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[ 3K DA N - 2R OMECR O 72 DI BT SCEFEIZE SV e IE R AR RO bt s,
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DAGEEND T, 2N DOERGZEICHE L T 2 BHEITHYNICRMET 2 2 L RO E
Lo TRY, RFEMEGEE & SED AT #2016 (FAk 28 456 A 2 HEFIE) 2B\ T
b, FETEEREOM H O HEEE XD Z L LTV d,

BORMERRERE 2 A7 5 3R, REERSCLZ 2T v 7 7 A VBB FEOEIE S & B 52
R eBb5D, 20D, AMEROLZEMECET 2 HERN oINS £ TOM, 4
HEELOBEZBRLS ZT 5 2 ENMFIN D BEIC L CHEMNT 2 & &b, BEHS R
LB B st ina & D 2 L SR RE R — T E DB 2 7 T ERER T 5 2 b S EE
Th D,

L72i3o T, RIA KT A Tl BB 2N E TICE LTV A AN - B
R HES X LU O EIES O Rl 2n i 2 #2800 D B B B2 RO EF
HAZRT,

I, ARIA KT A %, MSIATERE NEIE SRR SR SR, —BrEE AR AT Lv
X—a —MFEEEAN AR E S A ENE AN B AN T Lv S —Ea AR L
N B A/ NRF S R Ot BN B ABRKRABHES O D6 EER LTz,

B ERDERNS T~ GElnFHf )
RR LR DIREUTHE: - &K S BEFERRIC L > ChMEEREZ 2> b e — L CE 2RV EIE
XITEIR O BFITIRD)
B LRDEROHE @, RAKO 12U EO/NRIZIZT 2 er~7 GlloFifiz) &L
THIENT 600 mg & R T 5 L, £DikiE 1181300 mg % 2 BN TR T
B545,
WE L, 6 Ll L 12 AR O/NECIET 2 Br~T (R z) &L
THREIDISCTUTEZR TiET 5,
15 kg LAk 30 kg R4 < 1[0 300 mg % 4 3 [k
30 kg LAk 2 1 (81200 mg % 2 AR
gl e EH OV 7 oAt
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L7z, Interleukin (IL) -4 SZ&MAK O IL-13 ZRKEMR L TN D L4 28Kk T7 V7 7 (IL-
4Ra) V7 2=y MIFEA L, UH L RTH D IL-4 L OVIL-13 20 Lz 7T U niEr LET
LA Z B N eG4 £/ 7 a—F APk TH S,

IL-4 B OVIL-13 &40 Lo 7 F /URER I 1T, 2 ARG (2 B~ /L 3 —T (Th2) #Hifa &
V2 BBARY gk (ILC2) IZ X DG aETe) KO Th2 MiladiEME(LEFICEHE L, [E X
i B L O OBES 27 e —E /7 LV —MREBOFBICEE R EE 2 R BEZD
T3 (Nat Rev Immunol 2015; 15: 57-65, Am J Respir Crit Care Med 2009; 180: 388-95) , *
7. Th2 fMRe ILC2 3PEALT B A b A TR LR DR PE A BRERTE AL 5 & 358
L, [REIECIIXGERIEICH G T2 B2 60 T4, BLEX Y, KANL, L4 KOVIL-
13 OV T FIREREAZRET 2 2 21280, Q3B L TREIR A ~T Z &3
fEns,



3. BRRERGE
KB B (BEFIBRIZ L > CHMGEIERZ 2> b — /L CE R0 EE T EHE O BFE I
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ThHay hr—/LRRZ 12 5% 0h LORE SN EEE 1,902 1 (HARAN 114 il &) x5
(2. 1CS KOV DA O F & BFED1~2 FIGFH T CTORBN O Ve 2 et 5720,
7T b AN AR 2 (b S M A TR ] iR i S A7,
FE - &, AA1200mg (FIEIOH 400mg) . 300mg (FIEID A 600mg) XX~ 7 &R
Z 2 MR T S2 BB TR T 5 2 L LERE I, ICS L E DR HIEBRIE 1~2 Fl 4 A
7V == TR SNTHETHHT 2 2 & ERREI N,
BMEO EEFHIE B X, #5552 1% F ToOEEG EIED DL BLER K OG- 12 i #
(2B 2 5E YRR BEG-RTD FEV, O_X—R T A D DL ED co-primary endpoint & %
E XN,
MG LR DAL 12 EOKE SN EEE T, LTORELRZT 2 & & &k,
(=72 RILUE)
> HPHESUIEHED ICSHROEMEEE 1~2 Flz A7 )V —= 780 3 5 A LLERT»
DEEHNDAT ) == RO 1 B AL ERiI S —EHE TR L THEH LTS

> RUE SRR BT D FEV) 23 THRIED 80%LA T (17 L FiX 90%LL )

ACQ-5 A2 7N 150 E

> VAT X E—IL200~400 pg 5% D FEV T 12%LL B>tk E72Y 200 mL LL_E o Al
HERRO B D

Y

> VAL BB U TR PR T b A FEEOFR G2 1 8 PL RS20 72 303 B K
F Y ABEE L <id3Rasb ke L
GEED)

RHAESEL SN AK 300mg/2mL B (LT, TARFIEE ) &, EHTICEE L CYAR
xR 2mLEE (LR, (77 2RE] ) OED R RT 5,

(B 20E)

FHhMEO FEFMHEH THh 55 52 it £ COEEM BEBEOERBHER L OKE 12
BT ARG ZIBEIRE 581D FEV, D_X— 2534 U0 bRITFE I K RFE2DLEEY
ThHY ., T BREEE AFIEE L OFF I BT, il FEFMEEE CHRICHE A EEN
B BTz,

D RREERIME BRI EE (LA, TLABAD . v = b U = U B REEHEIE (LUF. TLTRAY) . RERFREMMERI= U V3K (X
T. TLAMAD) ., AF L4 T U8

D ROOUTQDOFIE N LEARMEOBE( 2 EEMBME L EXE L O2F 2T 0 FEO 3 BRI Eo&E, @28 %
FraA REOBRGNLEMEEIC L2 AR IRas koS

D INF R T aet U AT v (LUF. TFPI) 500 pg/B LA E 2,000 pg/ B LA T Y, ARED O OMBRE TIX, 18 MLl
EI1X FP400 pg/B LA F 2,000 pg/ B LATHEY . 17 mRLATI% FP200 ug/ A P E 2,000 pg/ AT HIY & Shic, B, AHICE
% FP O&GBHEIX, AR TRK 800 ug/H . /INETHK 200 pg/H TH 5,
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#* 1

b 52 @t COEE BIMEOEMBERE (ITT £H)

, AAIRE 75 AR
ssh (633 f3il) (321 f31)
MBZEHM (N-4F) 612.5 313.2
T S EE R ([E) 343 342
EHEEREE (BN ) 0.560 1.092

FREERHEE Y (E/AN-F) [95%EHHXH]

0.524 [0.450,0.611]

0.970 [0.810, 1.160]

TTRREEE DY [95%(FHEX ]

p B <0.0001

a) L, Flih, Hik, ~N— 2T A O M AFEREREK 4y, R— R T A VO ICS R, | ELNOEE
W BRI O R E A IS S L. BENIR OMEEREE A 7 v MEKE L Ao “HERET L

0.540 [0.430, 0.680]

F2 HERBARICREITAR[RETILEFRESRIO FEV, (L) OX—X5A b DZEvE (ITT £H)

5 AF R 75 AR
N5 A 1.78+0.60 (633) 1.75+0.57 (321)
el 12 8% 2.09%0.70 (610) 1.93+0.68 (313)

N—=2 T4 U HOEE
T ERFEEDEY [95%IEHEXMH]
p fE®

S fE R (%)

a) &EEE, Fn, MR BR. HE, X—2 T A VRROMPHERERIIX Sy, N2 T A LD
ICS &, FHERER. R5H LA R ORI, X=X T A VH, R—A T A ELFE
MR AL O AAER & HBAZ 4 & L 72 Mixed-effect model with repeated measures (MMRM) {5,
FHBINEIE 11X unstructured Z{E L7z,

031043 (610)

0.13 [0.08,0.18]
<0.0001

0.180.39 (313)

N—=2F A LD ICS B OTR A FHFTHE RITE 3 LUK A, X=X T A VREDF /A
A~ =0 — ORI RIS ERNTRERITR S KOE 6 DEBY ThoT-, 7B, M 4FEEER
2. FeNO JREE, MyEF Y A RAF PREE, Mg R [gE JRE R O SEh = A4 & % o -3 R
X, WL 2 BRIEY—F— L ST\,

#3 N—XFA O ICS AERO#EE 52 ik F TOREEREMEOHEBRBEEFE (ITT £MH)

\ A HIEE 75 v AR
Bt (323 f51) (167 f51)
T HRBEHIN (A -4) 3107 162.7
i T B E AR (5) 210 193
EREEREE (B ) 0.676 1.186
AEREERB R Y (BN -F) [95%5HE XM ] 0.639 [0.523,0.780] 1.038 [0.818,1.317]
TR RREL DY [95%(EHX] 0.615 [0.456,0.830]
. AAIEE 75 v AR R
B (303 f51) (151 f31))
. e L ONED) 2952 147.4
i T BB (5) 31 147
ERERER (B -4) 0.444 0.997
AERE RIS Y (B -4) [95%]5 X ] 0.414 [0.325,0.527] 0.879 [0.667,1.160]
7T RREEE Ol Y [95%(EFE K] 0.471 [0.329,0.674]

a) TERE, Flin, Mk, ~N— 2T A VIEFEOMFHFEBEERER Sy, X—RA T A VRO ICS AR, 1 FLNOEERE
HEORBRERAHALEE L, BEBOMSEREL 47y NEHE LA ZHRERET L



F a4 N—RF 4 O ICS AEMNOES 128121281 ARG ZHERE5H] FEV, (L) OZ{vE (ITT £H)

BB AR 75w AR
e N2 T A W 1.70£0.60 (323) 1.65£0.50 (167)
'F’Ifsg 5 12 % 2.00+0.68 (309) 1.85+0.64 (162)
N—ZF A NG DOEE 0.320.43 (309) 0.200.40 (162)
77 REEE OFEY [95%(EFEXM] 0.12 [0.04,0.19]
P51 A A 75 v AR
. NR—2 T A W 1.87£0.59 (303) 1.86£0.62 (151)
Icsi B 5 12 8% 2.16+0.72 (294) 2.0240.73 (148)
N2 T U DOER 0.29+0.43 (294) 0.16+0.39 (148)
77 eR L DED [95%EEXH] 0.14 [0.06,0.22]

T E R ERZE (A
a) HEEE. S, MR HRE. Huk, N—X T A VRO M AFEEEREIX 5. =R T A VIO ICS &,
FEAMGRE s, R L FEMRE R OZENER, X— AT A Ul N— AT A Ml &GRSR O EAERA Z
BZE$ & L7z MMRM i%, FHBSEIE 213 unstructured % (R 7E L 72,

£S5 B-A A= —H—ORGH 2 OFE. 52 #tk E COEEN BHBEOEMIEHRE ITT £H )

e X5 FERPEERHE (B -F (FE)) AN : )
(R—2 T A L B¥) ARFEE 75 v R B [95% (5 #EIX ]

150/uL S:Jii 0.805 (181) 0.779 (83) 1.149 [0.747,1.767]

I H 150/uL. LA _E 300/ul i 0.475 (175) 0.845 (95) 0.557 [0.350, 0.888]
TFERER AR 300/uL. LA _E 500/ul i 0.496 (136) 1.393 (68) 0.366 [0.225,0.596]
500/uL. L4 _F 0413 (141) 1.486 (74) 0.287 [0.184,0.449]

25 ppb A 0.639 (317) 0.863 (144) 0.792 [0.572,1.098]

FeNO 25 ppb LJ_k 50 ppb i 0.489 (186) 1.183 (97) 0.442 [0.282,0.693]

50 ppb LA I 0.485 (124) 1.444 (75) 0.305 [0.188,0.494]

61 TU/mL i 0.681 (149) 0.792 (83) 0.817 [0.511,1.307]

@ [oF 61 1U/mL L _E 167 IU/mL R 0.535 (156) 1.344 (74) 0.420 [0.275,0.641]
= e iR 167 IU/mL LI _E 449 TU/mL ik 0.616 (164) 1.008 (84) 0.685 [0.424,1.106]
449 TU/mL Lk 0.402 (157) 1291 (77) 0.375 [0.232,0.606]

5% (R)FAAF U ROTAZ X -3 OREIXST 74 12 AR CRE#EANCTH 5,)

53.9 ng/mL A 0.660 (155) 1.024 (78) 0.657 [0.420, 1.026]

ALY FRF 53.9 ng/mL LA E 69 4 ng/mL A 0.501 (145) 0.985 (71) 0.521 [0.333,0.814]
W 69.4 ng/mL ULk 92 3 ng/mL A 0.656 (157) 1.133 (77) 0.605 [0.373,0.982]
92.3 ng/mL Lk 0.426 (139) 1.327 (75) 0.307 [0.184,0.512]

24.0 pg/mL H:iii 0.657 (151) 1.101 (89) 0.603 [0.393,0.925]

TF X 240 pg/mL LA 38 2 pg/mL i 0.600 (160) 0.904 (73) 0.733 [0.459, 1.172]
3B 38.2 pg/mL UL F 60.8 pg/mL i 0.525 (171) 0.895 (70) 0.599 [0.364,0.987]
60.8 pg/mL LA I 0.474 (143) 1.336 (86) 0.360 [0.226,0.574]

a) 8 IgE IEE, NUFARTFT URE, =4 F X2 3 BEIZOWTIZS (LA

b) U A AT AR ORI OE S E IR,
o) HTERE, i, Hitk, ~—X T A VEEO MAFEEERIX 7. N— AT A VO ICS AR, 1 FLINO EEN SIEEOFEL

18 ik UL L DR % 5k 51 i

E¥a AL U, BRI O EEREL 47 &y ML L AO HERET L




K6 B A A=W —ORXSH O E 12 BERICEIT 2 [ESINEER G FEV, (L) oZ{b& (TT£HY)

BE128%D -7 7 FEV, (L) O~X—

LN = % \ c)
YA (&—f?}yﬁ) At N6 jéﬁ%ﬁéﬁ%
AR 75 v AR o
150/l A 0.19%0.37 (176) 0.11£0.41 (83) 0.09 [—0.01,0.18]
fiieel 150/ul, LA _F 300/ul i 0.22+0.45 (168) 0.220.36 (90) —0.00 [—0.10,0.10]
T ERER S 300/ul. LA _E 500/ul R 0.36%0.39 (131) 0.17%0.39 (66) 0.18 [0.07,0.30]
500/ul. LA F 0.50%0.45 (135) 022041 (73) 0.30 [0.19,0.42]
25 ppb Rl 0.20=%0.37 (309) 0.17£0.36 (141) 0.03 [—0.04,0.10]
FeNO 25 ppb LAk 50 ppb i 0.320.40 (182) 0.18£0.37 (94) 0.12 [0.03,0.21]
50 ppb LA k= 0.59%0.51 (113) 0.20£0.48 (73) 0.39 [0.26,0.52]
61 TU/mL A 0.210.36 (143) 0.19%0.39 (78) 0.05 [—0.04,0.14]
. 61 1U/mL LL_F 167 IU/mL K 0.28%+0.38 (151) 0.23+0.40 (73) 0.05 [—0.05,0.15]
& IgE B R - p
167 TU/mL LA _E 449 TU/mL KT 0.34=0.47 (156) 0.08+0.31 (83) 0.26 [0.15,0.36]
449 TU/mL LAk 0.390.49 (154) 0.24=+0.46 (76) 0.13 [0.01,0.25]

BE (XY FAF RN EH X3 OHEITSF

7 12 ARSTREERATH D)

53.9 ng/mL i 0.23%0.45 (149) 0.19£0.35 (74) 0.06 [—0.04,0.16]
ARY FAF 53.9 ng/mL L4k 69 4 ng/mL A 0.26+0.42 (138) 0.14%0.39 (69) 0.10 [—0.01,021]
JREE 69.4 ng/mL LA E 923 ng/mL i 0.35+0.43 (157) 0.200.42 (77) 0.10 [—0.01,022]
92.3 ng/mL LA I 0.35%0.41 (131) 0.17%0.38 (73) 0.22 [0.11,0.33]
24.0 pg/mL i 026040 (147) 0.15£0.39 (85) 0.09 [—0.00,0.19]
xF &% 3| 240 pg/mL Lk 38 2pg/mL i 0.23+0.38 (157) 0.22+0.38 (70) 0.03 [—0.06,0.13]
JREE 38.2 pg/mL LAk 60.8 pg/mL A 0.300.41 (164) 0.180.36 (70) 0.12 [0.01,0.23]
60.8 pg/mL VL L 0.45%+0.52 (135) 0.170.44 (85) 0.27 [0.16,0.39]

FE IR EE (F15)

a) R IgE BEE, RUFARFURE, =4 FF 23 BEIZOWTIIS (LA

b) NV F AT RE O KGR OFGEFMNTIL, 18 5L L OEE 255U Eli

o) TEHE. . A, HR, HU, X—2 T 1 URROMPFRREKIK S, N—R T A VRO ICS AR, FHlER, K58
LEAHMERER ORZHAER, N—A T A VfH, XA T A B & FMRE A O EAERA Z AL L Lz MMRM ik, fHEIHEEIC
I3 unstructured Z{RE L7z,

(2 421%)

HERGIL, AHIEE 81.5% (515/632 ), 77 & REE 84.1% (270/321 f) 12588 B, E£72
HRIIKTOLEEY THoT,

FETCIE, ARHKIBE 4 B COMTE R, D5 R/ ] B D ARZE, 5 > e LA 2/0E
PESAR/ 2 RE R IE GRS 1 6] ISR by, W LIREREE & oK REHR TG E
=i,

ERRAFEFGIT, AFIHE8.7% (55/632 151) . 77 AEE 8.4% (27/321 f) 12O HAL, Z
D HARKIEE 4 B GFEEEkEEIAE, BYEAFERERENI . 77 1 7 % U — UG, FEFHBAALEE
JESHENE RN LSO RIES 1 6] . 7T 2R BE 1 6] (R ERBME) IC oW T, RBRIE L
ORREBERIIEE SN oz,

HIRICE > A EFEGIL, AAFITE 7.0% (44/632 61) . 77 EAREE3.1% (10/321 §i) (238D 5
niz,

RITERIE, AHITE 22.6% (143/632 ) . 77 B RHE 14.0% (45321 #il) ([ZRBO BT,



KT VTN ORET 3% LR LN AEES (R SER)

Nl 2 75 REE

S (632 f3) (321 f51)
A L APE ERGE IR 111 (17.6) 64 (19.9)
TESFRALALEE 98 (15.5) 22 (6.9)
b RGE R 77 (12.2) 49 (15.3)
REIR 71 (112) 42 (13.1)
SEIE 40 (6.3) 25(7.8)
TSR 40 (6.3) 5(1.6)
{7 38 (6.0) 22 (6.9)
BFEr xS 33(5.2) 16 (5.0)
TESTENLE S PR 31(4.9) 3(0.9)
Bl B g 26 (4.1) 29 (9.0)
BIBL 25 (4.0) 15(4.7)
B 25 (4.0) 7(2.2)
NG 7% 24 (3.8) 16 (5.0)
PR R 19 (3.0) 12 (3.7)
TR 19 (3.0) 11 (3.4)
7 UL X —PERS 18 (2.8) 15 (4.7)
L 13(2.1) 10 (3.1)
SNERI RS 10 (1.6) 15 (4.7)
B (%) MedDRA ver. 20.0

WA B IAREER (EFC14153 3R) (6 L b 12 A oo/ i)

[FABR O]

HHEXIEHED ICS K2 Do RHEIE (GHE ICS OREIHMER) ZHEHL T
by br—/L KRR 6L b 12 iR O <A S B R 408 Bl 2 55T, ICS KUV oAl
OEME I 1 A (SR ICS OBEIIEE) 0fH T CORADOE IR LM A2 T 5
7o, 7T R ARk B (b TS BT R FE GRS T S T,

ik« FElL, A4 100 mg (BEAEA(LRFORED 30 kg LLF) A L <12 200 mg (FEEZA{L
REDOMRED 30kg H) XUX7 7 BAR% 2 MR T S2 MR F#G-325 2 & EEE S, ICS &
O OO EIERRIE | Al (SHEICS OLAIMER) 227 ) —= v ZRHIHEGE S - H &
TOHEHT D Z & ERESI N,

BIPECOWT, FEEFHGIE H 135 52 1% £ CoOE LG B EOFEREBIE, EERH|
P B I3 G- 12 AREIC 351 2 U SRR G-al FEV, O PRI 281G (LUT,
TppFEV1]) D_R—A T A b DR ERE ST,

KL B BFIX, 6 LA L 12 R ORE X BEE T, UTORMEEZE-T &L
iz,
(F7pmPILHE)

> FRAENIEAREO ICSYE EMEBK 1 A, XIIEHA®EICS OAE A7 ) —=2 Jk
D 3 DALLERIDBHEHNS R V== 70 1 A LI BRI S —EH & Cilkie LT
LTV

> RE SRR ERTO FEV) A THIED 95%LL T, UTRE LIS B 5-10 FEV/FVC
25 0.85 Al

> YT X E— L 200~400 pg BE51% D FEVI T 10%LL EORIHPERGED S5

> LELIPNICHBESCICR L CRIMERT oA FEOES-% 1 [[ILLESZ T 72 303 BBk
0 AR L < IEREskE =2 Lz

9 GINA2015 (Global initiative for asthma 2015) ([Z#-3< H&
8



> 27 U—=rZHIC, LLFD 1 Ll ka1
e ACQ-5AzTN15L0UE
o HIZ3 AULEDORIEREE (P72 E—L %) OffiH
o 1 EPL EORERFEEOMSH 2 E3 2 EAERIZ X 2 IR TR
o A2 3 A LLEOREBAER

[R5 R ]

(F )

FEFME B Th 5% 5 52 % £ COREEREHEOFEMBIRRIILE DLV THY |
77 B AREE & AHIRE L ORI IV T, BRHFRIR AR ZENRD bivie, £, EERREIR
FHEEEH T D85 12 HIFIC I T 5 K8 IR -8l ppFEV| DX— 2 7 A4 b DAL
HIFRIDELEBY ThoT,

#£8 b 52 % COEEWEMEDOEMFEIF

RS EE 5l 2 RUJE B @ 2RER ATT 4£MH)
5 AAIEE 7T v AR AFIE 75w R R
(236 f31) (114 f51) (273 f51)) (135 f51))
FeB s (N -4F) 229.6 112.7 266.0 133.9
i B R () 82 81 92 86
FRBERBREY (E/A-F) 0.305 0.748 0278 0.608
[95%{E#E X R ] [0.223,0.416] [0.542, 1.034] [0.208,0.372] [0.447, 0.826]
TSR RELORY 0.407 0.458
[95%{E4E X fA]] [0.274,0.605] [0.313,0.671]
p fE"® <0.0001 -
a) N— AT A UEEO M FEFEREREAY 150/ul LA_E X% FeNO 75 20 ppb LAE & HRE SH, B0 EE i ki5
#EMESh,

b) BEEE, Flin, N—AT A VEEORE, Mk, N— 2T A VRO MPFEEERS, N— AT A VBEO FeNO, X
— AT A VIED ICS AR, | FLINO BN BHEO BRI & AL L L, BIEYR O i % 4~
Ty NEE LIZAO ZHERET L

#9 Bh5 12 BT 5 RE IRERE R ppFEV, (%) OX—Z 714 Vb OB LR

MR SR 2 BUGSSE M BB R SFREM ITT £/H)
e AR 7T REE ARIRE 7T R
(236 f51) (114 1) (273 f51)) (135 f51)
N T A W 77.66+14.38 (236) | 78.36F14.51 (114) | 77.63=14.72(273) | 78.98+14.74 (135)
5 12 E 87.84%14.65 (228) | 83.25+15.49 (111) | 87.81+14.53 (264) | 83.80%15.36 (132)
R 54 b OELE | 1026+1607(228) | 468=13.13(111) | 1030=16.41 (264) | 4.62+13.09 (132)
7T RBEE DEY 521 468
[95%{Z e X ] [2.14,8.27] [1.87,7.49]

EHEEEERZE (B IR/ R EE

a) BHHE, N—RT A COKERE, Mk, RifE, N—X 74 OMPLFERERE, ~N—RF A O FeNO, ~N—2
T4 DICS A, Wi, BEHLRAOLZEEMR, X=X T A ® ppFEV,, ~—2ZX T A @ ppFEV, & I
DOZENEA %58 L L2 MMRM, FEBIRE &2 unstructured #{17E L 7=,

NR—=RA T A KD 1ICS HERI O L MR R 10, X=X T A VEFEOENA F~—
H— ORGP OE S EMENTRERIIE 11 OB ThoT2,



#£10 N—RAFA VB ICS HEROHE 527

i #% & T o EEN B OFRFEBLR

N S T D AR ] 2 TG S M B R 2REM (TT £:H)
FEEY (B/AN-4F) ARA R 75 REE 77w AREELE DOl AAIEE 77 v REE 77ROk
— 0.194 (134) 0479 (64) 0405 0.188 (153) 0409 (75) 0459
C(’EN%A%QS G [0.116, 0.323] [0.289, 0.794] [0.227,0.725] [0.117,0.301] [0.252,0.666] [0.262,0.803]
iy P 0420 (102) 1145 (50) 0367 0362 (120) 0.844 (60) 0429
= R [0.280, 0.630] [0.736, 1.780] [0.211, 0.637] [0.246,0.533] [0.553,1.288] [0.252,0.732]

O 1361, [1 1% 95%EEKME 7~
a) BERE, Fllip, N—R T A COFER, MK, N2 T A COMPAFIEERE, ~N— 2T A > O FeNO K URRBRBAAR]T 1 £2LLPY 0 HEE R B

OFAEEEZIEEL U, BIEMBOXMEERELZ + 7y bERE LA ZHEEFET )V
F 11 HZEAA F~—D—DOXSOFE 52 @k E TORERBHBEOEMBEHRE ITT £H)
NRA F~—T1—/ BB B OER FEIEE Y (B A - F)
N—2F A REOR Sy AFRE 75 v R RE 7T RREEL DK
} 0.178 (50) 0.113 (27) 1568
150/pL A [0.072,0.441] [0.034,0.381] [0.509, 4.833]
150/uL. DL | 0297 (48) 0.705 (24) 0422
- 300/uL. [0.155, 0.569] [0361,1375] [0.205,0.871]
TR R v o
L ST 0205 (49) 0.550 (36) 0373
500/uL. SR [0.101,0.415] [0318,0951] [0.169,0.819]
i 0249 (126) 0.749 (43) 0332
500/uL Bk [0.156, 0.397] [0.453, 1239] [0.177,0.622]
) 0274 (124) 0465 (69) 0591
20 ppb A [0.179, 0.420] [0.301,0.717] [0.338, 1.032]
NG 20 ppb DLE 0292 (63) 0453 (37) 0.646
e 35 ppb Fith [0.151,0.565] [0213,0962] [0.290, 1436]
. 0215 (78) 0814 (25) 0264
35 ppb ULk [0.102, 0.452] [0381,1737] [0.134,0.522]
) 0.048 (35) 0.101 (36) 0474
O R 1000902431 | [0.022.0453] | [0.174, 1288]
e Tk 100 TU/mL BE 0278 (212) 0.660 (97) 0.422
m [0.199, 0.390] [0.462,0.943] [0.280.0.635]

(Z&4tk)

HERRGIL, AAIEE 83.0% (225271 #1) |

O 3%k, [1 1% 95%(EHEKE %=1,
a) WERE, Flin, N— AT A CORERE, Hik, X—X 71 COMPHFREK, N—2X7 A
D FeNO, _X—2AF 4 D ICS ﬁ%%&otﬂﬁﬁﬁﬁéﬁﬁ 1 LI O H I B B oD R A [ A 36

EEL L, BESMONEEREL 477 |

FRIIEFROLEBY THoT-,
HTIE., oo zhnolz,

HERAERFRIL. AHEE4.8% (13/271 fi) .
D 9 HARFIBEZFED LAV Mg, F/BRE/AFEERIEINIES 1 Bl O\ TIE, JRBREE L DR F

BAFRITAE

Ak
BT,

BIVERIE. AFIRE21.8% (59/271 #1) .

oz,

CESTHEESRIL, AFIRE 1.8% (5271 f) |

ZFF v AR 15.7% (21/134 ) |

10

7T v REE 79.9% (107/134 51)

77 B AREE4.5% (6/134 i)

N EHE LA ZEHEFET L

7T REE 1.5% (2/134 ) |

(ZRD b7z,

IR i, Ee

Wb, 2

Z D'LP




F 12 WIFNPOBET %LU EIZRO SN BEFS (Rt 5EH)

AR 75 & REE AN 75w AREE

SEHE (271 f51) (134 f51) i (271 f51) (134 f31))
B EEEPS 50 (18.5) 29 (21.6) REXR 17 (6.3) 14 (10.4)
b RGE RG 35 (12.9) 18 (13.4) TR A B 17 (6.3) 3(2.2)
TS ERAALEE 35 (12.9) 13(9.7) 7 LIV X —PE R 16 (5.9) 16 (11.9)
7 A VA ERGERRSE 33 (12.2) 13(9.7) T ERER IS INJE 16 (5.9) 1(0.7)
TSR 28 (10.3) 7(5.2) ik 15(5.5) 9(6.7)
MAEE S 24 (8.9) 14 (10.4) Bl Sk 9(3.3) 7(52)
{7 N W 20 (7.4) 12 (9.0) BRI ER S 3(1.1) 7(5.2)
SRR 19 (7.0) 10 (7.5) % (%) MedDRA ver. 23.0

EINEIAERER (LTS14424 A ARG 758k (6 bl b 12 A o/~ )

[FRBR O]

HHESUIEmHED ICS KUEOMOREHEHIE (FHE ICS OEAIIMTEE) ML T
by hr— L REZ 6 LA b 12 R O AR NKE S BEHE 13 Fl A2 x5z, ICS K UE
Do BEMEFRER | A (FHE ICS OBAIXER) 0FH T CORKIOFIE K O 21 % Wit
T o720, EEMIERT RS MR 2 (LakliR 3 S S vz,

ik - &L, AF 100mg % 2 RS L <X 300mg % 4 AR (N—A T A VRFOKRE
2315 kg LA F 30 kg LAF) 1% 200 mg % 2 HEE (RN—RZ A VRFOMKRED 30 kg ) TS52
BRI FH5-425 2 & ERESN, ICS R OZ O FHIE PR 1 4] (5 & ICS DA 13T
B) BA7 ) —= U TRHCHERSNT-HETIHT s 2 L EESI N,

BRPECOW T, FEEHEIE B 35 12 BB 5558 KRR AT ppFEV, D~ —
AT A GO & RRE S v, TRBR S G- [ Hh oD RN R O A ]38 BLER LRI EAT
HEH EBEINT,

KG LI DAL, 6 kLl B 12 RO R I A T, T ORERZ -T2 L e S
nic,

(E 7R PULUE)
> THEIIEHED ICSO R OEHEHIE 1 A, XITEHEICS OAZE A7 ) —= 7k

D 3 BALLERID BN R 7 ) —= 70 1 B A LI BRI —EH & Gkt L C

LTV

> R IR BRT O FEV) A FHED 95%LL T, UXKE ZHLERB 5-810 FEV/FVC
23 0.85 Al

> LAELPICH EE IR L CRFERT oA REOE G 4 1 [\ 320 72 3 B kI
L0 ABet L < Ii3fss kB = Lz

> ACQ-5 ZA= 73 1.5

> LR AFERERELAS 150/ul BA E X% FeNO 73 20 ppb 2L E
[t R ]
(F%h1)

FEFHMIEE Ch 585 12 HIRFIZ BT 5 58 LRI 5.8 ppFEV, DX—ZX A4 )b
OEALEITFE 13, BIRGHIE H T 2 1G5 33 58 b o f R B E OB BURILIEER 14 O
LBYThot,

D NRRE SN BIRR - BEAA R T A 2020 ISR
11



£ 13 #5512 BRI D REXILEEE 58] ppFEV, (%) D_X—X T4 b D2 bR (ITT 4£H)

B0/ PR AN ) 100 mg Q2W #¥ 300 mg Q4W 200 mg Q2W &
N—ZFA( 87.00+8.01 (13) 89.6719.02 (3) 83.67+5.51 (3) 87.29+9.05 (7)
¥ 5. 12 R 94.08+6.33 (13) 97.00%4.58 (3) 89.67+2.52 (3) 94.71+7.52 (7)
R—Z2F 1 5 DOELE 7.08+6.78 (13) 7331451 (3) 6.00%4.36 (3) 7.43+8.83 (7)
[95%{= #E X ] [2.98,11.17] [—3.87,18.53] [—4.83,16.83] [—0.74,15.59]
R E HEERAE (B3
K 14 IEBEZ S HE P OEER SEEORBRN (TT £H)

R R 53 Atﬁjﬁgw 100 mg Q2W # 300 mg Q4W ¥ 200 mg Q2W #¥

(3 1) (3 1) (7 f31)

R (N -4F) 13.0 3.0 3.0 7.0

0 [A] 10 (76.9) 3 (100) 2 (66.7) 5(71.4)

T o iG] 1(7.7) 0 0 1(14.3)
FEHLBAER 2 [A] 1(7.7) 0 0 1(14.3)
(B3 (%)) 3 @] 1(7.7) 0 1(33.3) 0

=4 [q] 0 0 0 0
EFEERBLE (B -4F) 0.462 0 1.001 0.430

i S 1 PR B R B A KRB AR M) OB L 7= B & AE R B SR & L CRai L 7,

(Z4=tt)

A EFRIIARANE G EFICRD I, ERAFEFRIRISOLBY ThoTo,

R OREERIICE S TG EFERLGIL, B0 binhol,

HIERAEFEFRIL, AFBEH] 30.8% (4/13 #1) (100 mg Q2W #f 33.3% (1/3 f51) . 300 mg
Q4W #£33.3% (1/3 ). 200 mg Q2W ¥ 28.6% (2/7 ) IZa8H L, WI L biRERE & DK
RBARILEE STz,

BIVERIZ, AEIE 561 30.8% (4/13 $i)) (100 mg Q2W #f 33.3% (1/3 i), 300 mg Q4W #f 0%

(0/3 f511) . 200 mg Q2W #¥ 42.9% (3/7 ) Z38» BT,

£ 15 AAFEHIT2 FILLERD SN EEES (ZEMEITRER)

EEL & ﬁjfﬁiwj 100 mg Q2W R 300 mg Q4W ¥ 200 mg Q2W #%
(3 f31) (3 f31) (7 f5l)
{ TN 6 (46.2) 1(33.3) 2(66.7) 3 (42.9)
FEEL 6 (46.2) 2(66.7) 1(33.3) 3(42.9)
IESAZ 5 (38.5) 1(33.3) 1(33.3) 3(42.9)
LEEERS 5(38.5) 1(33.3) 1(33.3) 3 (42.9)
REK 3(23.1) 0 0 3(42.9)
COVID-19 2(15.4) 0 0 2(28.6)
BE i 2(15.4) 0 0 2 (28.6)
L= 2(154) 0 1(33.3) 1(14.3)
RGE Y 2 (15.4) 1(33.3) 0 1(14.3)
TH 2(15.4) 1(33.3) 0 1(14.3)
BB 2(15.4) 1(33.3) 1(33.3) 0

B (%) MedDRA ver. 27.1

12



4. FEFRIZHOWNWT

AFND IR & 72 5 BF OB O Gk oW, M iThnd Z Enkowbind, £
7o ARAIOE G L 0 BEAREMZBH LBICHIET 5 2 EAnER-n, LToO~
@DFT R C &= Thia B W THAT 2 R&TH D,

=t

O MEgRizoWT

o KESOWEOFRE, Bl L TR, B R (25 mET - HETA RT A U XiT
INRAUE S BIRIR BB A T4 ) B L AN HOWT O+ 72 5% A L,
VB SN B O R OB ICHIE T S ERT (LT OWT LN T 2 ER) 25457472
R OAFNCET DRFEDOEEE L LTREI N TSI &,

(RN SE S BB I 53 2 58

RS FF IS % 2 EOPIMINHE 258 T L7222, LN OMHEZ T 4 4L O BRI R

A

~

EHLTNDHZ &,
o 3L EOSE SN BB D MR SR RS IR O BRIRIIHE
&

o JHELEOREINMEIZET DT LLX =R O IRIHE

[NRRE S B Ik G35 58]
PR SRS 2 FOMBIHHE 244 T LIRS, LU OWHE 2 & Te 4 L1 E O ERRREER

EHELTWVWAZ L,
o 3L EO/NERZEOIKRIHE
VIR®)

o JHELEOREIWMEIZET DT LLX =R O IRIHE

@ BENOESMEHREE OISV T

o BUERARES O O L EMEEOEPHHROEEC, AERENBAE LIEAIC
WY 75eh s & R 3 A RPN TAT O T L OB WA LG O 2348 > T
WbH ek,

@ A OHEKR CRIHEH~DXRIZ2DWT

o AT AMOT LAR—MWIRBERTLBRFT AL LG T 5T, Hik7 LL¥
—MEBR B A Y T S AR & L 2 OBEEBICE L TSR OS2 1 2 (Kl 23
FoTnhHIE (6. BHIZEL THETREXHIA, 6) 1),

o T 74 7x—FOMEM EOERISER S RIWERICR LT, Yikita ST pEE

SEREBI OB PIPE 2 9 2 AN & U, BIER OBZK-OoXG IR L THRE R O R+ %
. EBIOEY R AE N TE DEREHINESTWD L,

13



5. BEXSRLRHBE

KENDFEEAZ DN TII RARAT 1 A R L ZOMORPEHIEDT Fe T 7 v ARWAF

BSRAFCHD Z & o Lic ETHIlT 5 Z &,

1.
2.

[EFFIRIZHONT (R ]
BE5OELOHMIZHT->TEL, LLTFICEYT2ERETHD I L 2RI D,

WS TR - EEATA T4 U ESBI, [ESHEOMEZW NS Tnd,
FHEIIEAED ICS & 2o EHE K (LABA L&A % &Te), LAMA (Al A
Z&Te), LTRA, 747 4 U UREAD #0FHL T2y hr— R R @D ¢ o
EHWEAT B A NEOEGERLE2 NGB EIC | B L& 23484, 72720, B A
HOICS EOFFAIX, ERIICEY ICS @A ET 5 2 &P EIERA%IC X v KT
b5 LS N HAICRS,

GED WE T - FEAA RTA o Tid, UTOHEAD I B 3 OLUEZYETHEG. XETENZZ. ez, Akx

1.
2.

FESHEENAIZ 1 B EOBE, o ha— I RREEZESINTND,
i SAER (B R OERH) A% 1 B2 E
AR OB 3 1 FILLE
EE A S TIEERIRA S 5
MR RERE (FEV, RO —2 71— (LLF, TPEF))) M TFHEIENITHE Sk BEO 80%RiH
PEF ®H () WZEBD 20%LL 1

[BFBRICHONT (M)
BHEOEESOHENZH o> TE, UTICEEYT 2BETH L Z L 2R T 5,

INFLRE SN BIRIR BB A R T A L 22E 10 AE KB OMEBW N e ST,
FHEIEMAED ICS & ZDMOEMEHIK (LABA (BAAIZET). LTRA, 747
S U UBIEEAED AL TChbay ha— A ) B2 T oA T a A REOR
HENLERNGEMEZEIC | B Exed85E, 2720, PHED ICS #8511 Tk
V. ZOMOEHEIILL LT LABA Z0fH L CWOARWERADOEEIZOWTIL, A
IZL 0 LABA Z0FH 32 Z EBEWERSIC L 0 REETH D L fIlr S =54 1)1 5,

(E2) NERESRIRR - EEATA R 74 T Kl 1 A ORETOFMIZB T, BLFOWTNNOEE 3%

TH5E., A PR —ARREERSNTVWD,
B GEBIOREZ W, RiNLA (C—iBHEICERD DL 2 0y, R DOGAA /2 L) ANEC 1 EILLE
B & MR GBIR) 23HIC 1 |ILLE
AEAFEOHIR (EHROREE, EBRTEpnad) RAC1EUE
B R O 23 1 [EIA Lk

[FBFBIRIZONT (R - /W) ]
AN GRT D 2 BUGAE B 5 A F~— B — (i AFERER %L, FeNO, I FH#4 IgE 45)

DIEDE NG EIAAN DA ZIEN R Z WA & 2 — 7 T ARV G A ITIIAR O A DD +53

[z

SIRWAREMEDVRIZ STV 5, TS TiE, ARIDVEIG & R BEZRIRT 57200

A F =T — O FEEEITFAE LRV RENC X DI RMGIC S 7> T Big A A A~ —T
—% 1 O ERE L, ZOM L ERREZ B8 L7 EC, MG T 21053 bLnWE B 5B
WZOBFEET D2 L, el AFONGBEE 255 & Lo REERIRERIZ 1T 2 A 2h ko F 2
RN REMIILL FO LB ThD 3. BRMESH),
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