-
DIZERERAE B CThoEHTHZ &,

10) AH|D RMP Z#GE L, REMERFFEE MRS 52 L,

11) BOEGOFERICY - > T, EiOZ4MAEEICRTT L, BEITK LTt e
B, A EEELT 52 L,

PEPA 2 IEE D FEHL 23
PERZS | IER O

&R

S5 CHR)
. HARERSENA RTA4 . T hE—MERERZIETA KT A 2 2016 FER
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KEFERHEET A 54 v
TabtrvT (BiTHEZ)
R34 : T a7y METE30me >V vy, RETR
300 mg )

~ 5 X i B~

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


NTWHT
テキスト ボックス
別添２
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ARFNOFE, TERBET
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Wiz DT

BhxtGe L 70 5 B
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1. ZUBIC

= 3K 5t DA M - LM DR D T2 DI IR SCEFE IS W B ER AR RO B LD,
S DI IEFEORFHIR ORI L0 | GUKEIES S OHF e B ERE T 2 H 7 2 EER
PRI NDH T, 2D DOERMZEICKNE L3 2 BHICHEYICRMET 5 2 & BB ORE
Lo TEY, RFMBLGEE & DO IARTEH 2016 (CFhk 28 46 A 2 HERRE) 1B\ T
b, FEETIEIEMLEOMEH OB HEEL XD Z & & STV D,

BHERT 203 5 ERMIT REEAR AT 7 7 7 A VBB FOEIRM & B 522
BIDZENDD, 20D, AIMERONLZEMEICET HERD T+ EEINDLETOM, 4
HEIRMORELZRZT 5 2 ERIRF SN BFICX L THERT 2 & & Ic BTER T
LB E R st & D 2 L N TTREZRR — B DB 2 il 7 T E B T 5 Z L AN EE
Th b,

LMo T, KHA RTA Tl BIRBRES 2V E TITHE BTV D EFRIEER - BHFH
M-S X | DU OEIRS O 7 5 2 HEE T 2880 b MR T, B2 RO ES
W% R d,

REB. ABTA RTA AL, MSIATBUENEE M ERE RO, — B EEEANRART L
¥y, —MERE N B ARG . BAVNET Lb—5as - AR B AN R
Fa RO AEREN B ARBRRNBHES OB IO b & ERk LTz,

RO LI DEIEG T a2 NETFE300mg vV Y, R FHE300mg X (—i%4
Ta b~ (BETHHEZ))

MR ERDHENIDE . JZE IR BEFRRIC L > CHMEIERZ 2> e — /L T& RV EE
ATHEE DBEITIRD)

B ERDMERORE GAE, RARO 12 EO/NRICIET 2 e ~7 (Eiaiaz) &L
THIENC 600 mg & B F#&% 5L, Z£D#%Ii% 115 300 mg % 2 @RIFE TR T
B54 5,

s R e ¥EE Y T o RS




2. AFIOKHE. 1ERBT

Tabt sy MR TFE30mg >V oY [FETFHE300mg Ry (—f4 T2~ T (E
farHAHLZ) . BAR [TARHI) ) 1. Regeneron Pharmaceuticals, Inc. 23884 L 7=, Interleukin (IL)
4 ZREREOIL-13 SRR EZHBR L T0D IL4 S/ KT V7 7 (IL-4Ra) Y7 2= MIHE
AL VB RTHDIL4 KNIL-13 20 Lizy 7V ET D@z b b 1gG4
E//un—FAHKTH D,

IL-4 ROVIL-13 24T L1277 F /URER I, 2 RIERS (2 B~ L =T [Th2) Fi%
Gie) KO Th2 MldOTEMALFEIC AT G L, K 3SR OO T 27 Fe—M/ 7 Lv
F—MEREOWREBICEE AR 2R T B2 5T 5 (Nat Rev Immunol 2015; 15: 57-65,
Am J Respir Crit Care Med 2009; 180: 388-95) , F£7=, Th2 M@ pEAT 5V 4 M VA IKxE
R DORGRPEAERCAFEABRIE ML 235 L R SN E CIIXUERIEICR G 5 L B2 b T
W5, BLEX Y KA, IL-4 K OVIL-13 O 7 FIURERE A ILET S 2 sicky, KEX
Wi R L IRV R 2R3 2 L iR S L %,



3. ERERRRE
ST (BEFEBEIC L > THMEJERZ 2> b o —/L T& RV EE TEHE D HBE I
[R2) ORI 21T - 72 KRB O g2 =T,

[ B e ] 25 AR AR (EFC13579 3UR)

[FRBR O]
FHEXIIEAEORARAT B A R (LLTF, 11CS) ) ROZDfoEMEHSE A L
THary br—AREO 12 5L EOKE S EAEE 1,902 il (HARAN 114 iz ETe) Z x5
(2. 1CS OV Dfth > B WA BIFED 1 ~2 AIOF R T TORB O MR LM RG22 729,
77 b AR R 2 (b T B A T RE R EERIR 3 S S AT

L - HEX. AAI200mg (FIEIDO A 400 mg) . 300mg (FIRIDOFH 600mg) XIT 77 &R
Z 2 JRRC S2 MR F5-925 2 & LIRE S, ICS LV Do RIEBIIE 1~2 # % A
7Y == VRS SN HETIAT 2 2 & EREINT

BEWED EEFHBIE H X, 5 52 1k £ TORENBHEDOEREEE L O 12 H#
(21T 2 RUE LRI BRI D FEV) D=2 T A )26 DAL ED co-primary endpoint & 5%
E ST,

KGR E I HEFIE, R2EU EOREIMERF T, TR 2 & & &z,
(7R BPUILYE)
> HHEXIZEHED ICHROEMERE 1~2 Az 27V —=27K0 3 7 AL LR
SEANOA TV == 7O 1 B AL LRI —ERE T L THEAL TV D

> RUESHLERFEERGATO FEV 28 THED 80%LA T (17 % LA NI 90%LL )
ACQ 27 M 1.5k
> PILTHE—IL 200~400 pg BEH% D FEV T 12%LL B ockE &Y 200 mL DL Lo Rl

PEDFRD BN D
> AELINICH BB L CRFMER T n A NEROB G- % 1 [P _ESZ 72 303 BB ki

L0 AR L < iFBs ke =2 L

v

[ R
AGBH NG SNTEAA] 300mg2mL #F (LT, TARAIRE] ) &, MEFTICER L CHR &
FELxm ozt ane7 IR 2mL i (LT, [77 R ) OREDHIETT 5,

(B %hiE)

BHRMED FEFLER Th 5 &5 52 @tk £ TOEE BHEOEBBHR LS 12 #
BT D5E YRR 5810 FEV, ODX—Z2 7 A4 b OB LEITFR 1 LOE 2D LB
Thy ., FITBREEL AFIREL OXFHERICIHB T, W EEIEE H I 2N e A EEN

D RRFRVENE BRI (LU, TLABAL), mA 2 MU =2/ REHE (LUF, [LTRAY) . ERFHEMAMEL ALY 5%
BUAEGEHE (LT, TLAMAL) . A FAFH T U8

D ROOIUIQ DRGNS B B OE( & FEN EME L ER L O2F AT a4 FEO 3 AU Eokh, @2
AT v A FIOBG-HE 20 I X D ABE XL ER D%

D INTFHYTa et AT (BUF, TFP)) 500 ug/H LA E 2,000 pg/ B LA FARY, ARFRD S OPEERE TIE, 18 kLA
1% FP 400 pg/ H LA_E 2,000 pg/ HELFHEYS . 17 BELLFIE FP 200 pg/ H BAE 2,000 pg/ H LA FARY & Sz, 7238, AHIC
BT 5 FP OEGEAREIL. A THK 800 ng/H., /N TH K 200 ug/H TH 5,
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A BTz,

1 Bh 52 Wk F CORENBHEOERIBEBR (TT £RH)
\ AFHE 75w AREE

e (633 ) (321 )
RBlEm (N-4) 612.5 3132
T B EEREAEE ([5D) 343 342

EA R B (/A -4F) 0.560 1.092
AR R BIER Y ([Bl/ A -4F) [95%(5 HEX ] 0.524 [0.450, 0.611] 0.970 [0.810, 1.160]
T RAREEE DY [95%(FHHE XM ] 0.540 [0.430, 0.680]
piE? <0.0001

a) G, Fl, Hl, N—X T A URFOMPIFRREREIX Sy, N—R T A RO ICS i, 1 FELNOEE
Wiy SO FE BRI A LA L L, B OB i 24 7 v MEKE LIzA0O HERET L

F2 B5 12 BWBICRITDRETILERBS5E10 FEV, (L) OX—2F 4 Linb O E (TT 4£MH)
I 5RE AFIRE 77 R
R—=2F A K 1.78+0.60 (633) 1.75%+0.57 (321)
Bh 12 ik 2.0920.70 (610) 1.930.68 (313)
NR—=2T A NS DOEE 0.310.43 (610) 0.18£0.39 (313)
= o =

77Jm“~ﬁik%f]£ ) [95% 13 HH X 0.13 [0.08, 0.18]

X <0.0001

pfE®
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, HGHELFHERERORZ AR, X—RA T4 Ui, XR—RF A i
& RS LA HAE A B 28 & L 72 Mixed-effect model with repeated measures (MMRM)

. HEBIEIE 21X unstructured Z{RKE L7z,

N—=2F A VIO ICS MEROF RN R RITER 3 K OFE 4, XN—R T A VFFOHA
A A~ =T —DREGBIOEEMHFERIZE S KUFE 6 DLEBY ThoTo, 72k, M
FREREL, FeNO JREL, MIEHT Y A AF A, Mg IgE IRE R Nt =4 # %2 -3
BEZ, Wb 2BRE~Y—T—L S TW5,

F3 N—RFA RO ICS HERIOES 52 1k £ COEEN SIEOFEMABIE ITT £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 -4F) 0.676 1.186
FRBRBRRE (ﬁ?{}\@) [95vafEsilx 0.639 [0.523, 0.780] 1.038 [0.818, 1.317]
T RRREE DY [95%(5HE X[ ] 0.615 [0.456, 0.830]
. AFIE 75k AREE
S (303 i) (151 1))
ez (N-4F) 2952 147.4
= Wi B FE A B S (1R)) 131 147
ICS EF R (/A -4F) 0.444 0.997
FRREBRSA (%/A-@) [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) BGHE, fllp, HOR. ~— 25 1 WO LT AFRRBRECI 4y . ~— A 7 1 LW ICS Mk, | EELLA O BT
BRBORBEEERILHE U, B ORI 472 v MY LT 0 “HRE 7L



Fd4 R—RTFA O ICS HENOERS 12 MBI 558 RERER 58] FEV, (L) 02 (k& (TT4£MH)

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% EHE 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 0.29+0.43 (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, M N—X T A CREO M AFERERELX 5y, X— AT A LD 1CS H
&, PR, BGRE LRl R O EAER, XA T A Ul N—R T A Ml & R R O R AAR
FZFZEE L L2 MMRM %, #HBIMEEI21E unstructured & {iE L7,

K5 FH-A A~ —OXB PO EE EHEOFRIFEHE (TT 2E[H V)

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

(N—RF A V) AFHIHE 75w R RE [95% (5 e X [ ]
150/uL A 0.805 (181) 0.779 (83) 1.149 [0.747, 1.767]
JinGE 150/uL L4 _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 i 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 Kk 0.616 (164) 1.008 (84) 0.685 [0.424, 1.106]
449 TU/mL 2L 0.402 (157) 1291 (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 Al 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 - 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 T 3 REIZOW TSR]

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

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



£6 BENAT—H—DXHR DS 12 #H 5RE SRR SR FEV, (L) 02 k& (ITT 4£MHY)

4 &5UL%@F77HWIE?®NR SRR L (2 O
A (R A ) AT APDO G s [ososZ I IAT]
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 i 0.220.45 (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) 0.2240.41 (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) 0.18%0.37 (94) 0.12[0.03, 0.21]
50 ppb LA I 0.5940.51 (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 LL_L 449 TU/mL i 0.34=0.47 (156) 0.08£0.31 (83) 0.26 [0.15, 0.36]
449 TU/mL Ll 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) 0.14%0.39 (69) 0.10 [—0.01, 0.21]
b3::4 69.4 ng/mL VL | 92.3 ng/mL ¥ 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) 0.22[0.11, 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 0.23+0.38 (157) 0.2240.38 (70) 0.03 [—0.06, 0.13]
IR EE 38.2 pg/mL LA k- 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) 0.1720.44 (85) 0.27 [0.16, 0.39]

I AR (B4

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

MRS D ANER ., X—=RA T A U, X—RT A ME L FMFERORZ AR Z ALK S Lic MMRM i, AHEIHE 11X

unstructured Z{E L7z,

BEFRESIL., AFIRE 81.5% (515/632 41]) . 77 & AREE 84.1% (270/321 1))

(Z )
FHRIIERTOLEEBY ThoTz,
FETCIE, AAKIRE 4 {ﬁl (Ot 1R
PESENR/ 2 s B RE RN AIEERE 1 1)
i,

HERAEFEFRIT, AHIFER.T7% (55/632 )
D BLARKIEE 4 B (UFREEREIE
TS IR 1 51)
Bk L O RBEMRIITE S e o7z,

RLBE/TES AL 2%

v 18 FELL O 2k I F i

NN R TR 2 & 2011 N
(ZFB D HAVTZ D,

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

Nz,

BIVERIL, AHIBE 22.6% (143/632 f51) |

7T v AREE 14.0% (45/321 $41))

RN Y TEN

7T AR 8.4% (27/321 f5l) |
TBVEAFRRERMER . 7 7 4 7 % — i,
77w AREE B (P EREME)

752 AREE3.1% (10/321 f4)

5 o MDA E
WS TRBRER & O K R BHR IS E

RSN Se R i

IZR b, Eix

DL,
TEHHNAL

IZOWTIiL, 18

*—DALA‘&) E

IR bz,

iR



KT WTINOHET 3% ERD b T EEG (LM L)

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. HERIZTOWNT

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 OV T
o RUEIMEOJERE, B & TR, 2. 15K (BF mE TR - BEUA FIA4 X
I NREE S BIEHE - BELT A KT A ) BRI L, RANZ O\ TO+45 725k %
BN E ORE R NRIRITEET A EM (L FOWTInIciz 43 5 =)
UL B OARANC T 2R OBEEE L LTRESL TS Z &,
[ N &8 S BB 1T 53 556
RTINS 2 FEOPIIBHE 2 /& T L72&1C. LU T OHEZ & T 4 FLLE DO REARER
EHLTNWSEZ L,
o 3L EORE B BT 2 MR AR L2 IR O BRRAHE
XX
o 3R EOREINEICET D7 LV =2 O BRHE

o
.
¢
ol

LN

[/ R S BB E 1T 53 2 58]
RIS FF TR 2 SFOMBINHME Z /& T L72RIC, LUTF OWHEZ & Te 4 L1 LD BRKREER

ZHELTWAZ &,
o 3L EO/NRRZIEORIHE
O

o 3FLLEORE SN BT DT LV X2 DO IRIRIHE

o KAIDOBLERGE% DLV & ANIE 2RI D 70 O RIEIR TR R A S BRE b T
WL Z LD, HEHELZEUICEETE DX THDHZ &,

@ 2N DE S RGBS T

o BRSNS ORI - RN OFFHIEROEIO, HEFENIEE LIBAIC
S PR & s B A O TAT 5 T & S R R A B T 00 R 28 o
WHZ L,

© APHEK ORIEH~OXIEIZ OV T

o AT OMOT LAX—MREEETLEECAREZR ST D552, YET LLX
—PER B A S EAD & oEHE U 2 OBEE HICE] U TR R OSSR 2 %00 2 (il 3
FoTns L (6.5 M),

o TT 74 X —FOMM EOEFICEE S NZENWEMRITH LT, Makis ST
ERRPEBE OB 2 A9 D AT & B L, BIMEH ORW-CR ISR U TR R OSCE
AT BB RALEN TE SRR E->TWD Z L,
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5. EXNRLE L DEBEE
[BFRRICHOVWT R ]

#

(FE1

(&

B
1.
2.

HOBEEOHENIZHT- > TE, LTS T 2B ETHDHZ &2 d 5,

Wi TR EETA R IA o aBBIT, [ESMEDEZER RS T D,
BSOS E AR ICS &2 oo BHEHE (LABA (BdA %% &), LAMA, LTRA,
TAT 4 U UBIERAD) EOFHL T ay ha—A AR GV T o g AT A R
ORGSR B 2 SIS A 4E IS | [ B & =344, 2720, fFHT 5 1ICS AP &
OEEITIX, ERCE Y ICS Z#Y4ZHEL RICHET 2 Z L PRITERASICL Y REETH
D LI SN TS AITIR S,

) BEETEG  BHATA RTA U TiE, UTOHEAD Y 53 5L BN 588, UL TEs=%s, Ba%s, Az
PESWENAIC L EILLEDGE, a2 he— L RREERINTND,

M EER (A RO 238 1 |8 E

FEARREIKOMEH 23 1 [BI2L k

il A ST eim I RS B D

MR RERE (RS XIRIEIRIE 5T FEV, & OV PEF) 2 THME XX H i BIED 80%AKii

PEF ®H (H) NS 20%LL E

FBRUZHONT (MR ]
HOBEEOHEIZHT- > TE, LTS T 2B TH D &2 T 5,

INRZE S RIRE - E BT A R T A &2 BB KE I B DREEZW e STV 5,
A EIIEAED ICS &2 0o EHEHEE (LABA, LTRA, 74 7 « U ARJEEA])
ZOFHLTChHay br—L AR D T hoeHMRT a A FEROBELE)N LB E
HWEAFIC 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 FIRENZ BE 5 A A~ — B — (I EFBEERER, FeNO, IfiLiF F#s IgE %5)
DIEDE WG EIARF OB IER K EVVMEENC S 5 — 5 T ARWEEITIEARFI O F hPEN 153
IZAGF DR W ATREMEDS RIR S LT D, BIRER T, ARFID G & 72 2 BEFEEZBRIRT 57200

XA
—%

0 — I — O EEEEIIAFAE LZRWA ARANS X DIRIRBARIC Y 1o » T, ME% A A~ —D
1 SLLERIE L, 2O L BRMRAEZBE L7 LT, HIST 5253 bLnEEXLEBHE

ZOHETH2 L BBHR),

AR OGRABRIC 1T D AR (B 5-aatk 52 8 ZliE A, RGHIRE 1 4

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

FEE A2 H &%

HZ

NROMERR AT NRDFRD R WG EITITER E R G ERT 20K 52T
&o
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6. REIZIRL THRETN&EHFH

1)

2)

3)

4)

5)

6)

7)

8)

9)

10)

11)
12)

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

T T 4 7% — (0.1%A0H) DEWE I TN D, REIERGRHIIZBIE % 212470,
MER T, FER R, S, OFEV, IR, R, F 9 R, W% o B RN s
NIEGEIITE IR G 2R IE L, EYRLERITY 2 &,

ARG HFOAET 7 F o ORI, BEMEPHER SN TORVOTEITSHZ &,
AFNL IL-4 F OVIL-13 OFLEMERIC XV 2 Bl EIsE 2 M4 5, 2 B c & w4
UYL 3T B AR RE IC B 5 L TV 5 RTBEME DS & 5, Tk BB B L2k LTI,
AHN 2 e 59 HANC a A RGO 21T 5 2 & BB DA G-I F A DL &k
Z L., PRSI X DB NN 22 G A 101X, w4 USRI T D £ TARRIOB S
Wik 52 b,

ABNDOBEHANZ L > TEPFT MO T L AF —PERBOTEIRNE LT 2 ATREMER H D Y
T LV BICKT T DU R A Bo oA ERDARIMICE(L T 2 BTN
oo, REFELHPIEHOBEBERLED T, REELGHNE, G057 L —ME
MBS LEMEEUIELET 2 2 &, BEICKH LT, EMOERR, Z0b D85k
BICKT DIRENAE AR LW 9 R8T 52 &,

AFNIBEIT L & T D8 30 B OFAEIEIR 2 300 ST 2 FEHI TIX 22\ oo T
SMEORIEICH L TIERA LRnZ &,

AN OB BRI G SAER A 2 > b e — VAR R XA L5101, EROBZFE %
ZIDHEBRFICEET L L,

EMIAT oA NMRiEZZIT T D BFICBW T ARIRGRA®%RICAT a1 REERIZ
HFiELenZ &, A7 a4 FEOBENSLERGAICIE, EROFHE T TR~ 11T
L,

AN DG AGRERIZ I3 C | B FRERVE i 9% B OV R BRAE 2258 1fiL 45 9% 1k A SRR AE D 38 B33
HHENTNWD, AFEG I, HFEREEOHES, OB RS, FiER OB,
DIRGIHER V= 2 —m " F—HCEETH 2 L,

AT SCEITIN A SLEARTE A DR 2 BB (2D & ARAFI DR e OV IE A FH o 7z
DIZBE IR G A B L T bEHT 52 &,

AHF|ORMPZ #GE L, BEMMRFIFHEMRT D &,

H G O IR 72 o Tk, FEMO 224 M2 EE IR L BE I L Gl R HE
AR OfREEZT 52 &,

-
—

[51M>c#k]

1.
2.

HAT LLX—50 g R« 814 KA 2 2018
HA/NET v —2a VNRRE X BIRE - BB A K74 2 2017)
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BB FRHEET A RT A
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1. IILHIZ

IS DA - RO O T2 DT, UM SCEEICE SV ER AR RO b
Do EOIT, IEFEORFEINOEAIT LV | FUREIMEDOFEH 2 HUERRT 2635
EIMPERBINLF T, ZHODEERLZEICHNE LT 5 BF NIRRT 5 Z &R
MEXDIRE L 72> TRV | RIFMBOEE & SO0 AT #2016 CEARK 28 4 6 A 2 H IR
) IZBWTH, BEHNERLSEOHAOREHEELZX D Z & ShTnb,

FHUERMF 2 AT 2ERMT, REERASCRENET 07 7 A VPBEFOERM EHS
MCRRDZ BB, 2010, AR OCREMECHET A HERS HERSNDETO
M, UHEERLOREZB 2T 52 MRS 2 BF X LCHERT 2 & L 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 BAREREC ZE TICHE LN TV D EFLIEER - B4
F) RIS & | LT OB SR G O Fai 2268 2 HEHE 3~ B 810 DL B iR B 2 5 RO
BHEHEERT,

BB, ARAA RTA AT, MNATEIE N EIE N ERE IR A . —IAEEE N B AT &
AR 2 g OV FVE N HART LA R —220W o b EVER LTz,

KGR HEHEMN T a7y METFE300mgY U Y [FE FHE300mg <y (—ik
& T at~T7 (BisFHHz))

R ERDIRESNIZR « BEZLE O BIERIAEER (AR THRA TR EBEITRD)

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

DU TR S NP S SV o




2. BAIDFR, 1EREF

T2ty METFE300 mg U Y R FE300 mg Ny (k4 T aEAY T

(B z) . BLT [AHI) ) 1%, Regeneron Pharmaceuticals, Inc. 23A/#% L 7= | Interleukin

(IL) -4 2R MK OVIL-13 xﬁﬁi%%ﬁi LCW5 IL-4 ZHIEKT V7 7 (IL-4Ra) 7 2=

MIREEL, YA RTHD IL4 KO IL-13 20 Lz v 7 T vnE & BLET 2 s 1k
Zt FIgGd £/ 7 u—FAHIKRTH D,

IL-4 L OV IL-13 %90 L2 o 7 P VREER K I, 2 FM%I“EJ“&U Th2 MR DOTEME( LI FF 5
L. SE 2 BRI R (CRSWNP) K OMILOB#E 357 b B —My/7 LLF —HRED
JREEICEEREE ZRI-T B2 6N TW5D, F7-, CRSWNP (%, IL-4, IL-5 XV IL-13 ®
HAMZMZ, 1gE OFEATTEZ KB E L 2 MBIENEMORIENERTH Y (Allergy
Asthma Immunol Res 2017; 9: 299-306) . AFHlIE IL-4Ra i & & I L C IL-4/IL-13 ¥ 7 F ViR
BEEETLZ 0D, 2 MIIERNC LV 51 &2 45 CRSWNP OJERIZKT L TR
R ERTZ ENHIEEIN D,



3. BERE
S &M BRI EER BEFRE CHRA 072 B R D) OARERHIGHI 21T 72
E 7R R R FRER DO A & R,

[EI BRI [ 2 I AREAER  (EFC14280 #X5R)
[FBR O]
CRSwWNP f&7 448 5l (HARN 49 Bl 5Tr) ZxtRIC, AR OFNER VL2V 2 Etd
LI, 77 AR xR AL S R TRER iR 3 i S T
ML - A&EIE. A 300 mg & 2 HFRE TR TG (Q2W ) | AH| 300 mg 4% 5 24 i#
£ T2 MR, LREIL 4 B TR THE (QQW—Q4W #E) L7 7 kA% 2 B TR
THE (78RR 2L ERESN, BEFHEAX S VT T HNVR VBB AT )V
KFZEOHHET 5 (1 B 1RSSR 218 (S0ugME) ) 2 & EREINT,
ANMEDO M E X, &5 24 R OLRER 27 BEEELEA 27 KO CT Wi
X % Lund-Mackay (LMK) A3 7 O_X—RAF A b DAL ERIE Sz,
KIS L 7 AL, 18 kL D CRSWNP [BHE T, LA T ORI & &L ST,
(7R PULYE)
v WO BT AT S
v U FOWT IO AT
a) 7 2 FELINIZ CRSWNP (23T 2 28 AT a1 REOIRRIEEZHT 5
b) 2HMAT oA REIZH L TR ITEARERNRD S0
c) CRSWNP {2k} 9 2 FififEEZ 7T 5
v O NEEBEREICLDREA TR S UL (WIOAF, SFEEICs T2 237X 200 h)
vV 227 V—=270 8 AL EFI O SMPAEEE R 278 2 T 3 OIREERFiE L T
%)
v 27 V== 70 ML LRI HIRFEEERL & (RTEE, 1% &) & ORER D R
LTW5
v EAEABRRCR T 2O BHEEEA TN 1 282D

G|
(B 2hE)

AMED FEFHMMEE Th 5% 5 24 HFORTEZ 27 | SABREIEL X 27 kO LMK A
AT DR—=ATA IO EITIR 1 OLEBY THY, 77 vAREEE 300 mg QQW f5
BEL OXREIZB T, WO EEFHEHEH IZOW T HHFHENICHEBEREZDRRD bl
Too Fio, 5 52 BERFETORE R 27 ROEPAEEE R 27 ORRHERILR 1 LU
20LBY TH-TZ,



1 AVEO EZHEE H OBk (TT 2EH)

SAREM A AR NS4 H
300 mg Q2W A 7T AR 300 mg Q2W (FAHE 75 AR
SHERaT
N—R T 6.18+1.21 (294) 5.96+1.21(152) 6.14+1.21 (33) 5.6311.62 (16)
5. 24 4.467+1.89 (283) 6.09+1.19 (145) 3.97+2.20 (32) 6.131.09 (15)

R—=ZF A D DB

—1.72£1.77 (283)

0.1220.95 (145)

—22241.99 (32)

0.37£1.09 (15)

N=ZATA b DELED

—1.71+0.11 (283)

0.10 #0.14 (145)

—2.17#0.34 (32)

0.44 #0.48 (15)

TTRRBEE DAY —1.80 —2.61
[95%CI] © [—2.10, —1.51] [—3.70, —1.52]
p fE > <0.0001 —
SHEEER T
R—=2AFA 2.46%0.61 (295) 2.38%0.54 (153) 2.26+0.48 (33) 223045 (16)
e b5 24 jERE 1.1920.90 (289) 2.020.77 (147) 0.9620.70 (33) 2.00£0.77 (15)
NR—=254 LD ELE —1.28%0.95 (289) —0.3620.73 (147) —1.31+0.70 (33) —0.25+0.54 (15)

NR—ZF A NG DE[ED

—1.25 +0.06 (289)

—0.38 £0.07 (147)

—1.30 #0.12 (33)

—0.25#0.18 (15)

T EREEE DED —0.87 —1.05
[95%CI] [—1.03, —0.71] [—1.44, —0.65]
p it -9 <0.0001 —
LMK 2 =7
NR—ZF A 18.12+3.75 (289) 17.65+3.76 (150) 19.363.48 (33) 17.31%3.03 (16)
5 24 I 12.86+3.87 (282) 17.73+3.81 (142) 13.94+4.03 (33) 17.193.49 (16)

NR—=R T A b DE R —5.2314.42(282) 0.11£1.88 (142) —5.42%5.17 (33) —0.13£1.67 (16)
NR—ZF A NG DE[ED —5.21 #0.24 (282) —0.09 #0.31 (142) —4.80#0.71 (33) —0.82 +1.06 (16)
TTRAREELDEY —5.13 —3.98
[95%CI] [—5.80, —4.46] [—6.44, —153]
p i »-9 <0.0001 —

FHE RS (B3R . KFARMARD : BN TFREHE (AR (%) . — ML

BECKRT 2 P T EHEAT oA/ FEOES ERIIMORY) 220 - 03RE OSIRE%OT — X 3R EME & S, 45408

AN DNTR— AT A U OREEN G- 24 BFRFOME & Shiz, YIRS CIRBR IR 5.2 1k U 7= gk o R X % &

RANEIZE VBB ST,

a) QQW B & QQW—Q4W D BFE

b) N—R T A Al FHEE, WiE NSAID-ERD DA, ST 25 FHE, ka2 SiES e L0 it es v

o) B EARYERM 5%, MR a7 SEAEEE A 27 KO LMK 2 27 OW TR0 FEIMEEE 2BV TH, 7 I EREEL 300 mg QQW
PFERE L ORI W CREFAICA B R ZPRD DN EHEIS, 77 B RBHIXT 5 300 mg QQW JFA#ED BB S RGE S L
7= &I 5 Tl & STz,



K1 BEAITOR—ATAUNbOEbE (F/h R PHMtEHERRA)  [EFC14280 #RER, ITT 4]

B2 BEAFREERITORX—R7 A UnbOZ bR (/R VoM EHERZ)  [EFC14280 3Bk, 1TT %H]

(Z4ME)

HEFRRIL, QQW—Q4W £f 89.2% (132/148 B) . Q2W #f 83.2% (124/149 f51]) . 7T+
AHE90.7% (136/150 fil) ([T B, ERFRITIR2DEB) Tholz,

FETIE, Q2W—Q4W F 1 5l (UMEMEEAZEN ML) (258 H AL As, 1RBREE & DKL
LB E STz,

EELAERGIL, QQW—Q4W #E 6.8% (10/148 f) . Q2W #£ 5.4% (8/149 i) . 77
TR 10.0% (15150 f5) (2RO BV, 2D 5 H Q2W #f 1 il (WFERERMEIE) | 77 &R
B 1G] (IBYERIGIER) IZOW TR, 1RBR3E & ORREBIMRITIEE S o Tz,

HIEICE S A EFRIE, QQW—Q4W BE 1.4% (2/148 1) | Q2W & 4.0% (6/149 ) |
7T RAREE11.3% (17/150 #1]) 128D Bz,

RIERNE QW—Q4W HE 27.7% (41/148 f5) | Q2W #¥ 24.2% (36/149 i) | 7T AR
22.0% (33/150 i) (ZF8 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. FBRRIZDOUNT

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) &5BRMARF

SEZE D BRI SR ORRE, Rl & TR, 2. RRERE L, RFNZOWT
DO+ e kA AT D B EGER IR O A Y - 2 EAT D NSRBI E OAR
FNCBET IR OEMLH L L TRESNLTND Z &,

ARHNOREEARTEHE DL NE & A Z TS 2 72 0 O REEIRGER O EEN T S
NTWDLZ Enb, SRR HOMEEL ML TE LR THDLZ &,

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

TIN5 Z L,

b) 5k
la) ¥ 5-BAMGKRE ] OB AT - ITHR THDH T &
ik
la) $5-BAAIE) OB 2T Misk Ldfx & 52 LN cE, LLFOEM 73 i

RTHHI L,

BEZE D BMRIRPEROWRRE, Rl & Tih, 2. IRRERI L, BKHNZHONT
DLy E AT 57 LXK — 2R a2 24 B ER 2 Y32 B o AFNZ RS
THREOEMLE L L TRHEIN TS Z &,

AAN DR FAHE 2 EHIRNAT o 72 =T HBEAGEO ZIEIT OV TOHWr 2 @ BT
I LNTEDEMMPFTBET Diisx ThH D Z &, il AANDOEHEIZ DN T,
la) $H-BHAGRE ] OFFZ 7o 3 ek Lo L CHEMT 5 2 &,
AANOEEIRTEE D RN & A M E T3 5 720 O RIEIRTEL DA ENTRE 5
NTWDZ Enb, SEERTHOFESEZEUNCEMTE LR THD 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 &,

@ BENOERMFREEOEKHIZONT

BURBEENL OAIE - ZEMZEOIKFENFROEHS, BEFLENRBE LTS
B 7o kS & HEFEBEFEZHONIT O T EFEOEIELEHRE B, 15 H O
MNESTNDH T L,



@& HHE XK UBIER~DR IR DU T
o WEHEOANTHMOT LAX—HEREEZHT 2 EEIIAFE LT 5AIC, H
ET VX —MRB AT DEMEEE L, 2 ORBEIICE L TSR OO
BT DR R ESTNDZ L (6. BEICEBLTEETREEIE 5) 2H),
o T T4 IX—EOUM CEICTER SN BIERICK LT, Ykt XX s
RSO MM A G T D IEM & #E L, BITEH ORKrOXHSIZB L THRE K O
T BB ZRLEN TE DG 8-> TS Z &,



5.
(

%

)
@

[

59

BEXRLIRDEBE

BERIRIZ OV T
BeH5OEEDOHMNZHT=»> Tix, L TFICRTO~QD T RTCIZENUTHIEETHDLZ &
B3 5,

R SR OREEZII e ST D

SBE A BMERIRPERICIK LT, @E 2 FUNICEIMERT v A NI L D155 E
VARY 2%

g

BE LR BMERIRIER IS LT, FIRC L DWBREDN S 5

X%

EHMAT oA REOEZIZHY T D, £ L ALBFERRD L7z
BEFOIRRIC L > THLU T OT R TOIERNFEO LD

o NHBREICL2BEA a7 NEEEE S 2 S UL EDORAlOAFHD 5 RULE
o RPAEEER T2 (PEE) ML @ERUERRL TS ZE)

o MRERETE. B (ATEdR R % QEMLU EREL TS 2 E)

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

5 ORI 72> )
AH|DOEGARRER BT 5 H 2D MERHMRE (% 5-B461% 24 BIF ) R OGRBREGE (3. ERER
MBOEL XIIERK2E2R) ZiE 2, &5 24 BEFE COMY) 7RISR O %

TV ZIRDBFED SNRWEEITITER L G EHIT RN L O 5 &,
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6. REICEL TEETREEHR

1)

2)

3)

4)

5)

6)

7)

8)

9)
10)

ARHN D A5 LI BUE OREFERE D & 5 BE IZ DWW TIIARFI OGN ERTH 572
D, THELRNZ L,

TFT7 4 T7FT— (0.1%A0) PWMESIN TS, RAEGRHZIIBIZEZ +012qT
MR, FRR R, BERRIESC, D FEV, IR, R, ORI o R
ERHBONTEHGAEITELICEG 2RI L, @URLEEZITH 2 &,

ARG HOAED 7 F o ORI, BEMEPHER SN THRWOTEITS Z &,
AFNE IL-4 KOV IL-13 OFLFEERIC X Y 2 BIGEIEE 289 5, 2 BGEIRE T
FAE BT )T B AR RS REIZ B - L T B ATREME B B, F/4E UYL iR
R LTI, REIEEET 2N THAERELEOIRREIT O 2 &, BEDARAIE G+
ARG AR L, PUa A EKIC X D IR N e A i, AR L B
T 5 ETAROEREZ—RHh1ET 52 &,

AENDOEFIZ L > TAIT 2O T LA —MIRBOIER DT D ATREMENH D |
WELT LV —VERBICKT DU iR 2 B o 1o, IR ERICEL L, T
BETEIRCICELBEN LD D, AR OG- HRE TS L OGP % OREBE
HEED T, AFFEFNS, AT D7 LV —MEBEZHE Y4 5 EA Ly
BHET 52 L, BEICKH LT, EROETRR, TR6OEEBIIXT 2 I6RNE %
ERELEWEIRET L &,

EMIAT oA MRIEEZZIT COHERFICE VT, AFRGEIBRICAT oA RikE
AL b, AT A REORENLERGAEIIL, EMOEFRE T CTha
[ o BN

AAN ORI I8N T, SRR 28 M OMFERERYE 22 56 18 2 M A 2 JFEE D 38 B
DO HENTWD, AFHEEFIL, FREREOHES, WONCmERIERZ, e
DE(L, DEAIHER = 2 —n AF—SICEET 5 2 L,

A TN £, B ARTEHEE DRI 5 BRI S D & K 0 et KON 1F A A
DI DI B fERE B L TS 2 2 &y

AHID RMP % #i L, MR FEEMRETHZ L,

H OGO FEMITY o> TE, FEOZSEZEEICHT L, BE IR L T2
HE., LR EET5HZ &,
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