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b, ERMEERSOEMOREBIAEELES I L L ShTna,
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RERR OREE MR D 2 L BB INE BT LTHEATS & & biz, AR R%RR
| LRBHCHBARHMIEE & B T & TR E@E%%ﬁt?%ﬁﬁ%fﬁm%é EHER
THh B,
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| MR RBERS 7"; t"?w‘z ‘/,HiT?i 00mg Y Y (—BL Fa 1:";1/—«:7“ (iﬁ{aﬁsﬁm ,
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HeLhapmRang S TR (%ﬁ?ﬁﬁk X o T h K Eﬁ'ﬁb&% 2y }~ 1=V CE BVERE T
BEEDBZIRD) :

_ mafzammwﬁg BH ﬁStABctﬁ 12 %uuzcoxbﬁuir.n YL (iﬁfﬁﬂﬁﬁz.) LTl
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2, AW, EREF

FaEZ7 e METE0mg VY Y (—REA T a T (BEFEHRL) BT T
#l1 ) IX. Regeneron Pharmaceuticals, Inc. AL U7z, Interleukin (IL) -4 SAFKR U ]_i—lB =
BEEMBRLTOD IL4 REETA7 7 (L4R0) F72=y MCREAL, UV FThS
L4 B3 24 Lk V7 PSR ST HBETHBZLE b 964 T ) 7 m—F ik

. ThD, '

IL4 ROV IL-A3 &4 Liet 7P AREERE, 2 BAOERIS (2 BT (Th)) Rib%
BEy) RO Th? MBROFEEILSICFS L, SEXHEBRUROBET ST Fr—it/ 7L
F— R B ORI EE R LR T LB X 5 TS (Nat Rev Immunol 2015; 15: 57-65,
Am J Respir Crit Care Med 2009; 180: 388-95) ¢ %7z, Th? MURASEEAT 594 NI 4 L IT&s
R ORI A PRI S A L, SR B T REREIC ST 5 L B BT
VB, BLEEY. KN L4 R3O 7T ARERKERE T2 kb, S8X

MR LTRSS R TR T2 L B S h3,




3. EBREERGEK
ﬁﬁiﬁﬁ(%ﬁ%ﬁkior%%ar&%:/kuwwv%&mﬁrimﬁﬁwﬁﬁk
BR5) ORBRIZEMEZIT > tERERRROBELRT,

{ﬁﬁoﬁgl _ . : . -

HHEXRIEAROBART 1A FEE (UF, 1ICS] ) RUZOMO-BIERRLEEL
Thay bE—ARED 12 B EOREERERE 19024 (AAA 114 BEED) 58S
I21CS ROV O BIREHED ~2 RO F COARDE R Ut 2 R 5 72
75 R RERSL T E SRR L ERBR A B S hk,

Pk - s, &K 200mg (WIEIOZ 400mg) | 300mg (FIEDH 600mg) RHFFER
%2 BHRT 2 BRETRE TS aamﬁénnmﬂo%wmmﬁﬁﬁﬁ%kaﬂéx
Y SRR S I R P B - L LBEShE,
 HIPMEOEERAEER L, &5n@%zroﬁﬁ%@@@@¢@%ﬁ$&w&5u@&

B et <1 5) Z)é?\."”‘ﬁﬁi%ﬁ%ﬁé‘fi-ﬁu@ FEV; o)m—-x G4 B@?{{EEU) co-ptimary endpomt L

a3,

ﬂ&&&é@%m\u%mtw%%i%ﬁﬁ%ﬁ‘u?@gﬁéﬁtﬁzaaéntf

(FleBREH) _

> *mﬁxﬂﬁmﬁmm@&uﬁﬁﬁﬁ%rqﬁﬁaﬁ)—mxﬁﬁ®3wﬁutﬂm
BERNORY V= WD 1 47 A L LR H-ERBRTHEGEL TER LTS

> ﬁ%i#ﬁ%ﬂ#mmthm%wﬁmw%uT(nﬁuTmmmu?)

Mnx:7m15at

L > AT T 200~400 pg &-’%‘éo) FEV) IZ 12%LAJ:73=0&%E75= 200 mil. 2A b 5[
HRTBHBNID ,

> i@umu%aﬂmkﬁbréaﬁxTu4R%@ﬁ@&l@uimntxm%aﬁmu_
i/ M;n%i& #:t%t%ﬂﬂé% Bl : - -

A4

(Rl .
ﬁ%ﬁﬁﬁﬂ%éﬂtxmmmmﬂmL#(uT [AAIRE ) & ARATICIR L C U R
BUREBT 5T L LINET T ER2uL B (AT, (77 eR#) ) OBMOZRRT 5. -

(A

ﬁﬁﬁ@iﬁﬁﬁﬁﬁf&é&&szﬁ&ivwﬁﬁ%ﬂﬁﬁwﬁﬁ%ﬁ$&0&%12@-
%r%ﬁ%ﬁ%ﬁ#@%&%m@th®«»274/#6@%&5@%1&0%2@&%@
Th Y, 7T EREE L AR L DR BHTIVT, mx%ﬁﬁ@ar#uﬁﬂ%ﬂﬁﬁﬁﬁm

b BEFMERRE p;ﬁﬂlﬁm (BAF. TLABAL)., m 2 b ¥ 2l REMBEHR (M‘F {LTRAL}, Eﬂ#ﬁﬂf‘ﬁm{%i\zw PR
BRI (SUF, [LAMAY), AFAFH T8

3 ROOXFOOAENSELMECBAL EERRNEL ERLL @é&z 7ud FEO 3 AN Loks, @é&
AT A FRORENDERRBIC L3 AR R OS2 -

N IRFHS AT AFA (BUF. TFRE) 500 pg/ BEAL 2,000 ug/ B BAFABY, Kﬂﬁx&mﬁﬁ%*ﬂi 188
ERE FP 400 pg/ B BLE 2,000 pg/ BELTABY, 17 2REAT i FP 200 pgf/ B B _E 2,000 pg/ B BAFHEY & éhfc R, BHII
B S PP ORBHEER, ﬁb\‘(‘ﬁ;ﬂ: 800 pg/B | /NRTCRK 200 pg/H T 5.
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Eri: o ST 4yl

1 5 2853 COREBRME ENRRE (T HE)

R TSR
B EHE (633 ) {3214
REZYMN (A -4) 6125 1j3.2°

MEEERREE (&

343

342

EMBERRE (EA-F)

0.560

1,092

ALl

WMBRER Y (A F) [95%{BHEKM]

0.524 [0.450, 0.611]

FIERREE O [95%ERARM]

0

0.540 [0.430, 0.680]
<0.0001

0.970 [0.810, 1.1607

o) BT, I, MR, =2 5 RO N PRI}, AT A B0 ICS ., 1 EDRGERE
HEMEOREER SR L, ﬁﬁMﬁﬂwi‘&t%&{ﬁézﬂt v FERE L A0 HEERTF

#2 RE512 ﬁﬁekmﬁaﬁ‘é‘imﬁﬁﬂ&ﬁm FEV, (L) DA—RT A /znaomiﬂsi (ITT 48}

BeER AFIRE T RR
AR FAH - 1.78+0.60 (§33) 1.75:£0.57 (321)
#E AR - 2.09+0.70 (610) 1.930.68 (313)
R—RTA b DEER | 0.31£043(610) _ 0.18+0.39 (313)
TreRHEe %% ) [_95 UiBERE 0.13 [0.08, 0.18] -
. <0,0001
piE®

TRELRRREE (I

a) REH, Eip, 0, SR, BR, -5 4 /H#quﬁﬂ@ﬁﬁﬁlzﬁ} -’\‘"274 VB
O ICS FIRk, SPMEREA. BREH LRERAOEERRA, -5 ol A=A T A
L PHIR A DS EAER A LB L L Mixed-effect modef with repeated measures (MMRM)

Ok, EIEEITI unstructured &ﬁﬁ Lk,

N2t D ICS FEMOBAETRITHIIIR 3 LUK 4, A2 71 LVHEOE

ﬁ7~ﬁ—®zﬁﬁwﬁﬁ%@ﬁwﬁ%mﬁS&wisokﬁbv%oto&ﬁ iiaa) 22
FRTREL. FeNOIBREE, MFTPY 425 B m%*%&EﬁE&ﬁmﬁ$xj&#y/_

CBEE. VPR 2 B — L ENRTWS,

ﬁ 3 R—RATFA VRO ICS EJEB!J@&E s2 BT vmi&%‘ Ebﬁﬁﬂ)iﬁﬁﬁ%ﬁ% (ITT 43 F8)

A o A

'Eﬂ? (3234) - (167 7))

) REZH (-5 310.7 1627

mHE MRMEREAE (E) 210 193

ICs FERINESHE (B/A4E) _ 0676 1.186

FRIRERRE %‘W*} DSWBBE | os9s2,0780 | Lo (0818, 1317
75 L AREL OIS [95%E R 0.615 [0.456, 0.830] :

: T AFRY 7T REE

Bea g (303 41) (151 1)

: S| (A 2952 1474

FHE BENERRAN (B 131 147

Ics FRIEERRSE (B/A-F) F 0444 . 0.997

'$ﬁ$§§ﬁ$»(ﬂwfmtﬁ%@ﬁc
: i

0.414 [0,325, 70 527

0.879 [0.6‘67 1.160]

F7 R E O [(95%{FRER]

0.471 [0.329, 0. 674]

a) E@# i, Mg, SR T A RO NPFERERES, —R T4 VRO ICS BE. 1*Puﬁa>§&nﬁ
Eﬁ%@%ﬁﬁtjﬁ%ﬁ%ﬁﬁﬁa L. EENNoSREREL T 7y FERE Ld o TEERE S




R4_—RF 4 RO ICs ARBIORS 12 ﬁi&ld‘ah‘ HREXHERL S FEY, (1) o%eE (ITT %@)

T RER FHEE T ERE
: ARG R . 1.703:0.60 (323) 1.65£0.50 (167)
b o #5 12 8% 2.00:£0.68 (309) 1.85+0.64 (162)
Ics A=A T A b OFE 0.32£0.43 (309) 0.200.40 (162)
FFERREL c%? 9 [95%IBHRE 0.12 [0.04,0.19)
TR AFIBE 77 R
R—R T A Y 1.870.59 (303) 1.860.62 (151)
FHE #E5 12BE% 2.16+0.72 (294) 2.02£0.73 (148)
18 A= R 5 inh OB E (.29::043 (294) . 0.162:0.39 (148)
| TTERRE %? > [S%ERR 0.14[0.06,022] . :

qzi@ﬁ‘ﬁﬂiﬁﬁ% (ﬁlﬁ)
o) BEE, FR. M. FE, MR, R FA UBOMBTBRER S, AR5 /m#co Ics A
&, TEMRER. 58 L RERAOREIER., S—A T4 Vi, _—R 54 LSO
BEHPIEN L L MMRM . BRI unstruci:ured ERE LIz

#5 HALAT—H— DE%E‘J"@EE%Eﬁﬁ@ﬁiﬁﬂ%ﬁ$ arT 4R

T EREL DI

—pem - Es _ FMBEREE (A (G0)
(=R G ). FHEE FT AR - [ossiRigIZ
150/pL. i - 0.805 (181} 0.779 (83) 1.148 [0.747, 1.767)
fiinka o 150/l LA F 300/plL. A3 475 (175) 0,845 (95) 0.557 [0.350, 0,388]
R 300/uL, BLE 500/L A5 0.496 (136) . 11393 (68) £.366 [0.225, 0.596]
. 500/l B L - 0413 (14D . 1486 (74) 0.287 [0.184, 0.449)
i " 25 ppb K - 0,635 (317) 0.863 (144) 0.792 [0.572, 1.098]
FeNO - 25 ppb EA.E 50 ppb K38 0.489 (136) < 1133097y 0.442 [0.282, 0:693]
50 ppb B4k 0.485 (124) 1444 (75) . -0.305 J0.188, 0.494]
61 Wiml B3 . 0.681-(149) 0.792 (83) _0.817[0.511,1.307]
g B 61 TU/mL BL.E 167 WimL i 0.535 (156) 1344 (74) *0,420 [0.275, 0.641]
167 W/mL SLE 449 WL, R 0.616 (164) 1.008 (84) 0.685 [0.424, 1.105]
449 IU/ml B4 E 0.402 (157 1291 (7). 0.375 [0.232, 0.608)
B (« VAAF VRGPS X33 o)iwﬁz;ﬂzﬁt 31 -ﬂEOH ﬁ;ﬁ'@ﬁ:ﬁ&ﬁﬂm-@a@ Do)

53.9 ng/mL 3 0.660 (155) 1.024 (78) _0.657 [0.420, 1.026]
1Ry FaF 53.9 ng/mL 2L 69.4 ng/ml i 0.501 (145) 0.585 (71) 0.521 [0.333, 0.814]

-3 3 69.4 ng/ml, BL.L 92.3 ng/mL K 0.656 {157) 1133 (77 0.605 [0.373,0.982]
' 92.3 ngfmk BLE 0.426 (139) " 1.327 (75) 0.307 [0.184,0.512)

24.0 pg/ml i 0657 (151) - 1.101 (89) - 0.603 [0.393, 0.925] -

xFFxRT 24.0 pg/mL BAE 38.2 i/l SR 0.600 (160) 0,904 (73) 0.733 [0.459, 1.172]
S MEE 382 pg/mL LA L 60.8 pg/mL ki T 0.525(171) 0.895 (70) 0.599 [0.364, 0:987]
60.8 pg/mL 2l L 0.474 (143) 1,336 (86) 0.360 [0.226, 0.574}

a) ¥ IgE BE. <)ARTBE, cAFFTL3 BE IOV Tidm A8
b) U F AT REORABIOMEFMAITIL, 18 BEEL R DdE & b i

oy THEE, Fib, MR, ~—2 Y1 URORPEFRREES, AR T4 O I05 AR, 1*&#9@3&%5@%@5&&@

#E’ﬁiﬁﬁﬁk L. SR EEREL T Ty FERE L?"'ﬁm_ﬁﬁlﬁﬁerw .




g6 HA zvmw—wzﬁsu SR 12 ﬁ?ﬁhﬁﬁﬁﬁﬁ‘imﬁ%ﬂ@*ﬁ FEV, (L) OZ{hE (TTHAY) -

. BH &slzﬂf&aﬂw?ml (L) o— 5 R L 39
M (—RTAVE) 2 7oA b OFfER (954 faeEE ]
. . AEE 75 L REE -
150/uL R ] 019x0.37(176) | . 0.11E0.41(83) -0,08 [—0.01, 0.18]
hth 150/pL BLE 300/ulL 3k 022045 (168) 0,2210.36 (90) -—0.00 [—0.10, 0.10]
GFEATREL 300/uL A E S00/uL R 0.36£0.39 (131) 0.17£0.39 (66) 0.18 [0.07, 0.30)
500/l BAE 0.50+0.45 (135) 0224041 (73) 0:30 [0.19, 0.42]
. 25 ppb il - 020£0.37(309) |  0.17:+0.36 (141) 0.03 [—0.04, 0.10]
FeNO 25 ppb BLE 50 ppb 0.32£0.40 {182) 0.180,37 (94 0.1210.63,0211
) B - 50ppb BLE 0.5930.51 (113} 0201048 (73) - 0.39 [0.26, 0.52]
: 61 W/l R M1 0217036 (143) 0.19=-0.39 (78) 0.05 {—0.04,0.14]
2 108 MEE 61 IU/mL BLE 167 TU/mL K5 0.28::0.38 (151) 0231040 (73) 0.05 [—0.,05,0.15)
167 IW/mL E4E 449 IU/mL 34 0.340.47 (156) 0.080.31 (83) 0.26 [0.15, 0.36]
. 449 I0/mL £l - 0,39:h0.49 (154 024046 (76) . 0.13 [0.61,0.25]
@% («x YAATRU=A S *303 ORFERSTR I1 501 R A CRBR A < 5.) - -
 S3ongmlL Rl 0.2320.45 (149) 0.19%0.35 (74) 0.06 [—0.04, 0.16]
~yFagy [ 539 ng/mL BL.E 69.4 ng/mL i 0.26£0.42 (138) 0.14%0.39 (69) 0.10 [—0.01, 0.21]
RE 69.4 ng/ml L 923 ng/mL R | 0353043 (157 020042 (77) 0.10 [-0.01,0.322]
S 923 ngfml BLE . 0355041 (131) 0.17+0.38 (73) 0.22§0.11,0.33] .
. 24.0 pgimL A 1 0263040 (147) -0.15£0.39 {85) 0.09 [—0.00, 0.19]
THH Fd | 240 pgfml BLE 382pg/iml R 0.23%0.38 (157) 022+038(70) [. 0.03 [—0.06,0.13]
b3 4 38.2 pg/ml EL.E 60.8 pg/mL k% | 0.30%:0.41 (164) 0.180.36 {70) "~ 0.12[0.01,0.23)
60.8 pg/ml, m.l: - 0.450.52 (135} 0.17£0.44 (85) 0.27 [0.16,0.39]

i miﬂfﬁ"'ﬁﬁfﬁi (%0

a) &% IGEBME, RV A RFUREE, =4 %% 03 RER-SVCIEEAHH

b) RUARFBED Eﬁﬁl}@*ﬁﬁﬁﬂﬁﬁj& 18 BBLL_FDE 2 kR i S -

o) BARE, Fy, AL B3R, B, XTI LEFOnRFERERS, A—RAF 4 LEBOICS ﬁﬁﬁ\ FHERS AT, BERLTF
RO EER, R—RA T4, <=2 74 VELFHERAORERAERNER L L MMEM ﬁ, FHREHEEITIX
unstructured #{EEL#.

(Zabk)

HEEEIL. FARE $1.5% (515/632 %) 77 RE 84.1% (270321 4) KRH A, ER
 ERERTOLEY Thot, ‘ ‘

i, AR 4B (DAL, DAFEIEFRRME], AMOEE. 5 - LD
MR SRR T SRS 1 ) KRB AL, VI bISBRE L OERBRRERE
C&Rhr, | _

- ERRABERIL AHRE% (55/6328). 77w RRE84% (27321 B1) 1D b,
205 BAKIEE 4 B (HRETRIINE, IEEFRBERIZ, 77 4 TR VR, AL
ﬂm@ﬁ%ﬁ%ﬁﬁﬁ%&ﬁﬁ%lw)7ﬁtﬂﬁlw(ﬂ¢ﬁﬁ@ﬁ)mowfﬁ\m
B L OEEBREEES NPT, '

IR E > e A EH I, ﬁﬁlﬁm% (44!632‘}911) 752 REEI1% (10/321 #) mﬂ&b&
nit.

BIERIIZ. 2!:%31#22.6% (143/632.@])\ ,7’%273% 14.0% (45/321 $) {=3E® B:h,f:u




£7 OTRIORTLERDONEAEESR OMMITRERE)

- AHEE C T
ik (63 E (324} . -
A A A LR 111 (17.6) 64 (19.9)
TEHURACEBE 98 (15.5) 22(6.9)
FSER 77 (12.2). - 49(15.3)
REER 71 (11.2) 42(13.1)
B ‘ 40063 )
SRS 40(6.3) 5 (1.6}
A INESY 38 (6.0) 22(6.9)
BREGRER S 33(5.2) 16 (5.0).
TERALE S E 31 {4.9) . 3(0.9)
Bl ] 26 (4.1) 29 (9.0
NS 25 (4.0} 1547
EELE . - 25 (4.0) - i 722
MHER S - 24 (3.8) 16 (5.0)
REBBR i : 19(3.0) . . 12 (3.7
LT 19 (3.0) 1134 - -
7 LA RE ) 18(28) 1547
R 13(2.1) 10 (3.1)
LBMERI AR ©10(Lé) 1 1547
i (%)




4. BRIZONT

KMWﬁE&Eéﬁﬁwﬁﬁﬁwﬂﬁﬁﬁoﬂﬁﬁ WENATER S Z L kDB D,
%o, AROBREIT L 0 ERREWER 2 B8 L BT 5 2 EBUERTD, u$®
®~®®T«T%ﬁt?ﬁ&PkWTﬁ%?éﬁ%T%é

@ Fﬁﬁkowc ,

o KEXWBORE, BRL TR, B %ﬁ(@% WBTY - BEAA KTA VX
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