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HE&aR AGAFEAE IelA, AWEH’“XPL 527 & w4a ZEF I 2H Z]=(TCY)

Sk gl o] of mi Sloke Folwigtom, Wa A AF, B FY B % Ay 29

@e BA HE Hodl Hh DA AdAE Folasit,

3Nl A EAA 12 Frh g 1652k IGAZF 0 R3H == 1A /AR
, Hlol=ERl il Mok 23 e ARt vee tﬂﬁ‘ri AA = ol H7HE A

al |
o O& YriHsEE EASI-75(# o] 28kl tiH] EASI H47F A& 75% °]d AAdLe
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F a1

B>

Z Qo) 9 s 21653t
43 o) MADE YEhd AF Ao »

A

FZE NRS 24 A W] =gl oial Aolx
35 91

o]

o
)

s iy

16572kl A e 4 23 (NP 1, 2 & 3)

o of dd o AT E 1 B 2) 1efar o] of3 TCSe BWE&aW I AEAE
3¢ AA7E F 8o AAH STt

& 8 TCSeF WEskAY BWEskA ¥ 37 ° oFe] 1652 o 2y (AALHT,
FAS)

Al A2 A3
o] ok
o e o o 300mg 2% | 9]k
300mg 25|  $loF | 300mg 27|  $lok 7}gﬁ T
2+ + TCS
4 24
+ TCS
TzLolaA AlETIAkRLe] 2=
AP AEEERE 0 224 233 236 106 315
(FAS)
IGA 0 or 1°¢ 38% 10% 36% 9% 39% 12%
EASI-75¢ 51% 15% 44% 12% 69% 23%
EASI-90° 36% 8% 30% 7% 40% 1%
o] gkl HIAYSF
NRS scorez} 47 o]l 213 212 225 221 102 299
A el 5
"’]“ﬂ‘ 2¥% NRS 0 0 0 0 0 0
RS 431 o | 4% 12% 36% 10% 59% 20%

P AA B FFASNE FEAE nE /\lﬁdﬂ%}x}ﬂ E3HEY.

* WA= IGA HE 0~4014] IGAZ} 0 =& 1 “ZARF” EE “A9 7AARF” ol 2
A o) AT AFUEAR A A

‘FAA E(rescue treatmendE kAU A HolEZF e A@HEAE RINEAE
= AT

a8 1L AE 1* R AY 2%lA A 493 NRS scoreZ} 4% o) MR Al ohakat
o] Hl& (A EAF, FAS)P

;\]stql 1 /\]34 2
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100y T U P —
om0l = 200medf BHE=21E) | —a— 0] o} 200mz2 3 7HE =125
[lee- g2 o= =@~ oot m—zzlg

" gmA WS A BN TRk Fof

AR BEEE AR 2FH 9T,

" AARHZEAS) NS FAANYE mE APhIA Tga

NG 304 AR 4219 F 3539 dolEl B4 AH 525 5% At %
P Rgleh 35Sl AUREA Fol, AR WA 167A9E G
FAT AN, 1653k0] o] oF IGA 0 m= 1 ¥-gbe] 53%7} 52FAtel = g
A% fAR 167 s S AAAT FFo] Aol WEH ABUFA, 165

Zpoll o] oF IGA 0 = 1 HIREGARS] 24%7} 525l = wbeA7F B)E BF 3.
o] ofz} TCSe| WE&aH AN G ol Foddd A=t 3538l gt vg 2
Mol Ade & 9o AAIF o] Tt

F 9. o] oF¥} TCSe WEaWolA 1653 2 5253 854 27 (IGA 0 =+ D)

o] of
300mg 25 4 + TCS et + TGS
AU A 5 89 264
165219} 525 =pol] WE-g-2}0C 22% %
1673k2] W Abo| WA 5273ke] HulSA 20% %
1652F2] v ¥H-&-2F 2 52F=ke] HH-g-A} 13% 6%
165 x}2} 525212 nlwk-g-2} 44% 80%
525218 AA vk A Bl & 36% 13%

A 3elA FASA T ARE we ARUAR 218 F 68W(16%) HolE &
A A 525 B ARFE FenA ehgih

P WS AE IGA HE 0-40lA IGAZ} 0 T 17|38 mt “7e] 7ZET o] T 2
A ol et ARdARE Aot

© FAkL FolBghAy A% HolEst gl ARUARE HEeRE 2FE T
ARG 1,2 R 304 SEAE, A9, 48, AF 2 o7 Aol

e e Adndow HA AW BAUTel Ade Yok

AF 1,2 9 30A A WA FASAER o] oF 300mg B T o] o 300mg 2
07 Felpaud o e A olgE wold sl

AF 1R 2604 IGAZF 0 = To]3 23 ol ad ARUARE A
29l ARG AF slHE A2 o] §AE g o] o BUR
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ol thal Br7Estieh 365732l o] A AAM= ALshA o] oF 300mge TR
25 A o629 9oz Aeste AFT@lE)ez AFdArt 729w
AW, 36534 IGA 0 i 1 WA S 25 2b2 Fofel A 3318 (53%), ]
oFtoll A1 37(10%)°] AT,

- o}E3 FRgo] e Had2-174)
7g/\w1 NEAAF A o] oF G el FaA U hAAdS gy, FR9uA, o]
7].%1 _',]qu]z /}J ]64(/\]-64 6)01]/‘1 IGA x4/~ 3;(4 o]z},}(;‘ﬁlc ()~4) EASI ;H/\ 16?‘4

o]/g HE 0~72) L HA FE AEEA 10% ooz AHod =S oA =2 AD7}
UE 12-174] A4 25198 Ao E AAHAT o] d3AEA T5E HAAT AH
A= o] i X EA N ESES S RYd FAHTH

o] 2kl A5 60kg HIghe] o] oF T &3 AUl AE 052kl 23] &3O
2 400mg-s Fo®gka o] F 165 Bt 2F AL E 200mgs Tkt wo]2gk]l
A5 60kg o3 NEFHFAE 07k 23] §FSE 600mgs FoEU o] % 165
B 25 A SR 300mgs Fo T AU ATFAY] AFoR FAGS F
oAr= Aol SFHAT. FA S T AP dAE v ARE FFE AT

A&

[e]
-
H A8 U5A9T AT F

o
=2
R

o4
P2 59.4kgR o, ANFEAe 41%=
o4, 63% M3, 15% obAlokel, 12%E Flolglth wlolxehlel A AG Tl dte)
46%= IGA H7t 3-(FFE AD)olR A bd%= 4™ (TS5 AD)e|on, H+ #d AE
WA ST%GE, 42%E oldel WA WAAAAE Folwgith ®, o) zetelo| A
B EASI H5te 36Holgla, 4 B i 2%F NRSE HE 0-10914 8 lieh
AAHOT, AGIAL] 92%7k Hol® I b4 FeiA Fuadol U 66%E %
AA WY, S A, GINS B4 YerA) A
13 BrhasE 1652 IGAZF 07138) Et 1A 9] 73ghela wlolzetel thul o]
= 28 AuE ARAEAe B EoIUG. HAR e ATl EASITS £ EASI-00
(Z+zt wjol2~gfkl tiv] EASIe] A% 75% &= 90% 7NA) 283l il &A%F NRSS

”\>£

2 =2AHd" 7HH w5 T4AadAd ol A Addidzke] vl go] xAHEUG. AlF 69 16
F2 8534 A= 3 109 AAEH] Tk
% 10. AE 69 1653 o] ko] Fa4 AI(AA AT, FAS®

o] oF d

200mg (<60kg) T 300mg (=60kg) 9] ok

2% 217 N=85°

N=822
IGA 0 or 1°¢ 24% 2%
EASI-75¢ 42% 8%
EASI-90° 23% 2%
A A= NRS (4& o)A /JA)° 37% 5%

AA| B4 FFAS = FAAMAE e AU dA7E 234

b t&% A= IGA A= 0~490A IGAZF 0 == 1C7RE" == “AY ZAZRT)ola 23




o Fragt AN IARE HH AT

¢ FAFS FARGAY AS HolEHVE Uv AFAHAAE HINEAR FFEATHE
7 Q) eFtol A 59%, o] oF FojtollA 21%).

4 0F o] Al@hAAE o] ¢F 400mg(H o] 22kl A|Z 60kg ©|%H == o] °F 600mg(H)
o2kl AlF 60kg o]’hHS FoIrkotth

o] of Fofrol FALMAE AFd A A HiL A%F NRSO| WAAEFAR 48 =
I NdeZ Hogg)o] ek v o 2 LR @AY I8 28 FxIrh

a8 2. AE 62 oA HI A%Z NRS 44 o] MAL YeERA AHAd 319 v &(H
A A7, FAS)P

100 p
—m— 0] 2 200mz T 00mg2 F THEN=R2)

0F | - g2t qu=s3)

80}

70k
. 60}
s sof
E -
. 40 36.6%
= 30}
7 !
¥ 2

10}

» 4.8%

CGEA WS U R BAelA, TAkL FolusgiAy A2 HolEs} e
AR AR RS AR 2 o,
D AARAPEADNE FAS AR RE AQHATE L

oy

o

- olEy] yRHo] & 4&ok6-114)

Zof AT ALN A o] oFi TCS WE&FAA S Fa4 9 kA2 trld, 729
A, olFE7HE, gz AAAEARE 8)dA IGA H4 4-(H = 0~4), EASI <4 21
A olFHE 0-72) & HA #H AFZHZ 15% oG 2 AHoH olEy JFYo] S+
6-114] 4o 367H-& G = H7EEAT. o] dFAR T5H AT A@dAe=
olFe wAaAEA O EFEI ¥ EAW SAAT. TEL wlolxgkdl AF(30kg
ml gk 30kg ol o2 FhE T

45 A0 2 TCSoF WMEFAT 7o AFIAESS ATl BA flo] 1Lt %3]
EFOoE 600mgs FoARtE & 4FAREH 12FA7HA] 45 A0 E 300mgs Fol vk
.27 Ao E TCSeF WEFAZ oA Hlo]xgkl AlFo] 30kg HIREFQL Al 3
= 19 %3] £Fo=2 200mgs FoBe 3 2FAFH UFA7HA 25 T

-

24

~
Y e
[0 2

=




wol~etel A%
257kol| A 145274 2

23] =
S ERS oa%xu A l gt TAANEE W
A & =

A 7.88 19Tk,

Ao, 64%E &4 2

12 Fr7pH =

A= 75% E+= 9

Z1olo| A WF EASI Hos

4] A,

1632} IGA7} 0(7]323h)
. Hr7tE o2 ZAilols EAS-75 =
0% MA) 18]al 31 42943 NRSO.2

Al
= 379911,
ﬂﬂﬁoi Al o) =19

63%% T2

]93«-1— Zﬂz‘ TdEe

WD) AN dAke] Blgo] EgE T

°] 30kg ©

29.8kg %01,

H| Z2H| 2ol =

Q] Q)
=2 =2

1—0 /\]

A dA=

1 =}l 400mg

AR 200mgS FoREokTh Al

o] 5 &HAH.

A e |

4" 7SS A

TAANRE W

A]t‘ﬂpﬂx\]—;(}ﬂ 50%=
obrlobelo|itt. Mol gl A HFE #d A=
A WA=

Eojuoit), E=3

B Hi £2%F NRS= HE 0~109]
92%7F Aolx 3k 7}x] Ld)A] FHEE3lo)

= Hd AR v &

A&z, 60%= G AA HA, 47%= A2
= (A9 A
+ EASI-90(Z}2} wjo] 2=e}]l

H] EASI¢] 4
(43 o)

311 AT 89] o] ofx TCS & aWolA 1652 FaEA 2IACIAE4 T, FASK

o] <F 300mg 45

o] °F 200mg 25

(4)(—] o])\]- 7HA—])C

2449 4 TCS 2k + TCS 43¢ + TCS 2 eF + TCS
N6D (N=61) N-59) (N=62)
<30kg <30kg =30kg =30kg
[GA 0 == 1°°¢ 30% 13% 39% 10%
EASI-75° 75% 28% 75% 26%
EASI-90° 46% % 36% 8%
3l %S NRS 54% 12% 61% 13%

¢ AA

AF =30kg)<

o3t TCS WEF

a8 3. Ag 8olA 165t Ha &
£ (AAEA T, FASP

o] ]

B FFAS) =
b w2 2= IGAVF 0
¢ FAARE WAAY A
d1d 2ol AP AE o] oF 600mgS
¢ 1Al AP A=
T ojukgity,

Fof el

FaggE =E

T;‘:l__'. 1(“7]] J_—Ls “

L Ao AZFI AFAEAR O HAL,

%% NRSol| A

A% dolest g ARdAE MEAE BT,
Foglct,
o] oF 200mg(lo] 2l A% 30kg) T

400mg(H o] 2~}

wabs) WAE AGAAE gok TCS WeFol2 w
29F% NRSS) Aol o 2 Wlg= BAHALA6TFR 43 o) 4e) 7}1*4

I axof Ao
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Lz e
<3 kg =3l eg

S+ EFFT H0mg TEH 4 =g=s 200ms
ToE s2 = +TCy TEERFE 2= ¢ +TCE,
O=lh el 62} a0y

TaE4 U] da Z4dAM FARRE WA 2S5 HolEIE e AU

- ol2y] JF-YGo] 3= &oH67]d-54)
aob AP dAel A o] ofxt TCS WEFA e Fa4 B ddAd2 o7, 7291l
4, olFxE7 e, Az AN E 10014 IGA = 3 oG (H= 0~4), EASI &
T 163 ol d(FHE 0-72) 3! Ha dd AxWF 10% oldez Hod T5=dM 5
o] o=y yRHo] Q= 67hE-54 &of 1628 e tide= F7EEAT. o] ddA
suE A4 AP EAE ol FaAEAY EFEdd dhee EId AU
SE5< Hlol=ekl A F (kg © 15kg IRk 15kg o]/ 30kg mlThHoz S35t
Aoz TCSSE BWEFARM o] AP IAES wlol=ekdd AlFeo] dkg o4
Tl A 19k 23] £Fo = 200mges TR & AFAEE 1273714
45 AL FE 200mge Folwotal, wlo]2ekql AFo] 15kg o] 30kg w9kl A% 1
el 23 FFoz 300mge TR F AFARH 1RFAAA 47 AL
300mgs FUT. AFo A= ATAke] AFol wmet FAAERE T Aol &
HAdth TAAEE T2 A ke E FE AT
AN 10014 He AR 38AAL AT Tda2 16.5kgR oH, AFehdAtel 38.9%=
o4, 68.5%= MU, 185%= 5, 6.2%= okAlokloldnt. HlojzgilolA H dd
AFEHA L 58.4% 3L, 15.5%= o]l A4l HIzEH 2ol =4 WYAAAE Tt
g o] 2gilolA H EASI Hae 34193, 949 A H3 &£2YF NRS= 3
0~-10e1A 7.6t MAH oz, AFdAte] 81.4%7F 2Hol= & 7HA] <d=A &
Aol Ao, 68.3%= =2 FHA, 528%= THE delA, 44.1%+= EHAG vld
25.5%+= 2 l AT
12k H7h = 16572k IGAZE 071323 == 1(A 9] MEHS B AdhdAe] H&
o] At %17]-5] 08 A= EASI-75 = EASI-90(ZHZ; wjo]2=efql o] EASIS] A
= 5% v 90% ) 283 Hopo| Fu/7tHw NRSe = 4™ 7t uF 744

[‘LIO

!

=y

rE m

H




A olF M) AGNFAL] B o] EFHAL.
A 109 1653 a4 Avks E 126 AAH Ak

3 12, A1 109] o] oF3t TCS BE&aWolA 1652 a4 A3 (IAEA L, FAS?

o] <k 200mg
(5kg ©]4+ 15kg mlvh) ==
300mg (15kg ©]4+ 30kg W %?;:79?5
45 ANTCS
(N=83)
IGA 0 == 1°¢ 277% 3.9%
EASI-75¢ 53.0% 10.7%
EASI-90° 95.3% 2.8%
Aote] ZS/7ke NRS 44 o4 Al 481% 8.9%

C A LA FAS N = FAHMAAE BE AR 23¢E

P kg AbE IGAZE 0 = 1C7RE e Al ARTIU AR HoEH A
¢ FAAEE BUAAY AZ dHolHIT e AW EAE ¥ AR FFE o2t
HoFaoll Al 62%, ©] oF FodFoAlAl 19%).

T 1gate]l AFhdAE o] oF 200mg(Gkg ©]4 15kg m¥h) =& 300mg(15kg o124 30kg
HThS Fof okt

2= p values < 0.0001

o] ok TCS W&FolTol 729 wiAdd Adhda= kst TCS H&FoAT 3 ]
@ale] Hotol F&/71H S NRSe A48 sjido]l folah o 2 ez AU
(H=w 3Fato)] 44 o)) Moz Ao, nominal p<0.005), FHete]l FS/7F % NRS
o Wh&ats AFodAe HlEe ARTES AL 7S (Ad 4 F=x)

a4 AF 10014 16Fate] ko] FS/7hele NRSAIA =44 AN 13 67§L-5
A2l ol ARUAAS] 1l &Y (A EA T, FAS)
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100
eS8} +TCS (N=78)

90| | -0 ¥ 200300 mg QAW+TCS (N=83)

B0

70
= O
w &
T
i 504 R 48.1%
1 e
| 4= F
= f

,..'j
30
[ R |
ey
20 /
10 ?
& i .. »-a §.9%
S g ey o
3“, T T 1 I 1 J [ ;
0 2 4 6 B 10 12 14 18

ol el o] ezt TCS WEFoAshs BN YFABANE Dol Fl@ Ho| Y= FE=o
A FZe] obEd IR Lo} BAE UFOE F o] o} TCS WEFo] Ao A
FEA L iAol YR o AP FEA welEE 165 AFH U
ool 52FANA A%HUS L AT} 5257ke] o] oke] hHy WAL A
10014 1653 B39 oy ez At

of oke] FEA B GRAL 167 T, TAAMA, oFEstY, BYZ, doF=
DHABE 1DANA IGAG) A5 34 o4 (H= 0-4) 2 Hr) Jtel s Z=ol o)
3 & AT 2%%F NRS 44 o4 (HE 0-1002 Fofle FEEAA 5 ofE
S4 £ Re] gt 4 P 12-1749 Aad B4 1389 UHoR BEY

o A AR AR oldel w4 ofEy vREY Es AHET &
] I
!

[} L

%7} /g olaL, 80%7F Wlo|len, 72%7} Hlol 2zt
A IGAED) A7l 3F(FTE oty &3 dFDolaL, 28%7}F Hlo] =gkl IGA
(&) A7t (T F ot & vRG)oIn. Hlojxekel F Hd &8 Ha
2%<F NRS A 71010,

17 B7hise 1650 IGA £ 571 071323 == 149 713393 AR
o otk F4 2% BANSFE £% H1 £%F NRSZ 24 sl BaUy

o1 AT
1655ke] IGAGE) 0UNRB-1(A AR Adhdael wge of ok A
40.3%, 1%k A5 16.7%AHX 5 =to] 23.6, 95% Cl: 8.84, 38.42; p-zt = 0.0030). 16
Fabel F7 WF W AT £UF NRS 47 o MA@ B AFDHIA vE

= o] °oFe] Af 52.2%, 9°Fe] AF 13.6%RAFAE o] 38.6, 95% CI: 24.06, 53.15;
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p-7k <0.000D.

N>

B4 M z2 s F 2,888W o AFHFAHI2A ©]h) 7t
A9, olF w7, Y=, HY PN A
o] EFFAT M2 AP 1 E 24 T25E AFUIAE dFAE #

=

%l

A ZEYIAsH RO E A8 e A WEolu Aol g 11 ol M o
| S % =

=

oA ©
™
4 =

N

M
v}
N
Wl
=
Do

g

2
ey
%
2

S
st o] glojof gk A2 AF 39 FFE AFWEAE
HRol=et F71 2-AY F7|HQ AME o= WY ATE FZEEI2H
(OCS) Fofol of&Holojol Jrh. Al AFAIH BFAA, AZhEAE Ha do] =2
1 T sATTE TFT Z8 glo] FEHMT A AF 2 F 344, =38 Al
3 1500cells/mcLE Z#3t=(1.3% vlwkl) Al tidAls A2 5 At
= ofgfel 7l&=d Hks}
2 AN A2 AE 30 &3 AFWEAE ALk, Al

o
55 A&

0
A N 2
b
2
4
N
N
N
b
2
ft
4
£
i
Q
iV
>
o
ox
N
Ir
(o3

AR Q= ZolA FFe Aol e A ANFAHIAE HFe= 9ok vl
st HrEE AT Al AE 23 &3 o2 o] 9F 400mg, 600mg =& 9] 2F(N=158)
2 Foute 3 25 HAS=E o] oF 200mg(N=150) =+ 300mg(N=157) T+ 45 HA S

2 o] ¢F 200mg(N=154) T+ 300mg(N=157)& FAPLEE F29] ajA = ATt 12 H7}
Haes dlojxgel d%F AR EE7E 300cells/mcl o] Al iAol A 1253}
FEVI((1x ZAE71ZHL)e] Hlol2=ekql tivl B Hsdth o& Hriw o= FEV,9
Hlol 2~gkel thy] WMIHMEE) T8 24F Yo AR B AN FF %
AR A Eo]  xEFEAY.  Ade AABATH dolxZel dF 4k
(300cells/mcL o]’ = 300cells/mcL "] qh) 3kl A Hr7l= Ak F7F 224 H 714
+ A=A HZACQ5) ¢ HAgA 4o d HAE EFEHAMQLQO) HAT4E
AN GA A A JEE2F Hlgo] 23 HE i

42

ST P U
2 4y B

o

A2 NG 2

A2 A 25 ARUAR 19028324 ol el EFE 527 APolth o] eke 3
$Y Tr 18F FY§ DEEL2HDSICHS H st A kA Fb 23
AE Fowa Ut FEEAA 3o Aol gt Aad 10793 4 AFUNIA

1,795% & tido = 9jofa wuste] HriE AT AFddAE 23] &FOF o] ¢
400mg, 600mg F+ fFs Foure & 23 HAS=E o] <9F 200mg(N=631) T+
300mg(N=633) (= 2% ZHA o2 $oF 200mg(N=317) E= 300mg(N=321)< Ecjue

= 729 AEAY. 13 FriHes 525 Yo A E V3t § A% T WA




orsl AbA WAIS 183 AABAE(HAL Hlo] gkl g3 A 9] ATHE A
F3)olA 12532k 713A Al AHE H(pre-bronchodilator) FEV 2] o] 22kl o H]
WAtk F71 23 HrpE S E A % W4 A48E g3 oy g2 o agl
$#9 % 3UTFE JHAE #abe] FEVIRT olue} ACQ-5 2 AQLQS) A F=dlA
W3- Bl go] E3HE YT

A2 NG 3
A2 A 3e 18T FYS IEEILE RS Fob 2A F/HA Ag 9
A= Y AT§ TEEILLHZO|E Folst BAF B0l Y ABHAA 2103
oz HAH 27 4TS 2erasdzl= 4R Adeldt 2ad g
OCS &% A3 ¥, APuAs 28 SF0% 600mg B 9obe Folwe §
F &< o] ¢F 300mg(N=103) == 9 <KN=107)< 2 ﬂé.‘li 13] Fojuigin}. Al )
AL AR7IE B ASAN NE AR BAE Felwgeh T A4 2ol &
SR ;L, 0CS BREAUNTA) 5 O §3& 4704 TaAAG. 14 e

o
=
X 2 o

Z:‘i(‘@ﬂlir%)&’iﬂ‘r 7 24 PR °ﬂ~ xlEﬂ 7 ESH A% 33 A4 oF A 2
W& 223 ACQ-5 ¥ AQLQS) AFolAl w4 wlgol EgH et
% Al ABE ATHE EA} o] sl B4 ofd E 139 A Uk

£ 13 224 AGolA ATA S43} o] seel 54

o Alg 1 Al 2 Alg 3

herl e (N=776) (N=1902) (N=210)

B A9 (d) (SD) 49 (13) 48(15) 51(13)

% o4 63 63 61

% el 78 83 94

A2 717 (), B (£ SD) 22(15) 21(15) 20(14)

B &2 (Never smoked) (%) 77 81 81

ol ao) W otst (+ SD) 2.2(2.1) 2.12.2) 2.12.2)

E&F ICS AHE (%) 50 52 89
22l - +

‘Sﬂ]];)’]“‘j’h Pre-dose FEV, (L) (+ 1.84(0.54) 1.78(0.60) 1.58(0.57)

wjo] ~2}el predicted FEV, o W&

2 (+ 5Dy 61 (11) 58 (14) 52 (15)

% Reversibility (+ SD) 27(15) 26 (22) 19 (23)

olEx We % AA| 73 78

(AD %, NP %, AR %) @, 11, 62) o, 13, 69 | > ® 259

%+ FeNO ppb (+ SD) 39 (35) 35 (33) 38 (31)

B = IgE IU/mL (+ SD) 435 (754) 432 (747) 431 (776)

A WolzEel @F BAFE (£

D cells/mel 350 (430) 360 (370) 350 (310)

ICS = inhaled corticosteroid; FEV, = Forced expiratory volume in 1 second; AD =
atopic dermatitis; NP = nasal polyposis; AR = allergic rhinitis; FeNO = fraction of
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exhaled nitric oxide

2 o3}

A2 Ag 1 2 28 FHolx 39 B9 A FEEFIAHRZO|E Abgo] Q3 = A
Al ZEEFAHEOEY QFEHE HAo® Qs Jdolvt S5 wEo] "Baed A
2] otz AolEHe FF5 A 43 HNEE HUEIAT. I EAUST (A AE

1oA Hlol2~8tel d= F4-74 300cells/mcl o]Ake] AdTiaa =@ HA A& 2004
AABEAD)NA, o] oF 200mg T+ 300mge 25 Ao ® Fore AdgAdAE 9

ofx}t wlawe] M2 ofstgo] FofsiAl astnt. A A 29 AAZALAAN, FF
A ofskg2 o] oF 200mg 25 A Foix Bl 300mg 25 1F FofLollA 22 0.46
5 0.52%13L, ol Bls} Z ths efolA 0.87 Bl 0.97°10T. floF thHl 5 4

o}sh-g& Hl= o] ¢F 200mg 253 It4 FEoF % 300mg 2F A FoFelA 4z
0.52(95% CI: 0.41, 0.66) 2 0.54(95% CI: 0.43, 0.68)H Tt A2 Ald 1 D 294, Hjo]~
2l dF SAF7E 300cells/mcl o] 49l AR uidAte] AdE 14 AAEA A
}.

A2 Ag 2004 wlo]lxEl EF b7 NESES 9 590 AAE] Utk H2
A1 29 AFH AAFE sl B2 Hlo]xEkd F BT F£Fo] § ®E A
A O F HER FF W O3t AAEHJTUE A UEET 14 AE
2041 ofsle] At wlo] el 5

3 S1ok ghol fAE B3 WA oEgo] BAFUL,
A2 A 2004 4 WEE $FA FROE oozl Slok tiul £ ot Wt of
°f 200mg T+ 300mg 25 A FofatollA ZhzE 0.53(95% CI 0.28, 1.03) 3 0.74(95%

Cl: 0.32, 1.70)¢] %l .

3E 14 HA A1 204 FF oFEHE

wWo] gkl &= EOS =300cells/mcL
o Ama (@ £ dgz, A9 D
N Rate Rate Ratio
(95% CI) (95% C
o] of
200mg 65 0.30 0.29
0= 717 (0.13, 0.68) (0.11, 0.76)
A2 A9 1 ol of 0.20 0.19
A4 AE : ~
e o (0.08, 0.52) (0.07, 0.56)
1.04
Ol ok .
A 68 0.57, 1.90)
o < 0.37 0.34
200mg 264 ' '
A4 AE 9 0= 717 (0.29, 0.48) 0.24, 0.48)
1.08
o]l ok
A 148 (0.85, 1.38)
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e W2 FHATFF (eellsmel %)~

2

0]

A AlE 204 A

]

a9 6. wo|~gel E FATLE =

2500

2300 - <500

2150 - <300

<150

g AAHE 6).

l—r,H _r]641:

0] 2Hed  H2x)  HS U9 CD.

—— | 633 a 054 M43 048

—— i 631 ns 0.52 041,048

[ — 14 T 0.29 {018, 045
o e 2 2% 14 B0
—— | 13 68 0370220408
—— 19 Ii 050 029, 0LB4)

L ] 175 95 0 54 @0 35 087

—— i bl 1041, 1 0

R ] 181 a3 115075, 1.77

——i— 193 (14 0.92 {058, 1.47)

= DUPTEINT betine Pladebes Betion—=

T Ll

T
0.25 0.5 1.0 2.0

Hl&H] .

—— 0] 2} 300mg 2 £ 1
—®—0] 2} Wimg2 ZE 3

1 otsA o Alzke glets) s

o] ofg T2 APt

300cells/mcL. 1 Al dAtell A A FF <
Z) o] AlZbol thalk 7= ufolo] WA A (H 2] A H2)?

;0]0;—1; 977 0.40 0.33
9% 717 0.32, 0.5D (0.23, 0.45)
oot 142 (0.9%;2?57)
20014 wlo]z=gkel dF ZAakS(cells/mcl)ol wWE A 35 <43
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A - e s E— ;
— = F MDmEd 2 R N=2TTH
e S R 00 ] & 7R (H=254Y,
—— i00mp 1 & T-E S OF L EN=141)
S0e | === 200mp 2 & H A 2 EHN=148),

—a

&0

55 o

I gL
£, 0=
o 25
= 2 -
AL
TE) -
3
0 T T T T T T T T T T 1
0 4 &8 12 16 20 24 ZBE 32 36 40 44 48 52
A )
HAEw A
=7 =k 30mgl = FEH, 277 244 291 208 189 74E
ef ok Mimel = HH, X 240 220 210 195 15
I0mp &= EHS FE A 142 o] a4 75 &9 54
20%;34’- FEES RE A= 143 14 100 K] i, 52

f ol o] FE Al BE #AUF 52 FAE gRHA= U

H 75

7182 SZA A8 A FEV 9] #od S7Fe A4 Al 1 9 29 o

2l Al 194 wlo] gkl dF ZAFFES 300cells/mcL o] 42 Al thAd
1=

o
2k}l thH] FEV, LS B+ W3l o] oF 200mg 2 Xt4 Fo 9 300mg 25 144 F
ool A Zbzt 0.32 L21%) B 0.34 L23%)°1NaL, olo Hls 2t g ekl z+2t
0.18 L(12%) = 0.21 L(4%)°1A . Az Bl Hah A7 2ol o] o 200mg 25
A Folat Bl 300mg 25 4 FojTolA ZZ 0.14 L95% CI: 0.08, 0.19) 3! 0.13
L(95% CL 0.08, 0.18)°]dth. 2 Algd 1 5 2014 wlo]xelel dF Sk 47
300cells/mcL. o]}l Al@eidate] A= 32 150 A A Hof Sl

A4 A 2004 Hlo] 22l dF Zabyd FEVIO] 7R " 7ol AlAlE o
A2 A 1 829 ST B4 dlolzEl E€F AT H w2 AR

A H 2 7iAde dE T

-

£ 15 WA AR 15} 2014 1257 7182 B4R A8 3 FEV, oA slo]=eel ol
9 gjeb mm B s

Hlo] ~8kel ’d% EOS =300cells/mcL
(€ B4 g4+, Alg D

A —5‘;_]’ A (=] 9_}: H| 1 b
| ] y ol zekel ol 15 1T T LS 8
W3 Ws L%
A Al 1 o] of 65 0.43 (25.9) 0.26 (0.11, 0.40)
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200mg
2% 14
ol o
300mg 64 0.39 (25.8) 0.21 (0.06, 0.36)
2% 4
skl 68 0.18 (10.2)
o] o
200mg 264 0.43 (29.0) 0.21 (0.13, 0.29)
2% U4
A4 A9 2 j]—l‘bi 148 0.21 (15.6)
300mg 277 0.47 (32.5) 0.24 (0.16, 0.32)
27 7
aibai 142 0.22 (14.4)
a9 7. "2 AF 2014 Wlel el dF sAF(cells/meL)ell whE 9ok vl gk
wlol 2=kl tin] 7]#A &4A AHE A 125741419 LS He zho]

0] Zhm) =@ LS W A0 (95%CD.

-;? Overall | B sl o CREL T RRT

E::’IC it st 1 .14 10,08, 0.1

EI ——

;'] =500

] P n 8 s 57

o '

= ' 124 O 0,07,

i 2300 - <500 | il * o8 B {007, 0.5

- ‘ e 17 F 0154000, 008

':5] i

| 2150 - <300

Hif | .

i <150 J"'_".'_""i L. L 0.0% (001, 018

= R SR 3 [ 4] 008 (oDa, 015

2 ]

i mee Pl il B Th DA EMNT hrie =

'E L] L] T L]

=3 0.25 D_ 025 0.5 +|j‘| ot lﬁﬂmgl—'f“— by =
L gt AL —a—0] 2} 20z 2 £ 71H v g2

A2 AP 2014 Azkel whE FEV,9] B Wsks 13 8o A lck.

a9 8. ol ~gel = 477} 300cells/mcL €1 Al @bl A A7k mE 7R
A A2 A FEV(LOA o] ~ekel thy] Ha W3l 44 A3 2)
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@ o] 2 300mzlF DEHX=ITT

M o] 2 200ms 2 F N1

= 300mz 1 TE S D014
G [ 200m=2F 0HE G8 5 TN=140

LS ®3 A0] +-5EL) -

Az (3)

7} 224 HrpA s

ACQ-5 2 AQLQO)= A2 A 2014 52Fkoll B7EE AT wH-3-AF ¥l &2 0.57 o4
Mdoz A AHAE He= ACQ-59 49 0~6, AQLQO)Y A -$ 1~7).
HAAZEAANA o] oF 200mg ¥ 300mg 25 A Foo] g ACQ-5 ®WE-gA+ Hl&2
27y 69%(th-8 91¢F 62%) (ZH]: 1.37; 95% CI: 1.01, 1.86) 2 69%(tN-5 <1<k 63%) (&
ZH]: 1.28;, 95% CI 0.94, 1.73)A k. AQLQO) HFgAF vl &2 ZZ 62%(N-5 219F 54%)
(&=4]: 1.61; 95% CI: 1.17, 2.21) 2 62%(H-& HF 57%) (2=4]: 1.33; 95% CI: 0.98,
1.8D Y o

Hlo] =gkl dF SA4FRS 300cells/mcl o] Al thdAto Al o] oF 200mg % 300mg 2
F 4 Fool tigk ACQ-5 wWhgAF Hl&2 247} 75%(-g 1<k 67%) (L=H]: 1.46;
95% CI: 0.90, 2.35) % 71%(H-& HF 64%) (=H]: 1.39; 95% CI: 0.88, 2.19)%t}.
AQLQS) HEgAF vl &2 ZH7; T1%(H-8 919F 55%) (=1]: 2.02; 95% Cl: 1.24, 3.32) %
65%(t-& ¢ eF 55%) (=MH]: 1.79; 95% CI: 1.13, 2.85) %o

Hlol =2kl tin] 2452 HF A8 ZE2EIA2HZE 7| 2

21k} vlas] o] ¢S Foft

H |5 4 =
o Ht OCS €L-8Fe HAAaMES)E o] o3 Foitd Aol 70%(F
% 100%)31(95% CL: 60%, 80%), ©lol Blal fofg Fofke- APl dAtoll A 42%(F L
A

7k 50%) A TH95% CI: 33%, 51%). OCS &2 50% ol s o] ofF FofTel 2% 82
BB0%) A BZHAIL, ol HIs| o] -5 57THGI% AN BEEH AT 2452}
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F A% 30| omg MWl AGUFAS] HEE of oF TolwolA 12%F 5 Ak
o A 37% R THL=1]: 4.48 95% CI: 2.39, 8.39). o] ¢F FojFol &3 545 (52%)2 912k

ol &3 31H(29%)2 OCS &< 100% TAE &

245 QAAIHONAM A4 B F o= 3d F<t ?L% IZEE A2 RO|E & F9
LAF 7R Aoghe ke Tl AduidAet vl o] o Fod Al
HgAbel A B SEkA(AZE FEkE2 o] of T B Skl 22 0.65 B 1.60°]
ofslg W= 0.41 [95% CI 0.26, 0.63D), wlo]2=zkQl thu] 2452F 7| #HA] A AHE-
d FEVie] AL floFe Folb2 Al datel vlws) o] ofg Fojwre APt
AM B =Rl ofx ffeke] LS Ht Aol 0.22 L [95% CI: 0.09~0.34 L]D. #A7]s =L
A ATE ZHZolE e gl A of3 e mAs FFS Hlolz=ER] EF =
A el AdEglol wARH. ACQ—S 2 AQLQO)E= A4 A 3olM= H7EE AL
A4 AP 29 Aol FARE S EAAd.

-

o

l

g

AC)

¢

o
N
o re
z o
>
0 ~
N
(RN
>
>
ox o
o
= s
!
o
P

3% of
AU

3 o] oo gk o] UAFA]
°J g2 2,282 8 tide
< BT o] A
Z3e o] ok A FAAHLE A 96F7HA A &EH AT

, Al 96577HA AT ZEE| I 2HEO|
Tokal, ofs HAVE ALEHANeH #H 7T A
Q-5 ¥ AQLQ® A= FARS &7 F3
16). 1182 ICSE Eouly 9x 3kx Y FoA s d3" A #25Y

(H

o ' ox

i=)
N,

r
(A o

fu X
o
Lo}
By
o
P

>

ko

i)
rf
2
_>L

ot i w2 2 & ofx
o
n
h — =
o

o =
N
b

e
oy
off
T
i
ofy
AURE
K-
oy
2

AL}
i)
H
£
N
5
ol
2
X
1o

316, A2 A 420 A, Hjo] 2~e}el 1‘4131 Ag okslg, FEV,, ACQ-5 2 AQLQS) HES
2} vl go] HF W3S (Wo]xgkel % At 150cells/mcL o], 300cells/mcL ©]
4+ 2 FeNO 25 ppb °]4h)

X&F | EOS = 150cells/mcL | EOS = 300cells/mcL. |  FeNO = 25 ppb
9671 2ARA R 4G o3He
N Hl & N H] & N v &
o] <F 300mg
0= iz 1496 0.30 905 0.27 1050 0.26
9673t FEV,9| Wlol2=2rel inl gt Wak
W o] 22kl wlo] eel wo] gkl
N oiHl 3 N e 3 +F N iy
W L (%) W L (%) W L (%)
ok
°l °F 300mg 865 0.33 (21.1) 511 0.42 (27.3) 596 0.39 (24.6)
2% 744
483 ACQ-5°
W-S2l v & WS-z} H) & WS- W&
N % N % N %
o] o 300mg 1412 87.3 855 88.8 998 88.7
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2% 4 | | | | |
48% AQLQ(S)-5
N HL}%ZOL H] & N ‘i%?;; H] & N ‘1%102 H] &
0122 fi)%mg 1366 778 829 81.7 967 79.1
A Y 40 BAE A B4 AREA A" L A4 AY DoRRE $ERU0

® ACQ-5, AQLQO)E 48%F ¥ FH=A kAUt

@ W §FS BN WA HRuEY
MgES BN WA uRn 5y

Z(NCOE AH&st =
Y, FAZ, DB, bl QAAY A S

F

OPH
o nf
>,
oo
—
2
>,
>,
o

3 ANE 1, o] FHAH. ]

Aol = ol FHIE-HZ F& £ ARdE BT HE&FS FRER WA
H Rl Fdo] AW, Ad 29 B¢t HA IZ2EIAAHEOE Fo] AAd FB§ehA|
FhAY EWAIANY /\l@ﬂ]%ﬂ*‘éol :‘T-?%Lﬂ?ii‘r. H]%%—% SHEeHA] 2 REA MR
HlEd A= o] Al 2 &t AR XHE*E 2 A4 =
-1 o

=

ZEIZAHROE EE £E2 53 7A7 oq%go;u} H]
A} 2767 0] 245+3F 25 o2 o] ¢ 300mg(N=143) == 9<KN=133)& Fofnt
£ A E AT Bl EREE AF 204 AR@UdAL 4487 0] o] °F 300mg(N=150)
S 0253 25 AL E FEAHALY, o] ¢F 300mg(N=145)& 2453t 25+ A S =, o|%
52F7MA 4F A0 2 BB AL, $9kN=153)& T EE B A AT BE
AN @ AA= Lund Mackay(LMK) 815 CT 27 HS4oA Fuls E89 A7 A
on, APt 73%~90%7F EE FHlEe E8& Rt AFNIAELS o)
%34 SRHAS HAmaERolEY FEA AY 55V @i‘r(NSAID—ERD)Sﬂ A
S ENE Z3HEAT A F F 63%7F old HulE £&S Rugon, 3T
A & b 2.0800AT. 74%71 o1 2d el HAl wLﬁF/liéEﬂiﬂE% A3
om, o]d 2d 3 M FEHIAEHZEOE HAHL H 1.6, 59%7F SHHE S
d*ﬁ‘OI A0 1, 28%7F NSAID-ERD7} 21 th.

5 FEY WM E dolsERICERE UF/HA T4 w/HE #A=5ATE Bt
2 141 A7 H8E AFNPS;, H= 0~-8)2 wss 9 wojxello 2 KE| 245217}
UAE AHgste] AFdArE Brkek B 28l AX nSd/EHY B H5

C A= 0~3)9 Walgoldth NPSe A4 29 7t S99 &3& HFy AxE 3

7 A RTH0=8F 5 1=FRI7Ne ol E: AA offol] =LstA v FHIEol
AE A &F; 2=FH37 olE AA ol =Eete 85 3=3tuIgUNe] ol
AAC =2ats dE &F e SN WS &% 4=shu1de] SEE HHE opy
gte d &) TS ¢33 #F Ao AT HsES HF

0-30.2 NP7t M F7HAt0-54 98 1=4% 34 22353 34 3%

S o

l

i

N

—|—‘

I 5

)k

4 Z A% o

ZZT Hue
¥ $2= Ax

= =),

F AROIA 24%3 A Fa 23 BrhigE Wolseel dul theol WMaE T3Eg
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ot LMK H#Hls CT =70 Ha, 4 7 7F, 2271 &5 Fule-v7 23 HAF
(SNOT-22). LMK #1]5 CT 27 HI e HAE 0~20=A7; 1=F% TH,; 2=% T=EHE
Abgste 7 S A He 1283 F AU HAS 4HA T E2E55E TEHFO] =
S YEAH S =E5e 7 BulFe T8-S HUleld. 37 E+= FE 0~300=5
A QS 1=A2S S, 2=55F T4, 3=5F FHoE wd ol 3AUF wrYEste
5 AT SNOT-22¢ = vl &5 FHkel 7hd vl Bu5d 34 3439 344 933
Brlsts &5 22707F £33k 4w, 24 W 0~11022 Z; &0 0(FA fle)olA 507}
=3 Hote] EAN7LA A5rE AR SNOT-22% 23 314 717to] 9t &3 &
g4 AFA] AAX FZZE|FZAHZEOE H/EE BEH|F-H7} FEE AN AP
ko] vl& FAFAY 525:2HE HIFSES
o] Alg 2719] AF8Hd 9 Hjo] gkl EALS 179 AAIH o] Aot
¥ 17 915 393 b v FEeFA A A7EE H wo]xEl 54

. HREHE AlY 1 | vREuEd AY 2
o (N=276) (N=448)
3+ 5 (A)(SD) 50 (13) 52 (12)
A % 57 62
H8-FS Fukek whA v BEEEE HE 73
(XSD) 11 (9) 11 (10)
old & = 172 IFHAH%) 72 58
old 2W¥ U A FEEIAHEZEOZ AL 3zt
) 65 80
B o= UAA NPS? (SD), % 0~8 5.8 (1.3) 6.1 (1.2)
Hd B1ZENC) A5 (SD), H¢ 0~3 2.4 (0.6) 2.4 (0.6)
H# LMK 2u]% CT 242 (SD), W9 0~24 19 (4.4 18 (3.8)
B 37F 7hE "S5 (AM), (SD) ¥ ¢l 0~3 2.7 (0.5) 2.8 (0.5)
% SNOT-22 %42 (SD), ¥<| 0~110 49.4 (20.2) 51.9 (20.9)
B dF SAF(A Z/mcL)SD) 440 (330) 430 (350)
W % IgE IU/mL(SD) 212 (276) 240 (342)
olEy WY 9 9
AA % 75% 82%
H21(%) 58 60
NSAID-ERD(%) 30 27
W7t =545 A $F27F 555 e
SD = FH2k AM = o}%; NPS = H]8F M4 SNOT-22 = 227) & Fo|&-v|7 2
I} AL NSAID-ERD = HA/MI2HZo|=A §AA A4 557 2
A WS RN EE AE 1, 2)
H&FS T v BlEBEd dAAEY 15 Frib s digk 23= 18 A
A= o} A
# 18. H|EFS U T BR8] FHE Alge 12 HrHSs A3t
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Ry Mg 1 R Ag 2
9ot o] ¢F 300mg ) LS "+ ook o] °f 300mg ) LS B+
g3y | 2F A |FelL sler O | 2% A Ao, f1of o)
(n=143) vl (95% CD (n=295) v (95% CD
2473ke] 13} Bhas
wlol2| LS |HWlo]2| LS wlo]2| LS |Wle]2| LS
45 | Bl | g7 | g | B gel | W | gl | B
B | W | W | as B | W | P | s
NPS 2.86 | 0.17 | 5.64 | -1.89 ~2.06 996 | 0.10 | 6.18 | -1.71 ~1.80
' ' ) ' (-2.43, -1.69) | ™ ' ' ' (-2.10, -1.5D)
-0.89 -0.87
NC 245 | -045 | 2.26 | -1.34 (-1.07, -0.71) 2.38 | -0.38 | 2.46 | -1.25 (-1.03, -0.71)
Aol it AME et
NPS = 8% H NC = vl 5@/z2g

24729} 5252}l k= ] 9
B g AF 204 BAASCE Fo3 FaAol AFHUTHL

a9 9. RiFHIE AIE 2 - ITT 2ol vlojz=ekl thH] 52F27HA] 4= Bl &F
A4(NPS)e] LS ¥+ w3}

—m—0] F 300 me QIWOE150)
--8--2] 2 OOWN=153)

F -+

Ly "WF HE +-

o
=
[e=l_
a3
—a
o
B
=
P
o
el
o
L
]
a
(=2
o
[ ]
i
i
o=
o
Ly
B

245 3pel W1 EFL FUE wA
FgAT} o ok
St 10 32,

a9 10, RFHEd A 1 - ITT 2dol A wojxeel thn] 4852714 &= W&
< AINPS)9] LS H+t W3}
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—8—-0] 2 300 mg QIW(N=143) '
--8=- o] o} Q2N = 133)

(15—

Ls O Y& +-5E -

525zt f1¢k tiH] o] ¢F FojFo] HFE LS HF Aole -0.98(95% Cl -1.17, -0.79)
ot F UBAFAA BHIFE F3 ML 472 A HIE Al AFoE AFEHY
ok 4] f1oF tiH] o] o FoFte] HIFE LS H Aole BIFHIFEH AE 104
-0.41(95% CI: -0.52, -0.30)°]13 ®IFHFH A@ 294& -0.37(95% Cl: -0.46, -0.27)
o]t}

LMK FHE CT 2= do fold 2art #ZEHAT 2452k0l] flof tiu] o] of
Fo7e] LMK FHls CT =7 e LS B Aol HIFHITAE AF 1A=
-7.44(95% CI: -8.35, -6.53)% 31 B FH|FH Al 204 = -5.13(95% CL: -5.80, -4.46)°]
Atk 52F Aol f1oF tin] o] of FojFe] LMK #Rls CT =7 H9] LS He Ao
T HIFH5HE A 2014 -6.94(95% CI: -7.87, -6.0DA .

o] oF2 ffekol mla] 7 ZEE FrolstAl N AT 24F 2o flof tin] o] fFofT
o] &7y ZFE Q] LS Ha xolw HIFHEH AIY 14 -1.12(95% Cl: -1.31, -0.939)H <
o BEHEE AF 2004 -0.98(95% CI: -1.15, -0.81)] AT}, 52F=toll e thu] o] <F
Eolol 37 7+E o] LS o 2ol= -1.10(95% CI -1.31, -0.89olAtt. F UAA &l
A 32 AEe] JdY AEO Fo% MAAL 453 A BUF A AgoE AFEHAT

o] ¢k SNOT-222 ZAHIYS wf 9} vmste] Fuls-n7 F4S FostA 4
|A . 24520l f1eF oin] o] of B o] SNOT-229] LS B+t Aol HIFHF Al
F 1olA -21.12(95% CI: -25.17, -17.06)01l o W] ERIFH Alg 204 -17.36(95% CL:
-20.87, -13.85)01%1Th. 525 ko]l Yo thu] o] oF FojFel LS Hi ol 20.96(95%
Cl -25.03, -16.89)¢] At}

T AARY AP BAIEL Aol BAE T A o] ¢ AmE ok
s dA Z2EHILHZEO|E AME H FHlF-0F & BadS FosA A
ZATHHR 0.24; 95% CL: 017, 0.35(2F 11 F=2). A4 Z2HIA2E2ol=rt Bag A
FoldAre] WS 74% ZH2FTHHR 0.26: 95% CL 0.18, 0.38). A7t % 74 F=E|=
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2H 2ol HAH F+= 75% AP THRR 0.25; 95% CL 0.17, 0.37). F=°] Q3 A
tdAke] vl&- 83% A THHR 0.17, 95% CI: 0.07, 0.46).
28 1L AR 717 B¢ A A REEIAERE AL YEE REE-EG £E
7HA Azbe] FhERE-volo] Al - wRuEE AP 1 2 ITT 2dw 5%
50
—— 0] VAN me T F A N=43E)
;I"’- =i =] =3 B -y
e 2t QIW(N=286). "
D i
o= Pemma= -
30+ B
j.r‘
g .
| =
. 'r'_r,..-rf'F
T
Kjo
A
Ao Af £ ¥
0] 2 Womeg2 2 34, 438 416, 411 378. 129 100:
= R R 286 - 260. 233 187, 93, 6l.
o] ofo] NPS9} HIZ@e] 13k H7hd4 9 LMK #ul% CT 22 He 8 23 37}
Hapo] mA & G2 ol Fes W2 FAEH ol FEs WA X2 IAE
o)

A Aol Y AFUWIR F BARFA A4S A FEV,S AMe A z=
e B fASEGT

1 (F= 0~10¢ WI-NRS = 7)

= |d
fru
[J
ey
9
rlr
ofy
olN
;’;

AU olE ABAE AFEHA &=, 2EG W9
o] 2071 o]4el 184 oliel AFiAA 311HS iAo R 3 24F, FZAYuA, oF
w7 R, AUz, o, FdT dAAE 2@ AR THE e 2 () AE 1, 2)9]
EFEJT AR 7R B (FD AF 1 2914 JHEE WAl mIX = o] o
a3 ®ok olyet A-A e w3 (D) Hﬂ‘%ﬂ, vl 53 4ke] @ A 4+(Dermatology
Life Quality Index, DLQD, ¥ E<¢F F & H=(Hospital Anxiety and Depression
Scale, HADS) ¥ 3] FFof tigh o] ¢fe §T+E -‘747}5}0511:}
o] 2719 UZANZANA, NN AE %3] &F o] oF & o]d &3t Sk
600mg (300mg 23] Bo)e Fof Wi, o]F 24F 7¢ 300mg£ 07 1A TEEC W

ATt
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o

| A AA Bt AH 2 4954, AT S-S 7T1.3kgH oM, 65.3%= 4, 56.6%
= 92, 6.1%= 591, 34.1%= ofAloplo| ATt Mol xek]lo A i WI-NRS= 8.5%
om, 66.3%7F 20~100702] Ado] YYIUFEE), 33.7%7F 1007} o]2e] Aol Isio
H(F%), 99.7%7) oMol FANEAES Fowet, 174%7} oo WA T2E T
Rol=g Rojugton] 20,6%7} olde] WAl wliEZo|=y BAAAE Fojugh
31, 2.6%7} oldel ZhulAlE o] 28 Fof wgkth 11%9] AW ARHE Wo] 2ekele] A
YA G| AT Folwm UAT APIIIFE olHT FRE| FoFS A
Sahgith 43%°) APUAAE ofED W (bS] ¥ye, deAA mamAe, A
2, g4 deAE gelg)el dgich
NRSE © #EFo® FAHE 0CUHA @IeM 10044 F Qe Helo
ARE A Sl WA AJWIAES o] HEE AL AW UM F
g AT FACIE D) FEE BAHES 23WdTh IGA PN-SE 07 2ol A 4
(A 54 HEES Aol U 24 55 S4sE Hxoln
14§84 B/hASE WINRS/E 44 o 7A(aa)® Adtigael ulgolglth F
2 23 WrpASolE IGA PN-S 0 & 1(2E 0-5700] sl Adoiaael wgw
SoIA M 71Fel whek WINRS % IGA PN-S Rfol 4] whs-& 24T thgte] )
go] ZgH AT
A4 Al 2 (FR) AW 1 20 U R4 ABE E 199 29 12 2 130
SREEE

)

é

AN

® 19 244 7w 23 () A 1, 2014 1A 2 F2 23 HriHs A3

AA-AA 7t &3 (7)) A]E 1 A-AA 71w w3 (FR) Al 2
oo |° °F 300mg] §1F ciul ojop |1 °F 300mg sk oy
i 25 7 | ol ok Aol | | 2% 7| ol °F Aol
(N=76) (N=75) (95% CD (N=78) (95% CD
Hjo] g}l ]
2472}l
WI-NRS7} 474
ol MAA(FL)
’ 42.7% 42.6%
g AN@odate]|  18.4% 60.0% : 19.5% 57.7%
Ne (ARA 7 (27.76, 57.72) (29.06, 56.08)
& 0l (FR)
A% 10 14 B
7Ha )
wlo] 222kl tH]
1223}
WI-NRS7} 474
o] 7| (ZH4) 29.2% 16.8%
g AFoaatel|  15.8% 44.0%" (14.49, 22.0% 37.2% | 534 3116)
HlE (AAA 7} 43.81)° R
e TR (FFD)
A 29 1%
7HA )
2459l IGA 18.4% 48.0% 28.3% 15.9% 44.9% 30.8%

_45_



PN-S7} 0 =&
&

WI-NRS7} 43

ol 7MA (x4 29.6%

10 A& (13.41, 43.16) (16.37, 45.22)
o] wg°

H o] 22411 thH]
245219

25.5%

=321 IGA PN-S 9.2% 38.7% (16.42, 42.81) 8.5% 32.1% (13.09, 37.86)
710 == 120 A
Hodte] vlg
b
wjo] gkl tiy]
- -26.67 -23.16
245 2}12] -48.89 -59.34
WI-NRS®] 1 5} 22.22 (5.74) G.61) (-38.44, 36.18 (6.21) (6.39) (-33.81,
-14.90) -12.51)
% (SE)
A-A T B (FRD) AE 19 gFEdd diE 2R EA kT

b olHe TAXNEE WAL HolEZE FHE A= H
a8 12, 2284 U 2 (FFR)
o RS W)

12a. 224 7198

LR (F) AE 1

syt Y

LS g3 Wyg st +/- SE
e

s AFE A

Al 1, 20149 WI-NRS9] Hjeo] =gkl tin] LS 3

-804 -~ o] o} 300mg 23 7+ (N=75)
90~ 4 2| OF (N=TE)
* p-value <0.05
_tm -

r T rrr 11 rrrrrri
WHIZIBKHI5161718192021 2223 4

=

T rrrrrri
BL1 23 43567869

A=l

Ol FI0mg25Tr BB B HA BB IEBIE BB NTIBIETENNTG
A% 76 76 76 T6 76 76 76 76 76 76 76 T6 76 76 76 76 T6 76 76 76 76 76 76 76

12b. 244 7H & 23 (FD) A 2
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LS P4 g uel +/- SE

P HH

-s- O] 9 300mg 2% ThE (M=T8)
= HoF (N=82)
+ p-value <0.05

L L L
345678

ot =

T

BL |
At 5

of o 300mg 25 712 73 7R 7R TR TR TR 7R 7H 74

At oo n

TITAIIT LT LT
!l]lllz 1314 15 16 17 1519 20 21 22 23 24

=

T
9

TETE T8 T8 TR TR TR TE TR TR 78 78 TR 78 78
82 82 Kl B2 81 &2 82 B 32 82X Bl B2 Rl Rl B2

a9 13 2-A4 JHE s 23 (F) AR 1, 2914 WI-NRSZF 43 o) AAG )" Al

el g
132 444 7ol
10}

I3

=134 5]

=

(FzD) A

1

o | e o (-76)

o *  p-value <0.05

—=- o] o 300mg 23

4 (N=75)

T
)

Al G4 AL ¥l & +/- SE (%)

o SSSEEESEES

AlH A TR 2
I IS TS5 IS TS TS
2 76 Th 76 76 76 6

o] & 300mg 25

I T I I N (T N RN R RN S N |
0121314151617 18192021 22 353 24

ey

T -y

B B T 0 S T O O A T T T
THT6T6 T T6T6 T6 76 TH 6 T6 T6 76 Ta Th 76 TH Th

13b. 244 7he & 23 (FD) A 2
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=m= o] oF 300mg 25 T (N=T8)
e god  (N=82)
K- * p-valua <0.05

N RRARL B8 +/- SE (%)

' T T 1T 7T 1771 1T°1T°71 T 1 1 1
L 21314151617 18 19 '!l{| 2122 73 M

 FE T 1
1 4506 59

o
=
Al A;
O] FImMEe 25 TR M T M B T TS T THTE TR X7 TR TR TH TR T8 TH TR TR 78 78 72
MmN NDOLeNRRRNORR N2 DY

stAT(AZF, Yol A, AF, ofEy WE, oo HIdgAA 2L AAx
(neuromodulator) AFg, TCS W8 Fao)oAeo <ozl @ ¥ BHo fdt X5 ais
AA AT BHGNA S 24F2 Aupe} U 3t

© " Ad A E g
HAEH LA A 22Ol o] kS Hd EFAE (ICS7F 571¢d A& ALt
LABA+LAMA+ICS9] 341 &3¢ F71 FAILHOE Brtslr] s8] 404 o] THd = 4
AAEAE A B F 18749 U R @ 525 ol 7)zke] RASEA, o] F T}
g, o7, F3, AduE A 2 AN HEE AF 1, 2)o] 23U
T YEAANE BT FTE WA FFY 7F AFOI1EHAGAEA A $ FEVI/FVC Bl &
0.7 & 71#AAZAA AFE 3 FEV; 30%~70% A gd=x), dd= HA I &< 7
4 FA4 713, 2389 Al A4 dF S4H 4 300cells/imcLE ol EH = A2y AFe
A Jv WAHNAEAEAS AEe e FAAE FEJL FAES ALY T2
4 A3A(LAMA), A&A HWEl 28A(LABA), §U3 ZEEZAHZ=(ICHE T4
H As A S BdSoE B YA LIMRO 3 2% Hey = 2
(MY 0~4) L Adzo] HA 239 F55 £ 139 £ o3 HE S Ho x4y
A &Fskth A= ICS7F 57190 45 LAMA 3 LABAEZ F4%H FA8HS v A
S&EAT. 3t A4 ZEHIAAHEOE Y /EE A Am7F Bad A

4

9o TEFEE AYHUN, $FA FE UNF NE AN 2447 o)

_{

bd
g

(o
E

p
} _l

g Hm go to

AQelA, 3 FrhMSE 5250 Fof 713 B FEE EE F
& otzle] gk WAEOINUTh ol& HrhMsol Al v ol
= 20 ppbe) Ak 9l FolA N BASAA ALE H FEV, ol Wlol2ehel ohul 12

2odn oy b

S|

D

Z ox

)
)
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FAp gl 527ake] WE}, AJIE 24 5F7] AEA (SGRQ) F3le] Ho]x~gkel tiH] 52
F2ke] W3l 52xke] SGRQ ®HEAF Hl&(Ho] 22kl din] SGRQ 7l4do]l 473 o]l
slzte] vl &2 AFolg), P Hloj2gkel FeNO = 20 ppbdl #hx}t &}9jolA 5252 &
o 71t B¢ TR Ev T35 WAHAAH A ozt At WAy Eo] ZI}EHIUG
71ek tsd BA Hrivigde RAEfAAA SN 5857 S B7HE-RS:COPD)
3 o] wol 2l 525212] W3yt £ghE k. E-RS:COPD =& THAd H 3 A =
Ao A 557 T4 FF ZAste dl AHEEH, A7t 5555 $FE7E O
oS YERATCE S 0~40).

A H A AFE 1, 29 AFEH B4R wojxei]l EA4- ofd 3E 2000 AA
ol At

F 20. 178 B wlol 2kl EAGRMHAAHAS AF 1, 2)

I EEEE REN R
s}e}u) ) AE 1 A 2
(N = 939) (N = 935)
B A8 (d) (+ SD) 65.1 (8.1) 65.0 (8.3)
A (%) 66.0 67.6
el (%) 84.1 89.6
B F99 F-Q) (£ SD) 40.5 (23.4) 40.3 (27.2)
A FAA (%) 30 29.5
#H 715 (%) 32.6 30.4
H A HZE 71 (d)( £ SD) 8.8 (6.0) 9.3 (6.4
APYE S5 we T3 o3l P 3F(+ SD) 2.3 (L0 2.1 (0.9
A= F3° o5t H 314(+ SD) 0.3 0.7 0.3 (0.6)
RO E IR E E R R s 076 08
ICS/LAMA/LABA (%) ' '
7)1 BA 4 A A F H i FEV)/FVC vl & (+ SD) 0.49 (0.12) 0.50 (0.12)
7| BASHA A A F FEV, (L) (+ SD) 1.30 (0.46) 1.36 (0.50)
71 BAFZA AHg F HdF FEV, (L) (£ SD) 1.40 (0.47) 1.45 (0.49)
7)1 BASAA AHE & o= FEV, B NE2 (%) (+ SD) 50.6 (13.1) 50.1 (12.6)
3 SGRQ F4 (£ SD) 48.4 (17.4) 51.5 (17.0)
% E-RS:COPD [H 4] (£ SD) 12.9 (7.1 13.3 (7.0)
¥+ BODE A4 H4 (£ SD) 4.1 (1.7 4.0 (1.6)
%+ FeNO (ppb) (£ SD) 24.3 (22.4) 24.6 (26.0)
B3+ wWol2ekel 8 3475 (cells/mcl) (+ SD) 401 (298) 407 (336)

ICS = &¢& FZ=E|Z2HZo|E (inhaled corticosteroid); LAMA = X &4 2718 4
4| (long acting muscarinic antagonist); LABA = |44 se} 284 (long acting beta
agonist), FEV, = 1% ZA &7]|% (forced expiratory volume in 1 second); FVC = ZA|
#H &=k (forced vital capacity); FeNO = &7] 4k8}2d 4 ¥ % (fraction of exhaled nitric
oxide); BODE = A A=F =, 7|7 AN, &2, & 59 (body-mass index, airflow
obstruction, dyspnea, exercise capacity)

P AA ZEEZAHRO|E gjrE AR X 5H ot

o106

A EE UG AR AAAA 2447 o) Y e #ES 2dte o)
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T AN GeNA, o] ok A ALl F/HE o gk vmste] FEE EE
=0 AN A oo Az HWES SAASE Fo3A HAAFHTHE 21
Fx)
# 21 WAAAAEES AF 1, 204 F5F B2E 22 A AS o3
Azt B E
) o _ S eF tiu] WS | f|eF oY) ot
ol ._[_O:];- 1) o) E| "4 EH
N (N) ME D g5 o | mige) 72 %
D e e e R EE L EEE s
T H A H A AR 1| o] oF 300mg 0.705
25 74 0.78 : . 30%
(N=469) (0.581, 0.857)
9o
(N=471) 1.10
T H A H A AD 2 | o] ¢F 300mg
2% 744 0.86 0 53%6%4823)(1 34%
(N=470) R
9o
(N=465) 1.30
dzk FriHge 5 FALA% 39 A ANAEAs o3
o] <k 300mg
2% 34 0.08 ouss o Losn 33%
WA AE AF 1, 2 (N=938) ) :
9o
(N=036) 0.12
" AN mEHIsH R W/EE FAAE AW o5
b oA EE G AR AMAA UALE 2FEE Y == #AFS Q5= o3

p value = 0.0005
4 p value = 0.0002
¢ YA FriASY] FAHLA AL R dE] RAEA Ut
F QA ENA, 52F B BEAE TR FE FF A3t ¥4 H e Yol
Hja] o] of& Fojure AFudAt A o WEkt(ad 14, 15 #F)

B9 5% EE F39 wAHAYH

N
;

EERVEEYEEFE PEINCRE RN
2 ool A Wi A5
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. 4@ A%

19 15, REAAAAH AR A 2014 525 F

WA G A A 1, 2904

9

1.0+

0.9

0.8 4

0.7+

smas 0] - 5= 300-mg 2 - {12 (N=468)
wmssme e B2 (N=4T71)

0.6
0.5
0.4
0.3
0.2

0.1

e
=
-

0.0

3 ofzlel
1.0 4

0.94

ot F5F EE FF wAAAYH

R

0.8 -

0.7 4

= 0]- 2} 300mg2 5 {42
ermnnes D OF (N=455)

« (N=470)

0.6 ~
0.54
0.4 -
0.3 4
0.2
0.1 4

0.0
o

==o0

)

SR EREE EE T RS

AZEE $1efell Hls o] ofE Tt Aol ¢ AT RHAH A AY
1- HR: 0.80, 95% CI: 0.66, 0.98, " #HAHd#H 2= A 2- HR: 0.71, 95% CI: 0.57,

0.889).

A F A A AP 1olA wlo]2Ekl FeNO7F ©f ®2(= 20 ppb) 3zt9] 39l
(N=383) 4 ollA, o] ofe] Fole okl Hla) F5= £ T35 WHANLHAELS o

3ol At TAE
0.869; p=0.005). T H A H A AP 2014, o] ofof F

o
=

FAENAZTCTA HE: 0.625; 95% Cl: 0.45,

flefoll wls) Ho]zz}el

sAACR oAl %

1
T

FeNO7F ¥ %-&(220 ppb) #4He] SHIZN=355)0l4 FEE == Z% ReEERE
A% ozl A WAEOA WEA folF AR RYTCRA W&: 047 95% Cl
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0.33, 0.68).

A, A, AF, FA AU, dF SAT 7, AGE 48 AR(<2, 3, 24), Wo|x
Aol Aol L ICS ALE, 71 BATAA Mg F o

(G0, 2500E ZRE RE AL BE SAATAN FEE wE TF ot
SAE Pho} BEAUG (HAE AT GG T p-ik = 00720 A7 @
AdA, FEE EE 3 ofale] A7 BAE At A4 2Avd A0,

Do

T YA AA, o] oF2 wiA FALHA FUHS W 9k Hlﬂé}@ 125k 8 5
T2t mﬂﬁﬂxﬂ A8 A FEV o] SAIF o= Foldh /iAdS BHAAtKE 22 IF=x).
wE 27 H A A DS AF DA A Hoh F 4FAKRE *éﬂbﬂ“ﬂl%ﬁ_ﬂ Ad
2)°ll ﬁ%oﬂ Hlgl o] of2 T3 SatdlA #H 7w o & NACIAASZA AR
7z FEV,9] wo]zg}Ql thH] LS B+ Wspo] #AAHAoH 5273 A&HATHIH
16 2 17 =),

DA H AL A APD 1A, o] oF Fol Al 9ofd} Hlwste] 7| @A A ARG F
FEV,, 71#A &4 A8 & FEV/FVC Hl&, 7|#A&ZA A8 2 FVCe 343 7
dol mE® 25 2HA WA Hrhel #AHAOH, 52FA74A FAHAAT. WA H 2 A3
H2dg A ZOM o] of Fof Al fjofa Hlwsty] Z]#A A AHE & FEV; 9 7]
AR GgA AHE F FEVI/FVC HI&9] F453 /Aol w29 851 9 25t #2y
RNew, 52F27HA] F A H A

322, RHAHAAEH A AF 1, 2004 #H e BrEEse] wolxekd] tiv] B ¥
3}

My

\./

EELEEE LD A AE AE 2
[e] ) ol o

P T P T O A P

(N=468) (N=471D 95% CI) (N=470) (N=465) 95% CI)
PE R I E e
Al AFg A FEV9] H 0.160 0.077 0.083 (0.042 0.139 0.057 0.082 (0.040
oj~gkQl oin] wWg, (0.018) (0.018) - 0.125)? (0.017) (0.017) - 0.124)
LS % 3#(E)
S27 bl | EAHA
A AL A FEV,9] H) 0.153 0.070 0.083 (0.038 0.115 0.054 0.062 (0.011
ol~ztel ¥l wW3F, (0.019) (0.019) - 0.128)° (0.021) (0.020) - 0.113)%8
LS % #(SE)"
73l A
A A€ & FEV;9 H) 0.156 0.084 0.072 (0.030 0.136 0.064 0.072 (0.023
oj~gkQl oivl wWsg  (0.018) (0.018) - 0.115)° (0.020) (0.020) - 0.12D"
LS ¥ +(SE)
PE e E e
A AHE 3 FEVY/FVC 0.037 0.023 0.014 (0.005 0.030 0.013 0.017 (0.006
nle] wol2~gkl divl|  (0.004) (0.004) - 0.023) (0.004) (0.004) - 0.028)
W3}l LS 3 SE)
12F ko] 71BA 33 0.098 0.029 0.069 0.083 0.018 0.066 (0.005
Al AHE A FVCe H]|  (0.022) (0.022) 0.016 - (0.024) (0.024) - 0.126)
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ojxghel  tin] W3}

€
LS % 7#(SE) R

= H4 AlF, SE = ¥F %} FEV; = 12 74 3713, FVC = ZA #HE %
& p-Zk < 0.0001, ° p-zt = 0.0003(CFEAo] that RA O 9oF thH] BT EA AR
f213h), © W& pzk = 0.0010, ¢ W& pgk = 0.0016, © W& pgk = 0.0103, T p-%+=0.0001,
& p-%%=0.0182 (E}%—*éoﬂ 3 BnYgor 9oF e BF BAHCZ o), " HE p-

#4=0.0042, ' HE p-%=0.0020, ' HE p-#=0.0327, * 52F 3t | HAGFAA AHE A
FEV, €] Hﬂolii}‘ﬂ thH] G sl e FaEAd 734*‘:« 52 Fof 7|3& ¢RI
U s 4 Al AES 97 93518 9] A 5 7219 o s AAH Utk

29 16 WAAAEALSE AF 1A AL Foel wE ABARZA AL A
FEV(L)] wlo]2sghel ol B ws)

0.32 o

—® 0]- 2% 300mg-2 F- TH2 (N=468)

0.28 * - 01Ok M=4T1)

0.24 +
0.20 -

0.16 -

1s- B3R Esh of-se-u)

0.12 -
0.08 4

3 S S Ml

U ] | L I I i | L

B|0] 22421 2 4 ] 12 24 36 44 52

-
==

a9 17, TAHAAAEAES AF 2%0A AIZF Ao wE Z]@XA A AFE A
FEV(L)¢] Hlo]~z}el thu] H+ w3}

_53_




0.32 -

% 01 o 300mg2 F- T2 (N=362)
= 0.26 - * - 212k Nazse)
¢ 0.24-

—
fFy
. 0.20
Bl
5 016
% 012 =
4 0.08-
0.04 -
)
sjo] 22p

44

b

T AZE Ao wE Z1AX A ALE A FEV, 9 wlolxgkel tiv] Hg w3l g
frad A3 525 Fo 7E 4EIAY A5 B4 A AES T A
2 = 7219 i3] AA =] QT
A H A A AF 1oA Hlo] =gkl FeNOZF ©f ®2(= 20 ppb) &A}eo] &9+
A (N=383) el A], o] ¢Fe] T o7} Hlmste] wjo]2gkQl thr] 125734 9 5253}
of 71#A&AA A8 A FEVi& BAFSE FofsiAl /MAAFHTFA2F:2 - LS B+t
M3l o] ¢F 0.232 of 91¢F 0.108; LS H+ =ke]: 0.124[95% CI: 0.045, 0.203]; p=0.002, 52
T2k - LS H+ ®s): o] oF 0.247 ©f 9eF 0.120; LS H+ =}ol: 0.127[95% Cl: 0.042,
0.212]; p=0.003). RHAHAZHAZ AP 204, wlo]x=ekQl FeNO7F ¥ #-2(=20 ppb)
3a} sh9loll A, o] oFo] Fo= ek Hlwste] wlo] ekl oiH] 1253} 7] 3R] &
A AHE A FEViS BAHSE Fo3tAl MAAHTN=355; LS ¥+ W3k o] <
0.221 o} $<F 0.081; LS H+ =kol: 0.141[95% CI: 0.058, 0.223]; p=0.001). o] <fe] Fof
v WAEA A DS AP 204 9k Blas] wo]l =gkl FeNOZF B &-2(=20 ppb)
g sHlTAl A 525bel 7| WA FA A-E F FEVIE Ao N=264; LS B
W3l o] ¢k 0176 ©f <k 0.095 LS H+ x}o]: 0.081[95% CI: -0.019, 0.181), EA A
oL S5k It
71BAGAA AL A FEVE2 A% ¥ 715 A d¥, 44, IS
T A g, AdE o8 3(<2, 3, =4), "lo]2gldlA 9] %%I&L%%,ﬂ%
| AH& % o] gkl FEV, A ZX(K50%, =50%)2 X33 ZE ALz 49
ANA FFEYT HIF Ao A 7| BAAGA4A AHE A FEV, 2 S 7
AA 2y dA P




-6.37; LS B+ Aol -3.36[95% Cl: -5.46, -1.27]; p=0.002). T+ == 23 Al 201]
A, o] ok fofell wlel 525 kel SGRQ FHS WES NAIAUTHLS B W3k o] ©

-9.82 o 91¢F -6.44; LS H++ x}o]: -3.3795% Cl: -5.81, -0.93]; p=0.007). o] ©Ff —r04{rL
o4 SGRQ FH el Bt & 7ol A FAf A AR AF 1A HA H7DolA w2

472}, A H A H A A 2004 125kl A HA W, 52F 7R F-A H ATHL
d 183 19 =), wkEA vl R HAdH A A 1oA 9 2F43%) 3 Blas] o]
of FATGIWANA fFolstAl o EUtHe=H]: 1.44; 95% CL 1.10, 1.89). ¥ =44
& AE 204, WA HE2 —A‘-’—F(47%)J+ Hlws) o] oF FoZ(BleA FX4H o
2 9 zeu, A4 Fode TFA7A ZA(ezH: 1.16; 95% Cl: 0.86, 1.58). ¢
oF3t Hlalste] o] of FofrolA T4, B4 B YT e JNE FHdA Fide] &

ZE A,

a9 18 HANAAAEE AF 1004 A7 Ae] ©E SGRQ FH el ol zzhel )
S EE

— % 0]. 2% 300mg-2 - THE: (N=468)
5 * 9%k aatn)
o
o
o,
s,
& | Py .
- ¢ 1
ki
® - - '
ﬂ -12 L] ] L) ] L)
so|~atol 12 24 36 52
o
T

2% 19, DAAALHAE AR 2604 A Aol G2 SGRQ EHo| o] Al T
W W ws

— 8 0. Ok 300mg-2 - THE (N=362)
24% < ® - glor sy

-10 -

Ls- . WS o/ sE1)
[}

-12
o] 2242l

44

A H A H DS A 194, 5229 E-RS:COPD FZ o] wlo]xe}l thv] LS F+F
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A3HLS Ho W3k o] o -2.69 ol e -1.56; LS B Ao]: -1.14[95% CI: -1.82,
-0.451; p=0.00DE ZAYS ul o] oF2 foky} nlws] A TF7] FHE KA
Ntk E-RS:COPD F3 9| wlo|xekel bl H# F3 Wz 4IPS o, 9t
vl o] of BEoFoA HA 557 A9 BT & Ao wEH 133t BEREH
Rom, 5252742 FAHIJHE 20 F=F). BE /8 E-RS: COPD <413 2 7}
g, ol #F, FH A FPolAH LAR MAdo] 2

DA H AL EAE - 2004, 52F 2] E-RS:COPD %@ﬂuwlﬂwlmHLs»ﬂ
WS B tﬂ:&‘r- o] ¢ -239 o ¢ -1.77, LS HF =to]: -0.62[95% CI: -1.43,
0.19DZ =4S w o] <2 9k vws] HA 387 S4S Moy, ol 5
AHo 2 F9 oW ko™ 21 #=).

a9 20, AL H A A 1A AIZE Aol wE E-RS:COPD F3 2] wjo] 2z}
Ql oiwl HH W3t

o

0
-0.2 T O] 2 300mg-2 5 THY: (Naas8)
5 = - af
- 06 E 249k =471}
9 1.0
..._"_ .
T 144
b |
T -1.8+
H 5o
=4 .
4 -2.6-
-3.0 -
—Gd L L T ] ) ] L] ]
B o] = 2}21 1234 a8 12 24 36 44 52
=

a9 21 jHAA AR A 2014 AR A3l whE E-RS:COPD &4 2] Hlo] 22}
]l ¥l B+ W3

—— 0 % 300mg-2 F T (N=-362)

2 * % =359
#
¥
ol
ol
rl
w
4

] ] I
L L Bt * - o

4
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T O} 25 300mg-2 - 2H2 (N=362)

= * 7 219 N=359)
2
<
o
T ope] g T & T tsasdsuuseminme
|
[
4

_34 T | T I T | ]
Woj~zter 1234 8 12 24 36 44 52

Ef-_

A S FEe7]
Hd 584 FE7] Y 2292 vhay AR AgAd wet FlHAS. v
4 58 FEHY AE 1L AY 2, A 3 A B Lol BAE gt eR I 379

TR, olFiertd, AL, v, iz, 245 Fo] AFoJH(AE 1 6-17

A, A 2 12-1741, AF 3: 6-174D. A& 1 @ AF 30l= HI-&3| 2804 Al &=
ETetal F4o] ANd v 5dd T @27 SEHAY. AlF 2= HI-&3]
2B A AR T EBFEta %Mﬂ A3 F-IgE Qo] EFET WA e EUA
< BAY 4 534 FEgr] 3t SEEHJAT. 31 BE AFAA, A 2 A
2 3AH12-174DE e w ZTW/} o] oF 300mg(Z3] &% 600mg), °] F 200mg(x
383 400mg), T+ ke Hrd.

THE B Fyr] A9 ‘;‘ Ad 3

HE SUd Fyr] Ag 1 ‘;-< AE 3oll& 28999 A7t FEHASH, o] F 274
w2 A, 1082 12-17A419] A4 84}, 512 6-1149] Ao} 3z 2, 25t} o] ¢

300mg(%3] &% 600mg)(N=139), ©] °F 200mg(z3]-&-F 400mgI(N=5) == ¢ k(N=145)<
FoAeE 229 g = Aok
T Bl FEE] AR 1 9 A 394, He AR B14H, AF
73kg, A1 68.2%7F A, 57.1%7F WMol 1.7%7} &1, 16.6%7} 32w =
A, 33.6%7F okAloplol At ol ekl H+ F3F R 2 FE7] &4
221857, UAST)= HI-&3| 2Ek0l A Algo|= Baly Zhzk 155 2 29.80] T}
529 BAH64.7%)7F Hlo| 2Tl F= whA Eut
UAST A= 28 oottt |+ wlojz=ekel UCTE 452, A=A ¢&
(UCT 12 vwboll sig=E Ayt Folz Aol &2 52 A BRud FgF ¢
FEZ7] 712Ee 619l ATHHA AFEA 5 M9 1-609). A FEE
FE 24FA0) 7Y B JHEE FF5E HS1SSD) Hlol gkl tiu] Wak ) ISS7
S 7Y B¢ AR F FUS A 0-21 MY 72" 9Y He 225 A

1SS)¢] FA= A=At

oo o
O ko o

L

T
=
K3

oi
4
[
v
N
)
ok,
i)
ox
{ll{e]
o7
et
o
A

o B oox N
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FR ol BAME 450l 70 5 FEds] B4 G5(UASHE] Mol =arel i
H3HY AW S5 = 7HEe 355 FA30SS7, ¥4 0-2D) 2@ £ F=87)
= A HSST M) 0-2D)2 A F7 Braly] BAT HRUAST, W] 0-49)% =3
st olxF HIPHFd = 7€ B FEHY] F5E Ao Hlolx~Zl vl W3l
HSST)S}F 1255 9 24F7}o] F=27] 24 HAHUCT7} 3=t UCTE 47}74 %
7F SA(FEHY] 349 55, ARV FESHA &L W%, 4o d Aol A A
Srun xWE NEoE Foevle xd AEE BAAGE AT Ao WAL
0-16°lth. w3 EEAH F=87] Ald 1 2 Al 39 AF5A 2 Hlojx=gel 5L
¥ 239 A|A = o] Ut
3 23 whg S0 eV A 1R AY 39 IS 9 o2l 54
T 5l FEr) v 54 FEeY) T
o) /N S Alg 1 Alg 3
(N=138) (N=151) (N=289)
A% (A), H3HSD) 41.315.5) 44.7(16.9) 43.1(16.3)
g (%) 34.1 29.8 31.8
BMI(kg/m?), % 2(SD) 27.67(6.47) 26.81(6.16) 27.22(6.31)
AW #)27] 7, BFHSD) 5.7(8.5) 6.5(9.8) 6.109.2)
Mol ekl 1557 A% e 15.9(4.0) 15.13.8) 15.5(3.9)
SD)
Mol ekl UAST A5, e 31.3(7.7) 28.3(7.5) 29.8(7.7)
SD)
ZZ w4 Eway gy
A4 SAEUAST =29 0 290 o
Mol ekl HSST A<, He 15.4(4.3) 13.2(4.7) 14.2(4.7)
SD)
Mol ekl UCT A5, d4 37(2.3) 5.2(3.2) 45(2.9)
SD)
elestel 5 TgEdU/mL) 101.0 107.3 103.0
&0 BA
T ERb For] AlE 1 2 AE 39 daF 2 oA UPH ek Ayt= X 24
of AAE] Tt
24 WA B FEasl A9 1% AF 39 93 % ol% Brpisel Ba At
A ElA FEr] AlF 1 T Edd F=Er] AlE 3
[e) (e) o] o o
o] o gep | LFT AL g o EIS
(N=70) (N=68) el Al | (N7 N=77) 2l el
(95% CDP (95% CDP
A3} H7HHS
54 = 3 of
15579] w0 4.3 -8.64 26,10 ~2.54
sgpel gym| 102409 1 6.010.9 | o oa "0l (1) (140) | (-4.65, -0.43)
H s}
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o]z} H7IHS
24 F 2 353
UAS7S] ] : ~15.86 1121 _4.65
el oy ~2053L76) | -12000.8D) (Zé?’gé?’ Yo ryll P
ORGEE :
24 F =} 9
HSS7o] W ~4.38 7.7 511 2217
o) »abel o ~10-2809D | =5900.93) | 70" ) ) (132) 13D |(-4.15. -0.19)
H] 3
o < ol < o
R N | N
B ) (95% CDP B B (95% CDP
24 F = 9 3137
UAS7 =69l 2.848(1.301, 30 18 '
32457 16(23.5) S s ohp (3T 7176
SEYEE
24 % % o
UAS7 = 09l 2.908(1.173, 22 14 2677
Ao 22614 9(13.2) 7.209) 29.7) 18.2)  |(1.127. 6.359)
SEYEE
24 % % o
MIDASS7 =
5  wee|l 51720 | 29(42.6) 3'471(310')60’ 5270.3) | 40(51.9) 2'551(111';23’
2l Aldt ' ’
Aol Hl&

el 4 wlojz~gkl vl LS i W3KSE), old el 7
T ZF LS H Ao], olF W F5 LzHoH.

o] ¢f B R 245 Fof 73k FF ISST & UASTe| Alzto] Ade] wel A=A (2
H22 9 23).

a9 22, v B84 FEHZ AE 1 2 AE 3 - ITT Bl A A24574A] 1SS79
Hloj2~g}Ql thn] LS B+ W3}
AE 1
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—_— ﬂ 'H.E iﬂt?l:l’
m = e I (NEGE)
* p-value <005

[R32s228assassd

-10.24

ZhporDi -+ BITE el 67 L85
&n
i

>
o2
w

-4 - - - - O % [N=T4)
it ¥ (N=TT}
3] * pvalue <0.05

ZHORNE T+ EE MU 51 ISEI
in
]

A Tl AF 1 92 AY 3 - ITT 2 TelA A24F74A UAST

Ag 1
s —a— O] % (H=70)
. el - B (N6
> -5 -
@ 5 * pvalue <0.05
&
3 10+ }
ﬂ FRPP bt
i 3
Y -15 4
E 2053
2 -20-
-25_ T T T T T T T T =71 11T T 1 L] T T T T T T T T T T
BL 2 4 & 8 10 12 14 16 18 20 22 24
=
A& 3
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--- O] 2F (N=T4)
c =t FI%} [N=TT)
E " p-value <0.05
o 1121
]
z
=
L
*
E
2.2 - -15.86
&}
=25
T T T T T T T T T T T T T T T T T T T I T T T I T
BL 2 4 6 8 10 12 14 1 18 20 22 24
=
245 &<+ HSSTol A fFASE 7iAd o] A& H AT

2452k 1SS7 g UAS79] 7§41 3iate] wjo] 22}l IgEs} #Aglo] Y#AZH o]

o] k& UCT(e& At o F&
g 194 f1¢F oiv] LS HH =bo] 2.84[95% ClI: 1.27,4.40],
o+ =Fo] 0.93[95% CI: -0.48,2.34) =

1.86095% CI: 0.35,3.36Dll ekl wlal] A AW =d&
4 gelde wEsx wy.

A 104 1252kol woj=ehQl thH] ISS7 51 UAS7| FAA o= #2I3

THISS72] A ef ]

R2F2HA D 1914 S o

Ay 24 oM FHT upel Lol UFAA

A& 304 ek tin] LS
LS A =9
FAHoR Aoy, A

MAE 1Y

LS B+t #0]-2.37195% Cl: (-4.60, -0.13) F UAS79| ¢efF tiH] LS

Ha 20]-5.02[95% CL (-9.32, -0.72)D. A 3ol A= 125=}o)] ISS7 51 UAST7E| wjo] 2
2l tiH] A A z2polE HJTH(ISS7Te] $1eF thHl LS st ko] -1.84[95% CI. (-3.78,
0.10] 2 UAS79] 9jof thwvl LS v+ =}0]-3.36[95% CI: (-7.07, 0.36)]. 125%}ol] UAS7

o] 6 ol el HEL of
16.9% AT Z1]: Alg 1. 2.645[95% CI: (1.154, 6.061);
6.125)).

=47 A 2
=Y AP A
Y By e
1089 0] 5%l om,
1 o 27l

F-IgE 8l

oy E uug

1 AF

2| 4+(BPDAD) &4 A
A7 473 o]0 184

“

=714, 33+, g9 H

%7k 243 ol ol
ol 4 BA 106% &
&, 9otz

Z
=
wn

ofN

oF Fojtol 34.3% 2 31.1%,

sApol A o] oo fEA

A T2 0-3604 Wl 5
a, 0~104 ‘?.5‘%4

1 LA] 34(/\ J.xg _IQI_/\].

ool A 17.6% B
AE 3 2.676095% Cl:(1.169,




o

o] ddA A, SAEL 1LAte] o] ¢oF 600mg(300mg FAF 23])s 335 L% <
52 B¢ AFE 300mg T+ AS3le e FoRiEE TZM WA E AT 2=
Fxle= TS 193] OCS (ZEl=Ues == TP =YEE; 05 £+ 0.75mg/kg/day) 2l
EFE 8¥ES AAYT 23 B FH #2424 s %_“3?1 %, étﬂ g xH-o] fA
He 3 OCSe =% 1657A7HA] FA#FS Eolve AL H3XE ZHFPo. 0CS 7
B AW A 2d A 2 BW FH F 7E ¥¥Y AR FHE AEIAW,
A T ALIAY, FA FES AL e A5 ARE FHAY OCSHF &
}F, A= OCSE 13] 7 A7)+ Zlo] s &EHoH, & Zrle 74 8o E I+
HAh sREL AF 77 B FA ZEE I AR E =E OCS, #A ZEE| A
HZol=, HAHZo|EA AYAAA = A9zd AEFHAAZ FALS & AN
O 44 IZEIAHREOE e OCSE FAE A= A A8E AEste Aol

ATFA 2 wo]2gkel B FoF 1t l ARG, =9 1069 A FHTE A
Ho 7134191, 52.8%E AAolRqom, 67.9%= WSl 1.9%E= FQ =

=21, 15.1%%= oFAlolRlel A, 2.8%= 32y = HEAR AU #o] g}
1 Al, W+ BPDAI &4 HF+ 60.5829, $42] 66%7F 243 o]/ 604 mIRE, 34%7}
604 ololar, AL 63.2%7F FEAZ FAF AEZAC s olde HAl ZEE I~
L%OICE Akﬁﬁﬁ. HAH1 £2%F NRS A-e IOIAE‘rOloﬂH 7.5
:

§}“C‘ 16534 ool

=

24 9 gl

F AT AHTE BFA7A Y AL 9L, 67 ol
EE

3}

712 &t TA

Hoglgoz Ao ol HrpAFds 52F Ao A&FHA FA4AIE AT
k2ol B]-&, wlolATkel tin] YU Hi A%E NRSY F7F H ¥HEE, OCSE T
2 3A] @ 9 24 9ksl 7|3k, 0CSe] & ¥A &% BPDAI &4 M5 wshg,
% NRS9| o

BPDAI &4 H49] A& 90% #as DAY A v, 99 1 2%
79 W) Ak 48 AN FelHE e dark e B g, L o)
o] 222kl e 36FH7HA Al kBel 3 Ag7EAe] Aztol T

of ofe Sfokst Mmate] 6FAe] ALHA T4 BHE AT B WIEANA F
oJF AdEe BAT FEH G4 AEF AP FEA e T 256 AN 9

325 FEA A A2 AEIAA o] of FEA 23

ol o
Spop o) o o $ieke)
= 7217

LIS (N=53) #01(95% CD
36529 YA+ B
A &ZAQl =4 A= %/‘étﬂ— 0 0 14.2%
el ue 18.2% 4.0% (197, 27.74)
74 QA FrPAel as
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IEZHIAHRO|E 7 5
AHBE 36Fx71A AW A 48.6% 15.9% 32.7%
agle
6= o] 77 Sok 74 8 ] ] ]
Wol WQA gloc 40.1% 11.8% 28.2%
ohd =4 9sh 94 9 A6 . . .
= oo OCS ZoH 34.6% 26.6% 8.0%
367319 o)x B WS
BPDAI &4 2] 90% ©]% 28.6% 9.8% 28.8%
s DA 3o vl & R o (12.79, 44.06)
ol zatel o dd A7 A&
%% NRSS UFY o] 4 . . 29.3%
A ool ANEAE BAe 39.8% 10.5% (12.79, 44.06)
e
wlo]zebel thul BPDAI 24 . . ~26.2%
He] MEg W 76.7% 50.5% (-42.83. -9.50)
0OCSY % & He &3 -0.94
) 118 >12 (-2.09, -0.21)
OCSE ZQo = 3R/ &= o4 38.7 12.9 25.7
=2 943k 717HQ) : : (5.85. 45.63)
YU HT &%= NRS 24t e
ol wolxekel uinl WE -51.8% ~26.7% "
e (-41.47, -8.85)
& W
5224 olzF HrHAS
52Fatel] A&=Ql ZA o) ] ] 10.2%
= 9493 a7 ue 14.2% 4.0% (-1.35. 23.11)
BPDAI &4 A2 90% o] 24.5%
Has B Aol ue 34.4% 9.9% (8.89. 39.75)
wWolzetel ohul U Ha &
9F= NRS9 Y+ HHFo| 4 28.1%
A oold ANEAE BA 36.4% 8.3% (12.44, 43.55)
g
ol zebel thul BPDAI 24 , o ~27.0%
Hoe] ME g W 76.1% 49.1% (-43.59, -10.37)
] ~2.03

o] = A W QK1
0CSe] % 7 W ST 5.13 7.16 405, ~0.03)
OCSE Qo =F 3R &= o4 42.5
=2} 93 7)7HQ) 67.2 247 6.77. 78.24)
YU H7 &%= NRS FqF as
Weto] wolzgkel oin MR -53.0% -23.4% w7
o (-45.23, -13.80)
& W

FEHZIE EHAF UEtds 2oz AoHi. 1653 olujel OC
2t SRt A EA S A,

gt32)o] YEPAL, 15 ojiddl X fF5A e HA& 1Y F(00cm 23 A A) F3
= S
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¢ FA adle A 71 9k OCS &% 7 WA T, 0CS 7 ¢4E/165%2 3
OCS A&, =& vl A3 w4 FEEHIAHEOE, Ml HIAHEEA WA
A e Agzd Aty AAS AAIZE

1A T4 s AR B 2A 9 ogw Wi AusE FoH .

A GAF HZH A1 A, wlo] 2~ EE 3632714 BPDAI 84 2o HF
RS A\ (A)E ool HlE| o] of& FourE A4 ¢ FtHIH 24 Fx).
zbol &= S2FA7EA] A H Ak

6ANA 2 fAL A
3L

S

k

2o =ulst BPDAI 84 A4

10 —=—— 0] 2 300 mp 25 2A22H=53)
=== e N-53

w
Tl -20 7
0y -30-
3K
2r 05
AT T A S AP S
N B S SRR b ‘
:w_s_ '60 -
a0 70—
oWl
~ .80 - !

SO0 -

-100 ¥ 1 1 1 I ] ] ] I I ]
BL 2 4 6 8 10 12 14 16 24 3z 38
-
-
GOIE O 2R AMBHE T < (WOCF Worst Value/ii)
QF 2% 300 mg
25 2r3 (MN=53] 53 R0 SOTn BRYY SO0T 00T RS SNST M6 R IR g
WO (Nesa) 5 SO0 BNONE el Sl U SR BT M wAAT 1R e b

o g

yul

A SAF AZA AFloA, A k2o A AFL7FA ] HIF AES 9 ek127Y)9)
3] 3 ZH169D) A O AU o] of Tl ok Hlw H TA
A2 F5HA 52% FAaAIFHTHHR: 0.48; 95% CI 0.30, 0.77) (719825 *+

A N1 FAoNA 3652712 FA B9l A AR A
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1.0 =
—— TN 300 g Q2W (M= 53)
084 | ===+== Placebo (M=53) - o ah
Q-B"‘ l;' ssssss
Tk T
& 07
@é 0.6 ¢ j—
=
a %5
or 0.4
=
- 03—
0.2 =
0.1 - K
O‘DTT‘II_-IIII]FTIIITtllf
0 2 & B 8 10 12 14 16 18 20 22 24 26 2B 30 32 3 36
F
SIBO| AT AU HR 5
0| 2 300 mg
2F (I (N=53) 53 53 51 50 49 47 47 44 36 24 D24 24 24 24 92 22 22 22 15
P (N=53) 53 52 51 50 49 48 42 38 30 16 13 12 11 8 8 B 8 & 5
"E R RE NAUAAE 1674 2FS BER 6FANA A 2@
3 7 TASMg A 0CSE A&
A7 A4 e
A7 4 e de Arbee Fx4 AF ahe] AABQOL) HEAE At B
ok 3653 3 52530l Sioke] s o] o Folwre SxelA ABQOLY © 2 M
o] #F&FHUT.
4) vYT AR
S@eete] ok wi AWl JHsAL Jﬂ7}3}71 94%& g Age AAEA
[L-4R o ° W3 &F FAE FHd 200mg/kg/= o2 ¥t B3 HAHo=Z MHx3%
s T
Gk AFEHZA AU

13 37tz g s 44)
O (M3 #EA") "A=dHAA S FESATHAA AL AT2 <Y
Zh x>

FYEAY A8 AR A

A e

1.5 AARZHE (3

st A-9)
AR /=
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16 AE| Y

T B F5¥A4s7t A FEA B AR SAEAE B A=
A=t 2026.10.01. 2026.10.02. 2026.10.02.
B AR 2026.12.05. 2026.11.25. 2026.12.02.
B FUR} 2026.04.30. 2026.05.06. 2026.05.06.
HFIAYLA 2026.06.05. 2026.05.12. 2026.05.14.
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g eREY] B9 AR

o B A BAE

vk 7S A A S

5. ofg| &g #3 A5

7b A EAE

12 R e P R DA A=A S i ) S R R P =
o &, BE, OA 2 aAAA R

gt 718k oFg &gl #3 A=

6. YA A A #3F A%

7h QAN A A

U 7taAs

7. W - QoA ALE B ST W SOl #e AR
8. 7Iel el oJefFe] 54 o ¥ A=

[AAA T3 ‘§-< PR AL

o o] ok& ‘49 W HadolA HI-F32erR X mo] o] HAsA 2EHA ek ¥
Euy Foey] A8 AREY F7be 98T WS WAL
o W SWY Feey] BREv 24 94 YPANEL 59 BAF Ay Folr|ne
4% 24% ol F Folo] U@ W09 ZUL TSt A A&RE T s okl
$REF Yol H93 PAHU L.
e N4 TEE UF AR FARE AASHYOT AF 2 $FA W Sy
S35} FU B 2 4810 FF AR Beksof

&l
S 7157 A S FOIE MR, A, HEEE FHG A B, AU
Lo A HAel Y AUAH FASEOm, AFel e ofR
wEo] ol AAFAS. 260 kg AodolA (5

st &% 6
szoﬂ lj]?}'l- =4 cﬂ% 601'24 )\]-ﬂ] CtroughSSL. 30 kg LH ] <60 kg 7‘8]5\_1‘/_011/51 (J_=|‘_.3]. ‘g‘%}: 400
mgs F3H) 200 mg Q2Woll tha =3 Hl=glom, Fad CSU thidatol A F3 759
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PK& A<l CSU thd#kel wAskdw. AlS S77F A4 E o] wazdkast #do] dsler
FHFY Crogn 571 Wt w82 S7Hel wet Aol wE &8 =
S8 ol s
=y =ute gold i
Apo] S HolA o
Afol7h gl& Aom B
B3t
A= F Mol A4 ASdAFEFCI6461 A1F A % EFC16461 A1 C) > H1-33] 2RI A|
A g0l = &786kal UAS7T =16 B ISS7 =8<1 Wb S84 Fee7] ghapolA 9o tiH]
FEHFH] 7t wT 2AdSS) B Fegr] AW EEEel dukzd oA FA A
dFA oz Foue Mde B
AR A 7187F Aol K hxg Zaade] A2 FriE e b ARs
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1. 718 E£= 2d % JHEZ/0
11

1.2.

rl

ot Xt&

AFARE

AEY: FYAEZLL =002 238, FoAEZ]D=F3200d 2 TACFE T3, A3
ofg] &2 U—}—E— £ F(Pharmacological class): A A, AEF31 A A

7_‘}%7]7@1' F& L4 # [L-13 F8A BFA7 T/t IL-4 84 &3(IL-4R )
A Bl 501 Ho g AFge=H IL-4 B IL-13 AZHEs JAlsts A AxH 1Y
%igﬂ(IgG@ FEE FA Y.

AH axay

- (7137h) O olEy I EH: AZRA18AH o)), HAAA2-17A) F Ao 6/NLLRA-1IADAIA =4
A EAE 2ds] 2E=A] gAY ofE AEAVE AHEA v T 5 okEd] HEY Am
T EATAR] : A0H67HE-11AD [ *3 : A0JAHLIAD
@ A2 AJAA8A o) F AHAEA2-17ADAA 7|& AR AASHA ZHEA Fe

Ao % thg F sty sidste A2d A58 Ao F7F 74 AR

= A HA(EF 3AME =150/ e 374 AFeNO) =25 ppb)
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AA G BE I EH1 Az o
oA 2, A7tH e A% F —
- CSUE HAA A T st= 4 oFd IF d3ez AY
CL 0.1-0.D, gl 0.5%(95% CI: 0.2-1.002 e}, ofAlo} Z7}ol A
1.4%(95% Cl: 0.5-2.92 7} =4 Ve, 154 muk ZololA] A|d FHEL oF 1.0%=
BuEw, 208 oA 404 Abele] HAEC] 7 wo. AW ES ¥ Aols ool A

Boh o 25 o] &E U 154 H|gE Aofol A e A Zolrt ERIEA] &
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A 8ol

- CSU &z}9] oF 20~30%E AAA =& 7gf &3 a9lo] &= A 34 Fugr|s &
HJ%‘M A4, o=y e, dEl2r] vy 22 b 29 454 A8y For dF
dol e Aoz §’f°‘ﬂ~m CSU &zt Ao 28%7F StAEE 344, Frtes 34
d = —E— A7t Agg FHkebH, oF 30%2] A= FIFA o] AA AejE FRE
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PATIENT MANAGEMENT PATHWAY — CHRONIC SPONTANEQOUS / INDUCIBLE URTICARIA IN ADULTS
Please use in conjunction with the summary of recommendations and discussions in the guideline and supporting infarmation document
Entist ooish of Dermuste t

DIAGNOSIS

Chronic spontaneous | inducible
- ., urticaria — —
f'r Chronic Y e 7 ),

f

{see section 5 2 and Table 5)

urticaria . . i . H urticarias
—_— = ¥
. . GENERAL MANAGEMENT

FIRST LINE Only consider baseline investigations if FIRST LINE
| : clinically indicated
2" generation H,-antinistamine (licensed doses) Considar using appropriate val|dated 2™ generation Hy-anthistamine (licensed doses)
e i i scoring systems o assess disease activi
2" generstion H,-Entlhls{amlng fupto fuur-f?ld “lE_r and ||-,g1p;ct e, DLQI, UAST, ASS L‘H_—,-:}‘I 2" generation H.-antihistamine (up to four-fold the
llcensed doses, except mizolastine —see section 7.2 | e b iaiErat o ata N RIL licensad doses, except mizolasbhe — see section 7.2)
Consider switching 2" generation Hy-antihistamine Offer acDEaS_(D suppart and treatment Consider switching 2™ generation H,-antihistamine
Montelukast, in addition to a 2™ generation Hy- for anxiety, de_prgeslon end
antihistamine psychosocial impact
Consider topical anti-pruritic sgents,
Frogress through first-line options avery 2.4 weeks .. a manthol-containing emollient
Advise avoldance of identified tlggsrs S_ECOND LINE
- - - of exacarbating factors (tn addition te a 2 generation Hy-antihistaming)
Consider BHRA / {otzl IgE Stop ACE inhibitors in people with :
T angio-oedama without weals Omalizumab
v l
SECOND LINE 1
{in addition to a 2" generation Hy-antihistamine) RESCUE TREATMENT THIRD LINE
=1 » (in addition to & o genaralion H-antihistaming}
Omalizumab | Shaort-term prednisolone;
or e.0. 0.5 mo/kgid for & few days Treat ag per phenotype (2ee halow)
Ciclosparin
T
. | | |
THIRD LINE . ) v 1 v
. ” 5 s
(in addition fo a 2" generation H-antitistaming) Cholinergic Cold Delayed-pressure Solar Symptomatic
17 generation H,-anthistamine. Hy-antihistamine. urticaria urticaria urticaria urticaria dermographism
azathioprine, dapsone, doxepin, hydroxychloroguine, Antichalinetgics, Clelogporin Dapsone ar UV praphylactic NB-UVE
'Vig. methotrexate, mycophenolate mofetil, NB-UVE | prapranalol or Zins phototherapy of PUVA
sulfasalazine, tacrolimus or tranexamic acid (the latter danazol '

only for angic-cedema without weals)

e HFF 9|8 FQ

- HI-&3| 2etR1 A9 4%, 7t gFde addoly B+ @
g A5 HHs] 24y +
2o, 18t 5 &%
g A ERE Tl
H1-3}8] 2E}HlA] E+=
A=y Mol ¥

* CSU A EAZA FEHET T 2A

- CSU #A} g5 Ao s4kqt 9 Th2 &A4387F 5 Qon, Th2 Aol E71RIQI IL-4
o} IL-132 gE= 9] 53 AY A&s = {h‘s} HIREA| 32, T4k, &g TR0l 2H8-5kef CSU
g7 e B, IL-49F IL-132 FdA ol 283te] 3| 2Edl, 4% 43 A
T FIREQ C40 WZFStA §hgsta HIREAZ w7 OMQ%M&E &g =3,
-4 2 2Rt He 899 [L-132 [L4R ¢ FE&AZ T3 nvtAEe THFNA Fce
Rle TS A F7HA el 27] Ao o3 SHE 98 ol AxE FAHe=E
237128 4= 92 IL-49) L-13& CCL24 2 CCL263} o] nlghA|Zo A IgE o]&2 A
gE 5984 fx2 28 58 4 Jov, CSU Ak dAHolA IL-49 s 2 IFd
A IL-4 T d Axe] FUF #FEUSY ole IL-4Re FEA BHIE B3 7 EF
< AH 4L F U

- FEFELE 45 wﬁﬂﬁ B Al FAAE 319 AE d%
H4& JAsH, daH oz Ighrt Wobd FeceRle @S ZAaAIZ S 3 L-49} IL—13
ANsxddo] BF ZAFE vhe2oAE BTk Z g3y 5ol %
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- TS [L-49F IL-13 84 B3dA7} F43= [L-4Ra ol E_o]z-l

14.

o=
O 24 CSU HEe] Alg]d #ojst= 4 Th2 Aol E7FRIQl IL-4¢F [L-139] Alad
37 IgE ©)£4 2 gE 594 A2 Avsld HI-3s| 287 A8z dslo] A3 z
A5 e CSU SabolAl tiAl Mg A4S AZT 5 9o,

ARFTIH dHEE T2 AHAE AA

o Algate] FolA Ha

15. 42

VREFES S7HA A ol gl AT AR
g

A gle

TZEE-=Clsey dE U Y=o G st MRGEEA T *t=)

3. b Aol T3t XtE
o YA oS
4. SHo| Bt xt=
o AP glE
5. 2|2t &0 et Xtz
o -4 B [L-13 &4 B&A A 3FZA [L-4R e ol ZFgFo=ZH L4 E [L-13 4

6.

6.1.

6.2.

T HEE eG4 FAR T ABIIHoR ofEy vFY, HA, ¥&F

1FHlsd, 244 7w 493 2 i H g dg o s sUFE ks

g 584 FEHVICSUE 7187F e 54T B 3 2871
=

il
to ™
12
X
of

5 oz ‘W
o

LA dHo et xtE
dENDAR S AHP(GCP &)

MBIy FSely] EFEdRE FDAGAE 20259 49 176 $AUEgon 3lAkE CSU
H-eSol sl FDA 3|7F =< Al Aled AsAe SHHE A==

AFANFAER AL (CTD 5.2)

A A3l 3t AP AE

O w48 524 FEH7GA 3F dFAR)

- 339 FASMA, olFwerh Y, BT, rIH, ASx, 245 FAAHDEFCI6461 AH
C, EFC16461 A& A 3! EFC16461 A3 B)

- EFC16461 A1@ A 2 C: HI-F3| 2ERIAl ALl = B3ta Sl e A, Aad
(124 o]/ 184 PIEH 3L axof AK6A| o] 124 wigh) i
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6.3.

6.4.

- EFC16461 A@ B: H1 @3] 2EtHIA] AEol® EFstal S74o] a 3-IgE A s(e

el e whgol BEFESAY Yekdel gls 4 D 1241 o 184 mwre] Ha

d o

CSU a589E5 Y5t ALY IA TS EFCI6461 Al A 2 EFCI16461 Algd ColH,

71el YA E 2 EFC16461 A1&@ BY. EFC16461 Ald Ce= Al 317F 21 A A& St

Asl7) 98 2o AAelw & BAY AWM Qe ARF ATk s FDA

LTS FE7] A8 AW A HAR ATe tAoR SR HAR FYEYe
J

W, 84 BREAL WY AW Coh 4rd AW Ael BE UARN=15D7F 247
b ehmd MY 89 19)e] B4 AgE AAT.

AEFATAE (CTD 5.3.1)

A AeSe JAE3stes MER AT AP FHHA Foks.

AAAE 4 Bix 2 2 QAN BAANE BAZAAE A=33E.

AAANE BAHE S 2205 Axte] 2A Z duo]dear, dad 248
AbESte] EA o S EXo, T AFFoAA AHEE dFAFE L FEFS ARE F
LdFYH 43 Ax T8 T3 AxEHUS

FTEEY T B4 787 AE&F 4ol olEn R g FES7E Al
oldd WHow FIPEJor, SRS FEVFE FF3FoH VT FEFRY 7=
£ =43 ELISA?] LLOQ+= 78ng/mL% .

TR

g ADA A& 7137F 455 49l B A A6 g 5357 A
K

A7} AW ALY E BGRAYOR FPYow, F-FRLY
FAMDME A2shed] A48 71Z3E FDASH EMA 212 8 BdolA 1gshs 574

dgere A

RSN TR SAlA FERTe opEe 0 ofds mevde Hl-gsl AEEA
AR = ETstal oS Sl A, LEYFH AR Fdol fle 4, 4, Lot
CSU B2 9 omelFatel Bulgol AL BAHE wee wel 4 2 Fad CSU
Al A 87 Sl
NEET NEE sHgy CHAIXT &

(&2)) 600mg 3| SLF0 £ 300mg FIok 724

QW sz2g 702

(B44) @ 60kg Ol&k 600mg %3] ——

S26=01 = 300mg Q2W
R REH ercteast ¢ | (@ 30ka 014 60kg OISk 400mg 2128 cm=gt 39

£ 200mg QW i

AOHBAI OI4t 124 DI2Y

D Okg 014t B0kg IRk 400mg X382 = Slot: o84

200mg QPW
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@ 15kg Ol 30kg 012k 600mg =3 T
2SN £ 300mg 4W TETE e
(H91) 600mg =3| EZH=0] = 300mg Slok 662
QW SL=0: 66
(BAWE) D B0kg Ol4k: 600mg =3l siot: oo
S0 = 300mg QW T ee
@ 30kg 014 60kg D12k 400mg ZBI82 cm=or oo
EFC16461 A = 200mg QRW
AOHBAI OIAF 1241 DI2t) o
(D Okg OIAt B0kg 012k 400mg £512% & Fior 03
200mg Q2W
@ 15kg 0l4f 30kg 012k 600mg =3l cm=gk og
ESHE0N = 300mg QAW
(A91) 600mg x3| S=0 = 300mg Slok 53¢
Q2W SL=0k 53
(BAH) @ 60kg Ol4: 600mg =3l SOk 1
EFCI6461 8 ESHE0N = 300mg Q2W
(@ 30kg OI&} 60kg 0I2k 400mg X3|22¢ FL=0k 1Y
= 200mg QPW
ek or=st POH1089 EFC16461 A, B, C AlE 21t 190
PK/PD CTS0083 EFC16461 A, B, C AlE Z1t 397
6.5. +EA % <A (CTD 5.3.5)
6.5.1. FEAAALZAE Ma
o THY B Ty FUHE % A A F 31 A= 3 31
- shAlQlAAl S EFC16461 Alg A, EFC16461 A& C
9] AEME | gl | ogEs | ol o [ Fa mpax A}
S B T
O A< ¥ =60kg
A 2d: 600mg
B nahgg R ¥
=24, o o } }
S8 H1-33] Z~EFRI A 300mg Q2W 12 H7 g 2452 | Y3 D Fo
Ez};;ﬂﬂﬂ A7 EFsn | @ <60kg HAE 2| ISS79] 71EA tin] o] 2}
5| EFC16461 ;Z U 2ol A&HE =30kg ZoH6~11A]): | W3} 3 7} 420l A
Study A ij Qe F v | 400mg k4 Fo 27 WA | BE 5AH
or g | P S o] % 200mg Q2W | 2453 UAST®] frold e
g 7 2e2dy] 85 3 =15kg ~ 30kg 7124 v Wt AEsae
= 2:0H6~1141): 600mg
e gY Fo ¥
300mg Q4W
o @ 49l 2 =60kg
N HI-38|2ebelal | d2d: 600mg 12 B7haS 452 | 93 R Fa
Uz}.ﬁ;;ﬂﬂ?ﬂ Agdx EFsta | Hal&%F Fo & ISS79] 71&d thn o] x
5| EFC16461 ;z O 2ol A&HE 300mg Q2W w8} % 7}1 40)) A
Study C _;a ol vAE | @ <60kg Aad 2| Fo o2 Yrhwa | mE BAF
; %“q’}}_’ ok by =30kg Z0H6~114): | 2453} UAS79] felde
S FEg7] &2 400mg H3}-&=F 7124 gyl W3t A3 A=
- o] ¥ 200mg Q2W
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@ =15kg ~ 30kg
Z=o}H(6~11A): 600mg
BelgF Fol
300mg Q4W
. Hll_sf;, - UJZ:] Hel g szeld A
=2, A S % [ _
B~ ;}O] X]f:f’_* A =60kg Ao | 13 WG uFR |
i, e Sl e HNalaar B =
g, | A S S00me EHEF F ST AL oz
EFC16461 300mg Q2W W3}
3 ol 5E7](CSU) B4 L AHoE
Study B 2384 /\] 74]? F2 22 FHrHA ]
g | FemaATd | T | e vasre Fol8A
sloF vz, | Bigel YA B e e jﬂ WE
=z H
g | ows wesa | TZ\; A s
e B me Q
6.5.2. 34 Y&Ad(Pivotal studies)
D 94 S84 Fx27]
(EFC16461 A3 A) HI 33| 2Bj9lAl A 2ol% E78n S40] A&HE eTa5% HAE A

g UHSE ¥ T BUA FEAYCSY BANA FAETY T WA,
o713, 38 IF dF(@LUBERTY CSU-CUPDD €7 A)
o YHNY FF A1 9NF 557 71
° }\] —EﬂEXJ
- (17 HI-33 2ehilA) 2o &
4 7}

- @) FEEY] BE BY WAHE teeE BE Feey), durE, Ty 28

olFA, fF =,

wex 67 o] Ay qwx}
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F o4 A%Aow JEeE 2 FEA} s AP
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F Qe Ae
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A= 745

A o
o] A= %‘T

¢ 23 WE 2R D AZed AR B A4 SR, Fulolel A, BAFA mE %
WA AR7h BeF B WY EE FA 2D B

C AEA 713 gAY WEe T FeFAL A B Ago] U AS

« mE AReA AmAo] tid A4 FUNE Bt ohbeta s 3

L 130%G% H2d, Al 5% Aok6A~11H) ZF)
249 Wi 138W(FL R 709, 919 68%)

Figure 2 - Disposition of participants

183 assessed for
eligibility

Analysis  Study period”  Allocation  Enrollment

)
)
. - > 2.9) 0.2
70 allocated to dupilumab 68 allocated to placebo e o
70 received dupilumab 68 received placebo b o
T T 229 Laa 322
64 completed 24-week intervention period 50 completed 24-week intervention period :; ”1‘{)‘ ‘l” "7" “"u“ ;” "'0“ ‘1“455—*’
6 premature intervention discontinuation: 18 premature intervention discontinuation: L e 20(14:2)
2 related to AE 5 related to AE 3 (44) 229 5(3.6)
3 related to Lack of efficacy 7 related to Lack of efficacy - 0' - ;; - ;)
1due to Other® 6 due to Other” S(11.8) 4(5.7) 12 (8.7)
63 completed post-intervention follow-up period | | 55 completed post-intervention follow-up period e o P
. o 0 o
70 analyzed for efficacy (0 excluded) 68 analyzed for efficacy (0 excluded) 2(2.9) 1(14) 3(22)
70 analyzed for safety 68 analyzed for safety 0 0 0
229 1Ly 3122
67 (98.5) 70 (100) 137 (99.3)
1(1.5) o 1(0.7)

FARR), Fo71%, 718D
4 A ARB(AA G 2ohel wet SR dle] B 7=
F7F S3kEo] 11 Rle2 AL E FERY e fohs Foidt.

A?
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Post-treatment
Screening Study treatment period (24 weeks) (12 weeks)

Dupilumab*

N=65
Study A _—— e
(*=)
i b
::‘i!:elzuma \r;=55 Matched placebo*

T A
Weeks -4 to -2 Week 0 Week 24 Week 36
(Day 1) (EOT) (EOS)

| Background: non-sedating H1-antihistime, up to 4-fold recommended dose

Dupilumab 300 mg q2w/géw, administered as 1 SC injection of dupilumab 300 mg (2 mL)
Dupilumab 200 mg q2w, administered as 1 SC injection of duplumab 200 mg (1.14 mL)

Matched placebo was prepared in the same formulation without the addition of the active substance
Aloading dose equivalent to treatment group assigned was administered on Day 1

*  Adults: 300 mg g2w; Adolescents: 200 mg g2w if <60 kg or 300 mg q2wif 260 kg;
Children B to <12 years of age: 200 mg q2w if =30 kg or 300 mg gdw if <30 kg and =15 kg

Abbreviations: EOS = End of study; EOT = End of treatment; R = randomization; SC = subcutaneous; q2w = every 2 weeks, gdw = every
4 weeks

- A 713F (¢F 409
- 238y 717k 149-28Y
2877k 245
* SFUZIZE HF A7oFE 5o & 1257
- AEerE 9 Fol WY
© APoRE: FEEY
O A<A % =60kg F4d: 600mg #3H&3F Fo 3 300mg Q2W
@ <60kg HAad = =30kg &oH6~1141): 400mg —t‘rz‘s}%% Fol % 200mg Q2W
@ =15kg ~ 30kg ZoH6~11A4]): 600mg H-3--&8 Fo] F 300mg Q4W

Table 4 - Batch numbers of the investigational medical products

Investigational medicinal product Batch numbers
Dupilumab 300 mg/2 mL €1080967, C1082454, C1093709, C1094211, C1076037, C1074836
Dupilumab 200 mg/1.14 mL 1089290, C1081255, C1081498, C1093711, C1094210
2ok
Lt

+ W7ok HI-35) el

il
Fol Aol =3t 7He w5 A4= A (SS7)Q o]zl thul Haa

© 24T U FEHY] S5 HAFUASDE ol 28kl tin] WS}
- 22+ R WrbEss
« 12 o]}l div] UAST ¥}
« 1253} 1SS7 71X tin] Wt
« 12FxF @ 24FAb] F3F FEy] A% HSHSST) e wlo]l2ekel i w3}
« ISS7 HA fre] AFo](MID) ¥ES(SS7 =5)71A 2 Azt
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© 125 9 2452 1SS7T MID(=5%) ¥H-gAF B &

EE AAolA 1S579] wlo] gkl thH] WBKERE ARk o]F S AYdAE Folde
FAH= A WA p <0.052 HrHE, AW 24F74A)

12533 2 24F b UAST <691 xbe] wlg
+ 1273 9 245}l UAST = 091 39| wl g
127 9 24FA)e] 7Y B9 RRE FF HHAAST) 71F W

12521 9 242 F=87] 24 ZAHUCT) wo]2~gkel tiv] W}

© 125AF 8l 24FAke] 2 -9 2hx) Ble(UCT =12)

P 127 2 uF AHAA, 164 ol BAHE BRa sro] A AFDLADE ZH3
A% #d el AERQoLe] wlolzeie) vl Wk, 64 o4 164 HE AANHE o
535} ahe] 2 ASHCDLQDE =43 W

© 12FAF 9245 W SR FE27)(CSU)l tiRh g2p At w3} QIPHPGIO).

1272 2 24531 v By FEe)7|(CSU) 3] Hukd F25 S1AKPGIS) 712 W3}
AgH X7 713t FeF CSU gxte] OCS o nl& = ARA A Az

- fEA P dWA BAZTD: 229 MAE = o4
]:}_

=
- PK $47: FREY RolF 694

- ADA 4 135W(FEF7 T 697, f1eFT 667)

n (%) Placebo Dupil 1l All

Randomized population a8 (100) 70 (100) 138 (100)

Efficacy population
eal

ADA poy
Pha

68 (100) 70 (100} 138 (100)
6 64 135
etic (PK) population t] 6% o9

I

Safety population 68 70 138
Population without trial mmpact (disruption) due to COVID-19 68 (100) 70 (100} 138 100y

.« EARA
- FEA4 7}

CfEA bS] AL ITT BAPERANMAE RE tgheld Famgon, 1
A9 Fa oA BrAAFE BAA AZol weh ANCOVA 2Re AHgstel X2 1%
(FRFE vs. 919D 4] LS Wit A& FAShA, Y Aole] 95% AlE TIHCDI
W7 P-gke AN AN FIHS AEHAS

*AZA A Y

- oA X3 ARF AS dolH AHEE #sl WOCEF (Worst-Observation Carried
Forward)¢} o} oA (Multiple Imputation)& 233k slo]Hg= Wyo] AMEE AL
A FE/FAFE AR S, ST ofE HE o|F HolHe ASAYET A5H
2452 35> WOCE thAlg ol wet wlo] ekl o] FHE oFE H& o|AdA7A 7 v
B o A 7] F9e AS 5 FFoE FUH AY 24FA ASA =
WOCF ®iiel met A=Y, 855 29 AHre tsthAlEMDe w2t A4,

42 A5 E WOCFY ZAxE 7[Hte 2 WOCF A -g3tAU/eHA &2 &

2 AESA s T AFE olF e B o= tiAste #A435AY, WOCF &

Elo] B3 ¥JE NS Y3

U3 @ HgE o WhAFE 1F LREO00DE 2] A HFUY YHE



TSR =
Innon-EU and non-EU reference countries:
Change from baseline in ISS7 at Week 24
Change from baseline in UAST at Week 24
Proportion of patients with UAS7 <6 at Week 24
Proportion of patients with UAST = 0 at Week 24
Change from baseline in HSS7 at Week 24
. Change from baseline in ISS7 at Week 12
. Change from baseline in UASY at Week 12
. Proportion of patients with UAST <6 at Week 12
9. Proportion of patients with MID (ISS7 =5) response at Week 24
10. Proportion of patients with MID (ISS7 =5) response at Week 12
11. Change from baseline in HS57 at Week 12
12. Proportion of patients with UAS7 = 0 at Week 12
13. Change from baseline in UCT at Week 24
14. Change from baseline in UCT at Week 12

« ITT HeollA 245l AAST=091 didatel vl 9 245F3bo] UAST W9 tidat
W AFRHOE PR L.

R I N

e A3}
- A7 EA: 75 BA, dlolzeiel AR B4 2 WY R
o AR 65.9%7) @Woloiitﬂ HAAH S 4134, B+ AT
¢l 68.8%°] HE AFTS 4
= TEFY Tolv 2 o]
58.6%XH Tt oo H2 HIE=R
« A oA CSU et —f@ %) S
o} UAS7 Ha+ 1594, 31.3-olAx F CSU 3, oE(UAS7 228)91 g2 A
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Mo e i
Weight (kg)
Numiber 67 70 137
TSTO(I836)  TRLIS(2149) 7648 (19.96)
72.00 T4.00 T3.00
£4.50: 87.00 ﬁ;f?.ﬁf:‘ !\3}.\2#7. IT‘(:J
67 70 137
<60 10149 16(229) 26 (19.0)

57(85.1) S4TTL) HELO)

A i 173,531 173500
BMI group (k') [ (%))
Number 67 70 137
<30 47(70.1) 51(72.9) 98 (71.5)
=30 20(29.9) 1922.1) 39 (28.5)
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Table 10 - Demographics and participant characteristics at ine -

Placelio Dupilurmah Al
N=68) (N=70) (N=138)
Ape (years)
Nuaiber 8 0 138
Mean (SD) 419 (14.8) 407(162)  413(155)
Median 410 415 410
Qi@ 210 280
Min ; Max §:75 8
Age roup (years) [n (%))
Number o 0 13
0 2029 214
229 229 129)
30 (441} 26 (4001 58 (42.0)
3271} 300429 62 (449)
YN 700m 10(72)
L% 1L 2(14)
of 0 13
Asia 16235} 17243 33 (23.9)
Latin America 10 (147) 90129 19.(13.8)
Eust Europe 1201764 1nasn 23167
Western Countries 30441} 3¢ 63(45.7)

Tersitary ¥ [n (%))

Number o8 70 13
Novth America 27397 29 (414 56 (40.6)
European Union & United Kingdom 415.9) {58
Restof World 57 (344 74 (536

Sex [ (%)]

Number o 0 138

Male 18126.5) 2941 47340

Female 50 (73.5) 41 (58.6) 51 (65.9)

Race [n (%))

Nusiber 8 70

White 38 (70.6) 47(67.1)

Black or Affican American 2029 114

Asian 161235y 19270 35254
Japanese 4188) 6(36) 12 (47)

Native Huswaiian or Other Pacific Islander 0 a a

American Indian or Aluska Naive 0 ey 17

Muliiple 1(L3) e 2141

Not reparicd 1(L3) e 214

Unkaown 0 0 a

Ethucity [ (%4)]

Number 8 0 13
Hispanic or Latino 12 (17.6) 13 (18.6) 25 (18.1)
Not Hispanic or Lating 56 (82.4) 57814 13819
Table 11 - Disease characteristics at baseline - Randomized population
Placcbo  Dupilumab Al
(N~68) (N=70) (N=138)

Age at onset of €S| Placcbo  Dupilumah Al
Nusmber 65 70 138 (N=68) (N=T0) (N=138)
Mein (SD) 36701600 ISS6E)  36.1(162) T —

Hedlan 3 e 344 Number 65 69 137
?n‘ . U,r\]m H:-“ o mr[):-;z&” 14;;:,:[) 0 Mean (5D} 36(2.3) 3823 37EH

Time since first dagnosis of CSU (years) Median a5 a0 w0
Nurnber [ 70 138 Q.03 2050 20.50 20,50
Mean (SD) S7077) SR ST(85) Min ; Max 0:9 0:lo 010
Mediim 22 20 20 Baseline DLOH scare ¥
Q1,03 10573 0.9:57 09,60 Number 7 66 133
i LA biies L Mean (SD) IS3(67) 13559 144(64)

”“‘:‘“PL' - Median 160 130 140

umber .
i e e |(1:Jl‘,zxoo 100 .1\7&.() 100 :::.u
Median 160 ! 22 232 22
Jin Baseline C1-020L score
5 Number 6% & 137

Buseline IS87 score [n (%] Mean (SD) 46702031 410073 439(190)
Nurmber 65 70 138 Mediun 457 380 413
=13 16035 12071 2803 01;08 310.608 272,522 293:576

52(765)  SB(R29)  110(79.7) Min : Mix 184 1285 145

Baseline UAST scare Buseline PGIS scone
Number o W 15% Nursbser 70 138
Mean (SD) op@Ex 319 NFED Mean (S} 34006) 34 (0.6)
Mediun 10 32s 320
Q1,03 240375 2M0,IT0 260,370 ;’:IL"'E:; . [? UJ 4 5 “3'“4 4§
Min ; Max 16:42 16542 16542 S oML

Baseline UAST score [n (4)] MinsMuax i
‘Nurmber % 1% Bascline Total IgE (1UimL)
2y 24353 s1aeT Nurnber 63 66 13
=28 44(64.7) 570703 Mean (SD) 442.3(18518) 636 8 (2886.3) 540.3 (24212

Bascline 57 score Mediun 96.5 109.4 1010
Number 68 0 138 7912210 492:3810 3892740
Maan (SD} 150648 1S5SR8 15443 T
Median 15.5 16.0 16:0 9
Q1o 105:195 130,190 120190 b & 5 5
ki o L i L <100 (513 3ET0) 65496

Presence of angioedema at baseline 3 [n (")) S100 31 @17 15(53.0) 66 (504)
]:'::mr 34 ?ﬁxn 0o 2 Z::J,‘\] P ::: o Buseline H1-ntibistamines [n (%] ) )

No 45000 421600)  TESS) Himhet o8 1 lop

e standird dose 4603 314443)

aeline AAST seore for participants with ungioedema it i el
Nutsber -
i H-fold stamdard dose Hyen 12070 23167
Median 3 E
Q103 140:530 D580 130:4%0
Min ; Max 4 4.9 4:05
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Table 14 - Summary of the primary and secondary endpoints in the hierarchical testing procedure -
ITT population

Parameter Placebo ©  Dupilumah @ Difference (95% CI)y P P-value ©
IN=GS) (N=T71) for Dupilumab vs. Placebo

Primary endpoint for US and US ref. countries (kev

secondary endpoint for EU and EU ref countries)

Change from baseline in IS8T ar Week 24 601 (094 -10.24 (0.91) -4 23 -6.63, -1 K4) 0.0ins
Primary endpoint for EU and EU ref. countries (key

secondary endpoint for US and US ref countries)

Change from baseline in UAST at Week 24 1200 (LELy 2053 (1.76) -R.53 (-13.16, -2.90) 0003
Secondary endpoints

Proportion of participants with UAST < 6 at Week 24 16 (23.5) 324457 2.R4R (1301, 6.234) 00075
Proporiion of participants with TUIAST = 0 at Week 24 9{13.2) 224301.4) 2:908 (1.173, 7-:209) nores
Change from baseline in HSS7 at Week 24 =590 (0.93) -10.28(0.91) -4.3E {(-6.78, -1.98) 00003

Chamge from ba:
Chamge from ba

ine.in ISS7 at Week 12 -6.01 (0.85) -E37(0.E4) =237 (460, -0.13) 00377
e.in UAST at Week 12 1178 (1 64y -1681 (1.62) -5.02 {-932 -0.72) 223

Proportion of participants with UAST < 6 al Week 12 12 (176} 24 (34.3) 2645 (1154, 6.061) 00215
Proportion of participants with MID (ISS7 = 5) response at 29 (42.6) 51(72.9) 3413 (1596, 7.299) 00014
Week 24

Proportion of participants with MID (ISS7 = 5) response at 36 (52.9) 49 {7000 LR72 ((LR93, 3.023) 00971
Week 12

Change from baseline in HEST at Week 12 -5.69 (0.83) -B.39 (0.83) =270 (-4.90, -0.501} 00160
Proportion of participants with UAST = D at Week 12 6 (H.8) 11 {157} 1970 (676, 5.743) 02152
Change from baseline in UCT at Week 24 48R (0.61) T71 (059 284 (1.27,4.40) 00004
Chamge from baseline in UCT at Week 12 4.62 (0.57) 64K (0.57) 1.B6 (0.35; 3.36) 00155

CMH: Cochran-Mantel Haenszel: IS57: ilch-severity score ower 7 days (0-21); UAST: uricana activity score over 7 days ((-42); HSST: hives-
seventy score over T days (0-21); UCT: urticara control test (0-16)

@ 1A} HrpHs: FEFHE 2472 Aof ] 1SS7 HrE SAASE FosiA ZAaAA=

Table 15 - Change from baseline in ISS7 at Week 24 - ITT population

1887 Placeba D pilumab
(N=hH) (N=T0)
Baseline
Number i T
Mean (SO 15744411 16 L0 (3.98)
Median 15.50 1600
0Q1:03 13.00 ; 20000 14.00 ; 20000
Min ; Max Ba: 210 Bik:210
Week 24
Numiber 58 i1
Mean (SDy 10.19(7.52) 583 (6.08)
Median 10,00 4.50
0103 300 17.00 004k, 10.00
Min ; Max 00 210 00 210
Change from baseline
Number {observed imputed) 58 (46/12) b (606}
Mean (SD) -5.62 (B.07) -124(7.03)
Median - SRR
Q103 ~13.00 ;0,50 -1 4D ; -5.00
Min ; Max -21.00 10.0 -21.0:5.0
LS Mean (SE} 8 -6.01 (0.94) -10.24.(0.91)
LS Mean DifT vs. placebo (95% C1) @ -423(-6.63, -1.84)
P-value vs: placebo 8 0.0003

- wlo]2~ERl ISS7 Hit HHSD) = flekrollA] 15.74(4.11), FEFR T4l 16.103.98)=
SABII oL, 2473l Wlolzelel T 1S B WEIHSEE SlekrolA -6010.94208) i)
TR FolFoA 102409 SAHOR FlslAp=00005) T 2 NS RAL.

- T B An FaRg AE Znel FAA fo40S BE Aohe AZA A
e B ol NPE RAAAE QBEA BAHAE. BA = A oHES
B8E A% A% AYSHALD AA BIY GO AHgsHe]l BT Ao, FA
Er A oFE Bg olF Ade] 57 H4E Hotel FFQIMOR thAshel
BAsE BE B4 ARME BT g thu] FERY RolPA FAHOE
Folg A TAr} A YL,
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- A2AFAL 1857
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Figure 3 - Plot of treatment effect on change from baseline in 1ISS7 at Week 24 by subgroups - i
ITT population Subgroup Comparison
Race
‘Subgroup ‘Comparison N LS Meandiff. 95% C| Dupilumabbetter Placebo better White Dipilumah vs placsbe 95 -3.65(-6.75, -0.55)
All the Others Dupilumabvs placebo 41 -5.54(-9.38,-1.70)
Ago group (year:
ge group (years) inlaity
<41 (Madian) Dupilumabvs placsbo 86 -3.24 (-7.16, 0.67) -
A - S - e Hispanic Dupilunabvs placsbo 25 -0.52(-7.23,6.19)
‘Ago.roup (years) Non-Higanic Dupilumab vs placsbo 113 -4.85(-7.54, -2.36)
<65 Digilumabvs placsto 126 -4.42 (-6.98, -1.67) —-— Angiosdema at baseline
>=85 Dipilumabvs placsbo 12 450(-921, 18.21) - Yes Dipilumabvs placsbo 62 -2.59(-6.44, 1.26)
Gendor No Dupilumab vs placsbe 76 -5.47(-8.54, -2.27)
Malo Dipilumabvs placsbo 47 -4.73(-9.35,-0,11) Basolin UAS? score
Female Dupilumabvs placeho 81 -3,.85(-6.93,-0.98)
<28 Dupilumabyvs placsbe 41 -3.72(.7,89,045)
Baseling weight (kg)
<73 (Median) Dupliumabvs placsbo 88 -5.33 (-8.73,-1,92) - >=28 Dupilumab vs placsbo 87 -4.55(-7.57,-1.53)
>=73 (Madian) Dupilumab ve placche 69 -3.86{-7.55, -0.17) - Baseline |SS7 score
Baseline welght (kg) <13 Dipilumabvs placsbo 28 -5.05 (-10.29.0.20)
<60 Digilumabyvs pizcsbo 26 -8.20 (-14.63, -1.77) - =13 Dipilumabvs placebe 110 -3.86 (-6.64, -1.08)
>=60 Dugpilumabvs placebo 111 -3.87 (-6.80, -1.43) T
Exling o ovy <2 Dupilumabvs piacsbo 67 -3.22(-6.72.0.28)
<25 Dupilumabys placsbo 57 -5.84(-8.66,-2.01)
2-10 Dupilumabvs placsbe 47 -4.00(-4.18,0.18)
>=25-<30 Dupllumabyvs placsbo 41 268 (-7.32, 1.97)
= Diplunabya piscebn 39 <347 (649, 1.54) . >10 Dupilumabvs placsto 24 -B.14 (-1545, -0.63)
Reglon Baseline H1-antihistamine:
Asa Dupilumabvs placebs 33 -5.85 (-9.96, -1.75) - dose
Latin America Dupilumabvs piacsbo 18 0.4 (-6.98, 7.86) Sandrd dose Dupilumabvs placsbo 72 -2.55(-6.01,0.81)
Ea% Europe Dipilumabve piacehs 23 -4.39 (-11.46, 2.67) Jtod-foldgadrdcos  Dupilumabvs placsbo 66 -6.20 (-9.80, -2.60)
Wastarn Counlries Dupilumabvs placbo 63 -4.05 (-7.76, -0.32) U
Territory
1gE (1U/mL)
North America Dipilumabvs placke 56 -4.01 (-7.84, -0.07)
Ewopean Union & United  Digilumabys placsbe 8 -5.16 (-18.24, 7.92) =100 Dupilumalivs placeto 65 -4.24(-7.86, -0.62)
Kingdom == 100 Dupilumabvs placsbo 66 -4.63 (-8.22.-1.04)
Rest of World Dipllumabyvs placshs 74 -4.54 (-7.64, -1.44) -
T - r T 1T
-0 -0 o 1o 20
LS Mean diff.

N LS Mean diff 85% Cl Dupilumabbetter Placebo better

LS Mean diff.
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Table 16 - Change from baseline in UAS7 at Week 24 - ITT population

UAST Placcho Dupilumab
(N=68) (N=T0)

Baseline

Number 6E 70

Mean (STH 30.76(8.19) ILR6(T.IR

Medisn 1100 3250

Q103 24.00:37.50 28.00 1 37.00

Min ; Max 1601 ;420 164 ;420
Week 24

Number 3R 66

Mean (SD) 19.75 (14.5%) 11.54{12.22)

Median 2000 9,50

0Q1:Q3 583 ;3500 (.00 ; 19.60

Min ; Max 00420 00420
Change from haseline

Number (observed imputed) S8 (46712) 66 (6076}

Mean (SD) -10.93115.06} -20.25 (13.29)

Medhan - 1000 -20.50

Q1:0Q3 =23.00; 1.00 =30.00 ; -10.00

Min : Max 42000210 420:123

LS Mean (SE) 8 1200 (1.8 -20.53.(1.76)

LS Mean Diff vs. plageba (95% €1 @ -8.53 (-13.16, -390}

Povalue vs. placebo 8 o000
O 254 Ag TS A8 s E400A BT LY
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Figure 4 - Plot of treatment effect on change from baseline in UAST at Week 24 by subgroups -
ITT population
Subgroup Comparison N LS Mean diff. 95% €1 Dupilumab better Placebo better
Subgroup ‘Gomparison N LS Meandiff. 95% Cl Dupilumab better Placabo better Race
White Dupilumabys placebe 95 -6.88(-13.02,-0.75) -
Age group (years) Al the Othars Dupilumabys placsbo 41 -12.25(-19.01, -549) .
<41 (Median) Dupilumabyvs placebo 66 -B.25 (-13.74, 1.24) - Ethnicity
>=41 (Madian) Dupilumab vs placeho 72 -10.80 (+16.55, -5.05) . Hispanic Dipilumabus.placsbo 25 -3.03 (-16.12, 10.06) B
Age group {years) Nan-Hispanic Dipliumabva placsbo 113 -0.74 (-14.74,-4.73) -
<85 Dipilumabvs placshe 126 -B.87 (-13.80, -3.93) L PR ———
>=65 Dupilumabvs placebo 12 10,67 (-1219, 33.52) . Gy Dipiunbvapiacsb. 82 5851533, 204) =
Gencer Ne Dupilumabys placsbo 76 -10.53(-16.49, -4.57) .
Maie Dupilumabvs placsbo 47 -8.83 (11842, -1.23) -
Basaline UAST score
Female Dupilumabys placsbo 91 -7.48 (-13.34,-1.61) -
<28 Dupilumabve placebs 41 -5.17 (-13.21, 2.87) -
Baseline welght (ka) e
<73 (Mettan) Bulumdbys placshn 68 ADA (1673, ~4.08) . >=28 Dupilumabus placsbo 87 -B.92(-14,77,-3.08) -
>273 (Medan) Dipilumabys placsbe 69 -7.86 (-15.20, -0.53) - Babpline 1357 scoce
Bassline welght (kg) <13 Dupilumabve placsbs 28 -11.13(-21.60, -0:65) -
60 Dupllunabvs plocsbs 26 -15.7 (:27.90, -3.58) >=13 Dupilumabus.placsbo 110 -7 84 (-13.09, -2.60) -
>=60 Dipilumabvs piacsbo 111 -7.85 (-13.23, -2.68) - Duration of disoasa (years)
Basallne BM| (kg/m?) <z Dupilumabys placsbo 87 -B:44 (13,38, 0,50) -
<25 Dupilumabvs placebo 57 -12.02(-19.08, -4,96) . 2-10 Dupilumebys placsbe 47 -7.55(-15.76, 0.67) -
»=25. <30 Dupilumanvs placsho 41 4,70 (-13.52,4,13) . >10 Dupilumabys placebo 24 -17.45(-29.78, -5.14) .
>=30 Dupilumabvs placsbe 39 -B:88(-17.28, 3.33) * Basaline H1-antihistamines
Region dose
Asa Dipilumabvs placsbe 33 -11.53(-12.17,-3.89) Sandard dosa Dupilumabys placsbo 72 -6.20 (-12.86, 0.48) ——
Latin Amarica Dupilumebvs placsbo 19 -1.034:16.05,13.89) " Ziofadgmdrdoe  Duplumabve placsbs 66 -11.89 (-18.75, -5.04) i
Eas Ewope Dupilumabvs piacsbe 23 -8.12(-21.55,5.31) — Basaline serum Total
Western Cowntries Dupilumabyvs placebo 63 -8.35 (-15.75, -0.95) - iy
b <1600 Dipilumabys placsbo 65 -B.17 (-15.04,-1.28) .
North America Dupilumabvs piscsbo 56 -B.83 (-16:49,-1.16)
>= 100 Dupilumabys placsbo 86 -10.63 (-17.72, -3,584) ——
Ewopean Union & United  Dupilumabvs placsio 8 -6.19(-22.37, 5.98) -
Kingdom
Rest of World Dipilumanvs placsho 74 -8.13 (-14.95,-3.31) - ————
-4 A7 a 17 U
34 70 T LS Mean diff.
LS Mean diff. o - T
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Table 17 - Change from baseline in 1S57 at Week 12 - ITT population Table 18 - Change from baseline in UAST at Week 12 - ITT population
1857 Placebo Dupilumab UAST Placebo Dupilumah
(N=68) (N=Ti) (N=68) (N=T70)
Baseline Baseline
Number 68 70 Nuimbes 68 70
Mean (SDy 574411 16,10 (3.9%) Mean (SD) 30,76 (8.19) 31 86 (7.18)
Medinn 15,50 16.00 Medinn 3L00 3250
Q103 1300 2000 400 2000 Q1.3 24003750 28,00 : 37.00
Min : Max 80210 80:210 Min ; Max 16.0:42.0 16.0:42.0
Week 12 Week 12
Number 62 68 Nuthber 61 68
Man (SD) 9.59 (6.93) 749 (6.38) Mean (SD) 1R.BH (1328) 1481 (12.6%)
Median 7.00 7.00 Median 1667 14.00
Q1.3 400 £ 15,00 1.70:12.83 Q1: Q3 500 : 28,00 290, 22,50
Min ; Max 0.0:210 00210 Min ; Max 0.0:420
Change from baseline Change from buseline
Numbet (ahserved/inpined) 621539 68 (63/5) Number (observed/iniputed) 61(53/9) 68 (63/5)
Mean (SD) 618 (727) R.62(645) Mean (SD) -11.83 (13.92) -17.08 (11.96)
Median 700 #50 Median -13.00 -17.00
Q.03 -13.00; 0,50 ~13.80 ;400 Q1. 2100, 0.00 2750, 750
Min ; Max 21094 21058 Min ; Max 4201 17.0 410,
LS Mean (SE) @ -6.01 {0.55) AT (0.84) LS Mean (SE) 2 -11.79(1,64) -fagL (1
LS Mean DIff vs. placebo (95% €1) & “2.37 {-4.60, -0.13) LS Mean Dif vs. placebo (95% CH @ 5021832,
P-value vs. pluceho @ 0.0377 Povalue vs. placebo @ 223
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Figure 5 - Plot of mean change from baseline in ISS7 over time - ITT population Figure 6 - Plot of mean change from baseline in UAS over time - ITT population
o % #— Plambo
igil Ty o Dupilam 1% el

1SS Mean Change +/- SE
& i
L 1

UAST Mean Changa +- SE
3

2 15
8-
-9 T=T+ Tk
-10-] 20 telet-
11|
12+ 25|
T T T T T ™ A e e e e o ot e T A et o
ERROR A M T e e T W e S B2 4 6 B 10 12 14 16 18 20 22 24 26 28 3 2 M B
Weak Week
#participants #participants
- = Pasbo 68 66 65 B2 62 58 62 50 58 50 57 56 58 66 55 8 & 54 51
Dupllumeb 70 69 70 68 68 66 68 66 66 65 64 66 66 63 65 60 63 61 56

FAacebo &8 68 65 62 62
68

% 62 5 58 B 5 58 58 % % 57 5
Dunlunﬁb?ﬂﬁ@?ﬂsﬁ 66686666@6466666‘.3%60636!5’5

- 1273 9 2453}l UAST <6 %}xu Hl&

- 125}l = UAS7 <6< H9Il %}7}?4 o] FIEY FoToll A 34.3%, kol A
17.6%2 $okz thH] £A4 2o 42‘5} 199 3G S(Q=H] 2.645 (95% Cl: 1.154,
6.061); p = 0.0215)

uFAteE ==t 98 FrhAe] 45.7%7F CSU ZA4ko] & 2A(UAST <6)¥ uhe,
ZEAI R OFoAE 235%%9 oM, foF v FAHSE {Fo3 v
B91S(2 = H|(OR) 2.848 (95% CI: 1.301, 6.234); p = 0.0075)

Table 19 - Proportion of participants with UAST <6 at Week 24 - ITT population Table 20 - Proportion of participants with UAS7 <6 at Week 12 - ITT population

Placcho Dupilumab Placebo Dupilumah
(N=68) N=T) (N=68) IN=T0)
16(23.5) 32 {45.7) 12017:6) 24343)
32(76.5) 38 (543 36(824) 46.{65.7)
1 ETH 10143} 18220 7080

2,548 (1.301, 6.234) 2645 (1154, 6.061)

0.0075

00215

- 1272} @ 24F At UAST = 02) 3A1e] v|-&(Sd #A3)L)

- 1253}l UAS7=0Q1 thAh7h Bl &-& $1oke 8.8%, FAFY FAT 15.7%2 FA7Y
ol ol A Eoke(9]1¢F thul OR 1.970[0.676, 5.743], p=0.2152).

- 247 3bol] UAST=0Q) T} Wl g2 S1okE 13.2%, FREY Tl 314%2 F32
EoToA BAHSE FostA E%e(1eF divl OR 2.908[1.173, 7.209], p=0.0199).

Table 21 - Proportion of participants with UAS7 = 0 at Week 24 - ITT population Table 22 - Proportion of participants with UAS7 = 0 at Week 12 - ITT population
Placeho Dupilumab Placcho Dupilumab
(N=68) (N=T0) (N=68) AN=T0)

H(88) Hasn

62(9132) 59 (84.3)

15422.1) 7(100)
1870 {0.676, 5743

94132) 23L4)

549 (B6.8) 48 (68.6)

22(324) 10 (14.3)
2908 (1.173,7.209)

0.015% 02152

- 2452 9 125F312] HSST Hlo]2ekel tin] wWale} A7t Axlel] utE W3}
- FERT X5 Yo Hlwste] 245 Aol HSS7T HHS wlo] gkl UM BEAFHO R
FoletAl AR E
- Azt Aol whE HSS7T Wslge FHEEY RoFolA AF FU|RE F£XFH Aol
UERY 9o il 8FAHEEH S AIA Felgt 7ol E1H o] 24F274HA
FAHAAT. A& F 125 F3 #2710 5 A5 9 FAHAAS

13
f
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Table 25 - Change from baseline in HSST at Week 12 - ITT population Figure 9 - Plot of mean change from baseline in HSS7 over time - ITT population

HSST ]'I:c;l;u Du&llt;l‘;mh 04 & -
— (NR6R) (A7) A9y Dupilumeb
aseline h

Nutnber o8 70 H 24 ¥

Mean (SD) 15.03 (4:81) 1575 (3.57) s -3

Median 1550 16,00 -4

Q1.0 1050 19.50 14.00:19.00 -5

Min | Max 20:210 80,210 5] 6
Week 12 § 1

Number 2 as £

Mean (SD) 935 (6.65) 735 (6.82) bl

Median 7.50 7.00 E 8

Q103 4400 14.00 100 1192 I -0

Min ; Max 00210 0.0:200 11
Change from baseline 12

Number (abserved/unputed) 62 (53/9) 68 (63/5) Trrtrrrrrrtrrrrrrrrrrfrtr1rrrrrrrrro1 111171

Mean (SD) -5.58 (7.15) -842(6.12) BL 2 4 6 8 10 12 14 1 18 20 2 24 26 28 30 32 N 3B

Median -4.58 BT Week

Q103 -13.00; 0.00 -14.00 :-3.50 L.

Min ! Max 2101100 200183 #participants

LS Mean (SE) @ 5,69 (0L83) 839 (D.53)

1§ Meéan Diff vs, placebo (95% CT) 3 -2:70 (-4.80, -0.50)

P 060 Placebo 63 66 65 62 62 59 62 50 66 50 & 58 98 5% 55 % & 5 5
Povalive s, pilaveh o Dupilumeb 70 62 70 63 63 66 63 66 66 65 64 66 66 63 65 60 63 6 56

- 1253 8

. kR

SAIACE FostAl E=oha(1eF Bl OR(95% CD-2 3.413(1.596, 7.299); p =

2472} ISS7T MID(=5%) ¥-&-A Hl &
Fofol A oF the] 245A}o) ISS7T MID Hb-&-& KRl #71Ake] Hl&&

0.0014).

1252} ISS7 MID ¥H-&-&

Hel H7hAke] Hl &0

FEFR 7 70.0%, $1F 52.9% =

=2 M-S BAS(eF vl OR: 1.872 [0.893, 3.923]; W= p = 0.097D)

Table 26 - Proportion of participants with 1SS7 reduction from baseline of 5 points or more at
Week 24 - ITT population

Placeho Dupilumab

(N=68) (N=T0)
Wiek 24
1SS7 reduction from baseline oF=5 points

Responders 29 (42,6} 51(729)
Non-tesponders 39(57.4) 19.27.1)
Imputed non-responders 22(324) 10 (14.3)

OR. 95% Cl va_ placebo @ 3413 (1,596, 7.299)
0.0014

Povalue vs. placebo

with ISS7 red: from b,
Week 12 - ITT poputation

of 5 points or more at

Table 27 - Proportion of

Placebo Dupilumat
(N=68) (N=Ti)
Weel 12
1887 reduerion from baseline of 2 3 points
Responders 36(529) 49 (70.0)
Non-responders 32(47.1) 21 (300
mputed non-responders 15422.1) T(0m

OR, 93% 1872 {0893, 3.923)

Vi pl.nﬂm i
0.0971

P-value vs. pliceha

A WA ISS7 MID W3 A7z o] F

5.0, YeFFolAE 4.0572.0, 8.09.oH, YeF thn)
]E EJ’}_# E—I\I\U
27] 2 HAAKUCD) Hjo]2gkel tin] w3}

0.809, 1.829)% T L7 Foo] A
- 1273 2 4FA T
TARE RATAN 12744 273
915912,
sl sEelolA F o
dgtov], FULY Folie] Tk
UZFA TR FolT o 4o
Aelgom sekzlAE Uk UCT 4

Zo BE UAE UCKI2Y] FE87] F40] 249
wlo] 2~24¢l UCT

ek AZH95% CD& FEFREelA 3.0572.0,
1 @HI(HR)+= 1.216(95% CI:

5 foF thiul UCT Ao w2lvlgt 714 ol

A
Ao 4.0, oFr2 35+
gAAE FUE UCT A4 122 2 249

45 T2 % 2UTA B FHUE

Table 28 - Change from baseline in UCT at Week 24 - ITT population

ucr Placebo Dupilumab
(N=68) (N=T0)
Baseline
Nurber 68 59
Mean (5D} 163(227) 3,75 (2.28)
Median 350 400
Q1;03 200300 2460 1 5.00
Min ; Max 0.0:90 00100
Week 24
Number 61 L
Mean (SD) R23(5.13) 1109 (4.13)
Median 7.00 12.00
Q1:03 4001 13.00 800 ; 15.00
Min ; Max 0.0, 160 0.0, 16,0
Change fram baseline
Number {ohserved/imputed) 61 (4912) 67 (62/5)
Mean (SD) 4.64(5.51) 728 (421)
Median 3.00 .00
01:03 0.00; 10.00 5.00 ;10,00
Min : Max 40150 -l 160
ABB(061) 7.71 (0.59)

LS Mean (SE)?

LS Mean Diff vs. placebo (95% Ch? 284(1.27. 4400

Table 29 - Change from baseline in UCT at Week 12 - ITT population
ueT Placebo Dupilumals
(N=68) (N=T70)
Baseline
Nuiber o8 6
Mean (SD) 3.63(227) 375 (238)
Median 3.50 400
Q1,03 1K) - 3.00 2,00 ; 5.00
Min ; Max 0.0 9.0 0.0 10.0
Week 12
Number o6 68
Mean {SD) HAT (474} 10,06 14.10)
Median 8.50 11.00
Q1:03 4002 12.00 T00 2 13.00
Min  Mix 001160 0.0:160
Chuage from biseling
Number (observedimputed) 66 (39/7) 68 (64/4)
Mein (SD) 4,58 (5.14) 626 (4.01)
Mediin 3.50 600
Q103 0.00 - 9.00 2,00, 9.00
Min | Max 50,150 L8150
462 (057}

LS Mean (SE)
LS Mean Diff vs. placeho (95% (1)

TFHEY Foo HHSD) UCT Aae 245%Fol 11.09(4.13), 365kl 10.74(4.60)
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Rom, SlokEe 77 2453} 8.235.13), 3657} 85965)F FHER FolEe] B
UCT H%E $FA% 1o 2§00 24 #4598

Figure 10 - Plot of mean change from baseline in UCT over time - ITT population
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Table 30 - Proportion of participants with UCT 212 at Week 24 - ITT population Table 31 - Proportion of participants with UCT 212 at Week 12 - ITT population

Placebo Dupilumal Placeho Dupilumab
(N=68) (N=70) (N=68) (N=70)

Week 24
ucr=12
21{309) 34 (48.6)
47(649.1) 36 (514
1927.9) BiiLd)
1824 (0LBYR, 3.705)

9(132)

00934

- 12533 9 43Ale) 7Y 9 YHREE BE YAASDS Holz2kl oH] W
- 24210l Wo] gkl tiv] LS HHSE) ¥sl= FEFER FofTtolA -22.51(3.99),
SloFol A 23133695 0.7 12530 wlo]~eel thu] 1S HHSE) Wals Fuwg
Fof oA -19.34(3.62), ¢ eFTollA -23.80(3.32)2 F L& It #ol7F Sl
cwlo]zeelol A Wk HFo] Qe tAAOIA 2457 AAST=0 HHEARS] W &L
TEEFY BAFG7.1% HF(G5.9%) 2 A=
CAFAREY UFANA AROAA B B BE0] gl o] WRED) FH A5t
T 2ohra} okt Thell M4atS(104.31 [53.92]Y o) 109.26 [54.01]19).
- 12533 9 2453 DLQL H4¢] wlol 22l vl W
L S@en (2 ook} nmste] 12% B 4% wRolA B DLQl WSS AR,
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Table 32 - Change from baseline in DLQI at Week 24 - ITT population

Table 33 - Change from baseline in DLQI at Week 12 - ITT population

DLOT Placebo
(N=68) IN=TI)
67 66
15.31 (6:72) 1348 (5.89)
16.00 13,00
10.00 - 2000 10.00 ; 18.00
20;280 20:270
61 64
761 (7.63) 3B0(5.01)
500 200
Lo ; 13,00 0.50 ; 5.00
00;240 ;180
eling
Number (observed imputed) Bl (4912) 64 (60/4)
Mean (SD} 756 (8.13) 4.50{5.92)
Median =700 9.00
Q1:03 -13.00 ; 0.00 -13.00:-6.00
Min : Max 2701 4.0 2301 4.0
LS Mean (SE) 761077 0774078
LS Mean Diff vs. placebo (95% C1) 3 16 (522, -110)
0.0026

Povaluie vs. placebo @

DLOT Placeho Dupilumul
(N=68) v
Baseline
Numbser 67 o6
Mean (SD) 1531 (672) 1348 (5.8%)
Mudian 16.00 1300
Q.03 10,00 ; 20,00 10.00 ; 18.00
Min ; Max 20,280 20:27.0
65 65
7691(7.22) 4.85(5.24)
600 .00
100 1400 100 ; .00
00,240 40,250
Wimputéd)

65 (S8i7)
755 (7:47)

Mean (SD) 747)
Median 6.00
Ql:Q3 1200 -2.00
Min ; Max 270540
LS Mean (SE) gLty

LS Mean Diff vs, placebo (95% €1 @

Povalue s, placebo

65 (61i4)

-9.00 (0.7}

204 (4,05, -0.02)

0.0475
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Figure 12 - Plot of serum concentration (ng/mL) of dupilumab over time - PK population
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Figure 13 - Plot of median change (with q ile range) from ine in total serum IgE (IU/mL)
over time - Safety population
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Figure 14 - Plot of dupilumab concentration over time by peak post-baseline ADA titer category -
PK population
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Table 53 - Summary of neutralizing antibody (NAb) Status - ADA population

Placeho Dupilumab
(N“66) (N=69)

Participants with positive Nab #

High (

L0 i 0

0 #(11.8) 150000
0 [

0 8(116)
o 343
o 14
i 1(58)
o 0

Dupilumab

0 L
000, o B (116}
(100010000 ) o 0

P CONCENTRATICN (ng/mL}
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Table 40 - Overview of adverse event profile: Treatment-emergent adverse events -
Safety population

o (%) Placebo Dupllumah
(N=68) (N=T0)

Participants with any TEAE 40 (58.8) 3R (54.3)
Participants with any severe TEAE 4(5.9) 2{2.9)
Participants with any treatment emergent SAE 5(7.4) 242.9)
Participants with any TEAE leading to death L{L5) ]
Participants with any TEAE leading to permanent study intervention discontinuation 459) 2(2.9)
Participants with any reatment emergent AESI 4] 2(2.9)
Participants with any treatment emergent other selected AE 10 ¢14.7) 929
Participants with-any TEAE related to IMP 16 (23.5) 10 (14.3)
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Table 46 - Summary of participants with injection site i - Safety p
Table 45 - Number (%) of participants with treatment emergent AESIs and other selected AE njection site renctions l(’:.f;:;) Dl::-“,:w;.h
grouping events by category - Safety population Partigipanis with uny TEAE 41132y Bill4)
AE Category n (%) Placeba Dupilumab Pariicipants with any SAE [ [
(N=68) (N~T70) Pariicipants with any teatihent-emergent SAE [ [
Any ireniment emergent AESI 0 2029 ’m ummmun_v.\[imimqmﬂnmh 0 0

1o death o 1]
to permanent study intervention discontinuation ] a
s AE 10 IMP reparted by investigator 9(13.2) 71001
0 0 Number of participants who have ISR associated with / Number of participants who have

V6B (4.4) _(l|4 ay
367 (4.5)
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2731 (3.9)

2750 (4.0}
severe imjection site reactions that lnst fonger than 24 hours 0 ) [ /50 (6.0)
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Table 6 - Participant disposition
(%) Placebo Dupilumab All
N=TT) (N=T4) N=151)
Exposed and not randormized o 1] i
Randomized und not exposed o o o
Randoduized and exposed 77 (100} 74(100) 151 (100)
69 (89,6) 67 (90.5) 136(30,1)
8(104) 7(9.5) 15(99)
11133 0 LTy
Figure 2 - Participants disposition 0 0 o
1(L3) 0 1Ty
B4 ded o 341 320y
I #15ememed e chobBly [ofimeRE—————" 0 V(, ‘ I,,
1B 104108 2, 10002 2, 12,01, ., R _— .
|8 y 10740 (1
|a ( o i l Efu\vm‘n]mmﬂliﬁ‘, E1615), E0GAQZ (1), 1(13) 0 (0.7
L L - EX ) EAB1). B 1) Related to COVID-19 ) 0 0
= Not related to COVID-19 113y 0 T
3 TI— 77 aocatod to placebs Reason for study intervention withdrawal by subjeet "
| g 74 recenved dupilumab T7 reoeived placoba Adv event L(L3) ] 1Ty
Related 10 COVID-19 0 0 0
§ Not relaed to COVID-19 1(13) 0 10,7y
67 comglited the study Intervention period 9e compbiud ety ibeivioicrr perlo Study procedure 113} [ LTy
I i TRt coniva b “"“‘;i:"‘”""""""s’*‘"“" by i hﬁ'ﬁ;,xwm g Lack of efficicy 2026 @7 1(2:6)
12 3 wﬁzﬁiﬁm- T o @ ol Other 2(26) @7) 10260
| i 40 compleld the study period™ ” m;&ﬁﬁmﬁw“mu Refated 10 COVID-19 0 o 0
!E  dsoonmst ety percd 10 datetiyed the iad st Not reluted to COVID-13 (2.6) 227 402.6)
| bssen i & witvirawals by subyect 52(67.5) 49 (66.7) 101 (66,9}
I 17 wrs ongring in sudy foow- & mi‘j;“ﬂ“;‘"’jm _— :u ( :; o) Iﬁ:n m‘a: :x ( :: -:;
5 (19.5) 7230 31(212)
DE- T4 amalyzed for officacy 77 amalyacd for effeacy Adverse event 0 o o
L‘.EJ l 1 bt sately | 1 anlize o sty Poor compliance ia protocol 0 o [
L it o B A e e T E b LNl AL U L N Withdrawal by subje $(10.4) 6(81) 1493
Site terminated by sponso 0 0 0
Study terminated by sponsor 0 0 0
Other * 2(26) @7 426y
Related 1o COVID-19 0 0 o
Not relaed to COVID-18 2026 @7 126
Status at last contact
Alwve 62 (80,5} 7 (7700 119 (78.8)
Dead 0 i [

5
B
E,

), =713k, 71EH
d/zohel wet S8 A

_93_

o

3912

A% 7t @




BEE A AHE F7) FHHo] L1 vEE PASMAH] FULY =
.

rr
f
12
ftlo
1

£
i
g;l(z

Figure 1 - Study design

Post-
treatment
Study treatment period (24 weeks
+— Screening — dy P ( ) (12 weeks)
N=T5 Dupilumab*
Study C
omalizumaly
naive N=T5 Matched placebo”
I T Week 12 Week 24
Week Week 0 (E0T) Week 30
4to -2 (D1) (EOS)
[ Background: non-sedating H1 antibistamines up to 4-fold recommended dose ]
Dapllumab 300 mg QEW/Q4W, adiministered as 1 SC injection of dupihunsb 300 mg (2 mL)
200 mg QIW, d as 1 SC imjection of dugilusnab 200 mg (1,14 mL)
Matched placebo is prepared i the same formulation withowt the addition of protein (i.e.. the active substance)
A loading dose equivalent to trentment group assigned wall be sdiminkaered on Day 1.
* Aduls: 300mg Q2W: Adolescents: 200 mg Q2W <60 kg or 300 mg Q2W =60 kx:

- A 712 (eF 409)
- 2~38d 713k 149-28Y
« X877k 245
*SFU7IZE HE ATebe o § 12%
- AldekE 9 Fof Y
« AgerE: T
O A2 2 =60kg HA3: 600mg F3+-&%F Fo T 300mg Q2W
@ <60kg Fad P =30kg 4oH6~114): 400mg H&&%F Fof 3 200mg Q2W
@ =15kg ~ 30kg ZoH6~11A4]): 600mg F3}8= Fo 3 300mg Q4W

Table 4 - Batch numbers of the investigational medicinal products

Investigational medicinal product Batch numbers
Dupilumab 300 mg/2 mL C1095727, C1101819, GM023891, GMO23464, GM029441, GM029425
Dupilunab 200 mg/1.14 mL C€1100419, C1096832, GM027592, GM028037
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Table 9 - Analysis populations

n (%) Placeba Dupilumak All

Randomized population TT 100y T4 (100} LS1 (104
Lo

Efficacy

1
Imte eal (ITT) T7 (1) 74 (100) 151 (101)

ADA popul; 1 5 Tz 147

Pharmacoki c {PE) population 0
Safety population

72 77

77 T4 151

Population without tral smpact (disruption) due o COVID-19 T7 (1000 74 (10m 151 (1000
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Change from baseline in ISST at Week 24

Change from baseline in UAST at Week 24

Change from baseline in HSS7 at Week 24

Proportion of patients with MID (ISS7 =5) response at Week 24
Proportion of patients with UAST <6 at Week 24

Proportion of patients with UAST = () at Week 24

Change from baseline in UCT at Week 24
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Table 11 - Disease istics at population
Placeba Dupitumul Al
5 T NPT beevesils (N=77) (N=Td) (N=151)
Table 10 - Demographics and participant characteristics at -Ri POF A% ALORSEL BF U0 (Eisy
Placebo  Dupilumabs Al Himbier B e L
N=TT) (N=74) (N=151) Mean (SD) 382(175) 39.4 (17.5) 388 (175)
T Median 360 37.0 310
Age (yeats) . 01,03 340530 260500 350,520
Number bl 74 151 St o 6:76
Mean (5D} 4401671 456(17.0) 4T (169) Time e first diagnosis of CSU (years)
Median 470 470 470 Number 77 T4 151
Q1:Q3 3L0:STO 340:550 320570 Mean (SD) 6.4(9.6) 6.7 (10.0) 65 (9.8}
Min ; Max 8,77 10,79 879 Medtany 13 8
At r\l cars) [ (%)] QLA i i
Atge gronp Lye 4 B Min : Max 1151 1:56
Number s 74 151 Buseline 1SS7 score
611 2(26) 14L3) 32m Number 77 151
1217 3G9 34N 6(4.0) Mean (SD) 150 (3:9) 151 (3.8
b = Median 140 140
-3 2 263 s
L e ) 26(E1) 3@ Q1,03 130 ; 18.0 13.05 180
40-64 36 (46.8) 32(43.2) 68 (45.0) Min ; Max 2 3.2
65-74 8(104) 8 (10.5) 16{10.4) Raseline 1SS7 seors 1 (*)]
273 (13 A4{54) s{33) leber 77 74 151
15 (23.4) 13076 11.20.5)
Region " fn (%)] 59 (76.6) 61 {R241 120(79.5)
Nurber 7 74 151 Buseline UAST score
Asia MG 260(51) S Dbt 0 i o
i . SRS, B SoasT) Mean (SD) (7.9) 28647, 283 (7.5
Latin America 452y 340 T4 Median 0 280 280
East Europe 1(1.3) 1{1.4) 2013 220330 230:35.0  220.340
) o ol 5:42 1642 5.42
Western Countrics 48 (62.3) 44(59.5) 92 (60.9) s vy
Territory " [n (%)) 77 74 is1
Number 77 74 151 33 (429 (378 61 (40.4)
- ” . & 457 46(622) 90 (59.6)
North America 27(35.1) 27(36.5) 54(35.8) N T
European Union 22286 3) 4 Number 77 151
Rest of World 2% (36.4) 20392} STETY Mean (SD) 13.0.(5.0) 132043
rPApGe) Median 140 140
Sex [n(%)] 103 %0:170 s0: 170
Nutnber 77 74 151 Min 1 Max 0:2 0:21
Male 18234y 27(36.5) 45 (29.8) Presence of angioedema at baseline * [n (%)
Female S9(T66)  AT(6RS)  106(702) Smber
Race [n (%) No
Nuniber ki 74 151 Buseline AAST store for participants with angioederna
Whit 2432 70 (46:4 Bliiher L2 >
.- Rl il Mean (SD) 472 @8 4550276
Black or Afhcan American a 213 Median 487 392
Asian 33446 62@LD Q103 29.0:72.6 200,660
Min . Max so82 s.91
Japunese 13(17.6} 25 (16:6) AN ey s
Native Huwaiien or Other Pacilic Islander ] 0 ‘Number 47
American Indian o Alaska Native 0 1(1.4) 10.7) Mean (5D} 5.5(3.3) 3.0(3.0) 5233
Median 5.0 0 50
; 1 2
Multiple 2{26) L4 3z 01:Q3 56180 3050 30570
Not Reported 4{32) 4(54) Min ; Max 0:i6 012 016
Unknown 2{26) 340 Baseline DLQ1 score "
ik T 1 T 142
shniciy [n (%) 118 (7.05 1255 (6.7) 122 (6.8
Number 77 74 151 no 130
Hispanic of Latino 13 t16.9) 1H{13.5) 231152 60:17.0 70 17.0
s ¢ 2 030 1
Not Hispanic or Lating 62 (80.5) 61(838) 124821 Bkt e Ll et
Unknown 1{1.3) i {7 Number T4
Not Reporied 1(13) 2427) EXRE] Mean (D) 380 (21.4)
Weight (kg) Median 330
¥ . Q1:q3 19.6;57.6
Number 74 151 *in 4192
Mean (50) 7335(1696) T352(19.53) Baseline PGIS seore
Median 7280 7190 Eymbe 24 0 15y
Mean (SD) 3.30:6) 32(0.7) 30.7)
. 2082 2
QL.Q3 60.20; §250 60208400 ek g S =
Min { Max 32711564 4531232 3271564 Q1:03 3040 3.0:40 3.0:4.0
Weight group (kg [n (%] Min : Max 2.4 1.4 1.4
Aokt - 4 151 Buseline Toml IgE (IU/mL)
¥ = N 1 Number 70
<60 19247 14 {18:9) 3219 Menn (SD) 3047 (462.0)  311.9(699.0)
=B} BHSLL)  TIB{TR) Median 1375 107.3
BMI (kg/m?) Q1;Q3 5023600 34613000
i o - 3 Min ; Max 42578 1:6997
Hismliee i 7 3, Buseline Total IgE (1U/mL) [ (%))
Mean (SD) 2723(7.15) 263714.93) 2681 (6.16) Number 74 70 144
Median 2597 2604 2597 <100 40(54.1) 3043 71(49.3)
i op s 38 i =100 34(45.9) 39 (55.7) 73 (50.7)
Q103 220153010 2276;29.05 22502968
i 2 g Baseline H1-antihistamines [n (%0)]
Min ; Max 173,548 181416 173.548 Sramber % ) i51
standard dose 34442y 40(54.1) 74 (59.0)
2-3-fold standard dose 3204160 29 39.2) 61 (40.8)
A-fold stndard dose 11143 s (6.5 16 (10.6)

S| 2Bl X 5o B35t Aol A &H L@ FEH A
T FAA FHEY Fo Al CSU 8 74 842
ARkA S E(UAS7) D T8 7|(HSSD Al 2ol A 245216 ek ]

o
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dol

@ 1x FrHia

Table 14 - Summary of the primary and selected secondary endpoints in the hierarchical testing
procedure - ITT population

Parameter Placeho * Dupilumab *  Difference (95% CI) " for  P-value ©
(N=TT) (N=74) Dupilumab vs. Placeba

Primary endpoint (key secondary endpoint for EU
and EU reference countries)
Change from baseline in 1SST at Week 24 -G 10 1.40) -A64 (141 -2.34 465, -043) 0.0184
Key secondary endpoint (primary endpoinit for EU
and EU refercnce countriesy
Change from baseline in UAST at Week 24 1121 12.65)  -15.8612.06) -4.65 (-5.65, 0.65) 0.0226
Secondary endpoints
Change from baseline in HSS7 at Week 24 510131 -T2T(1.32) =207 415, -019) 0.0316
Proportion of participants with MID (ISS7 = 5 response 40 (51.9) 524(7T0.3) 2.507 (1.231, 5.107) 0.0109
at Week 24
Proportion of participants with UAST = 6 at Week 24 I8 (23.4) 2 (440.5) 3.137(1.371, 7.176) 0.0045
Proportion of participants with UAST = 0 at Week 24 14 (18.2) 22(29.7) 2.677(1.127, 6.359) 0.0187
Change from baseline in UCT at Week 24 406 (094} 500 (0.95) 0,93 (-0.48, 2.34) 01940

ure 247 3pel A ol 157 H4E FANOE frolshl BaARS
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Table 15 - Change from baseline in ISS7 at Week 24 - ITT population

1887 Placebo Dupilumab
(N=77) (N=T4)
Baseline
Nurnber T 14
Mean (S} 15.03 (3.95) 15.2513.63)
Median 14.00 14.50
Q103 [3.00; 18.00 13.00 ; 1%.00
Min : Max 30:210 B.0:2L0
Week 24
Muinber 6% 69
Mean (SD) RS0 (6.64) 6.37 (5.33)
Median 7.00 .00
Q1:0Q3 2,00 3 14.00 0.00 . 10.00
Min ; Max 0.0;20L0 00:210
Change from buseline
Number (observed imputed ) 69 (h4/5) 69 (64/5)
Mean (5D) -6.57 (6.55) -9.17 (6.80)
Median =700 -9.33
Q1;03 1100 ; -1.00 <1400 ; -5.00
Min ; Max 210 R Bt L R R
LS Mean (SE) * -6, 10 (L.40) -B.64(141)
LS Mean Diff vs. placebo (95% CI) * -2 54 (4 a5, 043
P-value vs. placebo * 00183

- vjol2sglel IS7 B HHCDIE TR Fol
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Figure 3 - Plot of treatment effect on change from baseline in ISS7 at Week 24 by subgroups -
ITT population
Subgroup Comparison N LS Mean diff. 95% CI Dupilumabbstter Placsbo bstter
Age group (years)
<47 (Medan) Dupilumabys placsb 74 -0.71 (4,03, 2.62)
>= 47 (Meda) Dupifumabys placeo 77 -4.28 (-6.89, -168) —.—
Age group (years)
<65 Dupiiumabvs placsbo 130 -1.99(-4.31, 0.33) el
=65 Dupilumabve placsbo 21 -4.96 (-8.66, 0.15)
Gender
Maia Dupilumabvs placeoy 45 -1.28(-4.27, 1.70) -t
Femae Dupliumab vs ptacebo 106 -3.14 (-5.87,-0.41)
Basaline weight (kg)
<71.7 (Medan) Dupilumabvs placsby 75 -4.20 (-7.08, -1.32)
>= 717 (Medan) Dupliumabyvs placebo 76 -1,24 (-4.28, 1.81)
Baseline weight (kg)
<60 Dupifumabvs placebo 33 -2.87 (-7.62, 187)
== 60 Dupilumabys placebo 118 -2.39 (-4,73, -0.05)
Basaline BMI (kg/m?)
<25 Dupilumab v placsoy 66 -3.10 (-6.15, -0.08)
>=25-<30 Dupilumab vs placebo 50  -1.89(-5.56. 1.79)
=30 Dupilumabys placsbo 35 -3.34 (-8.90, 222) e
Region
Asa Dupilimabys placebo 50 -3.41(-6,44, -0.37)
Latin America Dupilumabys placsbs 7 6.04 (-6.98, 18.07)
Eag Firops Dupiiumabvs placebo 2 NE
VWeden Couriries Dipilumabys placsbs 92 -2.42 (-5.42, 0.58)
Torritory
Narth America Dupilumab vs placebo 54 -3.10(-7.09,0.89)
Eurapean Union Dupilumabvs placebo 40 -1.79(-6.31,2.73)
Rest of World Dupilumabvs placsy 57 -2.79(-5.77,0.19)
— T T T T
-0 -10 o 10 2
LS Mean diff.

Subgroup
Racs
White
All the Others:
Bthnidity
Hispanic
Mon-Higpanic
Angioedema at baseline
Yes
No
Baseline UAST score
<28
=28
Baseline 1SS7 score
<13
=13
Duration of diseasa (years)
<2
2-10
>10
Baseline H1-antihistamines
dose
Sandard cose
210 4-fold dandard dose
Baseline serum Total
1gE (IUimL)
<100
>= 100

‘Comparison

Dupitumab vs placen
Dupilumab vs placan

Dupilumab vs placets
Dupitumab vs piacebn

Dupilumab vs placetn
Dupilumab vs placebo

Dipifumah vs placeon
Dupilumab vs placan

Dupilumab vs placan
Dupitumab vs piacebn

Dupilumab vs placeto
Dupilumab vs placebo
Dupilumat va placetn

Dupifumat vs placeo
Dupilumab vs placets

Dupilumab vs placetn
Dupiluman vs placao

N LS Mean diff. 95% CI Dupilumabbetter Placebo bettar

0.80 (-4.48, 2.67)
-3.03 (-570, -0.37)

0.84 (:6.19, 7.86)
-3.08(-5.33, -0.82)

277 (-B.21,267)
-2.60 (-4.91.-0.28)

-1.89 (-4.78, 0.82)
-3.06(-6.07. -0.05)

-1.64 (-6.05, 277)
-2.68(-5.13,-0.23)

171 (-5.43,201)
-0.89 (-4.22, 2:43)

1017 (-16.18, -4.14)

-1.56 (-4.53, 1.41)
-3.18(-6.33, -0.03)

-4.82 (-7.58, -1.66)
-1.26 (-4:35, 1.84)

71—
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Table 16 - Change from baseline in UAS7 at Week 24 - ITT population

UAST Placebs Dupilumab

(N=77) (N=74)
Bascling
Nuriber 7 74
Mean (SD) 28,07 (T.48) K37 (7.09)
Median 28.00 26.00
Q1:Q3 22,00 : 33.00 23,00 : 35.00
Min ; Max 50.420 16.0:42.0
Week 24
Nurnber 69 [
Mean (SD) 15.96(12.68) 1198 (12.15)
Median 1400 1260
Q1.03 4,00, 23580 0.00 2 17.00
Min ; Max 0.0:420 00:420
Change from buseline
Number (observedimputed) 69 (645} 69 (64/5)
Mean (5D) -1229(12.75) -16,92 {12.73)
Median -1200 -18.00
Q103 ~19.00:-2.00 -26:00 . -7.00
Min | Max 420110 420 K0
LS Mean (SE) -11.21 (2.65) ~15 86 12.66)
LS Mean Diff va. placebo (95% CD* -4.65 (-8.65, -0.65)
P-valug vs, placebo * 0.0226
o o) =]
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A et A dEE oz ARt
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T
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iﬁ] Ao7g

QIFEA A EA WU J|A X AHY EA wE Y BAAE g EE9
ATFFZATZ B4 B 7]A = =3 bl =9 A = tlFw
el ToA FAEgol ok mul A Hew o & b AT RS
) o S Z = 2.
5}2] 7 of] A SR qoz o = A EIE RIS
Figure 4 - Plot of treatment effect on change from baseline in UAST at Week 24 by subgroups -
ITT population 4 <
Subgroup: Comparison N LS Mean diff. 85% Cl Dupilumabbetter Placebo better
Subgroup Comparisan N LS Mean diff.95% C! Dupilumabbettar Plasbo better Race
White Dipilumabvs placiis 70 -1.81 (-8.57,4.76)
Age group (years) All the Others Dipilumabvs placsba 68 -5.32 (-10.51, -0.12) -
<47 (Madian) Dupilumsbys placsbo 74 -0.84 (-7:18,5.30) ——- Ethnidty
>= 47 (Median) Dupllumabys placebo 77 -B.23 (-13.17,-3.30) Hispenic Dipilumabys placsba 23 2.73(-9.31, 14.76)
Age group (years) Non-Hispanic Dupilumabvs placsbo 124 -5.84 (-10.16,-1.52)
<85 Dupilumsbvs placso 130 -3.58 (-7.97, 0.81) - Angioedema at basaline
=85 Diilumabys placebe 21 -7.01 (-14.58, 0.55) Yes Dipilumabvs piacsbo 34 -6.84 (15,78, 4.08)
Gender No Dipllumabvs placsba 117 -4.68 (-8.10, -0.25)
Mae Dupilumabve placebo 45 -0.65 (-6.05, 4.76) —— Bassline UAST score
Female Dupilumab vs placebe 106 -8.71 (-11.88,-1,53) <28 Dupilumab vs piacsba 61 <316 (-8.28, 1 88|
Baseline welght (kg) >=28 Dipilumabvs placsba. 80 -5.91 (-11.66,-0.17) -
<717 (Median) Dipilumsbvs placebo 75 -7.42 (-12.88, -1.7) Basoline ISS7 score
=717 (Matan) Dupllumabvs placeho 76 -2.52(-8.25, 3.21) - =1 Bigmative plocster 31 <HOH1-T1AS5.25¢
s el ght () >=13 Dupilumabvs placsbo 120 -4.92 (-8.54, -0.28)
<60 Dupilumabvs placeho 33 -5.62(-14.91, 3.68) Burstlon of dissas (ysars)
< 395( a il
g0 Dipilunave g V18 414 (853, 0.28) 2 Dipllumabvs placsba 61 -3.25 (-10.31,3.82)
-1 B - 4] -
T 2-10 Dipilumab vs piacebn 65 1.07 (-7:29,5.14)
=10 Dipilumabvs placebs 25 -20.35 (-31.94, -8.76) -
<25 Dupilumabvs placebo 66 -5.08(-10.80, 0.71) .
Baseline H1-antihistamines
=25 <30 Dupilumsbus placso 50 -3.27 (-10.15, 361) il
dose
>=30 Dwpilumabus placshe 35 -7.28 (-17.56, 2.89) -
oy Sandard dose Dipilunabvs placesbo. 74 -2.82(-8.27,2:63)
n
s Ztodfoldstandarddoss  Dupilumabvs placsba 77 -5.76(-1183,0.32)
Ada Dupllumabus placsho 50 -6.12 (-11.97,-0:28) -
? Baseline serum Total
Latin America Dipimsbys placsbe 7 T.41 (-17.74,31.86) . e —
e Sirope Dpimaiya i 22 NE <100 Dupllumabys placha. 71 -B.67(-14.37, -2.97) -
Western Countries Dipilumabvs piacsbs 82 -4.71(-10.37,0.95) —— S — 73 170(754,414)
Territary
North America Dipllunabvs placsbs 54 -5:33(-12:95,2.30) —_—
European Union Dupilumsbvs placsho 40 -3.96(-12.32, 4.40) -
Rest of World Dwpilumabys placsbo 57 -4.52(-10.11, 1.08)
T
—T— T —T -2 -8 0 6 32
a2 % 0 16 32
LS Mean diff.
LS Mean diff.
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© oA+ Brhds
- 1252 2 AR 3ol & ISS7 & UAS7¢] 71&A] tiv| W}
TR FolTAA 1252 e 9ok d} vlwske] et ISST(f1eF thul LS He
20](95% A= 7-3hH+ -1.84(-3.78, 0.10) %‘# UAS7(91eF tiv] LS B+ ztol=
-3.36(-7.07, 0.36)ll A SAHC= FoI3F Fas ‘/}EP‘iiu

AST at Week 12 - ITT populat

- ===

- Hlo] gl A T F-E2 Ul AHB9.6%)E T3
HAow UMz 404%= 55 FEH7] &4

FEd7] &4 UAST=28~42)5
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Table 19 - Shift table of UAST scores from baseline to Week 24 -

ITT population

Baseline UAST score

Week 24 UAST score Placebo Dupilamab

N=TT) (N=T4)
Moderate (=16 and <28) (N=60) Complete/ Well-Controlled (=6) B2 (28.60 12725 (48.0)
Complete Control (01 7/28 (25.0) L1225 (44.0)

ntrelled (=0 and <6) 1725 (4.0)
9/25 (36.00)
4/25 (160}

ave: /25

Severe (228) (N=90) Complere/Well-Controlled (<6) 18/44 (40.9)
Complete Contrel {0) 1144 (250)
Well-Cantrolled =0 and <) 744 (15.9)
Mild (=6 and <16) 10440 (25.00 9/44 (20.5)
Moderate (=16 and <28) QA0 (22.5) T4 (15.9)
Severe (=28) 12/40 (30.0) 10/44 (22.T)

- 125 9 2450 UAST <6 <1 &Ak9 Hl&

- 24F AP Al UAST <65 243 T X5
B=-(OR [95% CII: 3.137 [1.371, 7.176]; p=0.0045). 12F=}ell= U

H]-&o] =3

Zehrol A 311%2 Yokl 16.9%0 Blsl =
CD2 2.676 (1.169, 6.125); W& p=0.0185°]3% -

FAX7} glekEnet Folsh

AS7 <691 Frojzte]
rom, 9oF thul OR (95%

Table 17 - Proportion of participants with UAS?7 <6 at Week 24 - ITT population Table 18 - Proportion of participants with UAST = 0 at Week 24 - ITT population
Placebo Dupilumab Placebo Dupllumab
N=TT) (N=74) (N=TT} (N=T4)
Week 24
UAST=0
182341 30(40.5) Res 14(182) 20297
59(76.61 44 (59.5) Non 63 (K1) 52(70.3)
13(169) 10(135) In pon d-n 13 (164) L0 (13.5)
3137 (1371, 7.176) OR, 95% C1vs pm b 2677(1,127, 6,359)
00045 Povalueys, placeho 0.0187

- 1272 9 2453} UAST = 091 A49] vl (¢ #a &)

1273bo] UAST-09) o g Ml €& $1oF2 1L7%, 5
wokor} BAH folge

F-of ol A

COERRES

- 100 -

o FoT 17.6%%2 FIFH
($12F tHl OR 1.8410.691,




4.902], 5= p=0.2259).
- 24F 2o UAS7=021 thAaAb B8 9ok 18.2%, TR Foji 29.7% % FHF7t
Eo oA BEAZFCRE FolstA w4hS(91eF tinl OR 2.677[1.127, 6.359], p=0.0187).

Table 18 - Proportion of participants with UAS7 = 0 at Week 24 - ITT population

Proportion of partcipants with UAS7 =0 at Week 12 - ITT population

Placeho [
(N=T7) (N=T4)

..................
N=] (N=74)

14(182) 22Q24.7)

63 (HLE) 5217&..‘\

13169 100135
2.67 <[l7( .59}

D.0187

44444

02259

- 24—|—ZP S 125212] HSS7 o)zl thu] ¥3ket ARt A3 mE W3}

- FHER AsE 9oFd vlwste] 245 Aol HSS7 HtS o]zl e SAH R
FostAl FaAlZ 5. 245 2} HSST79| woj2=ekel thv] LS H+HSE) WHah=
T Ero A -7.27 (1.32)F (o) 28+l H+ [SD] 13.32 [4.40]), 9 kol A= -5.11
(13D o] =241 13.05 [5.01D o™, Aok thrl LS Hat =Ho](95% A= 73 -2.17
(-4.15, -0.19); p = 0.0316% . 1252l A LS HHSE) ®Mst= T+ F9wroll A -5.75
(1.28), 1efrol e -4.22 (1.28)=, 919F thn] LS B Aol -1.53 (-3.40, 0.34);
W54 p = 0.1097%

- AZE 3ol W& HSS7 ®istEe TR FATAA X g FIHEH FXZH Aol
UEtY 24524712 Az o2 7HAE 5.
Table 20 - Change from baseline in HSS7 at Week 24 - ITT population Figure 9 - change from baseline in HSS7 by week over time during the 24-week
nnnnnnn = treatment period - ITT population
J i
¥ o
WL I
4 = ; ; )
gz ISSEStESTEES S L
E 333433
2 o
""" & & 1 2 4 & 18 2 2 o
Week
Pacebo 77 73 72 72 W™ 7™ 68 71 68 6 67 68 69
Dupilumabk 74 73 69 69 69 7O 7O & 70O B9 66 69 &0

- 1275 2 24F3} ISS7 MD(=5%) ¥-84 Hl&

LT RololA ok tul 245 A0) ISST MID WH-g-2 B9l WAl v&e
SAHOR o5 Ehe(31ek ol ORO5% CDe  2.507(1.231, 5.107): p=0.0109).
1257kol] ISS7 MID WHg- 13l @7habe] wlgo] FHE & 58.1%, 91°ke 51.9%=
A AR Aol o8 FAH FodS FRHA FUAY FAHoR w2 NS
B9k tirl OR: 1.352 [0.682, 2.681); =4 p=0.3959)

Table 21 - Proportion of participants with ISS7 reduction from baseline of 5 points or more
at Week 24 - ITT population 162.6.15.17  Proportion of partisipants with ISS7 reduction from baseline of § poins or more at Week 12 - ITT population

Placebo Dupilumab
(N=T7) (N=T4)

Placeho upilumal
= N=74)

40(51.9) 52(70.3)
37 (481 22129.7)
13 (16.9) 10(13.5)

- A WA ISS7T MID ¥Eg- ARA7EA 9] Sk AZH95% CD
50931, foFrellA= 5.07@E.0, 7.00% 21, $1¢F thH] <
0.918, 2.0059)2 FHFY FEATNA X5 EFHE RIS

- 1233 9 2453 FE87] 23 AAKUCT) Hlo|xgkl tiv] WS

o] zERRlo A T Fofte] BE tidAs UCTKI29] FE87] S0l =45 A

T FRA A 3.553.0,
S M](HR)= 1.356(95% CI:
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Zojzre = B,.o:]ihoﬂ/ﬂ E5F 5.0019 %

= 104, 9ok

o, ol zsekel UCT %9l 127}
PP Tl Al FYak UCT A

2ol 1.35(0.05, 2.66) .= W& p=0.0424 oW 2452}l FHFRY T G+
A= T4k UCT A4 124, AdwdAs 1182 91eF div] LS H+ Z}°](95%

A E]T1h+ 0.93 (-0.48, 2.34); p=0.19400] 3=

o 9gom 9of ma LS B

Tabie 22 - Change from baseline in UCT at Week 24 - ITT population
ucT Placebo Dupilumab G
N=TT) IN=T4)
eline
umd 77 74
5.48(3.32) 4.97 (2.98)
5.00 5,00
300 3 8.00 a0 ; 7,00
0.0; 16,0 0.0:12.0
69 70
10.22 (4:13} 1103 (443}
11.00 12.00
7.00 ; 14.00 00 15.00
0.0, 160 0.0 ;16,0
69 (6475) 70 (66
4.96 (4.68) .90 (4,93)
500 .00
1,00 ; 8.00 2.00 5 10.00
-12.0:13.0 2.0 160
4.16(0.94) 5.09 (0.95)
0.93 (048, 2.34)
01940

- 123 2 245310 TV & 2dE A v]eUCT =12)

L uFAE UG Rolie] 50.0%7t Frely] Aol 24 AEst 4 2dHE
ABUCT =122 ANF W, 9ok 39.0%7, 12546 E FEFe Salzol
37.8%, 9loke] 22.1%% $IokF HlWl FUFY Foliolq Felr] 2ol
a3l AU L

Table 23 - Proportion of participants with UCT 212 at Week 24 - ITT population

16261910 Proportion of participants with UCT >= 12 at Week 12 - ITT population

Placebo Dupilumab

N=T7) (N=T4) Placeho Dupitumab
) =)
30 (39.0) 37 (56.0) e 878
: 60719) 16(622)
47 (61.0) 37450.0) e T
13 (16:9) B (10.8) 2.550 (1.184,5.492)

1,895 (0,938, 3.830) 00149

0.0748

- 12733 9@ 24F319] 7Y B¢ @HEEF B %‘4—’:‘-(AAS7)Q #lo] 2}l v W3}
. 24Z3}o]) o] <2kl thn] LS HIHSE) Wil S Euk Eo] oA -28.85(8.81),
Hfaroll Al -24.04(9.3) 5 2 1253t wo] ekl div] LS B +#(SE) Hile T
Fol 7oA -16.80(6.66), ¢FTolA -7.31(7.29) 2 TR R FoolA O L S
s
- 1233 9 2452 DLQI A<=9] djo]2&Ql tiu] W3}
- FEEY X EE fek vlwske] 125 9 245 T4 e DLQI A4S AT

DLOI Placebo Dupitumab
B NT4)

Placebo

- 1253 9 245 PGIC ¥ PGIS
- BAE AxE FIeheE PGICY| A, 1253k} 24573 e FE Y Fos fofae B
P+ PCICAIA B @& HAa4E BHon, 24573 PGIC B7HE ¢33 37 5
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ABHEZ A3%, TS5 20392 723 v, Yokt BIUFF 132%, F55=
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713E Fk A B ol CSU #¥ o] JWH3(AE) 5 thE o]f& CSU
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o OCSE AHE’E ofatel 71 Aol A OCS AHE7HA o] T3k

5 (6. 5%)01

*2

- 2 A7) 521 6o Fad F 39S FHEY Bojid) 39 glokrd wigEoH, F
"egt oo wigE 39 F 29, SjokrolAlE 3% mEAA ISS7, UAST, HSS7T 5 ST
7l BAE AN faAol SIS,

- B A7 529 3] Lo} gl 19 FHeg S 298 9ok wAEeH

Fosg Solzo 193 glokre] 19elx CSU 4ol Aol el=gle.
RadoAe] FU2ae] §E4 HolE: RIS, FAEe 4w Fad U =
S 593 oke] 7]We Holr], Ae] ME PK AolF Holx| grow HEF TWLE AF
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=eelo) whe} 94} 7Fs
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Table 25 - Listing of ISS7, HSS7, UAS7, AAS7, and UCT data in children and adolescents
atbaseline, Week 12, and Week 24 - [TT population Table 26 - Listing of DLQUCDLQI, EQ-VAS, CuQ2oL, PGIC, and PGIS data in children and
Participant _ Intervention group  Age (yis)  Time-point  ISS7 HSS7 UAS? AAS7 UCT atlolescants albaseline, Waek 12, and Wesk 24 - ITT papulation
1Sex? Participant  Intervention group  Age (ys) Time-point DLQU  VAS CU-  PGIC PGIS
Weight ISexs coLal  for  QzoL
ko) eight Q-5
(kg)
124-0007-60008 Placebo 14IFi61 Baseline g 7 16 17 10
Wesk 12 8 5 13 o o 124-D007-60008 Placebo 4FI61 Baseline 10 88 600 - 3
Wesk 24 14 0 14 0 9 Week 12 6 85 2283 2 2
124-0007-60008 Placebo 14171657 Baseline T 0 3 St o 4 g foar £ 2
Wesk 12 0 N " o ® 124-0007-60009 Placebo 14IFI657  Baseline 5 80 198 - 3
Week 24 0 0 0 o 16 Wesk 12 (] 100 ] ] 1
032.0003:60002 Placebo 14IF492 Baseline 7 o 2 W 8 ] ) ! 100 0 0 !
ek 12 0 B o N 1 032-0003-60002 Placebo \4F492  Baseline 2 100 1848 2 3
Mg G = g s i Wesk 12 i 100 435 2 3
- - : Week 24 3 80 978 H 1
032-0003-60005  Dupllumab 200mg q2w  15/F/47.1 Bassline |18 3% 82 1
Week 12 0 2 0 0 3 032-0003-60005  Duplumab200 mgg2w  16/FM7.1  Baseline 12 70 38.04 - 3
\Wesk 24 05 105 A 408 5 Weer1z § 2, & ! J
126000760012 Duplumab 300 mgq2w 16T Baseline [T 0 5 e i L M M3 .
124-0007-60012  Dupllumab 300 mg a2w 16181 Baseline 19 50 5761 - 4
Week 12 14 1283 2683 0 9 it : 7 - 4 3
\Weak 225 168 20 378 618 . el 2l 14 75 5761 8 3
Week 24 s s : - 2 ot
_ 124-0010-60001 Duplumab 300mgq2w  17/F/865  Baseline 18 75 5078 2 3
124-0010-60001  Dupilunab 300mgq2w  17/F/86.5 Baseline: 13 18 28 o 4 Week 12 7 75 5630 4 4
Wesk 12 05 1633 2685 0 5 ook 54 i & wé 3 5
Wese22e 178 525 7 ° : Children - )
Week24 - i 724-0010-60001 Placebo 1F1378  Baseline 9 [ T 2
Children Wesk 12 17 65 5652 3 3
724-0010-60001 Placebo 11/F137.8 Bassline 2o I 53 5 Week 24 14 50 B2 3 4
Week 24 2 21 42 9 § 724-0010-60003 Placebo /1327 Baseline ] 3 2283 - 4
724-0010-60003 Placabo 8IFI32.7 Baseline W 18 30 12 7 Wesk 12 4 8 761 1 3
Week 12 56 84 14 56 ] Week 24 [ 100 0 0 1
Week 24 0 ] a ] 12 124000760004  Duplumab200mg g2 11M453  Bassline " 7 mr - 3
124-0007-60004  Dupllumab 200mga2w  11MH53 Baséline 2 1 35 0 4 Week 12 0 100 247 ] 1
Week 12 0 0 0 0 12 Week 24 1 47 0 0 1
Weak 24 1 1 ] 0 16
- ok - o3}
= 37 =] = > =] S =
ERRY R A @A HA wEE Frbeke] 12539 62.0mglL, 245-3ke] 73.0mg/Lel
=] = = = = 5 L =
=gsidarl Am T Al AREo] Adol whel ZHAste] 36FAfol = Hlol =Tkl FE
(0.164mg/L) .2 Zolzt=.
cHlo]xEkle] EF F IgE TU#S FEFY Folw 137.5001U/mL, ek 86.5001U/mL
A=a =1 = - Hx = 2= 7 =
nom FAFY FoFoAeE 4 F IgE A7 A7 U HRAow Zashe
2472 2kol wol 22}l il W& W37t -53.36%= Ik el 0.97%) sl =3+
Figure 13 - Plot of serum ion (ng/mi) of over time - PK population Figure14—Plulufmedianchangeh::t:rllril::::{usa;t:yr::g‘];]l:::; baseline in tatal serum IgE (IU/mL}
] 80000 - & Dupilumab " 100+ Blaaa
H 70000 — % 3 & Dupilumeh
E eo000- A 2
% 50000 - " g 0-{se v 2 4 1
. . : s |
¥ 40000 E 50 .,L |
30000
E 20000 By % ity 1
5§ 10000+ £ m il
8 ol o -
T T T T 200 T T T
BL 12 2 * Bl © o4 %
Waeek Waek
#participants #participants
ot B iy ® . Duplumes 10 % 7 :
- d994
= = [e) = = o) Z
A5 ¢ ADA WS FIAFHT 1HQ4%NAT 1o, ADA Ho Hries
- - = =] =] = L [e)
1000m| e g wgkom, X 5dhd ADA o4 oAl S35kl A didAts /ISl
[e] o) =g = 3G = Z
* ADA 4 tidAtell Al ADA 4 Wik thel @& FER% o =Eo] BEHAAR
ADA % tlg7be] W FESE s ADA 94 oA BEE = W )
IE i=] 5 = O z] = SEO. B
of LAFUOT ADA ¥4 %7} TEAE 48 m: GEAe HAE Gge A
0lol) o
w5 =
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Table 39 - Summary of ADA incidence during the on treatment period - ADA population
Placebo Dupilumaly
(N=T75) (N=72)
Participaits with Pre-exi noreactivity 2@ 0
rnvr:—;:-iwll:“.:::;::::uu-g\ ergent response :: I\‘\'-n Figure 15 - Spaghetti plot of dupil m:egnr},»PK pnpu':;:;::me by peak post-baseline ADA titer
Transient response [ o
:”dilm\‘li‘lnpti‘- P i Negative Lowtiter Moderate titer High titer
Nusiber 0 1
- NC 60,00
5 NC 3 NC 60.00 ; 60,00
Min: Max NC 3 NC 600 60.0 -
Law (< HHHY) [ 1(14) g i
Moderate (1000-10000) [ o 2
Ehigh (10000} [ 0 3
Table 40 - Summary of neutralizing antibody (NAb) Status during the on treatment period - E E
ADA population b E‘
Placebo Dupilumaly lé a
Number of participants with NAb status (; ::7‘: K.N :’j: §
Participants with positive NAB © 1(L3) 0 £
Participants with pre-existing immunoresetivity 1L ]
Participants with Ireatiment-emergent response u 0
Persistent It"s'pmhf :: :» -‘\
ke i o > -
Pasticipants with treatizent-boosted response u 0 12 24 8L 12 24 ¥BL 12 A
Peak post-baseline ADA tiler Time (wesk)
Number 1 0
Low (<11} NS 0
Moderate (1000-10000) l 0
High (= L0000) 0 0
Participants with positive NAb/Participunts with NAb staus 1¢50.0) 0
- 4 A
C QA B R g BAE
- w2e] wMAE A F A 19 ol Fepe tigxt
© B xEFE
- TR FolFo] 4% F 72%(97.3%)% 300mg QQWE Fojuigry, o F 29 &
<ol 60kg ol’dd Hadolfs. Aad 183 2o 192 F2 75 200mg Q2W=
of ibgkar 300mg QAW= Fofibe A= %+
- FmEgel U@ FA xE s 3312-do R gjokzel 333U U0 fAbehY
W =E Ve SRS F o EFOA 169090185 BE B e 99%
Ho 2 WS wRm T Ee Aol7t AL
© OZAHHI(AR): CSU &AtollA FE2FH Fo= w2 Ude Hilon, g 229
4L 787F Aol Y Z2adst dAs S, WAl TEAE= $oFast A
HAES HAa, FUs TEAE, F%5 TEAE, d4Ad<y] #do] Ao Hil
TEAE= FEFR FAToA flofadit 25 o 52 WER RiuHoy =
TEAE: 4% E& F5Zolgon AF7715% Aoz ojojdl TEAEE g%

Table 27 - Overview of adverse event profile: Treatment-emergent adverse events -

Safety population
n (%) Placebo Dupilumab

(N=TT) (N=74)
Participants with any TEAE 41(53.2) 39527
Participams with any severe TEAE 1{l.3) 340
Pasticipants with any treatiment emergent SAE 1{1.3) 5 (6.8}
Participants with any TEAE leading 1o death 0 1]
Participants with any TEAE leading 1o permanent study imtervention discontinuation 1{1.3) (]
Participants with any treatment emergent AESI i} L{1L4)*
Participants with any treatment emergeni other selected AE 5{6.5) 12(16.2)
Participants with any TEAE related to IMP 6 (7.8) 14 (18.9)
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Table 32 - Number (%) of participants with treatment-emergent AESIs and other selected AE
grouping events by category - Safety population

AE Category n (%) Placcho  Dupilumab
(N=77) (N=T4)
o 14y
viewed) o 0
ieally reviewed) o 0
o 0

Any

purticipant entered in a study as well as pregn
ipunt entered in a m.x with IMP/NIMP

r severe injecton site reactions that lost longer than 24 hours i 0

113} 34
3(3.9) 9(12.2)

ted hepatic disorder
reaction

1(1.3) o

1(1.3) {14
1(L3) [
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6.5.5. 17] o]Ate] AN doA d& AF5EA HiA
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Fom X8 = I 1253714 §A=Ho] FIHJYS.
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SOl 81 F 192 24%0) UAST=001910.0, glokae] 78 & 4wo] 2450 UAST=00]9lom =
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1:110
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o CSU Aol Mel TR 53 Yopde B
FEITRY, MEEL FUF WA
BTE by ZEas YA
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o CSU BAelA oFE e FUE oAt Al
WSO R FAHAS. CSU Fad D &
st AZ e A Rl HAHA agke.
o ADA WAE-S CSU B4 BT wgkor] ADA BHE CSU dNY mFolH iy mi
SEAG FoloIR FTE B B

o olAHA ZaIYL 77} HL=(H2]
A 7 2R, T HAAd FZ3haA
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5. =60 kg HadoNA (B3} £3F 600 mgS
El} Ctrough,ssT‘:“ 30 kg LHX] <60 kg P

g3 vsgon], A

1 of] A (—rOP £ 400 mge
a4 CSU tidatol A 3] %

AZF 7Pt A wE040 AHo] doen F
7Vghel] weEl AFo wE &3 Fdo] aFEHM AAHEHETF NI EHAS

o S 2ulo xMolyt AHawd CSU A

nolx ovf £

n] o}Ey| v HE-HI Ha HadoA %
3 tiAF e AAlE oAl CSU EOPH

o) TR dAY s

BT EUS o] J|He Holw, Ao
Fke] PK 54 4830 we} wfol7} glgol
$713F ALgH ol QHA
ol%7} B21EA

F5e] PKe

3h 300 mg Q2Well gt =4l o5 3 4
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3T Crougn o7H Wt 8L 5

£ PK #ols
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3| AL (F)AH 3] -o}Hl E] 2~ 51 g] o} 37+d 2026.06.05.
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(FEFY, FAAANZE -
THE 2 F FEFH 200 229 / 1ZYPEATA(1.14 mL)
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HA3 2AHA GAY ol AsAV ARFHA Fe TEEAAH F
olEy 1FHY A=
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R R ] 5 .
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1) %5 SAT48 A @S 34T =150/ =&
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3. THd 594 Ty
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(AN AESE ofE ZAAY A8 st =A e
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