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A E 42 AA)S vt =, o] ko] S FUEstAT kg Fof H <
3BAH o, oA 41%, Rl 67%, oFAloFRl 24%, 5R) 6%= FAE AL, H2(48%), &
HAA HAMA9I%), 52 FAAGT% T LA AHAQTWH ZE FEH7E FREEA
ot o] 47) A F@elA, 14729 ] AFAATE o] oFs = EE ZE| 2
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e 3(D) 1 KD 2 (2) 2 (1)
71t @ FEw s g 10 (2 6 (1) 1) 1 KD
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olEy| v 527 HMEFA AFANE 3 T A2 o] of 300mg 2 4 Fof

Z~H| 2 o] =(topical corticosteroid, ©]s} TCS) WE&F& oA 16%(1007-

W F 207), #1oF # TCS WE&FATAA 9%100H-d F 107)E Hu=HAG. o] oF

o] olEn EY 1657 S=5Fo AFWANE 1, 2 ¥ 4) T A4IFEL o] of FoAFA
=

0

2

1%100M-3 F 17), gIFolA 0%(100%8-d F 072 RuFHAY. olEy] 379
o] oF & TCS 52F HEFA AIAE 3) F, A2 o] oF 2 TCS HEFo] oA
A
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>
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= YA FANE DA
2 Zed #d AEle AT EY o] of Rl v RIWsHA EAY. Hd4 H
A LR A Al Mol Ao B A 2 WEs Wkal, o] of F
T B fF BT I AT HI8Se Y WA RiEbEed 2 24 T E
L (D) Aol Al duted Ey HEs WEAIRE, o] of FojoAe] T wl
=7F foF BT Ey w3t w584 S22 AIZodAeA Ao el 2
T WA, o] of o gl fof FolT I FAMSIAT RlESe Y U WF
HEsd, 2484 7helg 33 (), 28a ®Y 534 Fogr] g Z2O30A
Aot 2 BusA hth.Q b o) 2) Autd B A Fx)
@ 23 3 2 gz
of V7 dAelM 2G4 S vl ATy o] of FoToAA FASIH.
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S 3ol FosiA @ A 9 3 IukA Fo] 1) bk Fx)
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Sale] 7] AEAETL 6 Fohth o] kg Fol we 4 ¥ Aol B By FE
971 AQUAAEY S8y e AY 1 2 JolM, 1253 AkEn vmst
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Hloj 22kl thH] dF AT ¢ SV #dEFHA Fgen, AP X m 7| FF okt
o] F77F BEEHAUT. olEy R A4 AP gAY wlo] ekl thel 479 dF
Ao Hd EUhgE 2 Y SUHake 4 100cells/mel 2 Ocells/mcLA T A2 Al
ol dArel wlol gkl tiv] 459 dF AT BF FE 2 FY SRS 44
130cells/mcL. 2 10cells/mcLA T H€ES Fukst vhA vlREu|5d Al F gt Ho]
2gel tiul 1659 ¥ 34T HF 713 9@ Y =713k 22 150cells/mcL
2 50cells/mcL oy, A& 7he & %XJ (Fx) AR AAE feks T Al
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HE Aok 12-17419] Fad 1298 3 6-1141¢] &of 59o] v 524 F=87] A4
L A 2, AIE 3l S5, ol&2 44 wf 25w o] °F 200mg (HF 30kg ©
& 60kg wIRh), o] °F 300mg (AF 60kg ©l%) E= 9%s Foddnt. 6-114 4o} 2
B (E o ol F B FAE 7] FA 10‘Z|‘i]') T, 12-174] AAd
27 (& FoAwodlA 1%¥)& FAE 27 125A B/ 252D 98 o] o= Fo

e Aad 19elA ol dAtelzt RISk of f Fojwre §-114] AokelA o]
A7t masA gsket 12-1749) A W Sy FEs) Bl Amd o
of ofe] fEAL WelAEs 4y A ol§ sbsd el tF WS, PK RS
5o #9E 99E FUTH xEe] FAHOR s o Aol sl HAdA o
A3 GEAS SAR BT 12-17419 TA E%Hé FEel7] BAAA o] kel Tjdt
QAL o} obET HEFOBNE o§ beF AN Fuol o3 SR 12

A0 5
Al ol el Aol A gare AlFel mz&u}
=

124] wlgte] whY Sy Feels] BaelAel iy 2 REAS FPHA ek
Sy G4 AZF

FEA GA AZFE AWHOT Aojol A WAFA grh 184 muwe] Fxy A}
AEF BAlAe] iy 2 fEHS HYHA et

g B Sk tEAFAA o] ofel =EH oEVA & vRd

ol=y y|RE-d AdudAr 1,539% 5, 7190l 654 ool i@ Aol F
AR Abolel kA e FEAL Aole BEEHA FRen, 654 o] iH
A2 AP} gEA BSsteA qFE ddstrlol= 654 ol Ald A
T7F & O}Xl Fth(12. E7Fe AT AE 2) kst AR Fx)
ol ofoll & HA AIF A 1,977%‘ 40”4 0] 65/*%] ool At 6541 o] 1L
‘“"Z}:rloﬂfﬂ«] Rl
ofo] =EH HEFTS TR A HRNEd ]@"ﬂ’b}x} 4407 F, 7978 °] 654

4 3 bdAdS A AY 2T fARsE .
= X (FD) AR 1527 5, 3778 0] 6541 o]/del
RS AA AE 2ATS FASEAT. 8We A
7} 75A] o]/l .
o] ofol =E® RAHN YA AS NG 18727 F, 7oA ol 244w & EFHl
& 10719 0] 654 olgoldtt. o] AFToNA Y FEAE B P AA AE =
3 AR,
o ool =Ed Y S FE=HI] AR 1989 F, 754 ol el oA THE
Egste] F 3070l 654 oot o] AFTAAA L FEAL R dHAHLS AA AF
2SI FARRS.
of ofoll =Ed FEAH A A2F A
st & 40m8 ] 654 ool °] A
I FAR G
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) o) ote olmlsl Awl AEA ZRAREAYAE o187 AL
S RS We F AT AV FAG 5 Aok 12-174 Fadel A
gole]l AE sfol o] ok Rl AL WARATL 67]U-11A Aole] AS, HEAT}

3) °] °F9] ZWF Z/\Pﬂ SEA, %X} = A o] ofe] Fxl B Rt o]

Fol 300mg FAF 27H -’é%% 77} e 200mg FA 2NE e Fele FARG s =
BRWFS FACE W7 5emE A9stael veFAR Fojdth 11 le] Fo
2 4%, AAEDAE F4 bssint v FAug FA4R9E g2 a.
ok

£ o] o Aokd m: E4E I mE ol Eol UAL FHIL Ut Fle FA

dIA=AdAZE 300mgH 200mg 27}A
Y FAE niAE AASA e AHE,

gFo] k. FAF A o] oF& WA oA

300mg T ZEA PR E Ao 4587t 200mg ZY T oA A= AL 0L &= £
A&t}

6) Fof A o] kg Ao T FFFte olE Y WA ARE AT} o] of2 Frd
A FulAlS W Ao @e @Al foo] £ zIEAldR ot} &
% ol=°] IAY HA EE TET AH(FEHAA G fFuoln FAA @ =
FA o] old A9) ArgEAE < H

7 ool 2 HEAE FFsta UAA FoER, Fo & ZFEA-A ] Fople T
Abg AEFS 25 T 7] oF .

8) Azl FoE X A5, Al FALEZFEH 7L ol HFAE FAEF AA
stal, 71E0 Add ts 7o A ANIH A T LdE2FREH 7ol AN
A Aol Al A" E ts Fol LA TS A AT,

11. B3 9 HFAe FoAs
1) o] k& 2~8 CoA WARIF3IC}
Q)
AA

3 ol oF2 FaA H2@5 C7HADANA Hol 1443 BaAg 4 Aot 25 TS =735




HA3HA =g, 9o YA TA A 14Y ojujol] Al&doF shd, 18x 23 A
- W .
) AAAE 4 B AARAY £E34 FEh

o] ¢ke WERrHASIA] &

12. AE7HE A% A
D °‘EEV-} é

ZFE IgG4 FAZ L4 ¢ [L-13 &4 BE3A7F T53k= IL-4R
o o -4 ¥ IL-13 A& ALS A%Yg. FHFHLe
28 oA, Type I FEAS S IL-4 2 IL-13

A 28 G52 M2, olEn IR 2 HE&FS FHE T HEB]FH e oA
T8 840tk IL-4Re & T3t TS Al FF(, BIvAZ, 37, T4,
A A2, dZ, FIAE, tAZ)H A5 wA (o, IgE, 3] 2ERl, olo] ZA o E,
FRE, Ae]lE7IRI, ARTIRD7E 450 #AdH. FZFHE IL-4Re & 2}Hsho
A=A (Pro-inflammatory) Alo] &7}l A7, 4312 A~ 2 [gEe] &S E 331
[L-4 2 IL-13 AP EFRR)I-FE 95 t&g S A8ty 28y HA A =2 ek =t

|72 A3 HEHAA A

2) oF=dtzA A

TR obEete ofE IR, WA, HEFS TS Wy wPuSY, A
Aeg WA (FR), WAAAAADY, vy B4 oo @ FEA 44 dER

gl A F AT

S 2=

O &=

o] ¢F 600mg E+& 400mge Hzx IeFAR & o 17d & =23 FEFR 94 3
# + SD F%(Cmax)E 22t 70.1 £ 24.1mcg/mL =+ 41.8 £ 12.4mcg/mLo] i th

%3] §FO® 600mg Fo ¥ 157G Fof W= 2u) == 250t 300mgs F
5L %3] 8FSE 400mg Fof ¥ 2Fmit 200mgs & Q% S5l &% flo] 25wt
o 300mge Fosdes W AN AH &

1652kl =gttt 4 AlE kol
24, W £ S A% AH A & 2Fult ReF A
60.3 £ 35.1mcg/mL ol 4] 80.2+35.3mcg/mL, 300mg< 15=vloh Fo 3 45
173+75.9mcg/mLel A1 195+71.7mcg/mL, 200mge 25 nitt Eoldk 49 29.24+18.7mg/L
ol A 36.5+22.2mg/Lo] 3},

b
rlr
=
=)
(5]

2

0 &FAE & FH IR A o] 8ELS 61-66% HSolH, olEy IR, HA, H&
TS TN vhd MRS, 244 R R (FD), R EA A, d B
A FEH7 9 FEAF A AEF FA A FASH

Q EX

FH F EX 8§82 oF 48+13LoJt

@ H
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FARE] A ARE SASEA gt At LI E G4 FAZA, FEFFLS
WA IgGet YT WAoo ot ARE B AL el P ofiiow
wald Ao dgdrh mA AN g 8% F, AE A vIHKT8 ngmbel =2
st Azte]l LS 300mg 25 1A T, 300mg 15 b4 Foiw 3l 200mg 25
7 BololA 2+ 10-12F, 13F 2 9F%o

@ &% 134

FERGe &% vE PARG =EFo] O Flshe Hl*‘ £4 w7 okEete n
Atk FHER B Fof goFo] 75mgell A 600mge R (F, B &3] 0.25 wolA 2
W) 8w Frletg e W Al =EE 30 W) Frbakgth

® 54 Hd

w2

654 oo FAtolA FHFRrY F# £+ SD HG HH HA FE= 300mge 250
g == wF 593 49 47 694 + 31.4 mcg/mL, 166 + 6 3 m

T 4 mcg/mL ©] AT,
200mgs 25 vtk o -5

9.7 + 21.7 mcg/mLo] 3t}
Ao} gzt
olE3] 374
12-17419] A2 olEd] 3B FaelA 200meB0ke 1T T 300mgB0kg ©] A<

27 ney B3k Ag, FEFHY W £ SD AN AH 4 A w5 545 = 27.0
mcg/mLo| T

6-1141¢] ZofF ofEy IFEHE x4 200mg0kg o= 2FFitk Fo Es
300mg(30kg PIRHE 45wttt T A9, FEFH] HF + SD B HEH HA =
= 27 86.0+34.6 mcg/mL 2 98.7+33.2 mcg/mLt}.

67/NE-5M 2] Ao} olEm IFEY FAtox 300mg(lbkg ol 30kg FITH EE
200mg(5kg ©1% 15kg wIRb<S 45wttt T3 A9, FEFH F7 = SD A4 AH

HA F== 47 110+£42.8 mcg/mL 2 109+50.8 mcg/mL 3 T}

24

% 1079 12-17419] Fad A4 847 4 AW 20] 5EHAUT. FUSHe] P
+ SD A4 A HA BEE 300mg EE 200mgE 2Fvit EolstAe © 2z

107£51.6 mcg/mL, 46.7+26.9 mcg/mLe] it}

A 5 FE87

T 1299 12-17A19] F4ad v S84 TR S Y 53 FEer] AE
1, A1 2, AE 39 TEHJT. 245 &< 2500 o] ¢oF 300mg =& 200mgs Fo 3
& W, 59 gad Aol FARGe AY U Ax BEE 4F FU 2300
I o 300mge Folwre AelelAel Ay A s W el Uik 124
wluke] dof whY Sy Fsely] saelAel obEete SYEA gk

O>

o

4
i
N

= 1l
=
T

N7t FEHER] ofEstol vA= ¥ tF 34 AFEE FHHA
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B AT

3 YIAY R

D obE3) 33

- 49 BAAA S ohET] 3R UYAE

el FAANA, ol FE Y, Atz AFABIE 1 2 L Dol 184 ol Tk
A

N BA R FES] ZAEA e =S TAA F=2] olEy I FAAD) A Al A=}t
& 21199 SEHAT. AW TITE= TTE HE 0~49] AD W] digh ddke o
7Fell Al IGA(nvestigator’ s Global Assessment) X< 3" oA, H=  0~72¢

EASI(Eczema Area and Severity Index) H< 163 o] 2 HA &4 AFZHZF 10% ©]
do 2 AHoEHdn. wolzEklolA, AR 59%= FAdolAal 67%= Aol
o, AR 52%+= Hlo] 28kl IGA H47) 3- (ST E AD)oIR L 48% = 4%(F
% AD)oIuth. wlo] 22kl B+ EASI A& 337 ol wol 2=kl F3F H Hi &
FZ NRS(Numeric Rating Scale)x= 2 %= 0~10014 74 o]t}

| AFAE BFolA, o] of Fotol] &3 AFdidAE 053kl o] °F 600mg<
StFEALR Foilglal o] % 253 A SR 300mge ItFALE Fokgdnt @A aw o
FARANE 12 DolA, A dAE 1657 5F o] of e 9ofS Fo ‘ﬂ:‘?b:}.
BEaH AdFARAANE oA, A EAE 52F < =4 FEE S 2H

oF TA o] of e fofS FoRiton, I A €F, & HY 9 ¢ A7 74
2 ZAZE He F9d 54 ZAwd AsiAlE F 0}035}

3N A AA 1A HrbFE 16572k IGAZF 033 == 1049 7R EHo]
a, o]zl tin AHolx 23 JfdE AFddA HE9 ‘Eﬂﬁ‘ri AR =] H7HE
o O §r7PASEE EASI-75(8 o] 22kl the] EASI H47F Holx= 75% ol slAe.
2 A9 9 7Hw5 240657 Hal 445 NRS S Al vlo] 22kl tiv] Folx
43 ol MDE YEbd At HlEo] 23HEAH

o2 of\

)

1657kl Ae] 9 Az (NF 1,2 % D)

of o BUaW YFANFANG 1 2 2 I3 o] o} TCSS| WHaW YFANBANY
3)e] A7} E 8o AAH o] ek

® 8. TCSSh WashAL WEsA 2 A% o] ko] 1673 Fol dx (AARHT,
FAS)

A1 | A2 | REE
o] ok o] ok O] Qﬂk
- - = [¢] o) =
300mg 2%| 9k |300mg 2%| 9l 300;“;‘573% :]T—C]S
+ TCS
\= ) 3| & AL zo] 2=
AT AR T o, 224 233 236 106 315
(FAS)
IGA 0 or 1€ 38% 10% 36% 9% 39% 12%
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EASI-75° 51% 15% 44% 12% 69% 23%

EASI-90° 36% 8% 30% 7% 40% 11%
] o] 2~ 2}<l HurdZ
NRS score7l 4% o]/4<l 213 212 225 221 102 299

AT gAe)

Hi A%%3 NRS

(NRS 47 o]+ 7|A)F 41% 12% 36% 10% 59% 20%

é ;d '"'E"——]l:ll(FAS)Oﬂ Z]‘-AHH?QQ o= ]aﬂ]}b]_xl_7]_ E@‘%E}
b E‘l— X]"t__“ IGA 7(41: ~40ﬂ/\‘] IGA7]— 0 512___“:__‘_ 1( “7]H:)L:L§j].” E:_.‘L]_—“ “7%‘91 UH:}L:LEE](” )0]_'31 9
A ool Hag AdudAE Aol F Yt

¢ A 2 H(rescue treatment)E LAY A= dolE7} = AlFUAA

75 Yk,

rlr
R
=
olo
5y
fru

a8 1. AE 12 2 AE 224 HI &%= NRS score’} 44 o] MM
o] Bl& (HAEAT, FAS)

)
>
n U
i)
0%
N

A1 NE 2
i +|:|] 01 'tﬂﬁmz_ J-j;i ]3.} ey —— |:|'| d-'l Iﬁﬂmg".-'f'. ".‘_1"2'!{‘.:::5]
' 0
-e- gjot (0=21) -e- 9ol (N=221)

Fe) -

=

AEdiEda

FoigkAY A dolert e A

AR 3elM ARTIAR 4218 F 3539 ElolE BA Aol 525 F9 AUGEL
o gIirh 353 e] AWUEA Foll, 52 Aol A9 WSAE 16FATE FEAE
FA% ARDAAE, 167740] o] °F IGA 0 EE 1 W] 53%7) 525 Aol = W&

_?—

E

A2 §ADSE 1673 E NS AGAT A5 AR WgH AP,
Aol o] of IGA 0 Ei 1 MWl 2%k 52F Aol = WAt DE BE T
o of3} TCSel We&aw YAANFANG Dol Feld A@haA 35390 e w
Ho| Ashi= & 9o AAEo] Yk,

r;‘ﬂ
w &5

ol
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3£ 9. o] o3 TCSe| W&o olA 1653 2 5252 +a4d 23 (IGA 0 == D

ol o 91k + TCS
300mg 2% 744 + TCS
AN gA 89 264
165 abe} 525 kol wFg A 22% 7%
1673k9] W Aol A 52739l vlwg At 20% %
165 7ke] MW @ 52 ko] WAt 13% 6%
S BT 44% 80%
527210 AA WL H) & 36% 13%

CAE 3oA FRLEA T A5E P2 AFuAA 4218 F 68H(16%) HlolE &
A ARl 525 FQF AR oe FoubA] gttt

P utSalE IGA HE 0~40A IGAZ}F 0 &= 1( “74R2e” =& “AY 7R )ola 2
A ol AT NIFWEAR BoHUT

¢ FAFS FAIGAY AS HolEHIE e AR AE BIRESAE FFEAT

AR 1L 2 8 30A RARGF, 9, A8, AF D oW ARRGAAA T
A8 mvke QMo A AY BHUgEel dueh AN Yok

AF 12 % 30A ARl AR o] o 300mg vlF FelEe o] of 300mg 2
F 14

FoTHG ¥ B2 A8 oS HolA f¥unt

A 1 8 20014 IGAZE 0 == 10]aL 28] ol Zad AdtdAas AE 6= oA 7
29 WA HAT. A SllA = AR vEEe] FAE A7 o] of dday WEFe &
ol thsll H7bstitt. 36532 o] = AEHA o] of 300mgs Fofik=

DN
N
(Y
b
m
£
M
>
DN
o
I
A
£
o
fru
R
rlot
o
rlr
o
19
M4
(X
—
Q_E;
o
fru
>,
Iﬂl K
=
o
_>|i
XN
-
_Qli
Ao
=

BEAL, 36F2NA IGA 0 e 1 WA = 25 4 Fofxol 4 33%(G3%), ¢
oFr ol A 39 (10%)°] AT

- o2y ¥FYo] = FAEA2-17A4)

Aad AFdAA o] of ddariel faEA B WAL B, FESWA, o
7, Atz QAR 6)ollA IGA = 33 ol (HE 0~4), EASI A= 163
(H= 0-72) & 4 dd AEHE 10% ol de =2 Hogd F5=oA 59 AD7
12-174 H4d 251945 |

A= ol Aol FAXEA O EFES WSS
2kl AF 60kg mIREe] o] of FojFd

mge FoIEgkal ol & 165 &t 25 3t
Okg olde] Al@hdAE 07k 23] &F o= 600mge Fof ¥t

F ALz 300mge FolEdth AP A= A7 AFer FAGS
Zlo] st} FAlkS T A
AN 6olA H AR 145AAL AT TUS 59.4kg o, A A 41%=
o4, 63%= MU, 16%= ofrlordl, 12%= FlolUrh Hio] =gkl oll A Al t/d=te
6% IGA A7t 3-(F 55 AD)olR Al 54% = 438 (F5 AD)e|or, F+ Ad AF

2 offt 2 ki = & 30 O o
2 o s 2 o rff o A

oo o S I

A
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r;\irzi
o n

HH

%3t EASI Xd#‘: 367@01ML =7 HF

AAQA oz, ANFPAA] 92%7} A= 3l
AX Y, 54%E A, 61%E &4 %

2] fﬂ A1 7F A}

12 H7ME S 1653 IGAZ 0133 == 1(A 9] 723ho]a wjo] 2kl tju] o
= 2% HHH ANugare] vlgoldtt. HrrE g Ao EASI-75 T EASI-90
(Z+z}t wo) 2}l thH] EASIS] Hol® 75% E:= 90% Hﬁ) g3 #H3 A%Z NRSL
2 239 7S Fadd o A Adudzte] vlgo] Z3E AT AE 69 16
F2 fEA A= #1009 AAHo Yt

# 10. Al 69 165%F o] <k A (A A =+ A, FAS)?
o] oF ¢
200mg (<60kg) & 300mg PP
(=60kg) N=g5¢
25 14
N=82°
IGA 0 or 1°¢ 24% 2%
EASI-75¢ 42% 8%
EASI-90° 23% 2%
H3l 2%Z NRS (4H o] /pA)F 37% 5%
¢ AR TFAS N = FAMAE EE AEUSA 28EH
b g ztE [GA HE 0~4oA] IGAZF 0 == 1“7 &3 == “A9 7A1E“o)a 24
ol AT APUAARE Ao H AT
¢ FAkS FARGAY A= dHolEYE e AW EAE HIHbEAE 3 E o2t

ojoFgtol| A 59%, o] oF Eol oA 21%).
1052l A@t A= o oF 400mgElo]2~ekel A F 60kg wwhH EE o] oF 600mg(H
o]kl AF 60kg o]’h= FoJEith

o of Eolol R MAE AGuiAel A AT 2%F NRSE| MA@AFA] 474
I Mo R AHeold)o] ek Hlus)] § & HEE

FN'

a9 2. AlE 67 oA HI &2%F NRS 43 o] 7S yeld HAd 3ol HlS(A
A BT, FAS)P
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100 p
—m— 0] 2 200mg X 00mel & A=

L |- g2 p=ss.

{I:I.{.'} iy

=

36.6%

Ao 1

-

P HEY HASO] tE QR BAIA, FAGS FelugAY A5 dolEst s

NEAE vl AR FEE ST
P AARATEANE FAAMAE ZE AU ATE e

- otE3] I FHo] Y= AoH6-114)

Zof A@ofdate Al o] o3 TCS WE&FAA S FaAd 9 e oo, T2
A, olFE7HE, Adx AdFAERE 8llA IGA A+ 48(H= 0~4), EASI H4 21
Ao HHE 0-72) 2 HA4 T AEHH 156% o] o2 HojH olEd FFRHo] S+
6-11A41 4of 367H-S thd oz HF7HESTh o] AR T5E 443 NI
oldo| FAa A EZFEI wreS BYW IAYPY S22 wo] gl A FE(30kg

nl gk 30kg ol’hoE FEEHA

43 UHo2 TCSh FERAT 9| AYUIAEE ATl WA 9ol 18R] 23]
S0 2 600mge Fe T AFARE 1252 AF A SR 300mgS Fol ok
. 23 A= TCSE‘r HE&FAg oA Ho] 2~ E‘rol AlFol 30kg HTEI AFTHA
A 193] 23] §Fo® 00mge Folwe F 2FARE UFANA 25 BHow

100mgS Fouigrom, wlojx~ekQl AFo] 30kg 1 Fol Nt AAE 19xte] 400mg
23] B 2F Ao A UFA7NA] 253 A Z 200mge Eouigith A
Aodats A7 Aol we FARNBE He Aol HLHJY FAANBEE LS
Al E . =

AP 8ol Ht A" 85MIRIL AT FTLAUS 29.8kgR o, AFHdAY] 50%+=
o4, 69%c WS, 17%= &<, 8% ofAlotdolAtt. Hlo]=ElolA He #d A
AA L 58%AL, 17%+= Olzoﬂ Z‘iﬂ ]/\Eﬂiol‘:“ doeAAE F =

Hlo] 22}l A H+# EASI HF+= 37. , ¥ Ht HI 4£YF NRS+= A% 0~10¢]
A 7.8% o] T, 312117‘402 /‘l?éﬂ] «l 92%7} A= @ 7HA & A kAol
AR, 64%e= =24 LA, 63%= HHE LA, 60%= LA WA, 47%= HA

lr & o‘n
19
I
ol o)

—l—‘
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o] AAH.

17} rhisE 1657 IGAZ) 0138 = 179 MRS ul A@ogAel ve

SE=3 E§7}El th2 Aol EASI-75 E& EASI-90(Z2 wlo] gkl oj®] EASIe] A
= 5% == 90% 711*4) aga Hal AY%F NRSe2 SAHH 7H w5 44Ud ol

W) Al dAEe] v g0 J?JHME}.

Fﬂ FH
gg
o
.
S~

3 11 A 89 o] k7 TCS W8 aWalA 1652 & AIA(HA AT, FAS)

o] °F 300mg 4 ol o o] °F 200mg 2 ol o
A%+ TCS i ?L%SCS 74 + TCS 7 Z;ngfcs

(N=61) (N=59)

<30kg <30kg >30kg >30kg
IGA 0 == 1°°¢ 30% 13% 39% 10%
EASI-75° 75% 28% 75% 26%
EASI-90° 46% 7% 36% 8%
A3 29%= NRS . . . .
(4 ot A 54% 12% 61% 13%

T AR LFAAN = T E = .

* HEEAE IGAZE 0 s 1C/ARE E=e AL ARTIA Az HoH Ak
¢ TAAEE WAAY 2S5 dHolEHI} e AFUdAE HRkeAE IFHAS.
193] AFH AR o] oF 600mgS Fo okt

1At AP GRS o of 200mg(Hlo] =2kl AF <30kg) HE= 400mg(H] o] 2=z2t<l
AF =30kg-e Fo Ut

e

ofs} TCS WEFof ol F2t9l WAE APtiAas ok TCS Ye5oizw 1)
s}o# 43 295 NRSS| /jddo] o 2 W2 SAHATA6TER ) 48 ol4ke] A

IOFJ

a9 3. AE 894 16Fxte] H A2%ZE NRSoIA =43 /|AE Bl Ao} AFhi
ZFe] HlE (AA AT, FAS)P
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" =3 kg =30 kg
TR
B
o .
=
Fooe
o+ FEET H0mg 24 EEES 100mg
TCE. sa 7= +T0E TOENS 1& 7 +TCE,
Pl oEsl LB Q=30
1
traA HrhAS dak BACA FAAEE BUAY 2S5 HolE T A= AEHY
b= HEbS AR IFEE Q.
P AARAZFASN = FEAMAE mE AUt 23ET

- obEd] MFo] Q= Aok67]L-54)
ok ARG o] o3t TCS WEFAA] FEY 2 e Tl TA9l)
g, olF w7k, foblz YAARAIE 10004 IGA 2 34 ol (HE 0~4), EASI 4
5169 oHAE 072 B Ha B AEUA 10% oo golE FEEAA 55
o] ob=3 WRao] gl 6719-54 Aol 1629E v BrEAT. o] AN el

529 FA3 AR o)A FAaXFAC EFES WSS BHid AT
S5EL& wlo] 2 A F(kg ol 15kg m| Wk 15kg ©]AF 30kg wivho =z F3tE At
43 7 2 TCSet WEEAS Fo AIYAEL Hlo] =gkl AFo] 5kg o4

o
15kg PRl A% 1Q7e] 23] $FOT 200mge FAWLLE F AFARE 1253

45 AL FE 200mgs Folwrotal, wlo]2gkQl AFo] 15kg o] 30kg w9l A% 1
Yo %3] LFoF 300mges FAwe & 4FARE 12FA7A] 45 HEHo =R
300mge FoIRgkth Al dAE AFARe] A wet FAREE wE Aol &

Hch FANEE we AGUFAE MNSAR BFH A,
A 10914 Bt AR 384 AT FTLa2 16.5kgh o, A=A 38.9%+=
o4, 68.5%% Mel, 185%% 59, 6.2%% obAotlollth Wlolsetelol A Bt Bl
AEAH L 584%F 1, 155%E ol del A4 M ZEZo|=4 ANAAE Fol gt
w3 o]l A Wt EASI A4k 34197, 49 BE AT 2943 NRSE HE
0-10914 7.690l Utk AAH R, NGRS 814%7F o= & 7hx LelA B
Azgto] oM, 68.3%= =2 &HA, 52.8%= HE <A, 44.1%= SdHAAZ B4,
25.5%% 4ol 91Tk

13 rhsE 16573 IGAZ 0133 Ex 1] ARES Bl Aguigrel we




olAtt. BrtE e ZAIol= EASI-75 HE+= EASI-90(ZHz Hijo] 22kl tfH] EASIe| #
ol 75% & 90% MAD) Z2Ea Hete] F&/7Hw NRSez2 SA4HE 7HEws dai
A ol ) A dAte] wlEo] 2EHAH.

AE 109 1653 FaEA A3 & 1290 AAH AH.

312, A1 109] o] o3 TCS BE&aWolA 16572t w84 23 (A4, FAS*

o] ¢F 200mg
(5kg ©]%+ 15kg Pl¥H E+=
300mg (15kg ©]“% 30kg w9k 45 9ok + TCS
A YHTCS (N=79)
(N=83)

IGA 0 == 1°°¢ 27.7% 3.9%
EASI-75° 53.0% 10.7%
EASI-90° 25.3% 2.8%
Hoto]l FL/718-& NRS (4d o)A A 48.1% 8.9%

¢ AAEATHFAS = —‘?J—}HHHZ*Q R AdddArE 2 E .

P HEg A= IGAZE 0 e 1C71RE" £ A9 ZAETIA AdudAz Ho=Ad.
¢ FAAEE WUAY %—"1 dlolE7F v Adtidate BIRkgA R A2
Lol A 62%, ©] °oF FotolA 19%).

41910 Al AAE= o] oF 200mg(Gkg ©l4t 15kg mWH == 300mg(15kg ©l4 30kg
HEh-& Fofukgknt

X+ p values < 0.0001

o] ofz} TCS WE&Fo ol 729 A" AddAE Ak TCS B E&FAT H
wake] Hofol FH/7ME % NRSY Al&d 7ol fofsiAl o & H&= 245U
(2w 33t 43 o)ate] Ao ® Aol nominal p<0.005), Hetol F2/71#-% NRS
of g3t AlFhAAte] LS 87|75 A% 7MY (28 4 #FX)

9 4. A 10904 16530l Hote]l F2/718 3 NRSoIA =47 /A4S Bl 671¥€-5
Aol Zob AF ALY vl (A A EA 7, FAS)P
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100

<o 2loF  4TCS (N=78)
60— | =01 2 200300 mg Q4W+TCS (N=83)

70—

60—

50—

AHY A UE (%)
1
[ |
@
a
!
i
o
r:

-8 80%

D -
i
=}
-k
PJ
s
i
ik
=1}

ojdel o] oF3t TCS WE&Fost= &7/ AFANDNE Dol FAZ Fo] e T+

= =
A FZe] obE IRY kol BHAE FOE I of ot TCS WEF] A9 A
FEA 8 Aol BAARUL o AFe FEA dolHE: 1653 AFTH P
oJHol 52FANA ALHASE AN 52779 of oke] AW TEAYL AF

100041 1653ko) 2 hdy Tzads AT

- OlEIA &% 9 7d
oFe] HEA H AL 1657 trl#, FAA, olFwrkY, AT, Fd=x
AANFANE 1DA IGAEE) A 33 ol (Hx 0~4) 2 HY 71 Zxd o
&8 FH &YF5 NRS 44 o] (A= 010022 BoHe TeEdA T35 ofE
24 £ gRgo] e A 2 12-17419 FAd A 13398 g R HrkEg
CQAAEA AFE AFAUEAE o)A F4A olEN IR ES AET &
ARG AF i8] EFES 3 £ BYAS 2949 A
H] o]éa}oloﬂﬁ ANEhaarel 38%7F EAd o1, 80%7F WMelold o, 72%7} o] gk
[GA(E) M7} 3H(FTE olEnA £k 1R1A)o|ar, 28%7F wlol =gkl IGA
(&) A7t AH(EF olETY &3 IR Hﬂovﬂ} T Hd = Hau
4%% NRS %‘j-’Ft 7.10]3 .
12+ FrbsE 165320 IGA &% A57F 00323 =
o] H]go] ME}. F8 2% HrpaseE &% Hu &%F
o]’ M)A .
1672kl IGA(ET) 0 RIH~1(AS] 7ZAFEHJA A AN FAS] vI&S o] %9 AH-¢

o

2

M o0oE g

=

e




40.3%, 1¢Fe] A5 16.7%AHA 5 =o] 23.6, 95% Cl: 8.84, 38.42; p-#k = 0.0030). 16
Fapol F3F W S H &%T NRS 43 o] Y MAGHA)S Bl AIFUEA vle

e
& o] ok A-F 52.2%, f1°Fe] A 13.6%ATHAI = =Fo] 38.6, 95% Cl: 24.06, 53.15;

2]
A A 8A N ZE2 Ol = F 2,888 o AFAAAA2A o7t THE 24~52F
L FALA, ol wUHE, AU, BT, oolH AT 3dEHA AE L, 2 9
ol EIHAT M2 AP 1 E 20 55H AFhdaes d4AE3 o A s A
ZHIZHROE X8 Ev S WEoly Aol Had 1 ol A e
ol qlojof Atk M4 Al 3o 59 A
oF F7F zAAe] F71ZHQA AHE folx WY A& IZEEHA
oo o]EZojojof ot Al AJAE =
Jd EF IATTE FFY Z8 glo] FEHEAT A AP 2 F 304, 23 Al
S g0l 1500cells/mcLE Z=33t=(1.3% " %) Al dAt= AL = AT
o] of& 7|&E HAA R F7} ABAE FALHJT. A@WGAE ofdol 7l=dH vhet
a

o

~ —

Eojure & 23 7Aoo 2 o] ¢ 200mg(N=150

] ¢F 200mg(N=154) =+ 300mg(N=157)- FAREE F29 wjA=EATt 13 H7}
Hes Hloj2gel dF A7 300cells/mcl o]l AlF iAol A 12533
FEVIAZ ZAs71ZH)e] wojz~etql tin] H+ #slth. & 7o = FEV1e
o] 22kl thH] WM EE) Ig3 245 oF X8 < o A2 ot
A Al go]l  EIEAY. dde AAEATH do]xekel
(300cells/mcL o] 2 300cells/mcL 7| 9h) st TolA B7HE A F71 23 H7E
v AAZHAHAFACQY) ¥ HAgA 4 A A8 EFFEHAAQLQOS) Hrs Hig
AN GA A A TE-E2F Hlgo] 23 HE I

= 300mg(N=157) E& 43 7+ o

A4 Al 2

A A 25 AFHEA 1,902 124 o] d)e] 23+d 525 AP0t o] o2 FZ

| £ 18Y FU8& ZEHIAZHZ|EACHS HA st A 27kA F7F =4

AE FoAR e TEAA FFo Aol e Aad 107893 4 A
o A

17954 S tidos 9% wwste] FriEdn. A A= 23 §Fo= o] O
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400mg, 600mg FEx 9tS Tt 3 23 Ao R o] oF 200mg(N=631) ==
300mg(N=633) (=& 23 ztAo = 9o 200mg(N=317) =& 300mgN=321)< Fojulx
= 29 uiAEAT. 12 BrASFE 525 A dEAE 73 5o Azt 5 A4
obsl Al e gy AARNT(HA dlolxEkd F A S o8 AlgE A
Aol A 1252k 718A] A A H(pre-bronchodilator) FEV1e] wo] 22}l tjv]

2

MR F7F 23 HrihFole A 5 A2 odgs a8a o8 gE H|o] =gl
FES UT TLTEE bl B FEVIED ohish ACQS R QLS A
W Bl 8o EFH ok
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< 18 FUE FZEHIzH R =9 F7F 2EAL] F7HRA ARE 9
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ok 300mg(N=103) == AN=107)& 25 A o2 13] FoEsT. Agd
@13 B AL E DAARAE Folwsi e A 4o 4
, OCS Z#aA(4-207A) &<t OCS &F& 4Fnt} ZAAaAIAHT 13 H7HA
NP Mol BF EAT 18 ABSA FBAA B4 23
< ol =2}l &7 tiH] 20~2454 H T8 IZ=2HA

Atk F7b 24 BrhGolE NI B A% FF A4 o4F 4D

ACQ-5 B! AQLQS) H=rollA ¥kg2} Bl&o] ZE AT
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[
Ac)

ol Al Ade AT S wloj ekl BEAS ok & 1300 AAIEHS A

® 13 A4 AGolA A7ehE 47 w22l B4

shepele AER AR 2 AR 3
(N=776) (N=1902) (N=210)

W A% (d) SD) 49 (13) 48(15) 51(13)

% 14 63 63 61

% W2l 78 83 94

A4 717 (d), B (+ SD) 22(15) 21(15) 20(14)

H] & A2 (Never smoked) (%) 77 81 81

o] sl H o3k (+ SD) 2.22.1) 2.1(2.2) 2.1(2.2)

18 ICS AHE (%) 50 52 89

W) o] ~2hel Pre-dose FEV, (L) (+ SD) 1.84(0.54) 1.78(0.60) 1.58(0.57)

H) o) ~2}¢l predicted FEV, B+ W2 &

o (2 D) p 61 (11) 58 (14) 52 (15)

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

olEY W¥Y % A 73 78

(AD %. NP %. AR %) 8. 11, 62) (10, 13, 69) | * & 2156

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

_85_




e F IgE IU/mL (= SD) 435 (754) 432 (747) 431 (776)
B wolxegpel 5 sA4kF (£ SD)
cells/mcL

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

exhaled nitric oxide

350 (430) 360 (370) 350 (310)
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2 0.52%031, olol vl ZF g fkwrellA 0

ofslg HlE o] ¢F 200mg 2% A T H 300mg 25 3
0.52(95% CI: 0.41, 0.66) 2! 0.54(95% CI: 0.43, 0.63)H T 22 Alg 1 2 204, Hj|o]
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A 1 H 29 A AAHE ST B vloj 2] EF 34t FFol ¢ =2 A
AodAdA o F SR FF A2 AUt ZaHATE S JEET A AY
2004 o}3le] ZhaE o]l xEtel dF FA4FTS 150cells/mcl ©]4+e] Al@tiAAt &H9)
oA fFo Tk wol~ekl dF 4kt 150cells/mcl PIRE Al @ Ti/dAboll A, o] oF
I eF 2ol FARGE 5 A2 ofshgo] IEEFAUT

A2 AE 2004 4 P/xEs SFA HEOE oozl 9JoF tiv] 4 oslE vl o]
oF 200mg =+ 300mg 25 3HA FowolA ZH2; 0.53(95% Cl: 0.28, 1.03) 2 0.74(95%
CL: 0.32, 1.70)°| %},

o

=
N

® 14, A2 NP1 2004 F5 s

Hle]2=2kel &5 EOS =300cells/mcL
12} BA \ &)
4 . (7 $4 AT NBD
N Rate Rate Ratio
(95% CD (95% CD
[e]
ZO(lOrjg 65 0.30 0.29
9= 7174 (0.13, 0.68) (0.11, 0.76)
A4 AE 1 o o
300mg 64 0.20 0.19
9= 717 (0.08, 0.52) (0.07, 0.56)
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He 68 (0.5%;01.90)
of o
2;?02}% 264 (0.28;38.48) (0.22233.4@
1.08
A A 2 ji 148 (0.85, 1.38)
2;?02% 2n (0.3(2);48.51) (0.22233.45)
e 142 087 157

%" 5. AA A 2004 wlojzEk] EF ZAb(cells/mebo] mE A F

AR HAEe Y 99
0] ZHn) 2w

H] & B(95% CI)

olN

P - 833 371 0.54 [0.43, 0.68)
x Overall !
;’j‘ —— 631 317 0.52 041, .64
"d . &t 9018 045
g 2500
A - LN T b A
1)
EI— 300000 — | 136 a8 0.37 022, D.60)
r{ -
- i | ne T2 050029 088
e [ 5 ) 56 i 35 0 BV
B 2150 - <300
Ha i ! L. 144 04T 1 00
i el 1 &3 L5075, 1.7
T <150 .
= —— 193 85 092056, 1.47
|
"?F —DUPDIEMT batter | Plosales battor—
T Li T T
0.25 0.5 1.0 2.0
", —— 0] =¥ 300me 2 5 1A w= f
Hl= ],
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—®=0] =t 0lme2 3 3

i Ao

°}3}

A A 2014 A AsA o] A Hofd wlas o] ofE TRt APt

A H AAHE 6).

a7 6. wlolz=gl 5 45 = 300cells/mcl 1 A@thidAtoll Al A 5 szt

Aol AZdell that 7hE" vholo] T HAHACdA AF2)”
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[ o & 300mEl & FHH=2TT)
{oeriee o1 & 200mE? & TR =264,
|t i00mp ] F TES] E A EHN=1410

=== 00mEd S EES fE =14

| NS

ZH BEOD

& 2 100mpl + TE

287 2ad 22 208 8% 14
o S MmEl S FEH . i 4 240 20 210 195 154
00mp2 S EFH AFE AL g4z 108 o4 75 & =4
00me? F AT AT P 4 5 o e 72 %

)

7]
BA FA4A AHE A FEVIY F23 F7he A Ad 1 2 29 I3 E4thada(
ANE 104 ol ~gkel EF A5 300cells/mcL o)) A dthaar oF 2

20014 HAREA T ANA 12573 FZFHATE A2 AE 29 WA R FANA wo] 2
2}¢]1 ¥ FEV1 LS ## WH3lE o] oF 200mg 23 14 Eo+ 2 300mg 25 114 &
ool A ZhzE 0.32 L21%) 2 0.34 L@23%)°lAaL, ool nls] - -3 oA z+zt
0.18 LA2%) % 0.21 L(4%)o1Att. 91eka nimdt FF A7 2ol o] oF 200mg 25
4 Fo 9 300mg 25 A FojwollA Zhz 014 L95% CL: 0.08, 0.19) % 0.13
LO95% CI: 0.08, 0.18)o]dth. 24 Ald 1 =L 2014 wlo]xekel EF Z4bFF7)
300cells/mcL. ©]’4R1 Al@t/dAte] Aabe F 150 AA= o] QT
A2 AY 204 Hol2~Ell 5 SAFSE FEVIQ A 9 7o AAIE QUTh
A Alg 1 2 29 sk B8 wo]xe] €% ST 9 =2 AguldAted

A H & e YErE T

ofr

7

p—)

o

>

o >

315 A AE 13 2014 1252 7134 A AHE A FEV) ol 4 Hjo] =2kl o]
2ofof Wl H W3t

Hlol A2}l &= EOS =300cells/mcL
A% o, (= B4 g+, Ag D
N wlolzekQl tin] LS HA+ W | YoF vl LS HF =o)
L(%) (95% CD
o] <k
A2 AE 1 200mg 65 0.43 (25.9) 0.26 (0.11, 0.40)
2 7H4
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o of
300mg 64 0.39 (25.8) 0.21 (0.06, 0.36)
2% 714

$1oF 68 0.18 (10.2)

o] o

200mg 264 0.43 (29.0) 0.21 (0.13, 0.29)
25 7

o] ok

A4 A 2 :]—]; 148 0.21 (15.6)

300mg 277 0.47 (32.5) 0.24 (0.16, 0.32)
25 14

1eF 142 0.22 (14.4)
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w - 025 D_ 025 0.5 w0 2 00mg 2 DA e 2l
Ls B3 A0IL). —a—=0] 2} 200zap 2 F T1A va 22

A A 2004 AlZEel wE FEVio| B+t M3t= 27 8 AAE Ao

a9 8 HlolzEkl dF &4k7E 300cells/mel 1 Al @i AN A Al wE 7] FA]
A AHE A FEVI(DAN A o] 22kl iyl H+ W3t (2 Al 2)
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= o7 2 3Mmzl R TEN=T
ol o] 2 Wdmz 1 = TREEISN.
F Y g% HoN=143)
F OIS g ASnEln,

-

Ls W#& F0] +-8EL) -+

AZE (F

7} 22 HrpA s

ACQ-5 2 AQLQO)= A2 A 204 52Ftoll B7EE AT ¥H-3-AF ¥l &2 0.55 o4
Mdoz AHAHHE M= ACQ-59] 49 0~6, AQLQO)S A5 1~7).

AA A A o] ¢ 200mg % 300mg 25 4 Foo thdk ACQ-5 HWhgAF H| &S
272y 69%(H-8 1eF 62%) (=4]: 1.37; 95% CI: 1.01, 1.86) ¥ 69%(-& 1<k 63%) (&
Z1]: 1.28; 95% CL: 0.94, 1.7)Ac} AQLQES) wHgAF vl &2 Z47ZF 62%(th-3- 912F 54%)
(&=4]: 1.61; 95% CL 1.17, 2.2D) 2 62%(H-§ ek 57%) (&=1]: 1.33; 95% Cl: 0.98,
1.8D Y o

Hlo] =gkl dF SA4FS 300cells/mcL o] Al th Ao Al o] oF 200mg % 300mg 2
F 4 Fool oigk ACQ-5 whgAF Hl&2 Z+7F 75%(-g 1<k 67%) (L=H]: 1.46;
95% CI: 0.90, 2.35) % 71%(H-& ¥F 64%) (=H]: 1.39; 95% CI: 0.88, 2.19% T}
AQLQS) ¥b-gAF Hl&2 Z+7; 7T1%(Th-8 91 eF 55%) (=H]: 2.02; 95% Cl: 1.24, 3.32) ¥
65%(t-& ¢ eF 55%) (=4]: 1.79; 95% CI: 1.13, 2.85) %t
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o
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ofo
2
il
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o
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o

Wlo] zehel in] 4FA HE ATE =
Serat wma) o] ok Falwe AWTAR

e

il = =
2EnsERels FALY U§Fe 3 2 e Pysac. dolxel
fHl BE OCS YAETFe FARMERE of fe Fopre AGFA A T0%FY
% 100%)R31(95% Cl: 60%, 80%), oIl HIs| $1oFe Fojute AGThgatel A 42%(F %

7 50%)ATH95% CI: 33%, 51%). OCS &&2] 50% ol Hate o] ofF Fofel 3¢ 82
BE0%AN A B AT, ofol] la) kTl Hg STHEIRANA BAR AT 2457l
BF A% S0l 5Smg vlwel APTYAe] vge of of FolFolA 2%y kT
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ol A 37% R THL=1]: 4.48 95% Cl: 2.39, 8.39). o] ¢F Fofitoll &3 549 (52%)7 912k

ol &3k 319 (29%)2 OCS &2 100% Has
o] 245 YA FAAM A4 A= 3L Ft
dNA 7t Ao e FoAT2 AdddAtet
Aol A B S Ran(ARt ofEkE2 o] of Fo 9 fefToll A Az
o ofst& W= 0.41 [95% CI 0.26, 0.63D, wlol=gkQl thv] 2452 7| #A] A A&
A FEV1e] 72 ffoks T2 AlFohdatel vlus) o] k& Fojb2 Aohdt
oAflA O =kl ok fJoFe] LS H+ #to] 0.22 L [95% CL: 0.09~0.34 LD. #7155
il A8 ZHEoE 4 B A o3} Fadd mAe 9FS dolzEl €5 &
A el AdREglel FARTE ACQ-5 H AQLQO)E A4 AE 39X = HrbE A
A2 A 29 Aol FARRE S B

47 A% AREA AP D
FEEolA 33 A4 49 8 Fad B4, 223 o] ool Tt old YAl 2
AYY AT ;EEI2E RIS o4 FH 4 TA 228298 YOR I F)
A AP AP DA o] ofe] F7] FEAL BrHATh o AP, o3 ga
9 A7 AN EIF o) ool YA FAHe A 96F4A ALY AT 2
sEmzH ol JEy WY RYTIA, Ar) 967714 AT RZE A Zo|E &
Fo A% PF w= FhT Byehy, o5 gavt AsHAon A s% AM
of HAHYT EF A48F oIS ACQ5 B AQLAS) TNAHE FAR T} H2
HATHE 16). T4 ICSF Foua Qe 34 shelPolAs dnd 297} B2
o,

16, A2 Al 4% A, wjo] A}l o] Alsk 2t3sts, FEV,, ACQ-5 2 AQLQ(S) HE-3-
2} w9 H WIS (o)l d= ZAE4 150cells/mcL o], 300cells/mcL ]
A+ & FeNO 25 ppb ©]4h)

A 52T EOS = 150cells/mcL EOS = 300cells/mcL FeNO = 25 ppb
9657 =AHA Gt AT A5 E
N v & N W& N v &
oF
o 00mE 2 g 0.30 905 0.27 1050 0.26
T oAle
962t FEV, 9] wo]etel ol Hat W}
Hj o] ~2}2l W] o] ~2}¢l w| o] 2~ 2}el
N iRl Bt N iRl Bt N el g+
W3t L (%) W3t L (%) W3t L (%)
o] ok =
ol STO0me ZE g | oss LD | 511 | 042 @73 | 596 | 039 (246)
48% ACQ-5
o msAme] N [wsAwe] 0 [ass e
% % %
o] °F 300mg 2% 1412 87.3 855 88.8 998 88.7
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47 | | | | | |
485 AQLQ(S)-5°

HHg- Ak Hl& H-g-2} M H-S-z} H&
N 9 N % N "
[e] =
;Lf S00mg 27 366 77.8 829 81.7 967 79.1

T A 49 SR A A AFEEA A 1 A A o2RE SEEAT.
® ACQ-5, AQLQO)E 485 F = A 2t

7HE, B, 7S, gz QA
WA o= ol FulF-87g &
R Edol dAY, At 2d St HA
SUAY BEUAFoIRY AdddAEe]

E A= o] AlFe Z3EA FsdTh AFE 73T
&< 53 FA7F EFdAT BEEEE AE 1A AE
7678 0] 2457 2 52 o] ¢ 300mg(N=143) == 2]¢kN=133)s Fot:

FL A=A BEuEd AlF 2004 AR 4489 0] o] <F 300mg(N=150)
S 5277t 23 kA0 ® Eojwr) o] oF 300mg(N=145)0C 2457t 2% A0 = o) %
5237 A 45 AR B, 9J°FN=153)S Foutr = RAouA ATt e
A @ hAAE Lund Mackay(LMK) 3815 CT 270 AFolA Buls &89 A7 AU
o, NFdAe] 73%~90%7F ZE HHl5o E8S BT AFUIAES o ¢
<7 FubEE JamlaH 2ol g9 #vA 557 FFHNSAID-ERD)] A H
S EU g2 Z3EAt AU F F 63%7F old BulE &S Ruglon, HF

A & F7F 200U h 74%7F ol 29 o] A IZEEIZAHZOEE A
om, o]d 23 3t HA ZEE|ZAHZEOE AAHL HF 1.6HoAA, 59%7F HHHE 3

A

o ooft
12 K e X ox O

ox |l
x
[\

e

A2 o] 919.0H, 28%7F NSAID-ERD7} 11T},
&5 12 84 HrtHSE vlo]AgIe 2 RE UF7MA FY w7 =AU Hot
Sk k= UAE vlEF AINPS, A= 0~8)9] WstaF 2 wlo|xglQl o2 HE 24527}

A QAE ARG AIFUAATE R Hd 8L AR wiSd/2HY Hd H
(NG, H= 0-3)9] ®atzolArt. NPSe| ¢ 2o 4 519 &5 HFE A== F
F7F MARHO=8F fla: 1=3HL7Ne obeli& AA ofefol =EtA] ¥ FTHI =
A= e &5 2= 3

A =Este Y &
st= E &9 A2
0~322 AP A7 Mid Br7EstAH0=-54 8la: 1=4F 54 2=55F & =%
T .

K<
T ARANA 24572 A F8 22 HriHeE Ho] 22l e gEo] WME XA
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o LMK s CT 230 M, dd 54 2F, 220 &5 Fuls-vl4 23 AA
(SNOT-22). LMK #HlE CT =7 HAae A% 0-20=4%4; 1=F& &= 2=F EEHE
ARgste] b SHg Al Ha 283 F A He 4¥FH 7 =27 F EHF =
o UEIthS =&sto] 74 FHlFe E8S5 #rbsiit. 4 #dHe A% 0-30=-5
Z fle 154 T S, 22555 4 3755 THLE WY ol AU vbdste] A
5 WA SNOT-220= Hl&F< TR R4 HFuEd #d S43% 4 9=
Hrlshe @5 22707 £EH, T A9 0-1102.2 2} FFo 0(FA gl 50
T3 Hotol FAD7EA At WA SNOT-22+= 25 3% 71te] AT &
= E glEs Fele-Hd e AT Add

A Z%F%Oﬂ/ﬂ A ZEE A 2H R
aFH 5252hE H7hska
o] A¥ 221«] A78H7 g owlo] =gkl 542 & 179 AlAE ] ok

o
2L
o
]I.
nt[o

¥ 17 MEES BT WA vENEY AP ATHE D wo] 2ekel B4

i NEaEe Ag 1] BnnEd Ag 2
7 (N=276) (N=448)
B A4 )SD) 50 (13) 52 (12)
A % 57 62
H£-FS FHkSE v vlRH 9 A 7]HA)XSD) 11 (9) 11 (10)
olH & = 179 FHAH%) 72 58
oA 2d W AN HEE S e R0l ALE TAH%) 65 80
Wi F= A4 NPS' (SD), M9 0-8 58 (1.3) 61 (1.2)
F n=ANC) A5 (SD), M9 0-3 24 (0.6) 24 (0.6)
H LMK 285 CT £4° (SD), 8| 0-24 19 (4.4) 18 (3.8)
B T2t 748 A5 (AM), SD) W] 0-3 27 (05) 2.8 (0.5)
3+ SNOT-22 %7° (SD), '] 0~110 19.4 (20.2) 51.9 (20.9)
P @% 547 E/mcl)SD) 440 (330) 430 (350)
B % IgE 1U/mLGSD) 212 (276) 240 (342)
SEEEE O O
AA % 75% 82%
A 2(%) 58 60
NSAID-ERD(%) 30 27

He7E =545 Ay 557 =95
SD = EF¥Hx}; AM = o}%; NPS = v &

7 Z4AE NSAID-ERD = H2A/HI2HZo|EA FHA AAE 357 2

Q4 MLFHEY AF 1, 2)
NgEe FHE B MRS AR 15 Hpdse] tE A & 189 A
Aol ek

HIEHE S A 2

00mg LS H+ < of o] °F 300mg 2| LS H
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_ 2% 14 | Aol At W[ F 44 [ ol 9t o
(n=133) (n=143) B (95% CD) (n=153) (n=295) B (95% CD)

247 =)o) 12 HrhAS

NERES I D ES T ol | LS [#olz| LS

g | @7 | @ | g gl (W | 2o | B

T ®w | we | @ | W B | Wt W | ws

NP -2.06 -1.80

g 586 | 007 | 564 |-189| , 1 o 596 | 010| 618 |-L71) o7

-0.89 -0.87
NC| 245 | -045 | 226 |-L34| oo 238|038 246 |-125| ) U

2429} 525210l kS UIAIA NPS A2l 743t
FHl5YE A 204 BAZHSE #2350

a9 9. BEHEd AE 2 - ITT 2ol slojx=ekel thu] 525A7bA] <
A4(NPS)9] LS H++ W3}

)\
R
ofo
o\

—m0] =t 300 me QIWN=150).
--o-- 2] 21 QIWIN=153)

0 0B :'-‘JI """""""""" S ?

F i+

Ls " HE +-1

247 3ol M §F S FUG T )
AUgAT} ol ke FUE A F )

TE AE 1A FARE 237 FFEHATH A
= 4
st 10 =)

1% &7} Azro]l Aol we} g

&
2
rr

a9 10, RlFHEd A 1 - [TT 2Rdol A wojxetel thn] 48F:x717] &= &
< A(NPS)9] LS B+ w3t
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——0] 2} 300 mg QIW(H=143) I
-8 5] o QYN = 130

L BF ¥3 +-8E~

L] _!. L] L] 1 -.l 1 L] L]
525 =oll f1ek tin] o] ¢oF Fore] HlFE LS H+ Aol -0.98(95% CI -1.17, -0.79)
ootk T AAABAA WF ] foF AL 4T A W A ALo BAHY
o 4ol $1oF u] o] o Fojze] WFW LS B Aolt WEuEd AW 104
-0.41(95% CI: -0.52, -0.30)°]AaL HIFH5H AP 264+ -0.37(95% Cl: -0.46, -0.27)

o]t}

LMK #8lEs CT =3 o] foldt dart BZFHAY. 2452t 9ok thul o] <oF
Fole LMK HrlE CT =70 Ha9 LS Hod Aole HIFHIEA AlE lodAe
-7.44(95% CI: -8.35, -6.539)% 2L HIFHI5H AP 2o14+= -5.13(95% CI. -5.80, -4.46)°]
‘ZiE‘r 525 floF thuH] o] of Foel LMK FHlE CT =7 <=2 LS H¥t Z}o|
= HIEREE A 2004 6. 94(95% Cl: -7.87, -6.0D)A ).

rlr

o] oF2 fjekol Ml 7 FEHEE FolstAl NI AT 24F Ao fof tin] o] fFofT
37F e 9] LS H+t zol& Hll‘f—ﬂl%"é AE 1elA -1.12095% Cl: -1.31, -0.939)% =

HE9 AE 2914 -0.98(95% CI: -1.15, -0.8D o]ttt 525=tel] 9JoF thu] o] oF
ol 7ol &7+ 7+E ] LS W zbolE -1.10095% CI -1.31, -0.890ldth. F UAAFd
T Az 4d #EH Fog ML 453 A HUF Al Aoz #EEHAT

o] ¢k SNOT-222 ZAHYS wl < vlwste] Ful5-v7 4& FY3sHA 4o
ANZTE 245210l 912k din] o] oF Fojyo] SNOT-229] LS H 2ol v FH|FH Al
F 1A -21.12(95% CL: -25.17, -17.06)o]lom n|BEH5d Alg 204 -17.36(95% CI:
-20.87, -13.85)°] At} 525 =koll $1eF tiu] o] oF FFo] LS HF ol 20.96(95%
Cl -25.03, -16.89)°] i t}.

T AAAEY A WAED gFde] AR 5 BAolA o] ko] XmE 9ok
His] H4l ZEEIZ2HZOE AME 9 BHF-17 &9 oS FosHAl THAA
ZTHHR 0.24; 95% CI: 0.17, 0.35(18 11 F=x). A ZEZE I 20|27} HQ3F A
A A o] Hl&S 74% ZAFHTHHR 0.26; 95% CI: 0.18, 0.38). A7+ % A4 Z=2E=
2H=ZolE 3}A FE= 75% ZAFTHRR 0.25; 95% CL: 0.17, 0.37). F&© 3

> 41 B Lo
h:3
I J
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Ao Hl&2 83% A THHR 0.17; 95% CI: 0.07, 0.46).

a9 1L Az 7 e A A =

=
7R Azke] FhEgr-vfolo] A - ulwu]

|—l— O @ 300mg2 & 77 (N=438)

"'5'| o QIWRI=226)

i
=l

il

g A 2 i _
O] oF 00mg2 & DA, 433 416 411. 176 125 100.
Slor g & 2iA 286 260 233 187. 93 1.

o] ko] NPS¢} vl de| 13 B4 2 LMK #ulE CT 22 He Fa 23 37}

R WAE 9L ojdd & T FAEN o FES WA F2 IAE

oA dAskAh

SRS Mol = AFUEA T Z1AASZA A d FEVIS /e dA =

el Aok ARSI

@ AHA 7heE 2 (FR)

244 7ieE 23 (F) g Z2adde $5 41 (215 0~102] WI-NRS = 7)

g Sa ARAE ™ 2AEA FAY ol AsAE AFEHA @, AEAH W

o] 207 o<l 184l oldel Aldwi Al 311w FeE 7 24, %’—X«MHHX* °olF
7HE, f1ofulx, o8, BT 9SAE 22(EAAR TR R (3D AIE 1, 2)0]

IHF

ZAHEJT. AA-A 7R B (FD) AF 1L 2014 ke Aol mIAE o] oFY
a3 Bk ooplgr AAA Jhelw 2 () ¥W, 973 49 A A (Dermatology
Life Quality Index, DLQD, ®¥ E<¢F % & H=(Hospital Anxiety and Depression
Scale, HADS) 2L -ﬂt‘ E—Z—Oﬂ gk o] ¢ko] a9 Hrlsth

o YFAIZANA Hit AHL 49.54], AT TLES 71.3kgR oM, 65.3%= 43, 56.6%

Hel, 6.1%c 59, 34.1%c ofAlopdel AT, Hloj el A Ht WI—NRS% 8.5%
™, 66.3%7} 20~10071¢] A4do] ANIUFTE), 33.7%7F 1007} o] Fe] Ado] UYL
H(EZ), 99.7%7F olHol FAASAE FARSET, 17.4%7F ol HA F=E A 2H




Rolug Forkgtom, 20.6%7F olxdd A4l HI2HEO|EA WAAAAE Fout
a1, 2.6%7F oldel 7 E o] EE Fof Wttt 11%9] Al@ A wlo] 2kl
FAQ &7 FAE FART YA AFB7IEEF olHF oFE] Foks
3T 43%2] A@EAE olEY] BHE(otEY JRY, S AE Hd/mEASd, d
2, =24 AR Feolg)o] AU

WI-NRS&= @ 502 FAHT 0(7FEA &4 107348 + e Hote
7HAFO7MA Sgel MAXT AdddAE { =5 AR&ste] Ad 24413 E<F
7H Ad FROTE )Y AEE HrEtEE Q@AWY IGA PN-SE= 0| 223 A 4
(AghH7EA1 o] 5 A =E AMEste] kAl 24 5 =
12 faA F7hESsE WINRSZE 49 o) A (HaE A
8 22 HrlHsol= IGA PN-S 0 =& 124
el A At 71 met WI-NRS 2 IGA PN-
&o] XA

A-A 7HE 23 (FD) AR 1, 29 Wi a8 Ay F 199 O9 12 ¥ 134
AA = o] ATt

® 19 244 el 23 () A 1, 2014 1A 2 F2 23 Briws A3

A-AA 7t TR () AlE 1 | 2EA e 3R (R AF 2
o] of o] of

| Sk ol = | FloF )

$) ek 300mg 25~ o] oF ol 9] oF 300mg 25 o] oF ol

(N=76) a4 9s% cp | N8 4 (95% CI)

(N=75) 0 (N=78) ’
o] 22kl din|
2452l WI-NRS7}
4% o4 . 1960

WA 25 49 0.09 é27'77/7 19.59 57.7% (29'%2
AT AAe] 1S 18.4% 60.0% 57.725), 9.5% % 2906
Z4d4 7Hg e 3= ' ’
(FxD) A& 19 13

7 )P

Wl o] 222kl o]
12% =}l WI-NRS7}
SNGE 29.29%

U ESIEa St o o o , , 16.8%
Ao g | 158% 44.0% 51134£; 22.0% 37.2% |34 3116
(ZHdA 71ee #A '

(&) A1g 29 13

7 )P

247210 IGA 28.3% 30.8%
PN-S7} 0 =& 191 |  18.4% 48.0% (13.41, 15.9% 44.9% (16.37,
A @A) H-gP 43.16) 45.22)

Hlo] 2~k thH]
2472}l WI-NRS7} . . 29.6% . . 25.5%
e 9.2% 38.7% (16.49. 8.5% 32.1% (13,00,
A (4= 3 1GA 42.81) 37.86)

_47_



PN-S7F 0 =+ 1%1
A vlE

il ?]Z\_Tﬂ-?_] ol 24 -22.22 -48.89 -26.67 -36.18 -59.34
Tkl WINRSS ® (7)) e | B 6o 6.39)
s % SE) : : -14.90) :

-23.16
(-33.81,
-12.51)

C A THE 2 (FRD AE 19 g Eel thal = H A skt

P ole] FAAEE WRAY tlolElZ} FetE AP A AAE B EHAR FE A

d

a9 12 AdA e B3 (F) AF 1, 20042 WINRSe] w]o]
2 g W
122. 424 7lel g B (F) AF 1

[>

2}l

b}
o
e
1
E -
ol
o
=
-
=
145
|
s - o] o 300mg 2 742} (N-75)
904 ~a- 2% (N=76)
* p-value <005
_Em_
| L L T T T L P I D e A CREE TP TTNN (TR SRR N A S TR |
BL1 23 45678 9101213 KI5I61TIZIN0212223H4
,ﬁ
Algriakat

Ol ImE2ETFE BB BB BN RIS
HEF 7676 76 76 76 76 76 76 76 76 TH T6 76 T6 76 76 76 T6 76 76 TH 76 Th 76

12b. 244 7H & 23 (FD) A9 2
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-= o] 9 300mg 25 74 (N=78)
114 -= R19F (N=8Z)
*  p-value <0.05

LS B WE & e} +/- SE
o ;
1

";Hj.—

| NS Bt B N N R SR O N N N PNC N R PN N N S S e
BLI 23 4 5678 9101112131415 1617 18192021 322324

=
At Ab} 4
o] SF300mMg 2 T TR TR TR TS TE B TR VR R B TR VS R TE VR TS TR TE TR 7S TE TR 78 78
At peunnunERRRERRRRRRR R R R

a9 13 AFEA JhE B (FRD) AE 1, 2004 WI-NRSZF 43 o] MAGEA)E Al
deidAtel wl&
13a. 244 7t & 23 (F) A 1

10}
-=- o] 8 300mg 2F 7HH (N=75)
— e SJOF (N=T8)
R’ Pl *  p-value <0.05
£
)
=
-
o
=
%
il
=3
o]
-
¥
| R . SO O, O L, O JOL Y I S G O R S N N
BLI 2 3 4 5 6 7 8 9WHIZIIIAISIGITIEIR22I222324
=
A A} 4

O] SFIOmME 2 T IS TS TS IS IS TS TS TS IS IS TS TS TS IS TR IS IS VA IS 7S IR IS IS TS
Y 76 76 7676 76 76 76 76 6 TH 76 76 76 76 T6 76 76 TH 76 76 Th 76 76 TH

13b. 244 7H & 23 (FD) A 2
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T

~#= o] oF 300mg 22 7H  (N=T3)
-4 ok (N=87)
Hii—~ *  p-value <0.05

1=

T0=

1il1= i W

AR B1E +/- SE (%)
T

rtttirnririrrrrr 11
OITIZBIAISIGITIS 20212223 1

=
=
A HOARE 4
O SFIOmME 2 R TETE TR M TE TR TR MR OUR TR MO TE TR TR TR TR TR TR TR TR TH TR
MM RR

stlE(AlE, del, 4¥, /lF, otEd WH, olde wHalAl g AFEAA
(neuromodulator) Abg&, TCS W& Fo])oAe] <kx 2 W ZFo fd X8 axs=
AA A7 2D A 9 2452 A} X3

© " u ) E A

HAAA AL Zead s o] ofe Hul 2EAE (CS7F 5711 A& A9fsta
LABA+LAMA+CSS] 34 sxDe| 71 fAaW o2 F7isty] 9fsf 404 o) w4
AEAS A B2 F 18748 S oz & 525 Fo 717k FZ9uA, ol FiEvt

3, o1, B33, gz AR 2w A Al 1, 2)0] JELHME}.
T YR BT 55 WA 59 7w ARCIAAGZA AR & FEVI/FVC HI&
0.7 9 71#AGHA A8 3 FEVI1 30%~70% A4dS&SX), dd= HA 7ME & 7
A EA4 A, 2389 Al HAe dF 34 5 300cells/mcLE Ao EH = A2E dF59
A dv AN HAAS AEEs e 3AE FEJAY. FAES AEE F27)
d ZIA(LAMA), A<&A wlel Z2A(LABA), §Y4& IZEEZ2HZO=ICHE A4
A #A 8HS WekFolE Bt st dI(MRO) 5F 27 A = 2
#0~4)  Adxo HaA 239 F55 Ee 139 FF 9}5} HEs B 24y
ottt 3Al= ICS7F 57191 749 LAMA 2 LABAZ FA4H #FAQHES &
At s HA ZEEHIZHEOE BlEs A A8 2ad A
FEE AOHIL, TFAH v w5 A8 AHdA 243 o] F Y
AT TR FoH
3

A@r&ﬂ
o
z

H.lO

i

1o do

g M go to

O
>
o
2
x
IUQ
o)
N
_,d
i
_{
rlr
3
K¢
N
1o
m
_&
r_}‘_,
OPH
o

.
}LTOH-E— AA 2R}

@A aslzolx ABATLRA A8 B FEVLe] wol szl

2o Y Hrome bl Qe

y!

D

Z oXx

© 8

(YA
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©
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o
]
o
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12521 2 52F22] W3, HJE ZA &87] AEA SGRQ) F42| wolxekl o
525F=Fe] W3}, 52522l SGRQ WHS-AF H]&(Wo] 22kl tiH] SGRQ 7R o] 4% o)<l
slzte] vl &2 AFolg), P Hloj2gkel FeNO = 20 ppbdl 3z}t 3}9|olA 5252 &
o 717 B FEE EBE T35 wAHAAAAR sl Az A E] EFEHAGH
71eF g BA

g7t <Fols WA A LGN TF7] T4 H7HE-RS:COPD)
Ao o]kl thr] 525219 Wyt 23U E-RS:COPD A=+ wHE 4 4 =
A8 A 257 4 TFTEE SAHSE ol AHEEHH, AT oS TFE7H U
Eve YEITR S 0~40).

HAH AL A A 1, 29 IFeHE SAI wlojxEl 542 ol 3 2000 AA
Hof At}

E 20, A7HE EA T wlo] gl EAEHEHAANGHEAS AF 1, 2)
R EEEE NI E R R

s}e}u] g A 1 NE 2
(N = 939) (N = 935)
P A% (d) (£ SD) 65.1 (8.1) 65.0 (8.3)

34 (%) 66.0 67.6

Wl (%) 84.1 89.6
Jd F99 F-d) (£ SD) 40.5 (23.4) 40.3 (27.2)

A FAA (%) 30 29.5

#H71F (%) 32.6 30.4
P HAHANGH A 712 ()£ SD) 8.8 (6.0) 9.3 (6.4)
AAE F552 £ $3° 43t Fd 3(+ SD) 2.3 (1.0) 2.1 (0.9)
AAE 53 osto] Ho 314(+ SD) 0.3 (0.7) 0.3 (0.6)

ware] WA A WA A A W o

ICS/LAMA/LABA (%) o0 958

71 RA 742 A F W4+ FEVY/FVC Bl & (£ SD) 0.49 (0.12) 0.50 (0.12)

71 HA &2 A @ FEV, (L) (£ SD) 1.30 (0.46) 1.36 (0.50)

718 A &4 AR § Ht FEV (L) (£ SD) 1.40 (0.47) 1.45 (0.49)

7130A &g A| AR & oS FEV, W W& (%) (£ SD) 50.6 (13.1 50.1 (12.6)

H+ SGRQ &4 (£ SD) 48.4 (17.4) 51.5 (17.0)

%+ E-RS:COPD [#H 4] (£ SD) 12.9 (7.1 13.3 (7.0)

W3 BODE A4 3 (£ SD) 41 (L7 4.0 (1.6)

%+ FeNO (ppb) (£ SD) 24.3 (22.4) 24.6 (26.0)

Ht wol ekl 5 sS4 (cells/mcl) (£ SD) 401 (298) 407 (336)
ICS = &3 I =¥ I2H=o|E (inhaled corticosteroid); LAMA = A &4 F271d 24

kA (long acting muscarinic antagonist); LABA = X< w|E} 284 (long acting beta
agonist), FEV, = 1= Z}Al & 7]|% (forced expiratory volume in 1 second); FVC = 74
H &% (forced vital capacity); FeNO = &7] 4tgtd 4 &% (fraction of exhaled nitric
oxide); BODE = AAZF A, 7|7 #HAAM, sF29, &5 59 (body-mass index, airflow
obstruction, dyspnea, exercise capacity)

T HA FEEIAHBOE YU/ FAAAR xB2H o5
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o3}
T AAFAA, o] ok wWE fALW FAAE W St vlweld FEE EE
5o HAANEHAEE ol AL TAES FAZHSE FoStA TARAIFAHE 21
ilg—)'

21 A H A AY 1, 204 F5F B2E 3 HAHAAAEAS sl

_ 2o 7 _ 1ok the] Bl& | 9eF the] o3}
3 _I‘O:I;L o ok :] "’]“‘! q]
e N HlE (ad) (95% CD g9 A %
U3} Wb FEE £E 200 wrAlw A H A o3
o] <F 300mg
0.705
= A 9%
T o) ) A o) A g 2(N= ng; 0.78 (0.581, 0.857)° 30%
AE 1
ek 1.10
(N=471) '
o] <F 300mg
0.664
= A 9%
ThA o) 4 A ) 2 3 2&:30; 0.86 (0.535, 0.823)¢ 34%
AE 2
il 1.30
(N=465) '
st Brhisel B FHR2S FF| WA AR otst
o] <¢F 300mg
0.674
= 7124 9%
REE EEEEE A 0.08 0.438 - 1.037) 33
A 1,2 oot
A 0.12
(N=936)
P HA ZEHIAEHEZEOE W/Es FAAE A5H 3]

THA e Zl% A= /\lf—-il‘-‘*ﬂfﬂ 24X NE 2 ekE dY B=e BFS 85k oF
° 5

4 p value = 0.0002

¢ Yz FJrpAse] AL
F YA EAA, 52F F
H|g] o] ok& Fojure AlY
aF 14 AN A AR A 14 525 T F55 X T wAHAdH A
3 olgle] +3 WF 4

e b
F
1

e}
oF
N
2
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1.0 4

0.94 K
s ]« 2Fe m-z?l‘i.?_la-.{";qﬁﬂ} v
mumnmes B 2E (N=4T71) -~
0.7 4 = "-

0.8+

0.6 "
054 '

G-'ﬂ =1 -i_--'

. "B A5

0.3 4
0.2 4

0.1+ e

ﬂa 1 1 LJ 1 L] ] I | ] L
az

(=]
.
[= 1]
-
B
—
o
2
)
=
B3
=
]
e
(o]
t_
b=
(o]
on
5]

29 15 HAAALAAG AR 2004 525 5o F5F EE FEo WAHAAHA
@ ofglel 4 FF A5
1.0 4

0.9
084 | =02 300mg2 3 L2 (N=470)

W+ e SO (N-465)
v 07+

=

=% 06-

05
=
&
JF 034

0.4

0.2 -
0.1 +

0.0

AN AAE AP L 204 AR FEE EE F30 BANAYAL 5iA
o AZEE Sl ME) o] ofe Folwre SolA o AU (HAMAHALD A
1- HR: 0.80, 95% CI: 0.66, 0.98, " #H 21 d#HdS AP 2- HR: 0.71, 95% CI. 0.57,
0.889).

A AN A AP 1e]A] wlo] 2Tkl FeNO7E © =e(= 20 ppb) Fate] ah9)F
(N=383) B4 o4, o] ofe] Eoji= 9oko nls) FFE T F3 wAANYH LS o
go| A FAES FAHOE FolsAl FAAATEA wE: 0625 95% Cl 0.45,
0.869; p=0.005). BTN Y AG A& 204, o ko] Fofi= 9joke] ulsy o] xetel
FeNO7} © %e(=20 ppb) $7+| 3H9IFN=359004 F5= = Z% RCE ERE
A obstel A WAYFAM BWEA foP Zas BRATDCEAY VS 047 95% CL
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0.33, 0.68).

AP, AE, AT, FA AH, €5 AT 7, AR 43 3p(=2, 3, =4), wlojx=}
AollM e 1&g ICS A, 71 BA-A ARE $ Hl|o =

K50%, =50%)>= L3 BE AR A" shTolA F5= EE% 5 o
A& 7“\7} dEEHAY (GEd sk A28l tidk p-ak = 0.0720).
AoNA, TTE EE $F A3 A TAE Fae IA 2GR AR,

T A FAA, o] oF2 v FAaR FUHEe w gl ef Hlﬂﬁ}oﬁ 1252 3L 5
T2l Wrxlﬁ”‘”ﬂ g FEVIS] SAA Rz Fofjt 7ide BRIAtHE 22 F=x).
A 23 A A A G A A DA HA H7h B AR *éiﬂ»ﬂ“fﬂ@ﬂ A
2)°ﬂ fl‘%koﬂ Bl o] oF& T3t fAtelA H Twel ¥ F AAACIEAREA A
A FEV,o] wlo]zz2kQl thul LS B Wapo] AFHY o 52F 2o ALHATHLH
16 ¥ 17 #=x).

HEA A H A A 101]/‘1 o of Fof Al 9okt wlulste] Z|AAFAA AR F-
FEV,, 71#A 8744 A8 & FEVY/FVC vlg&, 7|3AZAA A8 A FVCe 553 7l
dol =W 25 2HA WA Hrhol BEHACH, 525274 %1151911:} THd #H A A
HAZ A 291A, o] of Fof A flefat Bluste] Z]@A A AHE F FEV, 3 7]
HAGA AHE F FEVI/FVC Bl&2o 553 7ol m=w 853 3l 252t #2y
RNew, S2FATMA| A H AT

[\

My

\./

3 02, WA AH AR AP 1 2004 3 7% Brhede] wlolzgkel diul W@ st
A A E A A 1 A A E A A 2
o er | ger | FEEM[ o [ gy | floF A
_46¢ ) [P (o) | neags) |0 R
(N=468) | (N=471) | (450, cp) ) ) (95% CD
=3 T2 SRR A . 0.082
ifjl;gv""; ]mlLoT] ;afj]ﬂ m}f 0.160 0.077 (000(31823_ 0.139 0.057 | o 4% i
e LT (0.018) | (0.018) TS| 0.01n) | (0.017) ot
W3l LS % ZSE) 0.125) 0.124)
Z=3 A FAA A . 0.062
o FRvel meenal e | 0183 | oor0 | RO ons | oosa | 0
[ e 0.019) | (0.019) SO 10,02 | (0.020) e
W3} LS 3 7(SE) 0.128) 0.113)
e BAGAA A 072 0.072
fTFE}Vq]; ] i OTLE?;“ m}f 0.156 0.084 (000032 | 036 0.064 | oo
A (0.018) | (0.018) SO 0.0200 | (0.020) e
W3l LS % 7SE) 0.115) 0.121)
12730 71 DA A AL 0.014 0.017
- 0.037 0.023 0.030 0.013
fr] FEVI/EVC mi e} Wlel =2 o o0n | 000 | @00 ¢ | 0.000) | (0.004) (0.006 .
o) tjn] W3}, LS ¥ #SE) 0.023) 0.028)
=3 =) &-#} A . .
if*g}g; 7 lﬂgf Lﬂa}ofﬂ WE]% 0.098 0.029 (00001669_ 0.083 0.018 (000%656_
o = 0.022) | (0.022) T 71 0.024) | (0.024) SN
W3} LS 3 #(SE) 0.121) 0.126)

= H & A+, SE = FF A} FEV) = 1% ZA| 3713, FVC = ZA #H& =
® p-%k < .0.0001, ° p-%k = 0.0003(ckzAd ol ohdk Exégi of div] =5 FAASE

_54_




To3h, © W& pgk = 0.0010, ° W& pgt = 0.0016, ¢ HE pgk = 0.0103, ' p-%k
=0.0001, & p-%£=0.0182 (}5A el 3t BAoZ 9oF tn] =F SAH R Folgh), "
W& p-7k=0.0042, ' WE p-7t=0.0020, ' WE p-%k=0.0327, * 5252} Z]@AEAGA AL
€ x FEVi9| wo]2e}Ql thn] B+ ®wisle] ik Fa84 Adaes 525 Fo 73is ¢
SIAG A7 B4 AH AlES T3 935 o] 2 F 72190 s AAFHo
o},

a9 16 HAHAEHEE AF 1A AP Aol wE Z#AZGA AR A
FEVi(L)o] wlo]2gtel thH] < W3}

0.32 -
0.28 4
0.24 -
0.20 -
0.16
0.12 -
0.08 -
0.04 -

7 0]- 2% 300mg-2 - 7H2: (N=268)
R - L YR, )

1s- 3. ¥Wath of-sen

D ] | ¥ i ] i | ]

#jo] 220! 2 4 8 12 24 36 44 52

a9 17 AAAAEE AR AlE 2%0A AP B3l wE V3R ZAA AR A
FEV(L)9] wlo] =2}l thnr] P+ 3}

0.32 4
T 0] % 300mg-2 F- 743 (N=362)

=2 028 | & gon prasse)
#0244
—
-
. 0.204
=
B 016
% 0.12 4
3 o84 4-.T + T

0.04 -

D L] I | L] ) | | ¥
o 2 4 8 12 24 a6 44 52

=

A7 Aol whE ZBASA AL A FEV,e Wlolsghel oyl @7
G4 AT 525 Fo A0S duAAY AR B4 A A@e
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&2k 9357 5 7217 ol ths Al FH o St

d

A A EE AlE 104 Ho] =8kl FeNO7} © &&(= 20 ppb) A9 319+
A (N=383)ol| A, o] °Fe] Foj= 9ofxt vluste] wjo]2ghel thv] 1252 H 525%}
| Z1BAGAA AHE A FEVIS EAZoE #9384 MAAHTA2F:2 - LS B
W3l o] oF 0.232 ) $)<F 0.108; LS HF =o): 0.124[95% CI: 0.045, 0.203]; p=0.002, 52
Z3 - LS W wWd: o] oF 0.247 o] $°F 0.120; LS H# o] 0.127[95% CI: 0.042,
0.212]; p=0.003). WHAHHAF A3 AF 20]4, wlo] 2kl FeNO7} T %-S(=20 ppb)
BAF sheltollAl, o] ¢ Tl 919k vlwste] wlo]2gkl tiv] 1252t 7B &
A AE A FEVie FAASE Fo3tAl NAAFATHN=355; LS H+ W3} o] <o
0.221 ol $J<F 0.081; LS B =to]: 0.141[95% CI: 0.058, 0.223]; p=0.001). o] <keo] o
= A HAAAHES Al 2004 k3t vl wo] =&kl FeNO7} ¥ %2(=20 ppb)
B sheftoll Al 525 Aol Z1HAAGA AHE H FEViS /WA o (N=264; LS H+F
W3l o] oF 0176 t YoF 0.095 LS H#F =ol: 0.081195% CL: -0.019, 0.181]), EA =

TS SFHA AT

2

ABAGEA e W FEV,E 23 9 1% Ade a4, 4, A%, FA e, 3
F BAT 5, AR 4% HR(=2, 3, 24), AolauellHe] nEF ICS AE, 7B
o £ A A

% 1(<50%, =50%)= X33 B

3,
A GZA A F o] 22kl FEV, /S =
galol| A 7| BASFAA A4 A FEV,2 =43 ¥

| skl s B2 H07F
71 M2 AA 23T A AT

A= A E} Wéu%laﬂwﬂléﬂ Al 100 A, H%ﬂr Hl 3] o] oF FodA T
ARSRE o3 SGRQ FH 7dol H|AEHJHLS H+ W3k o] oF -9.73 of ¢k
-6.37; LS B4 ztol: -3.36[95% Cl: -5.46, -1.27]; p=0.002). " F A A= 23 A& 29
A, o] oF& $l¢fol] HlE| 525Fo] SGRQ FH-& WEAF MAWUTHLS Ho WSk o] <F
-9.82 o] oF -6.44; LS H+ ztol: -3.37(95% CI: -5.81, -0.93]; p=0.007). o] <} Eoﬂ
oA SGRQ FHe] Bt} & /iAol stAFMAHAS AE 13 HA HrhA w2
472k, A H A H A AP 20014 12F o] #FEHAO0H, 52F 7R F-A H U U‘r(:L
g 187} 19 F=). WA vl A AAAH DS AF 1A 9 2F43%) T} vl o]
oF B FGI%ANA Fo5A B =t e=u]: 1.44; 95% CI: 1.10, 1.89). 74 5414 5
A3 Alg 29014, dH-gAF Hl-&2 H‘—’HM%M Hlwa] o] ¢F FoF(B1%)ANA FX]&H o
2 o gou EAF FHE ==2A71% EIAH=H]: 1.16; 95% CI: 0.86, 1.58). <
oF7} mlmsle] o] of FojolA T4, A4 H AT ZE ME FYolA el #
ZhE] Aot

a9 18, A HA YA AS AP 1A AR Aol whE SGRQ FH ol xehel
Wl B wa
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-0.45]; p=0.00D= ZAIS wf o] oF2> fokx vws] AA ZTF7] ST4E FsH
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2 12-17A)1, A1 3 6-17A4D. AlE 1 9 Alg 39+= HI-&3] 2EHHIA] Abgo =
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e A4, 109€ 1217419 24 BA, 592 6-11A9] &of BAZ, 25015 of o
300mg(%3] &% 600mg)(N=139), ©] ¢k 200mg(Z3] &2 400mg)(N=5) = $|°KN=145)2
ol 7AW gHAc
W4 504 Fods]l A3 12 AF 394, BF 99 BLA9L, AF FI97
73kg, A 68.2%7F o4, 57.1%7F Wel, L1%7F F91, 16.6%7} 320
A, 33.6%7F obAlolelol itk ol xgelel B F3b stelg B el B4 F
HS(SST, UASDE HI-93| ~BhlAl ALgol= 873ha 2t2 155 2 20.8¢ 9k, ojch
Sol BAELTHIE Wol2TAAN FF WY EBA Foey] A3 84S ngow,
UAST ®5& 28 ol4bolgith, B wlolxeiel UCTE 452, 249 &
(UCT 12 wlghe] e gleh. Selz dutols 84 5% A 23ud B w4
FE7] A0e 61 ATHAA ABHEA £E WS 1-609). I3 F
T 24Tl 79 B¢ VMR F55E AFUSSTe wlo] 2=kl tiv] s 1SST
SE 79 EG B 2 BUD Ade 021 HAZ 59 0 Aoe FEE A
(S9)¢] FAZ H el = e,
Fa o3 WAMEE 4T e 7Y B9
MET. 49 FEEE R tee
Kk

i

t

rr
o
b orlo

=e]7] @4 FZ(UAST)S] o] 2~ekel thH]

H=(1SS7, W) 0-21) 9@ F3 F=av)

= ASHSST WY 02D ¥ F3+ 17] S5 H5(UAST, 9 0-42)= =%

stA T o)zt HriHTodE 7Y S FEHY] FFE ATY o]zl the] ¥E

(HSST)9} 12522 2 24F 3o F=e]7] 28 #AAHUCT)7F 2FH A UCTE 4714 3
]_

—n

g
22T
=Ty

[ ol

l

7t sa(FEY] S 55, ARUE FREA 42 W=, del A Aol 5 A
FEHY] 2H)E VIEeR -‘%EEM 24 AES Wkels ARR, A5 Hfle
0—16011:} R S8 FEHY AE 1R A 39 ATEA B odolxEdd sS4

3t 230 AAIE A

® 23 WA 5w FEHY] A 1R AP 39 ATEA 2 wo|xel Sy

Y EWA ey | B S04 o) -

ol 74 A1 A 3 s
(N=138) (N=151) (N=289)

A= (A), 3 FSD) 41.3(15.5) 44.7(16.9) 43.1(16.3)

UA (%) 34.1 29.8 31.8

BMI(kg/m?), ¥ #(SD) 27.67(6.47) 26.81(6.16) 27.22(6.31)

Ay A%z, Ww

D) 5.7(8.5) 6.5(9.8) 6.1(9.2)

ol <8kl ISS7T A<,

2 2SD) 15.9(4.0) 15.1(3.8) 15.5(3.9)

W o] =2}l UAST <=,

2 2SD) 31.3(7.7) 28.3(7.5) 29.8(7.7)

=5 WA EUY Fo

217] AW A =(UAST 70.3 59.6 64.7

>28)

w o] ~2kel HSS7T A4,

2 1SD) 15.4(4.3) 13.24.7) 14.2(4.7)

wlo)l~gkel UCT H<, 3.7(2.3) 5.2(3.2) 4.5(2.9)
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% 7(SD)

o] 2kl ¥
Ly 24 101.0 107.3 103.0
WA ENbA T ] AlY 1 2 AE 39 dap 2 o] xS ek A= X 24
of AA=E Qlth
¥ 24 9 B Fodr] A 1 2 AY 39 dx 9 o]z HriHS s Ay
WA w4 Sees] Ad 1 WA EwA Sy Ad 3
o] ¢F T o] ¢k o
f‘_ﬂ; (94_‘;4;) $1ote] ol (°‘_ ‘14") (%_9“‘) Sloke] ol
bl N= (95% CDP Wt e (95% CI)P
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o o] 2zkel| ~10.240.9D) | -6.010.94) |  (-6.63, oo Lo (-4.65,
S ERSEL _1.84) : : ~0.43)
o|x} H7lHF
243} UAST 28.53 ~4.65
o w]o]22hel| -20.53(1.76) | -12.001.81) |  (-13.16, '(%56255 '(;162)1 (-8.65.
EERSEL 23.90) : : -0.65)
24z 3t HSST “4.38 o o 2017
o wo]~zkel| -10.28(0.91) | -5.9000.93) |  (-6.78, i Tan (-4.15,
SRS _1.98) : : ~0.19)
o o] ¢ o} o o] ¢ oj
o o A R A% | ooty oo
(N=70) N6 T | T NTD | o
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TANE g @53 Wre A9 wolzeel mul 1S AT WIHGE), oF WHel A
$ WA 5 9 WEgon
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o] of Bo=Z 24F T 7|7

H22 2 23).
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=
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&< ISS7 5L UAS70] AZto] Aol wheh 7idE ATt (21
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----- 0] 9 (N=T4)
—r—— R [N=TT)
" p-value <0.05

1121

-20 4 15.85

ZEROFR R T+ ErE Mgl 57 15N

245 &< HSSTol Al fAEE 7HAd o] #ZH AT

2420l ISS7T B UAS79] /& gAke] wlo] =gkl IgEet BAIRlo]l LAt

o] &2 UCT(E2 Hee o F2 2W =d& ArhE FAT viel o] 24F3HA
d 1olA] feF il LS et o] 2.84[95% Cl: 1.27,4.40], A1 394l ¢k thH] LS
w zbol 0.93[95% Cl: -0.48,2.34D B 12FxKAIE 14 91eF tiv]l LS Ho+ zo]
1.86[95% CI: 0.35,3.36D°ll #1efoll Hls] A AW =HS FAHo=Z /jAdY oy, &4
A el de whEshA] X3

A 1ol A 125 2] wlo] 22}l thH] ISS7 51 UAST7e| FAASo=Z #Fod 7ide B3
oH(ISS7e] 9l eF thr] LS H++ =bo]-2.37195% Cl: (-4.60, -0.13) R UAS7¢] ¢{eF th#®] LS
Hat 2Fo]-5.02[95% Cl: (-9.32, -0.72)D. A& 3ellA = 1257}l 1SS7 51 UAST7] Hjo] 2~
kel thr] A A ZpolE B ATRISSTS] ¢ eF thr] LS B+ xpo] -1.84[95% CI: (-3.78,
0.10] 2 UAS79] 9jof thnl LS v+ =}0]-3.36[95% CI: (-7.07, 0.36)D. 125%}ol] UAS7
o] 6 olskQl AL HIEE o] of Fofdol] 343% B 31.1%, 91k AF 17.6% 2
16.9% A TH=H]: Al 1. 2.645[95% CI: (1.154, 6.06D; Al@ 3: 2.676[95% CI:(1.169,
6.125)]).

By B9y FE7]) AG 2

WA SWA FEY] A 20lAE F-igE 20 HRERE WSAN-100) FE
FWAN-09 vy SBH FSes] @A o] ool FEHL HrHATh of Aol
124 olge] @4 108%Wel FEHYCH, By SUH FEesAY 1 AY 33 5
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AR o188 $E3A RATKO] o -7.68, A -48l, ME o] -2.87).
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WA A5FBPDAD 4 U7 244 ol4bolw, 0-104 MSlel F3 BE AW £YF
NRS 847} 43 ool 1841 olake] 4ol B 1068 E O R @ 525 RASuA,
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o] YGANZAA, A5 1Al o] °F 600mg(300mg FAF 23])& JsHFof e ?
52 &<t AFE 300mg Ex FSdte fdE FARES 7S WAHAG. 2E
A= =S 1Y At OCS (ZElEys e ZH=YEE; 0.5 e 0.75mglkg/day) €]
TF A¥E AR 25 B AW 24 2de 24T 5 A 84 xdo] #A
He 3 0CSe =ol: 165a7HA Fode Eole Ae 2 A 0CS 4%
s A A 2 Ad (N2 EH Y 2 S 3l AR SHe ZEAAY
4 5T ALIAY, A FEe AR e AR AR AFHAS. OCS A T
o, A= OCSE 13 S7HA71= Aol sl en, 5% S7le 74 ajie= 3=+
HAoh FAEL AF 77t B¢ T4 ZEEIAHROE T OCS, A4l Z2E A~
Hl2ol=, HlzHZoleyd WA e ddxd PEFHAAZE FALS 7 AN
o w4 FZHILHECE EE OCSE 7AE 4= AP ARE ALste 2]
&&= Aot

ATEA 2 o] =gel S T Lol FAIY. 5% 10692 &2 -
W2 71343, 52.8%w AAdollon, 67.9%= WM, 1.9%= 5 Ev otz 7HA
m=Ql, 15.1%= oFAlorlol AL, 2.8%= 32y Ee SRAZ At Ho] e
Ql Al, H+ BPDAI &4 H4= 60.58 01, 342 66%71 244 o] 604 vwwt, 34%7}

604 oldeldar, FAte] 63. 2%7} FEA FA AxZAe fiE) ozl M4l Z2EFE~
HEolEs AP%?E“E} HeH &S NRS Ao l°l*ﬂ°lﬂl*1
Ut FrHAFE 3673k A&HHJA F} gsls @
% 3h= 1673k ol ¢ F 0
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BPDAI &4 A9 Ha 90% 44E @4 3o vg, 49 Hx =
d Heo] Ha 47 MAGDSE FoHE e AAvE e A g, b
FE] 36F27bA] Al oFEo] A AME7EA 9 Algte] 2IE QI
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673 9% BrhAse 8

(-45.23, -13.80)

IEEIZAHZEo|lE e ¢ 32.7%
2 AHRE 3623712 Ay 48.6% 15.9% P
A g1
6= Eof 7|7t B9k A & 28.2%
el e et 40.1% 11.8%
o =4 93 94 2 A6 ] ] 8.0%
= ool OCS ZwH 34.6% 26.6%
36729 o|x HIFHES
BPDAI &4 49 90% °]74 28.6% 9.8% 28.8%
DAas SAE 3o v & o o7 (12.79, 44.06)
Wol~gtel HHl UYY Hu
k= NRSS 93 # 3ol ) ] 29.3%
44 ol AA@E T 39.8% 10.5% (12.79, 44.06)
e
o] ~ekel ohH] BPDAI A o e 226.2%
Home] MEg W 76.7% 50.5% (-42.83, -9.50)
] ) 20.94
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0CSE HWow o7 wr oA 157 1 257
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- CSU A9 w54 Rxc d4A% 4 24043 Fe27] 458 UASD7} 0]
Eholw A A= rlol=gijld M2 CSU #Ate Al 2 AAd Ao dis) Y3}
Al 494 A g AIHS A

S 1EA: slE &7 24t HI-Fs| 2ERiAl= X5 A%

C2THAl S AE A, FE=EA B A 407 S

- 3GA: S AE Al LEEFY F7F
CAGA: =54 A, AlER2EY I1Y

PATIENT MANAGEMENT PATHWAY — CHRONIC SPONTANEOUS / INDUCIBLE URTICARIA IN ADULTS
Please use in conjunction with the summary of recommndarfons and discussions in the guiceline and supporting information document
> Enty Agsocistion of Dermato 15

DIAGNOSIS
Chronic spontaneous | inducible
e -, urticaria = —
{ il Y 3 {see section 5 2 and Table &) (/ Indugibl 3\
\ urticaria /‘ e ——(— | urticarias
¥
¥ GENERAL MANAGEMENT

Only consider baseling investigations if
clinically indicated
Consider using appropriate valldated
scofing systems to assess disease activity
and Impact, 2.g. DLQI, UAST, AAS, UCT
Qffer educational maternal / PIL
Offer access to support and treatment
for anxiety, depreseion and
psychosocial impact
Consider topical anti-pruritic agents,
@.4. a manthol-containing emolhent
Advise avoldance of idenfified triggers
or exacerbating factors
Stop ACE Inhibitore in people with
angio-oedema without weals

FIRST LINE
2" generation H,-anthistamine (licensed doses}

2™ generation Hy-antihistamine (up to four-fold the
llcensed doses, except mizolastine — see section 7.2)

Consider switching 2" generation Hy-antihistamine

Montelukast, in addition to a 2™ generation M-
antihistaming

Progress through first-line oprions svery 2-4 weaks

Consider BHRA /1otal IgE

X

SECOND LINE
{in addition to & 2" generation Hy-antihistamine)

RESCUE TREATMENT

FIRST LINE
2" generation Hy-antihistamine (licensed dosss)

2" generation He-antihistaming (up to four-fold the
licensed doses, except mizolastine — see section 7.2)

Consider switching 2™ generation H.-antihistamine

!

SECOND LINE
(i addition to & 2 generation H-antihistaming)

Cmalizumab

l

THIRD LINE
(tn addition o & o genaration H-antitistaming}

Cmalizumab = 4| Short-term predmisolone;
or e.g. 0.5 mg/ka/d for a few days Traat az per phenotype (see balow)
Ciclasporin |
T
: 4
THIRD LINE ) . l ) : v
(in addition fo a 2" generation H-antitistamine) Cholinergic Cold Delayed-pressure Solar Symptomatic
1% generation H,-anthistamine. Hy-antihistamine. urticaria urticaria urticaria urticaria dermographism
azathioprine, dapsone, doxepin, hydroxychloroguine, = Antichalinergics, Clelesparin Dapsone of UV praphylactic NE-UVE
IVig. methotrexate, mycophenolate mofetil, NB-UVB propranalol of i phototherapy of PUVA
sulfasalazine, tacrolimus or tranexamic acid (the latter danazol
only for angic-cedema without weals)
e FISF 8T8
- HI-&3s| 284l o] 39, 7t &Fode 3oy o & fFEAS Holn, &2
g A= Z‘#Xé_ffl 2AHA G HAdo] A =T ddqAA A AR Ts
Zoll, 18 T &8F oA AL LAEC] oW JE tA AAA WEEGAIE,
ARelthe Solsl FEA B AEn RS 449, oA, AE ARd Eren
HI-@3 2ehnA) w ewelFa 2o 243 2957 g CSU BxaMe A2e

A8 Jde] Has
* CSU A=A 2AM FEFT /Y <A
- CSU #ha a5 AoA 24k
o} [L-132 [gE=e] T3 Ad #3S =3

=l

Askar B RhA| =
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- 294 B AEAQ T4 9 A ZREIs ol HELPE B7sn 289X
G A5, AAAAA, A AAI2EY, Ao|FRExATvl|=E, B wPEo] w15
o, AEATD eTel Rt e AEHA Ad ALE nAT F AL FHAA FE
A FA RER ARE U8 FERS QL.

Table 2. Bullous pemphigoid - Therapeutic ladder

Localised/limited disease with mild activity

1% choice

2™ choice

Superpotent topical corticosteroids:

In localised disease:
on lesions only (3, nan-
validated)

in mild disease : on whole body
except the face (1, validated)

Tetracycline + nicotinamide (2, non-
validated)

Dapsone, sulfonamides (3, non-
validated)

Topical immunomaodulators (e.g.
tacralimus) (4, non-validated)

Oral corticosteroids (1, validated for
prednisone)

Generalised disease

1% choice

2™ choice

= Superpotent topical corticosteroids
on whole body sparing the face (1,

validated)

Oral corticosteroids (1, validated for

Combination with or introduction of:

+ Tetracycline + nicotinamide (2, non-

validated)

Azathioprine (1, non-validated)

prednisone)
+ Mycophenolate (1, non-validated)
+ Methotrexate (3, non-validated)
+ Chilorambucil (3, non-validated)
3 choice

Combination with and/or introduction of:

Anti-CD20 mAb, anti-IgE mAb (4,
non- validated)

Intravenous immunogiobulins (3,
non-validated)

Immunoadsorption (4, nan-validated)
Plasma exchange (1, non-validated)

Cyclophosphamide (3, non-

A DGR Blog EohEs
e U|ZFE RFTQ
- BP= 2 17 3AA dAse Sk dte] Bdo] Eol X5 oFE Algd Algho] B
on, FFAWQ FZE|IZ2ERo|ES] A Fold FRLORT A3 HoFS At
ANA AHEES A== A97F A 53] LE&F 0CSe A7 AHe2 ¥ 39 o3&
I AGES Fole T8 ddo] HERZ OCS 74 &3S Adsta &34 H4 F&
SFo 2 Ase Zo| Had
e BP X824 FHEF MY ZA
- BP W7 " o2 Th2 A=, ILC2, 34T & IL-4, IL-5, IL-13 &S g= Alo]EFISlo] &
8% 9s o] FgAHon, BP 5§ W] Ay FAMdA 4o F7hek BP
Aol A Tz Ao FR-FAxE R FZ7 #AA Fd FX) L4 Z IL-13 A
A A Z7E Z717F EAES. B BP 94 AA(FEEY] R/Es $A4 B A9 2
A 2% 228 EAEATY AW B/Es 2 8599 W9 | SR T
AE BY8 X, ZF " F9 A, v AE)z dAASE 248 BPe| Wy 7]
Aol A 28 =& Th2 AZ-vi/l4g W wkgo] T42Q 988 & g
- FHEHELS 149 [L-139] 2adgS dAgozN, IgE A4 2 a4k &3 22 29



X~ N
oW R o X uy <
oF g M TR % Ao F =<
0 —~ = - ey ]
W B § M _, < mU mo o
(% p o |_.AI oK o X =4 o_n._
W - v PR A
T W ol 5 N T ¥
do 1 T m - AN o] o
T 5 T = TR o ¢ b
N oo M Kl % 5 ol % BT
w 3w b U O o =
g e _._M_\ wn © zﬂ xo Jo {Jo ADn
8 E ¥ e R A@_ 5o~ T =
0 0 —_— = X OF 9
) - S T e — _
W%Z ﬁ_ %Mﬂoﬂﬂa ol
e o ou
P BT - T o 5 M o
< wﬁ o S o N oM o)
- i KU s W AR R urig
® gk N < K e M e}
T %0 T o B O N 2%
T = aL 7 LR T N &
< No A = |_Arﬂ _ n 5 < JJ <L
T o= F R° _ jor o = %k B D o
D 70 3 ofu o w2 X <
B oo B s v 20 h o N N s E
F omo o & <3 Ho O T =
X7 7o oY — - B0 <° iod —~ @ o~
‘WD L_O ~X OT_ ﬂ.—A = C_ O
22T 5 B g sy Ehe  G27
T o W ol oo K KoM be T
Te¥ by o g Flaza mgEo
T X o R R ” W w % 8w
ar N ™ e -~ jor il = X ol g D LRy
E_E .ﬂﬂ_ ,IA.I N ._Inv_q K _._.I OLO H;l o ﬁo _wu,._ W = m
® 5T PEoOPE mE By HomtgEer WD
4 = X H N o & oo oo 2 o5 =
I N o T of MM Ml Bl % H R x L T MM ____T_ T
Njo & e 2 W il %O ®° = o = = 9 S KR
B O _ S 0 —~, o - o)
B A < mY %X R S o K T 2
L R N 0 T X oo g P L w B o B
S 2 oWI I DC Pxi2Ts Piic
; _ o B o= < = ~al e < r o
< ° ) - ol m 3 oY I\ EAS! A~ )
— : . °® r e _E ol ,AL »AO ~ Wi
— o~ o b An [ ] Oﬂ ° # . E._O Nlun .mn ‘_IU_I.._ ,_Iv_Al‘_
n e
S S

A Al A

=

o

_77_

PMDA 3|7}

ol
=

il 2+2+ FDA

9

O oA 5844 528716719 34 AR

CSU<t BP &gzl o
6.2. 43ANFA=H 748 (CTD 5.2)



- 379 TS, olFsld, WAE, TW, Stz 245 FA A HEFCI6A6] A
C, EFC16461 A& A % EFC16461 /\]?j B)

- EFC16461 A1d A 51 G HI-@3| 2BHRlAl Abgoll= =73kal 480 e 41, Fad
(124 )7 1841 mIRb 3l 2o} fAH6A] o] 124 vvh) w4

- EFC16461 A& B: H1 &3] Z=EtA] AR&ol= EFstal 7o) il F-IgE A =(eze
FEhol gk whgo] EFEeAY Wekdel e A4 B 124 ofF 184 miwke] Ha

L:] EH/\]—

- CSU asashs o
et BN EE
Aalr) S8l 239

2TAGE FE347] A5 AP Ash

=
o, FEY FERA
N2re o

AF3te AN DGA IS EFCI6461 Al A F EFC16461 A3 ColH,
EFC16461 A& B4l. EFC16461 A& Ce= Al &7F AAA AEs Sw

AAsla & FAE JAAEANA e ARE AFdoF st= FDA
FAS S o= TA}?‘& AAZ FPEAS
2 PFA Al Cet 58 Ag Aol =E OidAN=15D7} 245

o
T3 AHQ024d 8€ 1)¢] 4 AxE AT

@ FEA fAF AXZAAY 2/3%8 FEAD)
- A LFAFR668-BP-1902): BP 4l& tidem FEFe] Fa4 2 A S H7}

ol

Q
S

6.3. *g%Q—FXﬂ SAE (

[ ]
>
oMt
i)
ol
I
I

s

e

i /‘3 Al ’\IE

o AT

> °
I S A T

o Fr L A om
e & & 1 e
(o o pE rE

2

o [
L
4 1z

m oE of

= 224, g7 #,

o ox X 9 o

& rlo

i)

32

o

ﬁ

o)

=

o ©
{1

gy, ol F w719, Sl iz, FAT AY

w
—
~—~

AZE AT AP FYHA B9ks.
1

2 Aol A *@Zﬂ/\l» H@,gﬂrg Zﬂ%’é}ﬁ"i%
Q

>{‘E‘ r[ r .

70 vk

==
mm

e
o i
2 H
o
2
B
L
olo
ol\
2
>
>
oo
(i,
oo
0¥
>,
o
oo
o
1L
s
rlo
>,
r
ofo
4 o

LISA 2] LLOQ% 78 ng/mLoi%

N
N o
rr
5y
]
=
S
el
=
X
k)
)
Hi o
(2
=2
R
i
ol
Q'L
rr

& A A 2
guloldE B L AuolEW WHOR FYHYL ol WY FEHs}
A B MEYE. 1% AP B B J1ENE ST W, APEE 125ng/mLY &

6.4 AR
e HAEMA F=87]
Aol = Ehstkal o
CSU pj_x]_ ol g_tﬂ-g]

5)
sl Sl AL, LEYFH A

I
Fiel 2ol AU e

_78_



g ARl A B 7HE =

NEER NEE] EEER; CHALRF 2=
(4401) 600mg X3 EE0 S 300mg Qlok 729
Q2w S0k 709
(HAE) D 60kg 01AE 600mg X3 ojor: 301
S0 = 300mg QW T ee
@ 30kg OlAt 60kg 0/2k 400mg 3|22 cazor 3o
EFC16461 C = 200mg Q2W T 03
AOHBAI 012 1241 0I2H cjot oo
(D Okg OlAt 60kg 012k 400mg =318 & T ee
200mg Q2W
(2 15kg Ol& 30kg 0I2k 600mg X3l cmezor (o
2SN S 300mg QAW TETEE
(01) 600mg X3 220 = 300mg 2|0k 66
QLW =0k 66
MM REA (HAE) @) 60kg 01AE 600mg =3 olor oo
=2r=0) 2 300mg QAW Flon 28
(2) 30kg Ol& B0kg 0|2k 400mg E3|22 cm=or om
EFC16461 A = 200mg QW TETS e
AOHBAI O1&H 1241 012
(@ Okg OlAt B0kg OI2k 400mg X382 = Tt 0
200mg Q2W
(2 15kg 04t 30kg 012k 600mg =3l cm=gt og
SEN = 300mg Q4W
(4401) 600mg 3| =01 = 300mg Qlok 53y
QW Sz=20k 539
(HEAE) @ 60kg 014 600mg =3l ek 1Y
EFCIgd01 8 =2r=0f = 300mg QAW
@ 30kg Ol&t 60kg OISk 400mg £&I82 sz=0k 19
= 200mg QPW
Rt or=st POH1089 EFC16461 A, B, C AIE 2Dt 190
PK/PD CTS0083 EFC16461 A, B, C AIE 221t 397
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Table 6 - Participant disposition
Placens Dupitamab A
o8 &-70) ~"13s)
Figure 2 - Disposition of participants ° o o
— 65 (100) 70 (100) 138 (100)
= 183 assessed for | 45 excluided 50 (73.5) 64 (91.4) 114 (82.6)
g eligibility 1 nut meelmg inclusion criteria* 18 (26.5) 6(8.6) 24 (17.4)
] _— meelmg exclusion e 459 2@9 6 @3
& [ 138randomized | 6 G0 D amd 10k o o o
4(5.9) 2(2.9) 6 (4.3)
prErs L sGo
s 1 o o o
% | 70allocated to dupilumab 68 allocated to placebo o e el
8 70 received dupilumab 68 received placebo o o
= T 229 Lo 322
: | 64 completed 24-week intervention period 50 completed 24-week intervention period S3E03) €3 (0.0) uB@ss)
2 13 (19.1) 7(10.0) 20 (14.5)
3 6 premature intervention discontinuation: 18 premature intervention discontinuation:
g 2 related to AE 5 related to AE
3(4.4 229 5(3.6
S 3 related to Lack of efficacy 7 related to Lack of efcacy o G o
2 {dwio Qtyer Edue o Other? S(11.8) 457 12387
@ | 63 completed post-intervention follow-up period | | 55 completed post-intervention follow-up period p N b
v 1 7 0 0 o
2 [70analyzed for efficacy (0 excluded) 68 analyzed for efficacy (0 excluded) 29 1Ly 322
T | 70analyzed for safety 68 analyzed for safety o o o
< 2(29) 1(L4) 3(22)
67 (98.5) 70 (100) 137 (99.3)
1(1.5) 0 1(0.7)
o NIAUYE (BT, FAYHEAAER), 477, 71EDH
i= [€) T 1w o H o ) 7 AR 7
- ZF Ade] gAAE AEARJ/IAAG/Lobd] we) Z3Eom ARle] AS HEUpEHE
1 =] [¢] T v o\ 0o v R L o AR — o v [SRm] =
= }_ iil‘ﬂoi 1:1 ]OE 1:1;(].0] quﬂoi = 31 ‘ﬂ' 1:1:‘4 ] EO:]HFO}I:l’;}A
=7 <) 1 Hi= T H T E‘. = A .

Post-treatment

Screening Study treatment period (24 weeks) (12 weeks)
N=65 Dupilumab*
stwdy A -~ o
Q)
omalizumab _
hahve N=65 Matched placebo
T A A 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/gdw, administered as 1 SC injection of dupilumab 300 mg (2 mL)
Dupilumab 200 mg q2w, administered as 1 SC injection of dupilumab 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
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- SFUZIZE HF AToFE Fo] & 125
- AdekE g Fof Wy
c ANgetE: FHF
O A0 = =60kg H4ad: 600mg F3l&F Fo 3 300mg Q2W
@ <60kg H2d 2 =30kg 20H6~114): 400mg H38%F =0l T 200mg Q2W
@ =15kg ~ 30kg Z0H6~114): 600mg 23} &2 o] 3 300mg QAW

)

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
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- ADA 4 1358 (FE 7R FolT 699, f1oFT 66%8)

n (%) Placebo Dupil 1l All

Randomized population 6F (100) 70 (100) 138 (100)
Efficacy population

Intent-to Treat (ITT) 68 (100) T0 100y 138 ( 100y

ADA population B ] 135
Pharmacokinetic {PK) population 0 6% o9
Safety population 68 70 138
Population without trial impact (disruption) due to COVID-19 68 (100} 70100y 138 (100}

o
38 F8 o4 HAMAE BAM AT Geh ANCOVA ZRE AB3Nel AL 1§
TR vs. AP bl LS B Aol® AL, Y Aole] 95% AT FLHCDI
@7 P-ghe ABFoEA FAL fFeHS ATAAL
*AZH A P

AA= B3 Abdd A= dglolE A& 98] WOCF (Worst-Observation Carried
Forward)$} E‘r% A (Multiple Imputation)= A3 stolBg = #Ho] AMEEH IS

sA =/ TFAGE AR A, ST ke B8 olF HolEHs AFAHW 254d
2452F 2 WOCF thA|s el we} wjo]xeel o] $-7E of= H8 olxd7bA9 7 u
e fem dAg =7 S A 2 FFoE FdE AF UFA AFA=

WOCF el met thalsH, 555 29 A= thatiAlgMDel wet ﬂ%iﬂ%.

AIAE 248 254 & WOCFe| 2xE 7o WOCF A &stAU/8HA g2 &

WA ASA = T AA ol F flefwe] B po= diAstd 24stAY, WOCE 4
3 X

Uit P A o3 BAWFE 15 0FR005)8 =85y A8 tERy AxE

In non-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 UAST <6 at Week 24
Proportion of patients with UAS7 = 0 at Week 24
Change from baseline in HSS7 at Week 24
Change from baseline in ISS7 at Week 12
Change from baseline in UAST at Week 12
Proportion of patients with UAS7 <6 at Week 12

i A L

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 HSS7 at Week 12

12. Proportion of patients with UAS7 = () at Week 12

13. Change from baseline in UCT at Week 24

14. Change from baseline in UCT at Week 12
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Table 10 - Demographics and participant characteristics at
Placeho Dupilumah All
(N=68) (N=T70) (N=138)
Age (years)
Number 8 70 13§
Mean (SD) 419148 407(163)  413(155)
Median 4L 415 410
QliQ3 WI82S 270520 280520
Min ; Max 12:77 378 8377
Age group tyears) [ (%))
Number o8 7 13§
611 0 229 2(14)
el 228 2(28) 4(29) Placcho Dupiluniab Al
18-39 30 (44.1) 284000 58 (42.0) (N=68) (N=T0) (N=138)
4064 3247.1) 04291 62 (44.9) Weight (kg)
6574 3(44) 7010.0) 10(7.2) Rl 7 - 125
Zr3 T i (A Mean (SD) TSTO(IE36) TR (2149 TR4E (19.96)
Region © [n (%] Median 7200 7400 73.00
Number 68 70 38 Q1,03 64.50 ; §7.00 B0 9250 63.00;91.00
Az 15 (23.3) 17.243) 334259 Min ; Max 430: 1190 325;1359 3251359
Latin America 10 (147) 9(12.9) 19 (13.8) Weight group (ke) [a (%]
East E 12 (17.6) 11{157) 23(16.7) Number 7 0 17
Western Countries 30 (44.1) 33447.1) 63(35.7) 5 10 (149) 16 (228) 26(190)
Territory ¥ [n (%)) E 57(85.1) S4(77.1) HELO)
Number 6% 70 138 BMI (ki)
North America 27(39.7) 29414} 56 (40.6) Number 7 70 a7
Enropens Union & United Kingdom 415.9) 4457 H{SH Mean (SD) 2790(6.19)  2745(677) 2767 (647
Restof World 37 (544) 37 (529 74 (53.6) f— 2715 2619 -
Sex [ (%)] Q1,03 23053076 223003177
Number o8 o 138 Min | Max 176,448 173,531
Male 18(26.5) 29 310 47.(34.1) BMI group (ki) [n (56)]
Female 50(73.5) 41(58.6) 91 (63.9) Rt o &1 0 37
Race [ ()] <30 £7(70,1) s1(729) 9% (71.5)
Number 8 70 138 =30 20(29.9) 19.27.1) 39 (28.5)
White 38 (70.6) 476710 95 (68.8) o
Black or Affican American 2(29) 1{14) 322
Asian 161235} 19270 35 254)
Japanese A8 6(8.6) 12 (47)
Native Hawattin or Other Pacific Islander 0 a 0
cricn Indidn or Alaskn Native 0 (L) 1{07)
P 1(L35) L4 2014)
Not reported 1(15) L4 2014
Unknown 0 a a
Ethnicity [ (/%]
Nutnber o8 0 13%
Hispanic or Latino 12 (17.6) 13(18.6) 25 (18.1)
Not Hispanie or Latino 56 (82.4) 578140 113 (81.9)
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Table 11 - Disease characteristics at baseline - Randomized population
Placebo  Dupilumab All
(N=68) N=T0) (N=138)

Age ot anset of CSU (years) Placcho  Dupilumal o
Nummber 65 70 13% (N=68) (N=T0) (N=138)
Méin (SD) 367060)  3SSO66)  3610162) Baseline UCT score
Hedian s o Nursber 68 69 137

’”:_';:"” Mear (SD) 36 (23) 3823 3723
since first diagnosis of CSU (years) Median a3 B a R w0
Number 6% 70 138 Q1,03 2050 0:50 050
Mein (SD) 7017 EETUE 57(8.5) Min Mk 0.9 0:10 0.10

Mediin 23 20 20 Baseline DLOI score @
Q1;03 457 0960 Number 67 ah 133
Minhax L Lr60 Mean (SD) I5367) 135(59)  144(64)

Bageline 1857 s00re Medizn 160 13.0 140
:‘“‘:bjgm - ]7‘:'4 5 i :’3:‘ 3 01,03 100:200  100:180  10.0:200
Mean 5 5.9.(4 S )
i o ) Min : Max 2128 2427 2:28
01:03 1401200 13.0:200 BISHAEELCIL ooky
Min ; Max 8:21 8131 Number 6% 6% 137

Baselitic [S87 score [n (%)) Mean (5D} 4671203)  410(173)  439(190)
Nusmber 70 138 Mediin 457 380 413
<13 12071 284203) Q1,08 310:609  272:522  293:576
=13 52(76.5) SB(R29) 10{79.7) Min ; Max (.2 12585 1285

Baseline UAST score Baseline PGIS score
Hambce h L) 134 Number 68 70 138
Mean (SD) 308(82) 39072 30D Mean (SD) 35 (06) 3406 34.(0.6)
x‘“"‘ s SR Median 30 10 30
Min 16547 16242 01,03 1(:,4,0 30:40 ,'w..,m

Bascline UAST score [n (%)) MinsMuax 2k i Erd
iiiae P % 58 Baseline Total IgE (1U/mL)

2y 240353 @43 e Number 65 66 131
44.(647) SI(5T) 970 Mean (SD) 4423 (18518) 6368 (2886.3) 540.3 (24212

Bascling HSS7 score Median 96.5 109.4 1010
Number 68 0 138 Q1,03 27912210 492:3810 389:2740
Muiin (SD) IS0 ISE(BR) 154(43) Min : Max | 114827 5. 23388 | 23388
Median 155 16.0 16.0 Baseline Total TgE (1U/mL) [n (%)]

Ql.03 1050195 140:190  120:190 i . - -
fosioede o 2y B2l 2yl <100 34(513)  IETO) 65 (49.6)

Presence of angioedema at baseline 7 [a (%)) =100 31 @) 3I5(530)  66(504)
Sumbier 65 4 18 Baseline Fil-antihistamines [n (%]

Yes SAS00)  28E00) 62i49) b 68 70 13%
No 34(50.0) 42 (60.0) TEASS.1) . ) el
standird dose 41(60.3) 314443) 12(52.2)

Bascling AAST score for participants with sngipedema & 1.3-fold smadard dose 16 (23 5) 27.0386) 4317
:‘i’::’im 5;{; " - -;:stm A-fold standard dose 1 (16.2) 120171} 23(16.7)
Medion 280 315
Q1:03 95480 1305480
Min ; Max 4:92 4:95
o F A @31]_ S /\E]_u ]E ]1:: B .:-]_ =X ] ]/\Q ULE]ZEQ' = ]
‘[]‘Eo . Hl 6(_)]' - 1_]_ 7<.u_°1_:_ = [S) A i) 0]—0 X"“—-, al ga T 7:]0 1:‘110
Ol TlA] EnQkx 1 ] %].]1 é IQ—qu ] = ——TL/H 210
A= U EEH F=87 AL A Eao Al CSU =8 g Q@ A9Q]

o = % - ) o = 5 ol o ‘I
7+ 55 (SS7), Hwtd & =(UAST EHZIHSSDA oA A 245} ok ojjn
= ]24 o] o] l—;<4o ~/] ]5 H/\ KR

sAIA B ddHeR ngk s B =
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) Tor Dupilumab vs. Placebo
Primary endpoint for US and US ref. countries (kev
secondary endpoint for EU and EU rel countries)
Change from baseline in IS8T ar Week 24 601 (094 -10.24 (0.91) -4 23 -6.63, -1 .84) N.000s
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 (LELYy -20.53(1.76) -R.53 (-13.16, -3.90) 00003
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 114 0at Week 24 9{13.2) 22430.4) 2908 (1.173, 7.209) nores
Change from baseline in HSS7 at Week 24 =590 (0.93) -10.28(0.91) -4 38 (-6.78, -1.98) 00003
Change from baseline in IS57 at Week 12 -6.01 (ES)  -E 3T (0E) =237 (460, -0.13) 00377
Change from baseline in UAST ar Week 12 1179 (1 64y 1681 (1.62) -5.02 (=932 -0.72) 00223
Proporiion of par 1 UAST < 6 at Week 12 12 (176} 24 (343 2645 (1154, 6.061) 00215
Propostion of par 887 = 5) response at 29 (42.6) 51({72.9) 3413 (1.596, 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) -E.39 (0.83) =270 (-4.90, -0.501} 00160
Proportion of participants with UAST = D at Week 12 & (H.8) 11 {157} 1970 (676, 5.743) 02152
Change from baseline in UCT at Week 24 48R (0.61) T.71 (059 2R4(1.27, 4.40) 00004
Chamge from b in UCT at Week 12 4.62 (0.57) 64K (0.57) 1.86 (0.35; 3.36) 00155
CMH: Cochran-Mantel Haenszel; 1ISST: ilch-severity score ower 7 days (0-21); UAST: urticana activity score over 7 days (0-42); HSST: hives-
seventy score over T days (0-21); UCT: urticara control test (0-16)
X T P2 Foll 2o tin| HrE B 2l st 1 2=
@ 1A Hrde= F 2 24F=}ol H| ISS7 HaE BAASE FolotA TaAIFHS

_86_




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

1887 Placeho D pilumab
(N=6%) (N=T0)
Baseline
Number it} T4
Mean {5D) 15.74 (4.11) 16 10 (3.98)
Median 15530 16.00
01:03 13.00 : 20.00 14.00 : 20.00
Min ; Max B 210 BAk: 210
Week 24
Number 58 6
Mean (5D) 019 (T52) 5.83(6.08)
Median 10.00 430
Q103 302 17.00 0k ;10,00
Min ; Max 00210 00210
Change from baseline
Number {observed/imputed) SR (46/12) 66 (Gi6)
Mean (SD) -5.62 (R.07) -10:24(7.03)
Median -0} -1 1.0k
Q103 -13.00 : 0.50 -16.00 ; -5.00
Min | Max -21.0: 10.0 -210:50
LS Mean (SEj £ -6.01 i(1.54) 1024 {091
LS Mean DIfT ve. placeba (95% C1) & -4.23{-6.63, -L84)
00005

P value vs. pl.!LcI)u

Hﬂol*ﬂ}o] ISS7 v’é“?'L 71‘51—1‘(SD)“ Flofoll A 15.74(4.11), FEF7 FofellA 16.10CB.98)=

ARSI O 24541l wlo]2efR] thH] LS Het HSHEE)-S ofrollA 6.01(0.99)<1=] Hiaf

SRR} Solold 040D FAHOE FASAQ0006) o 2 g B,

ME B A SRRy A8 Lve] BAH K40 BF Ao BZA A9
2 2R oY NEE FHAAE YR FAAAS. FA EE TA GBS

l

Z AgeAga AA BFH oz ARste] BA3 F99 FA
= & olF A9 ISS7T A-E FHo A1) w A s
Aotes B 4 AFdAE ZF fof v FERY FoTodA FAHSE

X oa 3}

- A2AFA} ISST Z32el] o] QEE’JC’I L1k thr] o9 sielollA] LA =& e

Figure 3 - Plot of treatment effect on change from baseline in ISS7 at Week 24 by subgroups - .
Subgroup Comparison N LS Mean diff. 95% C! Dupilumabbetter Placebo batter
ITT population
Race
Subgroup Comparison N LSMeandff. 85% CI Dupilumabbetter Placebo better \White Dullumahvs placebs. B5  -3.65(-6.75, -0.55) ——
Al thié Othrs Dupilumativs placsbo 41 -5.54(-9.38,-170) -
Age group (year:
\ge group (years) Bhnidty
<41 (Medan) Dipilumabvs plaosbo 66 -3.24 (7,18, 0.67) -
>=41 (Medan) Dipilumabvs placsto 72 -5.09 (0,09, -2.08) = Hietele Prplirebin sty 23 RIRGTANEAS) b
g o taeaesi Hon-Hissanic Dupilumaisvs placsbo 113 4.95 (-7.54, -2.36) -
<65 Dipilumabyvs plaosto 126 -4.42 (-6.98, -1.57) —— Angiosdema at baseline
=65 Diplumabys placsbe 12 4,50 (821, 18.21) - Yes Dipilumabvs placsbo 62 -2.59 (-6.44, 1.26) ——
Gender No Dupllumabvs placsbo 76 <541 (-8.54, 227}
Mal Dipilumabys placsbe 47 -4.73(-0.95,-0.11
° pilumatve g Al Baseline UAS? score
Femae Dipiiumabvé placsbo 91 -3.85(-6.93, -0.88)
<28 Dipilumabvs placsbo. 41 -3.72(-7.89,0.45)
Baseline weight (ke)
<73 (Median) Dipilumabvé placsbo 88 5,33 (-8.73,-1.82) =28 Dupilunavs placabo. 97 -4.55(-7.57, -1.53) e
>=73 (Madian) Dupilumabvs plactbs 68 -3.86{-7.55,-0.17) - Basaline 1SS score
Baseline weight (kg) <13 Dipilumabva plassbo 28 -5.05 (-10.29,0.20)
<60 Dupilumabvs placsto 26 -8.20 (-14.63, -1.77) o =13 Dupilumabvs placsbo 110 -3.86 (-6.64, -1.08)
>=80 Dipilumabve plaosbo 111 -3.B7 (-6.60, -1.13) T —
Bassline BMI (i
eling B (KGR <2 Dugilunabva placebe 67 -3.22 (-6.72.0.28)
<25 Dipilumabys placsbe 5T -5.84 (8.6, -2.01)
z-10 Dupilumaivs placsbo 47 -4.00 (-8.18,0.18) = =
32250 Diplumabve placsbo 41 -2.68(-7.32,1.97)
smh Diritanbvmioh B AT s . >10 Dipilumabvs placebn 22 -8.14 (-15.45, -0.83)
Reglon Baseline H1-antihistamine:
Asa Dupilumabve placebo 33 -5.85(-9.86,-1.75) . dose
Latin Amarica Dupilumab vs placebo 19 0.44 (-6.98, 7.86) 2 Fandard dose Dupilumab vs placabo 72 -2.55(-6.01,081)
Ead Ewrope Dupilumahve piacsbo. 23 -4.39(-1146, 2.67) Ztod-folddandrddoss  Dupilumabvs placsbe 66 -6.20 (-9.80, -2.60)
Westarn Cotniries Dipilumabvs placsbo 63 -4.05 (-7.78, -0.32)
Basaline sarum Total
Territory
1gE (1WimL)
North America Dipilumabvs plaocbo 56 -4.01(-7.94, -0.07)
Eiropean Union & United  Dipilumabvs placsto 8 -5.16 (-18.24, 7.82) ChL Dpllaptivspaen G AgA (LG RE =
Kingdom >= 100 Dipilumanva placebs 66 +4.63 (-8.22, -1.04) -
Rest of World Dipllumabvs plaosto 74 454 (-7.64, -1.44) .-
T T T %
= w4 0 =D 2 0 0 1w @
L& Mean diff. LS Mean diff
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-20.53 (1A A B 31.86)01 o1, fl el A=-12.00 (71 AR 1 30.76)°] AU+

gloF tje] LSH# Ahol: -8.53(95% CI: -13.16, -3.90) 0.2 e} $oF tjw]
BER FoTolA SAA 2 dHoE {7 MHAE BAE

1olﬁa}01 UAST A5E 5% 54310k 30.76, TR 31.86)01 4 245 =)ol
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Table 16 - Change from baseline in UAS7 at Week 24 - ITT population

UAST Placebo Duspilumab
(N=68) (N=T0)
Baseline
Number 68 70
Mean (D) 30,76 (B.19) 3186 (7.18)
Median 1100 3250
Q1,03 2400 37.50 28.00 . 37.00
Min ; Max 1641420 164 ;420
Week 24
Number 3% ff
Mean (SD) 19.75 (14.5%) 11.54(12.22)
Median 2000 9,90
1., 383 ;3500 (.00 ; 19.60
Min ; Max 0.0:42.0 00:420
Change from haseline
Number (observed imputed) S8 (46712) 66 (6070}
Mean (SD) -10.93 {15.06) -2025 (13.2%
Medhan BRI -20.50
Q1:03 -23.00; 1.00 -30.00 ; - 10,00
Min : Max -42.0: 21.0 420:123
LS Mean (SE) @ -12.00 (181 20053 (1.76)
LS Mean Diff vs. plateba (95% CI) ) -B.53(-13.16, -3.90)

P-value vs., placeb 3 0.0003
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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% Cl| Dupilumab better Placebo better
Subgroup ‘Gomparison N LS Meandiff. 95% Cl Dupilumab better Placabo better Race
White Dipilumabvs placbo 95 -6.88(-13.02,-0.75) -
Age group (years) Al the Others Dipilumabys placsbo 41 -12.25(-15.04, -5149) -
<41 (Median) Dupilumabyvs placebo 668 -B.25 (-13.74, 1.24) - Ethnicity
>=41 (Median) Dupilumabvs placsbe 72 -10.80 (-16.55, -5.05) Hispanic Dupilumabys placebo 25 -3.03 (-16.12, 10.06) — -
Age group {years) Nan-Hispanic Dipliumabva placsbo 113 -0.74 (-14.74,-4.73) -
<85 Dupilumabvs placebs 126 -B.87 (-13.80, -3.93) e PR ———
>=65 Dupllumabvs placec 12 10.67 (-12,19, 33.52) . Gy Hipllimabva) AR =
Gender :
No Dupilumabvs placsbo 76, -10.53(-16.48, -4.57) -
Msae Dupilumab vs placebe 47 -9.83(-18,42,-1.23) —— P ——
aseline score
Female Dupilumabvs placebe 91 -7.48 (-13.34, -1.61 -
- —— “ o i ¢ <28 Duwilumabvs placbo 41 -5.17(-13:21, 2.67) -
aseline welght (kg
<73 (Medan) Bugilumdbys pb 6@ 1041 (1673 4.08) B >=28 Dupilumabys.placebo 87 -B.92(-14,77,-3.08) -
»= 73 {Medmn) Dupilumabys placebo 89 -7.86/(-15.20, -0.53) ——— Baseline | 87 score
<13 Dupilumabve placsbs 26 -11.13(-21.60, -0:65) -
Baseline weight (kg)
<60 Dupllunabvs plocsbs 26 -15.7 (:27.90, -3.58) " >=13 Dupilumabys.placebo 110 -7.84 (-13.09, -2.60) -
>=60 Dipllumabvs piacebo 111 -7.85(-13.23, -2.:68) Duration of disoasa (years)
Basaline BMI (kg/m?) <2 Dupilumabys placsbo 87 644 (-13,38, 0,50) *
<25 Dupilumabvs placebo 57 -12.02(-19.08, -4.96) . 2-10 Dipilumebvs placsbo 47 -7.55(-15.76, 0.67) ——
»=25. <30 Dwpilumabvs placsbs 41 4,70 (1352, 4.13) . >10 Dupilumabvs placsbo 24 -17.46(-20.78, -5.14) -
>=30 Dupilumabvs placebhc 39 -B:88 (17,29, 3.33) —— Basaline H1-antihistamines
Region dose
Asa Dipilumabvs placsbe 33 -11.53(-12.17,-3.89) Sandard dosa Dupilumabvs placebo 72 -8.20 (-12.86, 0,48 ——
Latin Amarica Dupilumebvs placsbo 19 -1.034:16.05,13.89) e Ziofadgmdrdoe  Duplumabve placsbs 66 -11.89 (-18.75, -5.04) =
Eas Europe Dupilumabys placehe 23 -B.12 (-21.55, 5.31) — Basaline serum Total
Western Countries Dupilumabyvs placebo 63 -B.35 (-15.75, -0.95) iy
Tectitay <160 Dipllumabve placibo 65 -B.17 (-15.04, -1.28) .
Nerth Amarica Dupilumabvs placebs 58 -8:83 (-16:49, -1.16)
>= 100 Dupilumabvs placsto 86 -10.63 (-17.72, -3.54) ——
European Union & United  Dipilumabva placsbe 8 -6.19(-22.37, 5.98) -
Kingdom
Rest of World Dupilumabvs placebe 74 -9.13 (-14.95, -3.31) ————
-4 A7 a 17 2
a7 o 7T M LS Mean diff.
LS Mean diff. T o T
- PN
@ o]A} HrPHS
ZZ 2 3! = =i ° X ] 5
1233 9 Azt o W& ISS7 ¥ UAS7¢] 7|&X] diuv] ¥
oy 2n) E = olo 3 IEnAs; Ry (e ] 3
- EPEY Bl A 1233k Skea} vimate] B ISST(SIF thu] LS B
e 9 )l—_. - (_ - ) )\:ﬂ 3 (o o ]
2Fo](95% Al E F3h+ -2.37(-4.60, -0.13); p = 0.0377)% ¥+ UAS7 H] LS
= T
ZFo] &= -5.02(-9.32, -0.72); p = 0.0223) 4 FAHCZ Folgt THAE YEI S
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 Dupilumab
(N=68} (N=TH) (N=68) N=T8)
Baseline Baseline
Number 68 70 Number 68 70
Mean (SD) 15,74 (411 16.10 (3.9%) Mean (SD} 30,76 (8.19) 3186 (718}
Median 15.50 16.00 Medinn 3L00 3250
Q103 13,00 20.00 400 2000 Q1.Q3 24003750 2800 : 37.00
Min : Max 805210 80:210 Min ; Mix 16.0:42.0 16.0:42.0
Week 12 Week 12
Nuiber 62 68 Nuthber 1 68
Man (SD) 959 (6.93) 749 (6.38) Mean (SD) 1R.BH (1328) 1481 (12.6%)
Meédian 7.00 1667 14.00
1.70:12.83 Q1:Q3 B0 28,00
0.0:210 Min ; Max 0.0:42.0
Change from baseline Change from buseline
Number (ohservedinputed) 621539 68 (63/5) Number (observed/iniputed) 62 (539) 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
QLo -13.00; 0,50 -13.80 ; -4.00 Q1. 2100, 0.00 2750, 7.50
Min ; Max 210194 21058 Min | Max 420:17.0 410123
LS Mein (SE) @ -6.01 {0.55) BAT(084) LS Mean (SE) 2 -11.79(1,64) 1881 (1.62)
LS Mean DIff vs. placebo (95% €1) & <237 {-4.60, -0.13) LS Mean DilT vs. placeho (95% C1) @ -3.02-9.32, -
P-value Us, placebo @ 0.0377 P-value vs. placebo ? 00223
[e) Dil U =z 51 9 Ie) = 518 7:] O o] =
" Hl T 29 Fo] Al ISS72 15FAF5-E UASTS 9F-35E FAZHSRE /o
Mg nel UFANA FAHY O, 3 F 2 #F /5L ATl
7H1j_e 245277} & A om, XN= 12*1"]‘——, = P el iy
-1 = 1,1,_7_'” [e) ]ﬂ [e3 JKe)
Hal| + HerT o A = SA e
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Figure 5 - Plot of mean change from baseline in ISS7 over time - ITT population
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Figure 6 - Plot of mean change from baseline in UAST over time - ITT population
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#participants
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- 1252 9 24F=}e UAS7 <6 1 Ao Bl &

- 1252}oll= UAS7 <62 H

1 74 vl go] FIRH

Eo o A 34.3%, 9 oFroll A

17.6% %2 91k tin] A= Foldh W3S RA(=H] 2,645 (95% CI: 1.154,

6.061); p = 0.0215)

L u4FAel e FAER 15 AhAbe] 45.7%7} CSU F4ol I =HUAST <6)F wh,
SHAE TIFCAE 235%0 01, Hof tnl FAZ R FofT Wee

HAS(2=H](0R) 2.848 (95% Cl: 1.301, 6.234); p =

0.0075)

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

Placcho Dupilumab
(N=68) N=TH)

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

Placeba Dupilumaly
(N=68) (N=T1h)

3.5) {457
38 (54.3)
10143
2,548 (1.301, 6.234)
0.0075

P-value vs. placeba 0

12(17.6) 24343)
56(824) 464657)
1522 7(10.0)
2,645 (1,154, 6.061)
0.0215

- 1252 9 245}l UAST
- 125219
Fo 7ol

- 2432}
Fo 7ol

_,_4_,_4

UAS7=0%1 th/dAt Bl&2 9%k 8.8%, +2
Al ==(S1eF divl OR 1.97000.676, 5.743], p=0.2152).

UAS7=0%1 th’dAF vl&2 ofa 13.2%, T+EFY FoAT 3L4%E FIHFY
A FAALE FolsHl Ed=(1eF tinl OR 2.908[1.173, 7.209], p=0.0199).

021 &2ke] vle(d B3)&)

2% Fo7 15.7%2 T2

Table 21 - Proportion of participants with UAS? = 0 at Week 24 - ITT population

Table 22 - Proportion of participants with UAS7 = 0 at Week 12 - ITT population

Placeho Dupilumab
(N=68) AN=TH)

Placebo Dupllumab
(N=68) (N=T0)

Week 24
LIAST = 1

¢ 94132) 2314)

59 (B8} 44 (6R.6)

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

0.0199

6(8.8) s

62(912) 39(84.3)

153221 T(10.0)
L.970{0.676, 5.743)

0.2152

- 2473} 9 1277k¢) HSS7 0|22kl Tl skst Azk Axpe] whE s}
BFN A8 Yokt vlaske] 245 zpol] HSS7 Bt Hlol2elel tiv] FAZ o=

FolsA Az

- AZE el wE HSST W E e FEFY FoATAA Agm FIU|HE g F JfAd ]

Jeh SloF ol 8521 5E B4
FAHA S

AR F 127 A 23

o2 o3 7hdo] BlE o} 24FA}7HA]

¢ AR e FAHAE
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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

R

AR FostAl =d=(eF tHl OR(95% CD-2 3.413(1.596, 7.299); p

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

= 0.0014).

1252} ISS7 MID ¥H-&-&
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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

HA) 1SS7 MID ¥H-& AbA7EA| 9] F

50091, YeFFolAE 4.0572.0, 8.09oH, YeF thn)
]E EJ’}_# E—I\I\U
27] - HAAKUCD) Hjo]2gkel tin] w3}

0.809, 1.820)% FLTq FofFol|A]
- 1273 2 4FA T
TERY RATAA RFAS 27A
SOELES
Wl sEelolA F o
Ugrom, FBRY Folie] FU
UFA) FBEY Tolie] FF4o
Aejgom gokrel s F93k UCT %

o mE gaAe UCT29] %53171 %Ao o] e
wlo] 2~24¢l UCT

ek A% CD& FEFREEelA 3.0572.0,
$1@HI(HR)+= 1.216(95% CI:

R f1of dinl UCT A=+¢f #Fefmlgh 7idel

R

Pt

A= 4w UCT %‘j—’F 122 %
o T2 2 245A g2 JHAS

Table 28 - Change from baseline in UCT at Week 24 - ITT population Table 29 - Change from baseline in UCT at Week 12 - ITT population
ucr Placebo Dupilumab wr Placeh Dupilumaly
(N=68) (N=70) (N=68) (N=Tly
Baseline Baseline
Number 68 B4 Number 68 9
Mean (SD) 163(227) 3.75(2.28) Menn (D) 3.63(227) 375 (238)
Median 350 400 Median 350 400
Qi3 200300 200 500 Q1,03 00 2 5.00 2,00: 5.00
Min ; Max 0.0:90 0.0 100 Mun ; Max 0.0, 90 0.0 10.0
Week24 Week 12
Number 61 &7 Number a6 68
Mean (SD) 823(5.13) 11.09.(4.13) Mean {5D) A7 (474} 10,06 (4.10)
Medisn 7.00 1200 Mediin 8.50 11.00
QL:Q3 4001 13.00 .00 15.00 Q1:03 4002 12.00 7.00:13.00
Min ; Max 0.0; 160 00,160 Min  Mix 001160 00160
Change from baseling Chuage from biseling
Number {ohserved/imputed) 61 (49/12) 67(62/5) Number (observedimputed) 66 (5977) 68 (64741
Meun (SD} 4.64(3.51) 728 (421) Mean (SD) 458 (5.14) 626(4.01)
Median 3.00 500 Median 350 6.00
Q103 0.00; 10.00 500, 10,00 0Q1.03 .00 2 2.00 4,00 . 9.00
Min : Max 4.0:15.0 LD 160 Min . Max 540150 -10:150
LS Mean (SE)? AR {061 7.71 (0.59) 1§ Mean{SE) 8 462 (057}
LS Meun Diff v, placebo (95% Ch? 284127, 4:40) LS Mean Difl vs. placeho (95% C1) @
Poyalue vs, placebod A.0064 P-value vs. plicelso @
FEET T H#HSD) UCT A+ 24F=F 11.09(4.13), 36521l 10.74(4.60)
o T =] T . . 9 . .
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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

- 1273 B 47 7Y B YREF BF HHAASDS HlolaT TH] W
- 24572kl Wjo] 22k}l tiv] LS PH(SE) ¥Wsls FEFY FowolA -22.51(3.99),
Hlofatoll A -23.133.68) A o1 12572}l "ol 2=}l thu] LS H+H(SE) M 3h= FEF5
Fo oA -19.34(3.62), oAl -23.80(3.32)E F 1&F b zol7F gl
o) 2ehlol A A RFo] Qi tHAANA 24F Akl AAST-0 WEGARY] &L
FEFY FAFG7.1% 1T G5.9% = FAFSH =
AFARE UFANA AQUAA T BB FFol g ol BRED) TH e
FHFHTH ek ghell Bl5=skl5(104.31 [53.921¢ o 109.26 [54.011).
- 12Far 9 2452 DLQI A9 o]z}l tin] ¥3}
L ERER ARE slok} nusld 125 9 uF RN WE DAl B5E BaAAS.
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Table 32 - Change from baseline in DLQI at Week 24 - ITT population Table 33 - Change from baseline in DLQ| at Week 12 - ITT population
DLOL Placebo
22 o DLOT Placeho Dupilumab
(N=68) (N=70) iy .
- " Baseline
H“". - 13y . Number - -
S ‘A‘Lt = ";‘E'” ) Mean (SD) 1531 (6.72) 1348 (5.8%)
0 )
b ; Mudisn 16.00 13.00
10,405 20,00 Teage -1'1“-"" Q103 10,00 20.00 10,00 : 18.00
2.9:250 Ryl Min 5 M 10,280 20270
61 il 65 65
761 (763) 380(5.11) T69(7.22) 4855 (5.24)
.00 200 600 3.00
100 ; 13,00 050 5.00 i a0
00240 ab 180 001240 Saa
eline
Number (observed inyputed) 81149012 64 (604) Limputsd) as e 65 (614
Mean {SD} 256 (8.13) 9.50(5.92) 2 (SD) 755(7- .55 (6.27)
Median 7.00 9.00 Median 0.0
Q1:03 -13.00 ; 0.00 -13.00 : -6.00 al;0 1200 -2.00 -12.00 ;300
Min : Max 2701 4.0 2301 4.0 Min ; Max 27040 270 ;3.0
LS Mean (SE) @ “T6LI0TT) 1077 (0.78) LS Mean (SE) 4 705 (0.75) 9,09 (0.76)
LS Mean Diff vs. placebo (95% C1) 3 316(-522. -1.10) LS Mean Difl vs, placebo (95% ¢1) 3 204 (05000
alue scebo 0.0475
Pyaliie ys_placebs 8 0.0026 “Rmhemsipiacetn _
- 1232+ 9 2453} PGIC ¥ PGIS
- B2} 22 HrtsteE PGICY] -9, 125:2k9) 243210 2 F
A 222 YIS , 125% Fx g

B PGICOIA T & HFE
=g Eu Eo o s 68.7%7)F WS &
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Sy A8 9ok} v

o4 33 7.5%),

sloFel M 48.3%7F vl 5
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50—

328/))\}\1:1
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N=6) ~N=70)
61 @813) 68(626)
1.70(1.50) Lo (L5
200 0.00
0.00:3.00 000:200
00:60 00:60
1.62(020) 091(0.19)
071 (-1.23,-020)
0.0069
66(597) 69(645)
168 (143) 110 (124)
200 100
000:3.00 000;2.00
00:60 00:40
163 (0.17) 103 0.17)
0.60(-1.06,0.14)
oo

‘Change from baseline in PGIS st Week 24 - ITT population

placebo (95% CI) *
placebo

rais Placcho Dupilumab
(N=s8) ™N=70)
68 o
46 (0.56) 344 061)
3.00 200
3003400 3.00:400
20:40 10:40
Week 24
Number 6
Mean (SD) 248 (1.06) L aumz
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Qi:a3 200:3.00 |u( 20(
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-
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049,
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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 #
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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)
4/65(6.2)
2/61{3.3)

or costnophilia associated with chinical symptoms) 0 0
in 2 study us wel || 18 pregrancy oecurring in o 0 (14
pant entered in a study with IMP/NIME

e with IMP o o
¢ with NIMP a 0

}
2731 (3.9)

2750 (4.0}
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, ‘EL H_ei_llw 2050 (4.0} 1/64.¢1.6)
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0 [l 219222) 278 (25.0)
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Table 6 - Participant disposition
W (%) 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
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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 A3 (F 407)

c 238 71k 149289

* X 5713k 245
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AYeFE B Fof Wy

© APFE: TR

O A< = =60kg F4ad: 600mg F3l&F Fo 3 300mg Q2W
@ <60kg 2@ @ >30kg AoH6~114]): 400mg H-3}4%F Fof F 200mg Q2W
@ =15kg ~ 30kg Z0H6~11A]): 600mg H3+&2 =of 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)

HI-&3| 2~EYl A 5= Esta 5
FEg7] Ao FHRR T A CSU F8 74 849
ZANEA A S (UAS7) 2 FE&7|HSST o)Al 24F=1] ¢k i
dFA o2 Fogrd MAs B
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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
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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 30:21.0 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

- Ho]2=2}Rl ISS7 Bt AF(D)v FEFH FodwrellA 15.253.63), Y1k 15.03B.99)=
FAksE o 245t Hlo]2~ElRl thH] LS Ht WM3EHSE)-S kol -6.10(1.40)21H) His)
T2 B4 —864(LADE BAA R FoaiAl(p=0.0184) T & /HHS RS
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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 Dupilumabbetter Placsbo better
Subgroup Comparison N LS Mean diff. 95% CI Dupilumabbatter Placabo better Racs
White Dipilumabvs placso 70 -0.80 (-4.48, 2.67)
Age group (years) All the Others Dupilumabvs placso 68 -3.03(-5.70, -0.37)
<47 (Medan) Dipilumabyvs placsn 74 -0.71 (-4.03, 262) - Ethnidty
=47 (Medan) Dupifumabus placson 77 -4.28 (-6.89, -168) - Hispanic Dupilumabvs placey 23 0.84 (:6.19, 7.86) -
Age group (years) Han-Hispanc Dupilumabvs piscebo 124 -3.08 (-5.33,-0.82)
<85 Dupifumabvs placeon 130 -1.99(-431,0.33) - Angioedema at baseline
=265 Dipilumabve placsb 21 -4.26 (-8.66, 0.15) - Yes Dupilumabys placsos 34 277 (-8.21, 267)
Gender No Dupilumab vs placebo 117 -2.60 (-4.91. -0.28) -
Maia Dupilumabve placetn 45 -1.281(-4.27, 1.70) - Baseline UAST score
Femae Dupilumab vs placebs 106 -3.14 (-5.87, -0.41) - <28 Dupituman vs placeo 61 ~1.80 (-4.79, 0.82) .
Basaline welght {ke) >=28 Dupilumabvs placso 90 -3.06 (+6.07. -0.05)
<717 (Medan) Dupilumabys places 75 -4.20 (-7.08, -1.32) Basaline ISS7 scora
=717 (Medar) Drptumebyee-ph 76 1.04425 181) <13 Dupilumab vs placso 31 164 (:6.05, 277)
Baseline welght fka) >=13 Dupllumabvs piscebo 120 -2.68 (-5.13,-0.23) -
Duration of dissase (years)
<60 Dupifumabys placsbo. 33 -2.87 (-7.62,187)
<2 Dupilumabvs placebo &1 74 (-5.43, 201)
=80 Dupilumab vs placetn 118 -2.39 (-4.73, -0.05)
z-10 Dupilumabvs placebo 65 -0.89 (-4.22, 2:43) ——
Baseline BMI (kg/m?)
>10 Dipilumatva placsn 25 -10.17 (-16.18, -4.14) -
<25 Dupilumabve placsty 66 -3,10 (-6.15, -0.05)
Baseline H1-antihistamines
=25 <30 Dupilumabvs placebo 50 -1.89(-558. 1.79) _—
=3 Hicra phieks 24 S AR200 i Sandard o Dipiumavs placs 74 -1.56 (-4.53, 1.41)
Roglon 210 4folddandrddose  Dupllumabvs placsbd 77 -3.18(-6.33, -0.03) .
Ada Dupliumabys placsbo 50 -3.41 (6,44, -0.37) g 1
Latin America Dupilumabvs placsbn 7 6.04 (-6.88, 19.07) 16 (UmL)
East Eirapa Dupifumabys placebo 2 NE <100 Dipilumabvs placetn 71 -4.82 (-7.58, -1.66)
Wesemn Colniries Dipllumabvs placsbs 92 -242(-542, 0.58) - =100 Dipllumabvs placebo 73 -1.95 (-4:35, 1.84)
Territory
Narth America Dupllumabvs placebn 54 -3.10(-7.08, 0.89)
Etropean Union Dupilumabvs placebo 40 -1.79(-631,2.73)
Rest of Warld Dupilumabve placsty 57 -2.79(-5.77,0.19)
—F—T—T7—F 20 -0 0 0 2
TS LS Mean diff
LS Mean diff,
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(wlo] 222kl B4 28.57) 01N, flekol A= -11.21 (wlo] 2=}l B+ 28.07)°] A+
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Table 16 - Change from baseline in UAS7 at Week 24 - ITT population

UAST Placeho Dupilumah
N=T7) (N=T4)
Bascling
Number 7 74
Mean (SD) 28,07 (7.48) 2WST(7.09)
Median 28,00 28,00
Q1:Q3 22,00:33.00 23,00 : 35.00
Min : Max 5.0:420 16.0 42,0
Week 24
Nutbier 9 69
Mean (SD) 1596 (12.68) 11,98 (12.15)
Median 14,00 12,60
Q1.03 400,23 80 0.00 ; 17.00
Min : Max 0.0:420 00:420
Number (observed/imputéd) 9 (6451 69 (64/5)
Mean (SD) 12,29(1275) 1692 (12.73)
Median 1200 -18.00
@103 -19.00:-2.00 -26.00,-7.00
Min ; Max 420; 110 42080
LS Mean (SE) * -11.21 (2.65) -15.86(2.66)
LS Mean Diff va. placeba (95% C1) 4 .65 (-8.65, 0.65)
P-value v, plicebo * 0.0226

- gkt A=A A2 S JE% s BYoA FHERE 9k O]
SAFHLE FoF AREHRE RS 34 Ev 7A FES 58S A A=
AgstA g AA #FE Fo R AEste BAS A9, 54 Be A GE
H& o]% A[Fe] UAST AFE FHote] AFU2H)o = tASte E43ts RS 4]
A= BF 9ok tn] FHEY BT FAHE Foldt M axrt

FAH A=

- =] L
ATEATA 54 2 AR Ay S0 BE AT BAAAE tRyo
= = <3 =
sh9lEol A Tl E el glofF oin] XA o2 o 2 UAST #ta ave Bgls.
Figure 4 - Plot of treatment effect on change from baseline in UAST at Week 24 by subgroups -
fTTpopukaior Subgroup Comparison N LS Mean diff. 95% CI Dupilumabbetter Placsbo bstter
Subgroup Comparison N LS Maandiff.95% CI Dupilumabbettar Placsbo batter Race
White Dupilunebvs placeba 70 -1.91 (-857,4.76)
Age group (ysars) Al the Others Dipilumabvs placsbs 88 -5.32(-10.51, -0.12) -
<47 (Madian) Dupilumabvs placsbo 74 -0.94 (-7.18, 5.30) —_ Ethnicity
>= 47 (Median) Dupllumabys placehs 77 -8.23(-13.17,-3.30) Hispanic Dipilumabys placsba 23 273 (-8.31, 14.76)
Age group (years) Non-Hispanic Dupilumab vs placsba 124 -5.84 (-10.16,-1.52)
<85 Dupilumabvs placebe 130  -3.58(-7.97 0.81) -t Angloadema at basaline
g5 Dugilumabys plasebo 21 -T.01 (-14.58, 0.55) Yes Dipilumabys piacsba 34 584 (1576, 4.09)
Gender No Dupllumabus placsba 117 -4.68 (-8.10, -0.25)
Mae Dupilumabvs placebo 45 -0.65 (-6.05, 4.76) —— Baseline UAST score
Femae Dupilumabys placebe 106 -B.71 (-11.88,-153) “28 Pimiimeiva it 61 -6 08}
Bassitie weight (Ea) =28 Dipilumabvs placsb 90 -5.91(-11.66,-0.17) -
<71.7 (Madan Dupilumabvs placebo 75 -7.42 (-12.88, -1.97) Baseline ISS7 score
5= 71,7 (Maian) Dupllumabvs placsbo 76 -2,52 [-8.25,3.21) - <13 Dupilumabys pacsba 31 -3.08(-11.46, 5.29)
Baseline welght (kg) >=13 Dupilumab vs placsba 120 -4.92 (-8.54,-0.28)
<60 Dupilumabve plagabo 33 -5.82 (-14.91, 368) Bubstloof diseal ykiry
>= 60 Dipllumabve placabo 118 -4.14 (:8.53, 0.26) #2 Biplumshyplaeta: (61 Ran 10080 402) =N
Baseline BMI {kgim] 2-10 Dupilumab vs placeba 85 -1.07 (-7:29,5.14) -
. Dby pescto 6 505 (10500711 L =10 Dipilumabvs placeba 25 -20.35 (-31.84, -8.76) -
=25 <30 Dupilumabys placbs 50 -3.27 (-10.15, 381) ] ""! Hianihisamins
i RplUihtpae S 2GS0 = Sanderd dose Dipllumabvs placsbs. 74 -2.82(-8.27,2:63)
Fegim Zlo4foldsendarddoss  Dupilumabys placsoa 77 -5.76(-11.83,0.32)
Ada Dipilumabvs placebo 50 -8.12 (-11.97, -6:28) . itk
Latin America Dipilumabys placsbo 7 7.11(-17.74,31.86) - e
ExEryoy Bl D 2 e <100 Dipllumabvs placeba 71 867 (-14.37, -267) -
Western Countries Dupilunavs placebs 82 -4.71 (-10.37, 0.95) —e —— Diplusbvepiots 73 70175444
Tarritary
North America Dupilumabvs placebs 54 -5.33(-12.95, 2.30) —
European Unian Dupilumabvs placshe 40 -3.96(-12.32, 4.40) .
Rest of Warld Dupilumabvs placeho 57 -4.52-10,11, 1.08)
——
— 7T 2 6 0 B 0 0®
B LS Mean diff.
LS Mean diff.
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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 Dupilumab
IN=TT) (N=T4)
Moderate (=16 and <28) (N=60) Complete/ Well-Controfled (<6) N.-'ZH (28.6) 12725 (48.0)
Complete Control (0] 28 (25.0) L1225 (440
Well-Controlled (=0 and <6) L Hr.» hi 1/25 (4.0
2 9/25 (36.0)
4/25 (160
0725
Severe (228) (N=90} ell-Controlled (<6} 18/44 (40.9)
“ontrol (0) 11744 (2540
olled (=0 and <6) 744 (15.9)
<16} 1040 (2500 944 (205}
16 and <28} Q40 (22.5) 44 (15.9)
12/40 (30000 10/44 (22 7)

- 12534 g 2453l UAST <6 <1 &xto] HlE

- 2452 A UAST <65 243 FEFY AR FoAArt AT hn f2sH
3kS(OR [95% CII: 3.137 [1.371, 7.176); p=0.0045). 12FAtll= UAS7 <691 3Hoitel
Hlgo] TR 3L1%E kol 16.9%°l Wil =3rom, 91k thr] OR (95%
CD& 2.676 (1.169, 6.125); 52 p=0.01850]1 -

Table 17 - Proportion of participants with UAS7 <6 at Week 24 - ITT population Table 18 - Proportion of participants with UAST = 0 at Week 24 - ITT population

Placebo Dupilumib

Placebo Dupilumab
(N=TT) (N=T74) (N=TT7) (N=T74)
18234 30440.5) 14(182) 22297
59(T6.6) 44 (59.5) 63 (§1.8) §2(70.3)
13(169) 10(135) 13(168) 10(13.5)

3.137(1371,7.176)
00045

2,677 (1,127, 6.359)
0.0187

- 1253 9 24F3}o] UAST = 021 SAbe] Hl-&(Hd #3)8)
. 127 3Fo] UAST=02] thAkAF ¥l @& 9ok 11.7%, SUE EolF 17.6%% FH g}
Fo oA E=doy BAA FodL A=A Fds(91eF tiH] OR 1.841[0.691,
4.902], ™= p=0.2259).

- 105 -




- 247kl UAST=0Q1 di b Hl&2 91k 18.2%, FEFH FoAT 20.7%%E FHFW
FoALo A TAXCE FolstAl =3k=(91eF thHl 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
Placebo

(N=T7) (N=74)

Placeho Dupilumab
[ I

14(182) 22(248.7)

LENERE ) 5117(1]\

13(169) 10135
2677 (1.127,6.359)

00187

- w9 12734e) HSST Hlolachel el isteh Al Adke] GhE Wi
CFURY A EE 9ok wwate] 24F xbo] HSST HHES Hlo] ekl tiu] SAHoR
FolstAl TAANFS. 245 =} HSS79] Hjo]2~ekl tiv] LS H#(SE) H3l=

FHFREAA -7.27 (1.32) a1 (Hl o] 2241 3+t [SD] 13.32 [4.40]), ¢leFelA+= -5.11

(13D o] 22kl 13.05 [5.01D o™, #eF thul LS <t 2e](95% A= 7+3h= -2.17
(-4.15, -0.19); p = 0.0316%=. 1252l A LS HHSE) M= T+ Fwroll A -5.75
(1.28), HeFollA= -4.22 (1.28)&, #¢F thu] LS H+ xtol= -1.53 (-3.40, 0.34);
HEd p = 010973+

- AN 3] wE HSS7T W E e FEFY FowdA A FIIFE FAFH JjAdol
UEtY 2432744 A o2 ZHAskol &

Table 20 - Change from baseline in HSS7 at Week 24 - ITT population Figure 9 - Figure of mean change from baseline in HSST by week over time during the 24-week

treatment period - ITT population

HSS? Mean Change +- SE
SooNdhbbpio

- 1253 9 2453} ISS7 MID(=5%) ¥H-3-#}+ HI &

- FEER FolTol A gk thy] 2452l ISS7 MID ¥bg& HRl VPR WleS
FAASE FotA E=R=(1eF tiHl OR(95% CD2  2.507(1.231, 5.107); p=0.0109).
1252240l ISS7 MID ¥h-g-& HQl F7habe] Wlgo] FHR o 58.1%, ¥ 51.9%=
SAZA A AAe o8 TAA FoAAL FHREA FUAT FAH o w2 IS
HAS($1eF divl OR: 1.352 [0.682, 2.681]; ™8 =7 p=0.3959)

Table 21 - Proportion of participants with ISS7 reduction from baseline of 5 points or more

at Week 24 - ITT population 16261517 f 1557 reduction f £ points or more at Week 12 - [TT population

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

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

0.0109

- A WHA ISS7T MID ¥+$ AFA7ER 9] 43k A17H95% CD-&
50093, kol A= 5.073.0, 7.00H5 o™, 2]eF tin] <
0.918, 2.005% FIFY FoFdA X85 EHE HIAY=.

- 1233 9 24533 Fegr] =38 74/\KUC’D Hlo] 22l tiv] W3}

cHlolAERlo A T BEdge] RE fiaAE UCTKIZ2e FEa7] Z4bol
gakom, wolx~ekl UCT XJT THHE T FATAA ZF 5.0019

FEFRT A 35530,
AHI(HR)+= 1.356(95% CI:

BN

a7
. 1253}

1:1[0
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Tasg RolFel o] g UCT A4 104, glokre 9Hom 9ok oul LS B
Zhol = 1.35(0.05, 2.66)0.% WE p=0.0424 0¥ 24F ol FURR} i o] Aol
tdabs 4k UCT A5 124, fokrdlse 1Mo = 9jok oiu] LS 3+ 2ko](95%
A TIHE 0.93 (-0.48, 2.34); p=0.19400] A2

Table 22 - Change from baseline in UCT at Week 24 - ITT population

[y Placcho Dupilumslh
(N=T7) (N=T4)

77

548 (3.32) 4.97(2.95)
S.00 s.00

300 : 800 3001700

00160 0.0:12.0

69 70
10.22 (4.13) 1103 (4:43)
1100 12,00
7.00; 14.00 E00 : 15.00
00160 0.0 160

69 (64151 70 (6641
496 (4.68) S.90 (4.93)
5.00 6.00
100 ; 8.00 3.00 5 10.00
1202130 9.0, 160
4.16(0.94) 5.09 (0.95)
LS Mean Diff vs. placeba (95% C1) ¢ 0.93 (-0.45. 2 34)
0.1940

P-value vs. placebo *

- 1273 8 uFRe] FEHAE F 2EY $1 HRUCT 212)

L UFFelE FREY FolFel 50.0%7F FELY] AT 28 At & 2PHE
ABUCT =102 7148 e, Slokae 39.0%3T, 12536l FRRY Fojiol
37.8%, S1okol 22.1%5 SIoFF Ml FBEY FoFolA Fer] 2ol
Aol FAHY L.

Table 23 - Proportion of participants with UCT 212 at Week 24 - ITT population 16261910 Proportion ofparticipans with UCT >= 12 st Weck 12 - ITT population

Placeho Dupllumab

(N=T7) (N=T4) Placcho Dupilumab
o= =74)

17@21) 28(378)

0(779) 46(622)

70.1) 1(14)
2550 (1.184,5.492)

00149

30 (39.0) 37 (50.0)
47 (61.0) 3750.0)
13 (16:9) #(10.8)
1.895 (0.938, 3.830)
0.0748

- 1253 2 4FAe] 7Y B¢ WREE BF HAAASD o2z}l tiu] W
- 2473kel] o] 22}l Bl LS WHGE) Wahs TR Sof o] 4] -28.858.8)),
SloFoll Al -24.0409.39) Q.08 1250 wlo]2ghel i) LS B#SE) Wals Ty
o 2ol A -16.80(6.66), SISFEANA 731(7.29F TUEY EolFo|A o B ML
HAL
- 1253 @ 24F2 DLQL 59 wlo]xgkel thu] W
L g A ue ok wmsl 125 9 245 miolA W DLQ 44E TAAZL.

—

il

a )
02104

- 1252 2 245} PGIC € PGIS
b 222 YIISHE PGICS) A%, 125315 UFdo] TR Fel SlekE no}
BE PGICOIA B e M58 nov, 2453 POIC B/hE $ue Bt 2
FRRY T FIME T5.4%7k 1 Fe i sAHUGT FAYomel 24
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58.0%, Bta &4 17.4%), Ak oAlA = 63.2%7F vl &2 Thd A= AT H7HE.

- FRRY A8E 9ok NwE o) 125 9 245 =5 B PGIS Fre] AN
e Y on], U5 AolN FREY FoloN FEFEEL Hid B} ulee
24.6%( 5% 4.3%, 5% 20.3W= AT HhH, okt 338%(FS 13.2%, T %

20.6%) A+

16261111

PGIC at Week 24 - ITT population 1626.1.12.1

Dupilumab
N=74)

® 323 2
-8 oa%ou 525 69

- AT CSU BRe] OCS Fol g 2 A 04 A7

- 2457 A8 7IZE FF A FA-olu CSU ¥ o dRES(AE) & BHE olf=E CSUe
Yo OCSE AH&@ Ul Mg FBFT Folzol A 19(La%), 9lekzel A
5(6.5%)°1 900 OCSE A& Folkel 47k Zlo] A OCS AH87HAI 9] F%ghe
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A He Fu
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FEER Fofire] 193 fokre] 194 CSU @A) 7jadol SHl=ls.

JadolMel TR F854 HolHE FEoARE FEFES A Had CSUAA =
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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
.’W['Eigg]hl ;ﬁ'%xi. coLal [;u; Q2oL
eight E
(kg)
1 i P AF) Basel 7 17
S et e V;ej(“:‘; : 5 :z 0 12 124-0007-60008 Placebo 14/FIB1 Baseline 10 88 2608 - 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 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 TR - - -
Week 12 0 2 0 0 3 plumab 200 mgg2w ~ 16/FM7.1  Baseline 12 70 38.04 3
\Wesk 24 05 105 A 408 5 VW"::E ;i :; 2; : ;: l 2
e o s Bxsslng ' B 9 2 8 124-0007-60012  Duplumab300mgq2w 1M1 Baseline 19 0 &6l - ]
Week 12 14 1283 2683 0 9 it : 7 - 4 3
Wesk 220 B8 2 3B 618 % Wesk 24 1 7 5181 3 3
Wm_m _ _ _ - 2 124001060001 Dupllumab 300mgg2w  17/F/865  Bassline 18 75 5978 - 3
124-0010-60001  Dupilunab 300mgq2w  17/F/86.5 Baseline: 13 18 28 o 4 Week 12 7 75 5630 4 4
Wesk 12 105 1633 268 o 5 ook 54 i & Sids ; 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 W::k 2 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 Week 12 4 8 761 1 3
Wesk 12 56 a4 14 56 8 Week 24 0 100 0 0 1
Week 24 0 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
Wesk 12 0 0 a 0 12 Week 24 1 47 0 0 1
Weak 24 1 1 ] 0 16
- % - e}
= 37 = 1= = = > L =] = 5 = 5
c FIEY B Al @A HA wE= SUFSEA 125k 62.0mg/L, 245l 73.0mg/Lol
=] = = = = 5 L I~ ==
=gsidtrl Ax T Al AREo] Adol whel ZHAste] 36FAfol = Hlol =Tkl FE
[e]
(0.164mg/L) .2 Eo}3k+.
cHlo]2Ekle] 84 F IgE TU#S FEFY Folw 137.5001U/mL, ek 86.5001U/mL
A=a =1 = = = 2= 7 =
now FAFY FoFdAeE 4 F IgE A7 A7 Y HRFow Zraste
> [e) = =) [e]
24520l o] =2kl oiH] W& WSyt -53.36% 2 ko] 0.97% Bl =9k
Figure 13 - Plot of serum ion (ng/mi) of over time - PK population Figure 14 - Plot of median change h::t:rllril:::{usa;t;r::g‘];]l:::m baseline in tatal serum IgE (IU/mL}
] 80000 - & Dupilumab " 100+ Blaaa
H 70000 — % = & Dupilumeh
E eo000- A g 2
% 50000 - S § 0-as- 4 | - 1
W 000 -50] l ‘L |
30000 E b
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 :
- YA
a1
= = [e) = = o) Z
A5 ¢ ADA WS FIFHT 1H14%lAT 1o, ADA Ho Hries
= 5 =515} % 1_ o
1000m| e g wgkom, X 5dhd ADA o4 oAl S35t A didAs /ISl
[e] o) =g = 3G = Z
* ADA 4 tidAtell Al ADA 4 thdak thel @& FER5 4 =Eo] BEHAAR
= g = e ] Z = o
ADA ¥4 tiaAe ME FLFY FEE ADA 54 UAAM #FE =& W9 U
IE i=] 5 = O z] = SEO. B
of LAFUOT ADA ¥4 %7} TEAE 48 i GEAe HAE Gae HAwA
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Table 39 - Summary of ADA incidence during the on treatment period - ADA population

Placeho Dupilumab

(N=T75) (N=72)
Participants with Pre-exi noreactivity 2@ a
Participants with treatment-emergent response o 14 : AT . z % ;
Peisistent iesponse = P Figure 15 - Spagl plot of over time by peak post-baseline ADA titer
5 : category - PK population
Transient response [ o
Indetermingte response o 1014 Negative Lowfiter Moderate titer Hightiter
Peak post-baseling titer
Nusiber 0 1
- NC 60,00
5 NCNC 60.00 ; 60,00
Min: Max NCNC 60,0 600 -
Law (< HHHY) [ 1(14) g i
Moderate (1000-10000) [ o 2
High (> 10000) 0 ] el
Table 40 - Summary of neutralizing antibody (NAb) Status during the on treatment period - = E
ADA population b =
5
Placebo Dupilumaly lé ]
(N=15) (N=72)
Number of participants with NAb status @ L4 §
Participants with positive NAB © 1(L3) 0 £
Participants with pre-existing immunoresetivity 1L ]
Participants with Ireatiment-emergent response [ 0
Persistent response 0 0 \
Transient response o 0 il
Inideterminaie response 1 [ T T T T T
Pasticipants with treatinent-boosted response u 0 12 24 8L 12 24 ¥BL 12 M 0B
Peak post-baseline ADA tiler Time (wesk)
Number 1 0
Low (<1000) 1L 0
Moderate (1000-10000) o 0
High (= L0000) a 0
Participants with positive NAb/Participunts with NAb staus 1(50.0) 0
- AR 2
=] =]
© A BY o AR 24T
- RS F A% 14 ol Fohre o
A9 Y UAA 5 e ¥ ol Bohe g
¢« OFEO = ey
= =

=
1
£
M4
lo
]
N
ol

T Z 729(97.3%)%= 300mg QW= Fouoril, o] F 2WL A

o] 60kg 14 Fadolde. Aird 1937 Lo 19S FHFY 200mg QQW=E &

of et 300mg QAW = Fojute tigdate gll+

FTEFEH g 7 =F 710 331U-HoE o e 333%U-HlE FASIA S

H =F 7709 Y F & EFA 169.0¥€010 2. HEF B EFEE 99% ©l
] o

SIFAAME): CSU BAH FREE Tt ke oy Rgor], iy
e et HeFel ddH ZEads Asas. AA TEAES 92} fAhd
PHES BYTL, FUS TEAE, ¥

< TEAE, ddAIdefst #do] Slua Had
TEAEE: FEEF BT fofrht 23 o 2 RIERZ BuFdoy g
TEAE= 45 £t T30l ern d771ed Age=® ojofxl TEAEE fl3l+.

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)

- 7bd &8tAl ®»aE TEAE= 7 9 7495 SOCE FEFY FoATodA 23.0%= 9oF

T 26.0%= A EAsklon, Al el B FoR9 AdH SOC, &4, 55 % Ale
@‘E‘é% SOCe FEFH FowolA okl sl TEAE L&l ¥ =7 dehsts A
A Zell B B89 dE SOCe FAF #9] Wbg HLT EellA F255% T4 12.2%,
okt 3.9%9 Evt@oos] FEFY FofTolA A UEetgon, &4, $5 2 Ale &
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Wz S0Ce A9 $ua Hr} Bg PTolA FURY FoF 6.8% SOk 26%°] 2
o ola] Hol7}t e PT aola FURY Sozoln Slokr tju] & TEAE BAEL
Wel PTE ZeUH9, S0 srjig, FA59) Fulo|dle. w&-24 £4< E3 TEAE

mg%l_vt}g] TEAEE A= =& %%Eg] 701-_1,:‘% 1-1;_9394131, %% TEAE+ FF%‘?‘% EI‘OZ]’EL
3ol Hig b AT, =k dAdT, G B AR fjofe 19l Hig

55 2 AAol3ds.
°f= #d TEAE A& FHEFY FoT2 14%H08.9%), A4 6B (7.8%= FHF
B ForelA ¥ whon tiEEe FARES WS HLTOl sidstila (275 9%
(12.2%), 1<k 3WB.9%). dAFF 3 F=2712 HLGTIA CSU #d TEAE= A
127%(7.9%)°] thgA A HuHAoH](FEFH T 6% [8.1%], #eFT 63 [7.8%),
239 PTE v B84 F=2171@H [2.7%] 2 39 [3.9%), @35-FG% [4.1%] 9 1
[1.3%D, ®+48 F=271098 [1.4%] 2 19 [1.3%), F=5710% 2 19 [1.3%DR1 o
e TEeolRer IEFHJL SAEE flds. feolA Rud 179
FE22]7] TEAE= MY S92 oofls. #d% TEAEE FEFY FoiT
Rom AlFofatel AL HJAHA A=, d=dH 2 Hiol#x T
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Table 32 - Number (%) of participants with treatment-emergent AESIs and other selected AE
grouping events by category - Safety population
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Table 5: Analysis Sets (All Randomized Participants)
Placebo Dupilumab 300 mg Total
(N=53) Q2w (N=106)
(N=53)
Full Analysis Set (FAS) 53 (100%) 53 (100%:) 106 (100%)
Safety Analysis Set (SAF) 53 (100%) 53 (100%) 106 {100%)
Pharmacokinetic Analysis Set (PKAS) 0 53 (100%) 53 (50.0%)
Immunogenicity Analysis Sets
ADA Analysis Set (AAS) 50 (94.3%) 52 (98.1%) 102 (96.2%)
Meutralizing Antibody Analysis Set (NAS) 50 (94.3%) 52 (98.1%) 102 (96.2%)
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Table 6: Hierarchical Order
Endpoints Testing
Order
Primary Proportion of patients achieving sustained remission at week 36
Endpoint |
Key Percent change in BPDAL activity score from baseline to week
Secondary 36 2
Endpoints Time to first use of rescue medication (up to week 36) 3

Proportion of patients with improvement (reduction) of weekly
average of daily peak pruritus NRS >4 from baseline to week

36 4

Percent change in weekly average of daily peak pruritus NRS

from baseline to week 36 5

Total cumulative dose of OCS from baseline to week 36 5}
Other Duration of complete remission while not requiring OCS (up to
Secondary week 36) i
Endpoints Proportion of patients who achieve a reduction in BPDAI

activity score of at least 90% from baseline to week 36 4

Change [rom baseline to week 36 in percent BSA of BP

involvement 9

Change in BP180 autoantibody (1gG) titers from baseline to

week 36 10

Change in ABQOL from baseline to week 36
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Table 6: Demaographics (FAS) Table 7: Baseline Disease Characteristics (FAS)
Placebo Dupilumab 300 mg Tatal Placebo Dupilumab 300 mg Total
(N=53) QW (N=106) (N=53) Qzw (N=106)
(N=53)
(N=53) Y%y
Duration of hullous pemphigeid (years)
Age (years) n 53 53 106
n 53 53 106 Mean (SD) 0.94 {1.769) 0.96 (1.408) 0.95 (1.591)
Mean (SD) 715 (8.52) 71.2 (10.01) 71.3(9.72) Median 0.30 0.50 0.30
Median 73.0 720 720 01:03 0.10: 0.70 0.20:1.10 0.20: 0.80
QL:Q3 66.0:78.0 65.0: 79.0 65.0: 79.0 Min : Max 00:89 00:75 00:89
Min - Max 42:87 48:89 42:89
Status of disease at haseline, n (%)
New onset 34 (64.29%) 25 (66.0%) 69 (65.1%)
Age E’;;';‘;:f’] 11 @0E%) 19 24,285 Relapsed active disease 19 (35.8%) 18 (31.0%) 37 (34.9%)
=65 years 42 (79.2%) 40 (75.5%) B2 (77.4%) i ik s pep el s
=65 to <75 years 20 (37.7%) 18 (34.0%) 38 (35.8%) (eerd
=75 years 22 (41.5%) 22 (41.5%) 44 (41.5%) n 53 53 106
Mean (SD) 71.1 (9.52) 709 (10.13) 71.0 9.79)
Ethnicity. n (%) Median 730 710 72.0
Hispaiiie or Lating 3(5.7%) 0 3 (28%) Q-3 660 780 640:79.0 65.0:79.0
Not Hispanic or Latino 42 (79.2%) 43 (81.1%) B3 (80.2%) Min.: Max 41:87 47.:90 41:90
Unknown 1(1.9%) 2 (3.8%) 3 (28%) —
Not Reported 7(13.2%) 8 (15.1%) 15 (14.2%) ot A 48
Sex, n (%) (IWRS). n (%)
Male 29 (54.7%) 21 (30.6%) 50 (47.2%) Yes 32 (60.4%) 30 (56,69%) 62 (58.5%)
Female 24 (45.3%) 32 (B0.4%) 56 (52.8%) No 21 (39.6%) 23 (43.4%) 44 (41.5%)
: Bascline BPDAI activity scare
Height (cm) ) " 53 53 106
n 3 a3 106 Mean (SD) 58.5 (28.47) 62.5 (31.58) 60,5 (29.99)
Mean (SD) 166.66 (10.275) 166.36 (11.901) 16651 (11.066) Median 57.0 56.0 57.0
Median 168.50 167.00 168.00 Q1:Q3 35.0: 720 42.0:740 39.0: 720
Q1:Q3 158,00 : 174.00 156,00 : 174.00 157.00 - 174.00 Min : Max 24: 144 251162 24:162
Min - Max 147.1: 188.0 140,0 - 200.0 140,0 - 200.0 Baseline disease severity (IWRS), n
(%)
Weight (k) Moderate (BPDAl activity score
” 36 (67.9%) 34 (64.2%) 0 (66.0%)
n 53 53 106 =24 1o <60)
xz{a (sD) 73,319(10.2766} 75.5;;2&439] ‘.'7.4%16!6137: f::;?re (BPDAL activity score 17 (E2.1%) 18 (36.8%) 36 (38.0%)
ian ; I : >
01:Q3 68.90: 90.00 63450 - R5.00 65.30 - 90,00
Min : Max 39.6 1180 0.4 :150,0 39.8:150.0 Baseline BPDAI pruritus score
n 52 53 105
Weight group, n (%) Mean (SD) 23.0 (4.26) 225 (5.21) 22.7 (4.75)
<60 kg 6(11.3%) 9 (17.0%) 15 (14.2%) Median 548 240 P
260 1 <90 kg 33 (62.3%) 31 (58.5%) 64 (60.4%) Q1:08 20,5 26.0 19.0: 27.0 200 : 26.0
>00 kg 14 (26.4%) 13 (24.5%) 27 (25.69%) Min : Max 1430 930 9:30
BMI (kg/m?) Baseline peak pruritus NRS score (1]
B 53 53 106 n 53 51 104
Mean (SD) 2827 (5.774) 27.51 (6.141) 2789 (5.944) Mean (SD) 7.4 (1.54) 7.6 (1L64) 7.5 (1.59)
Median 2760 27.20 27.20 Mo TR i Gy
0103 20,80 32.00 21.20:30.20 2350:31.20 e Gl Pl
Min - Max 184 46.7 17.9:48.8 17.9: 488 : ' :
Baseline skin pain NRS score [1]
BMI group, n (%) n 53 51 104
=15 kg/m? 0 0 0 Mean (SD) 5.8 (2.52) 6.4 (2.22) 6.1 (2.38)
215 t0 <25 kg/m? 15 (28.3%) 17 (32.1%) 32 (30.2%) Median 5.7 7.0 66
=25 10 <30 kg/m? 21 (39.6%) 22 (41.5%) 43 (10.6%) Q1:Q3 a7:80 5.1:80 44:80
=30 kg/m® 17 (32.1%) 14 (26.4%) 31 (20.2%) Min : Max 0:10 110 0:10
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Placebo Dupilumab 300 mg Total - 7
(N=53) Q2w (N=106) Placel Dupilumab 300 mg Total
(N-53) (N=53) éfg) (N=106)
Baseline BEDAI cutaneous Baseline erosions/blisters count, n (%)
blistersierosions scare [ 2 (3.8%) 3(5.7%) 5 (4.7%)
n 53 53 106 12 1(19%) 0 1(0.9%)
Mean (SD) 0.6 (16.66) 35.9 22.13) 32.7 (19.75) 35 0 3(5.7%) 3 (2.8%)
Median 270 0.0 270 610 2 (3.8%) 0 2 (1.9%)
01:03 21.0:37.0 22.0:47.0 21.0:400 1020 6 (11.3%) 3(5.7%) 9 (8.5%)
Min : Max 2:82 3:104 2:104 20-50 11 (20.8%) 13 (24.5%) 24 (22.6%)
50-100 18 (34.0%) 13 (24.5%) 31 (20.2%)
Haseline BPDAI rutaneous >100 13 (24.5%) 18 (34.0%) 31 (29.2%)
blisters/erosions score category, n (%)
o o o 0 Baseline urticarial, eczematous or
=1 53 (100%) 53 (100%) 106 (100%) erythenatous plagues count, n (%)
0 6 (11.3%) 4 (7.5%) 10 (9.4%)
Baseline BPDAI cutaneous 478 o | (1.9%) 1 0.9%)
urticaria/erythema score 3.5 1(1.9%) 1(1.9%) 2 (19%)
0 a2 e 10 610 2 (3.8%) 3(5.7%) 5 (4.7%)
Mean (SD) 27.9 (20.47) 25.0 (16.45) 26.5 (18.54) {0 5 (5.4%) 8(15.1%) 13 (123%)
Ao S e s 20-50 14 (26.4%) 14 (26.4%) 28 (26.4%)
I\QA' '_QM i o e 50-100 12 (22.6%) 9 (17.0%) 21 (19.8%)
in s ax 1o ‘ 0: ~100 13 (24.5%) 13 (24.5%) 26 (24.5%)
B S Baseline Kamnofsky performance status
urticaria‘erythema score category, n e s
9%
" 0 4(15%) 1(19%) 5 (4.7%) g a3 53 108
1 19 (92.5%) 52 (98.1%) 101 (85.3%) mﬁ'f (SD) n 43(012-1“] 33-“83;-703 3‘-‘85‘; 37
ian !
I o1 3 700 :90.0 80.0:90.0 70.0: 90.0
e — Min : Max 50 : 100 60: 100 501 100
n 53 53 106 . .
Mean (SD) 1.0 (3.94) 1.6(3.49) 13 (3.71) Baseline eosinophils (10%1.)
Median 0.0 0.0 0.0 n 53 53 106
01:03 0.0:00 D010 0.0 1.0 Mean (SD) 0.9430 (1.16080) 11046 (1.48220) 1.0238 (1.32741)
Min : Max 027 0:15 027 Median 0.4800 10,6500 05000
Q103 0.2300 - 0.9600 0.3200 : 1.0300 02600 ¢ 1.0300
Baseline BPDAI mucosal Min : Max 0.015:5.100 0.015: 6,320 0.015: 6,320
blisters/erosions score catagory, n (%)
42 (79.2%) 35 (66.0%6) 77 (T2.6%) Baseline total IgE (kU/L)
=1 11 (20.8%) 18 (34.00) 28 (27.4%) n 51 53 104
Puaseline sleep quality NRS score [1] x:;;‘ﬂ:‘su) 1860, 358[31;2,72) 1502,1;2(2031,51) lﬁ??gl(én;z,nzp
n 53 51 104 . . :
Mezn (SD) 5101.93) 10 (1.98) 16 2.02) Q1:Q3 204.0: 25110 157.0°: 1060,0 1690 14860
e 50 5.7 b Min : Max 15 : 18220 2: 15070 2118220
01038 37:66 26:51 31187
Min : Max 1:8 0:9 0:9 Bastline BRLAOIEG, (L/mL) - i i
n
Baseline BSA affected by bullous megrf (sD} 3206 ﬁ(;ﬂsmsz} 153,57(3:]0‘8!} 236,065:29,35;
higoid (%) st 2 e =
RERE ) ¢ 53 53 108 Q1:03 17.0:995 35.0:99.0 23.0-99.0
Mean (SD) 32.2 (21.63) 29.4 (19.13) 30.8 (20.37) Min : Max 26200 111460 1:6200
Median 29.0 255
0103 16.0:47.0 12.5 : 46.0 120 : 460 Baseline BP2301gG (U/mL} - i
Min : Max 0:99 1:89 0:99 g
A Mean (SD} 0.1 (36.38) 82.4 (207.32) 61.5 (150,30
Baseline ABQOL score ’é’fﬂ‘a'; 430 s S
n 47 8 95 it i ;
Mesn (SD} 21.7.(9.12) 22.9 (9.82) 22.3 (9.45) Min : Max 0:1050 0:1050
Median 210 245 230
0102 150290 15.5:52.0 150310 B“‘*"I'f seim TARG (OCL1n)
Min : Max 2:39 2:38 2:39 (pg/mL) - - -
n
) - Mean (SD) T244.6 (32725 38) 2562.5 (3850.93) 4880.4 (23188 69)
By ':‘e EQADAL Ity o - - 08 Median 1750 1420.0 1310.0
Mean (SD) 04184 (0.39986) 0.4479 (0.37326) 0.4332 (0.38522) hQ; 5 Qn::" 315412” z;;gnunc 5?;{';'7:1294%0 53;9 ;zgg;gi?
Median 0.5870 05870 0.5870 HENER £ g
01038 0.0880 : 0.7270 0.0880 : 0.7960 0.0880 : 07270
Min : Max 0.429 : 1.000 -0.584': 1,000 0594 : 1,000 ﬁ:w‘:\[;_‘; wim PARCIGELIS)
) n w“ 52 96
B ':‘e BrvAsHR 52 - w05 Mean (SD} 263327.3 266975.0 265302.1
: 318681 98 336883.70) 427394 6
Mean (SD) 16.9 (26.93) 50.3 (22.98) 486 (24.95) e by b oy
ﬁfdg; 2 :" 20 o e go_'gn o 20 ;D'gn o Q1:Q3 $4050.0 < 384500.0 791000 : 3450000 80250.0 ; 380000,0
Sy S ik Pl Min : Max 43000 ; 1920000 26900 : 1920000 26900 : 1920000
Basellne PGADS, 6 (96 Baseline plasma eotaxin-3 (pg/mL) . . ;
Ny Lo 1 (1.9%) 0 1(0.9%) g 3 3 2
h;;’:;‘;g::ﬂ; { 0 d o ¢ 0 ) Mean (SD) 550.5(338.37) 3913 (36L.70) 4633 (456.08)
Moderate symploms 19 (35.8%) 19 (35.8%) 38 (35.8%) Medtan 20 2805 281.0
Severe symploms 18 (34.0%) 19 (35.8%) 37 (34.9%) 01:08 13508020 okl 1310z 60
Vs eaee St 15 (28.3%) 15 (28.3%) 30 (28.3%) Min : Max 30- 2010 591700 302010
Table 11: Ci for BP by Tk Class During the 52-Week
Treatment Period up to Data Cutoff (Reported in =5% of the Total
Table 10: Prior Medications for BP by Therapeutic Class (Reported in 25% of the Population; FAS)
Total Population; FAS) Placebo Dupilumab 300 mg Total
ATC Level 2 (N=53) Q2w (N=106)
Placeho D“pilmih 300 g Total F’ai-ll:;.::l_‘:::n.!h at least one concomitant medication 53 (100%) ‘]‘ITT::II ) 106 (100%)
(N=53) Qzw (N=106) ol ket - )
ATC Level 2 (N=53) Caorticasteroids for systemic use 52 (98.1%) 53 (100%) 105 (99.1%)
" ; T 111
z:‘r::ﬁ;:;;w‘m at least one prior medication for bullous 0 9 160.645%) [ i o __ VBT
Carti i i i e 23 (43.4%0) 54 (50.9%)
Corticosteroids, dermatalogical preparations 1] 39 (73.6%) 40 (75.5%) 79 (74.5%) sl 15 (28.3%) b e ey
- - s articosteroids, tent uy 28 0 (1 3 5 (23.69)
Corticosternids for systemic use 34 (64.2%) 33 (62.3%) 67 (63.29%) Carticosteraids, xugraxgrzl; :ulenl (group 1) 5 (9.4%) 8 (15.1%) 13 (12.3%)
Antihistamines for systemic use 18 (34.0%) 20 (37.7%) 38 (35.8%) Antihistamines for systemic use 9 (17.0%) 15 (28.3%) 24 (22.6%)
Antibacterials for systemic use [2] 13 (24.5%) 11 (20.8%) 24 (22.6%) Ove mdtbl ey oes Foiitaintzins s Hienmg Bllren)
Immunosuppressants [3] 6 (11.3%) 13 (24.5%) 19 (17.9%) Emollients and protectives 10 (18.9%) 7 (1322%) 17 (16.0%)
Emallients and protectives 7 (13.2%) 8 (15.1%) 15 (14.2%) Cotor smllients mud rbtseives 8 (8.5%)
Analgesics 3 (5.7%) 6 (11.3%) 9 (8.5%) PO iy ,";;:If,:} .
Antipruritic, incl, antihistamines, anesthetics, etc. 2 (3.8%) 7 (13.2%) 9(8.5%) Seincyelies 10 (9.490)
Antibintics and chemotherapeutics for : ipruritic. incl. antibis ete. o 10 9.4)
A 1(1.9%) 7 (13.2%) 8 (7.5%) o D S 2] suis )
Antimycotics for systemic use [4] 4(7.5%) 4(7.5%) 8 (7.5%) Eithsr I 1018%) 6 (5.79)
Dirugs for acid related disorders 2 (3.8%) 5 (9.4%) 7 (6.6%) Selective Immunosuppressants 4(7.5%) 6§ G.79%)
Psychaleptics 2(3.8%) 5 (9.4%) e T 125 it
Antiblotics and chemotherapeutics for dermatological 5 (9.4%)
use
FEA Ak FEA FA DEIEP) BN FREY WEol glok thu]
- 84 XA FAF AEZHBP) BAFA A 300mg Q2 = H
o] = ‘H %/H ?él:ﬂ %—/\41’_‘- o] ].E':]OZ ‘H}\ ] ~] == 124 ol Ol ALA O 09] ]‘
a= 1 = 1 °
A &A1 3, 3 d= 9 7t w5 MAdA TAZX 2 Y-z Fov g
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Table 16: Summary of Primary and Secondary Endpoint Results for the Prespecified Statistical Hierarchy (FAS)
Endpoint at Week 36 Dupilumab Placebo Treatment Difference (95% CI)
(Presented in Hierarchical Testing Order) (N=53) (N=53) P-value
Primary Endpoint
1. Propartion of F Achieving at 18.29 (2] 4.0% (2] 14.2% (1.97%, 27.74%) 3]
Week 36 [1] p = 0.0250 4]

Key Secondary Endpoints

2. Percent Change in BPDAI Activity Scare from Baseline to Week 50.5 -26.2 (-42.83. -9.50) [6]
36, LS Mean % Change (SE) [5] 9) 16] (7.04) [6] p = 0.0021 [6]

3. Time to First Use of Rescue Medication (Days) up to Week 36, 126.8 0.48 (0.300, 0.770) |9]
Restricted Mean Event Time (SE). HR [7] (10.96) [8] (8.17) [8] p = 0.0023 (9

4. Proportion of Participants with Improvement (Reduction) of 39.8% [10] 10.5% [10] 29.3% (12.79%, 45.04%) |3]
Weekly Average of Daily Peak Pruritus NRS =4 from Baseline to p = 0.0006 4]
Week 36

5. Percent Change in Weekly Average of Daily Peak Pruritus NRS 26,7 25,2 (41,47, -8.85) [6]
from Baseline to Week 36, LS Mean % Change (SE} [5] (6.66) (6] (6.59) (6] p = 0.0025 [6]

6. Total Cumulative Dose of OCS (mg) from Baseline to Week 36, | 418493 512115 936,21 (-2085.387, 212.961) [6]

LS Mean (SE) [11] (454.733) 6] (473034) 6] | p=0.1082[6]

Other Secondary in the Statistical Testing Hierarchy

7. Duration of Complete Remission (Days) While Not Requiring 4 129 25.7 (585, 45.63) 13]
OCS up to Week 36, LS Mean (SE) [12] (7.88) [13] (5.08) [13] p=0.011213]

8. Propartion of Participants who Achieved a Reduction in BPDAT | 38.6% [10] 9.8%[10] 28.8% (12,79%, 44.06%) |3)
Activity Score of at Least 0% from Baseline to Week 36 1 = 0.0006 [4]

9. Change from Baseline to Week 36 in Percent BSA of BP 17.51 6.57 (-12.659, -0.478) [6]
Involvement, LS Mean Change (SE) [5] (2411) 6] (2.544) [6] p = 0.0345 [8]

10_Change in BP180 Autnantibody IgG Titers from Baseline to Week 155.26 7.54 (67,140, 52.059) 6]
36, LS Mean Change (SE} [3] (26.497) (6] (26.745) (6] p = 0.8042 [8]

11.Change in ABQOL from Baseline to Week 36, LS Mean Change 341 .68 (-7.320, -0.0389) [6]
(SE) [14] (1.458) |6] (1.492) [6] p = 0.0476 |6]
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Table 17: Primary Analysis of the Proportion of Participants Achieving Sustained
Remission at Week 36 (FAS)
Number of
Participants with
Number of Observed
Participants with Sustained
Observed Data  Remission at Estimated Difference (%)  P-value
Treatment 1] Week 36 Proportion (%6)*  (95% CI) [2] 131
Duapilumab 300 mg 50 9 142 (107, 27.74) 0.02507*
Q2ZW (N=53)
Placebo (N=53) 50 2
- "zl B Ayl tl_ol:s A = O EF A= '] ‘%ﬂoﬂ Sk 71] L=y EEQ‘O] olo ]
7S B4 43, ek Al WHe B3 ASA] % A GAEA FEF ekt oin
o = olAkA g;,z]_g_ Eﬁi-g‘
1. =T O = =]
Table 19:  Summary of ity Analyses of Proportion of Achieving Sustained Remission at Week 36
(FAS)
Analysis Approach Treatment Praportion of Participants Treatment Difference | P-value (3]
Achieving Sustained Remission at (%6)
‘Week 36 (%) (95% €D [2]
Primary Analysis
Table 18:  Tipping Point Sensitivity Analysis of Difference (p-value) in Proportion of Participants Achieving Sustained Participants were considered as non Dupilumab 300 mg Q2W 18211 142 (1,97, 21.74) 00250
Remission at Week 36 Between Dupilumab 300 mg Q2W and Placebo (FAS) L:.iﬁ':s;:.ffi’;ﬁf\:fnﬁ;’::;.’:;f (o=
Number of Responders in Dupilumab Among Participants with Missing Data at Week 36 nl/NM (%) sustained remission at week 36 caused by | Placebo (N=53) 401
. . from study before week
:;‘:L'::;Lﬁ:’“""m n 36 due to lack of efficacy, treatment.
Paicats s i Dt AL e e
at Week 36 n1/NM (%) 3/3 (100.0%) 273 (66.7%) 1/3 (33.3%) 03 (0.0%) nm;“‘:.m of smmngd”:l_mi_mm 4t “Et‘i
0/3 (0.0%) 18.9 (0.0046) 17.0 (0.0084) 15.1 (0.0148) 13.2 {0.0268) 36 due to other reasons were imputed
using muliiple imputation.
1/3 (33.3%) 17.0 (0.0148) 15.1 (0.0250) 13.2 (0.0409) 11.3{(0.0736) Sznbtiivi; r:\nl‘ v
sitivity Analyses
213 (66.7%) 15.1 (0.0328) 13.2 (0.0619) 11.3 (0.0982) 94 (0.1514) Participants were considered as non. Dupilumab 300 mg Q2W 17.0 13.2 (1,78, 26.11) 0.0268""
responders after rescue treatment use. (N=53)
2/3 (100.0%) 13.2 (0.0694) 113 (0.1204) 9.4(0.2089) 75 (0.2853) Rk with T Akt
B e oy | Placéba (N-53) 38
reason were considered non-responders.
Partcipants were considered as non Dupilumab 300 mg Q2W | 17.2 1] 131 (138, 26.18) 003177
respanders after rescue treatment use or | (N=33)
discontinuation of study treatment.
Participans with missing assessment of | Placebo (N=53) a1y
sustained remission at week 36 were:
imputed using multiple imputation.
- Yz} HyPHFE AR T QAN el 2 OS = OS A7 98 & A B 74 9
Ex 071_ = 001_7E QAR ME 1_6 = S, == L-‘-’—‘T‘Z Z, A
[e] o

A 8 TR vk ) A, 1653 00
E HEGL6NE HA O HR(26.6% TRl SAIA

T F b HafEe] B TEFH Tl o
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Table 20:  Summary of Analyses of Each Component of the Primary Endpoint (FAS)

Endpaint Componcnt(s) Treatment Proportion af Treatment Povalue [4]
Responders (%) Difference (%)
(85% 1) [3]

Primary Analysis

Proportion of Participants Achieving Dupilumab 300 mg Q2W (N=53) | 18.212] 142(197.27.74) | 0.0250°
Sustained Remission at Weel 36 [1]

Placebo (N=53) 10(2]
Analyses of Each Component of the Primary Endpaint

Participants Achieving Complete Remission | Dupilumab 300 mg Q2W (N=53) | 34.6 (5] 8.0(-9.75.2535 | 0.5283
and OFf OCS No Later than Week 16 Afer
Randomization
Placebo (N=53) 266151
Participants with Absence of Discase Relapse | Dupilumab 300 mg Q2W (N=31) | 486 (7] 327 (5.34,54.58) | 001617
from Completion of OCS Taper to o Week 36
161
Placebo (N~-20) 159 (7]
Participants with Absence of Rescue Dupilumab 300 mg O2W (N=53) | 40.117] 282 (11.66,43.90) | 0.,0009°
Treatment During the 36-week Treatment
Period
Placebo (N=53) 18171

- FALY F NRSAE FELAL BPE e chdAelr] U3t Brhade] P Ak

O AR B A 93 B Avs dBEge.

Table 21: al Analysis R d by a Health Authority of the Primary
Endpoint Components (FAS)

Component of the Treatment n (%) Treatment Povalue [2]
Primary Endpaint Difference (%)
(95% €1 [1]
Participants Achieving | Dupilumab 300 mg | 18 (34.0)
Complete Remission | Q2W (N=53)
and Off OCS No Later Zf;&wm' 0.52844%
than Week 16 After Placebo (N=53) 14 (26.4)
Randomization [3]
Participants with Duptlumab 300 mg | 0o
Absence of Disease Q2W (N=31) 4.(45.2) 30:5 (4,86,
Relapse from s1am 0.02074
Campletion of OCS Placebo (N=20) 3(15.0)
Taper to Week 36 (4.5]
Participants with Dupilumab 300 mg .
Absence of Rescue Q2W (N=53) Ll 264 (1037
Treatment During the 1178 0.00164
36-week Treatment Placebo (N=33) 6(11.3) :
Period [4]

SSIT B4 Ak RE 24 B9 THNA SIef vl FRRR 300mg QW X5 Ee)

@ F8 o|x} HrhHs

- 3657274 OCS & 54 &%

wlo] 222}l 2E] 3657744 9] OCS % 4 Folgke] LS WS Fh2 300
Q2WEol Al Slefmuh 304wy }} (27 4184.93 mg vs 512115 mg)

Table 22: Primary Analysis of Total Cumulative Dose of OCS (mg) from Baseline to

Week 36 (FAS)
LS Mean 95% CI LS Mean Difference
Treatment LS Mean (SE) [1] [1] vs. Placebo (95% CI) [1]  P-value [1]
Dupilumab 300 mg Q2W  4184.93 (454.733) (3282643, -936.21 (-2085.387, 0.1092**
(N=33) 5087.221) 212.961)
Placebo (N=53) 5121.15 (473.034)  (4182.544,

H059.747)

R RA éﬂr—é 36571709 % 1 0CS Gl e
?‘5]'99\ H, H]-0CS AAl X7 AR & &5 FA3)

300mg QW A X4 ks

121 -

Ael el BAYCl 6FAA Y BF F FH OCS FFol 9

mg




Table23:  Summary of Sensitivity Analyses for the Total Cumulative Dose of OCS (mg) from Baseline to Week 36 (FAS) Table23:  Summary of Sensitivity Analyses for the Total Cumulative Dose of OCS (mg) from Baseline to Week 36 (FAS)
Aualysis Approach Treatment | LS Mean (SE) 95% | LS Mean95% CI{1] | LS Mean Difference vs. Povalue [1] Analysis Approach Treatment | LS Mean (SE) (95% | LS Mean 95% CI[1] | LS Mean Difference vs. Povalue [1]
e Placebo (§5% CI) [1] el Placebo (95% CI) [1]

Dupilumab | 8385.91 (173.800) (8041053, 3700765 | -795.6 (1294844, -056.412) | 0,000
300 mg Q2w

Dupilumat | 4184.93 (54.733) (3252003, 5087.221) | 93621 (2085387, 212961) | 0,109+ =531

300 mg Q2W

N-53)
Fligeh 418154 (180.794) (3822.802, 4540.272)

S dase | (N=33) ) i
Placebo
i 5121.15 (473.034) (4182544, 6059.747)
6 Dupilumab 1242.76 (2507.368, 21.843) | 0.0540%

300mg QEW | 4478.98 (500.410) (3486.059. 5471.901)
(N-53)

Dupiluma | 3839.09 (312.000) (3240.004, 4478.172) 0.1002%

days | 300 mg Q2W 650.45 (1447925, 120,032)
(N-53)
acebo ; . oo

ey 572174 (320,549) (4088.861, 0754.624)

Placebo s s 516253

Bcetc 451853 (324.561) (3874.53, 5162.534)

- Wilcoxon =9 AW @& Bz E4d4s FEF% T $oka tiv
OCS AH&-#Fol 1244mg 2 A vebtor Hlo]xekRlRg 3672744 & 72 OCS
S TYHLE AdT By FEFY FATNA B 9k

- 36F7HA 49 FHaL 7 RS NRS(eAF B4 A 5) 3t Heo] WEs ¥t

- A Y Ha 75 NRSO| Hloj gkl tiu] LS Byt M EE WHIl=
672l A FEFR T (-51.8%)°] 9| o (-26. 7%)131‘:} 4

OCS #&Fe AAsta A4 3o w}a} ?Lﬂoﬂ x}om W*}Oq TR
oo Al 17F2H72EH fom gk Aol Vel 365702 A H

U[o

Figure8:  Line Chart: LS Mean (SE) Percent Change in Weekly Average of Daily Peak Pruritus NRS Score from Baseline
to Week 36 (FAS)

Table 33:  Primary Analysis of Percent Change in Weekly Average of Daily Peak Pruritus NRS from Baseline to Week 36
(FAS)

o4
3 104

E
S 20

Number of z
Participants g 50d

with Observed 1S LS Mean LS Mean Difference £
Busiarsinn - Miua ¢ Ciangs w1 imgrid 5 Change 551 % clon vs. Plagebo (95% C1) = 0]

Visii Treatment isD) (so) 12 s%crel (2 Povalue [2] z
Week 36 300 g Q2W 756 (1.644] Si4@z) 88 LB (.66) (6480, 3878) 252 (4147883 00025 g 50
@ 0

Placebo (N-53) 74201543 2558803 512 6T 659 (3959.1377)

Fcbo 0059

- 3653} NRS 53t HFol 4ol AME A mlg
- 225t 2o] A 36F3o] NRS =47 thdat vl 39.8%2 §1okwel 10.5% Mk
EARO R G5t BN E Fo] 20.3%, p=0.0006). AHF EA ol A Hjo] e}l

ti¥] NRS 3t o] 43 o] MAE oAt vl 4zt B4 dB=A A=
zto] 26.4%(H &5 p=0.0012)2 FZF FoTFoA o =%

Table 34: Primary Analysis of Proportion of Participants with Improvement of Weekly
Average of Daily Peak Pruritus NRS >4 from Baseline to Week 36 (FAS)

Number of Table 35: Suppl I Analysis Req 1 by a Health Authority of Proportion of
Participants Participants with Improvement of Weekly Average of Daily Peak Pruritus
with Observed NRS >4 from Baseline to Week 36 (FAS)
TImprovement _ _
“r Weekly Average Participants with Improvement of
Difference Weekly Average of Daily Peak Difference (%)
Number of Participants Dady Peak Pruritus Estimated (%) P-value Trsatment Pruritus NRS >4, n {36} (es%.C1) [1] P-value [2]
Treatment with Observed Data [1] NRS =4 Praportion (%)* (85% CI) [2] [3] Dupilumah 300 mg Q2W (N=53) 19 (35.8) 26.4 (10,93, 41.48) 0.0012%2
™
g:ﬂg;&n::sfsng} 48 19 398 :2.34()12 79, 0.0006 Placebo (N=53) 5 (9.4)

Placeho (N=53) 51 5 10.5

- 3657tA BPDAII®R dAH A= A9 &F Ao qES W3
- "ol =gkl o A F BPDAI &5 H42 HFHSD)E $oF+ 58.55(28.469=2 FHF5t
ol 62.51(31.58)3% FAFstl o™ 3672k Hlo]22kql thHl F BPDAI &5 <2
LS B HEE Hsts FIFY FAF-76.7%)°] 2 (-50.5%) Rt TAHSZ
o5 A © 7SS BT X Z =o] -26.2%; p=0.0021). ®lo]2e}<l i BPDAI 3%
Aol Wt MBS WAsloA oF v TR FoFdA ] A8 A=
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Table 29: Primary Analysis of Percent Change in BPDAI Activity Score from Baseline Figure6:  Line Chart: LS Mean (SE) Percent Change in BPDAI Activity Score from Baseline to Week 36 (FAS)
to Week 36 (FAS) . 5
Number of 5 10
Participants H 2
with g %
Observed LSMean LS Mean 5 -0
Baseline Mean% Data[i)/  LSMean 9% Change Difference = Y
Mean Change  Imputed 9% Change 95% CI  vs.Placcbo  P-value Z &0
Visit  Treatment (SD) (SD) Data SE 2] 2] 5% Cn (2] (2] E] 70
Week Dupilumab 300 62.51 T84 50/3 76.7 (90.15,  -26.2 (4283, 00021°* ] -
36 mgQZW (31580)  (28.44) (6.89) 63.15) 9,50) 02
(N=53) B
Placcho (N=53) 58.55 511 5211 505 (6428, " R, ’ .
(28.469)  (54.26) (7.04) 36,70)
S B X 3 o ==
- BPDAI 74 @48 AM3-#4] A3}, Z4 BPDAI 74 2.4:9] Hlol =2l B Hos
o = = L o Z -
bl fAskl e 1) 300 mg Q2W A g= f1of thul 3653} 1 74 BPDAI 74
I ) =) = 2~
fa0A LS H WEZE wstoA FA4 o & MAE, & Fah)S UEle
Table 30: Suppl al Analysis Req d by a Health Authority of Percent Change in Each of the BPDAI Component
Scores from Baseline to Week 36 (FAS)
Number of
Participants
Mean % with Observed LS Mean LS Mean LS Mean Difference
Baseline Mean Change Data [1)/ “% Change “% Change vs. Placebo (35% CI)  P-value
Treatment (sD) (SD) Imputed Data  (SE) (2] 95% CI 2] 12] 12l
Key Secondary
Endpoint
Percent Change in Dupllumab 300 mg 6251 (31.580) 784 (28.44) 503 767689 (90.15.-63.15) 262 (4283:-9.50)  0.0021""
BPDAI Activity Score QZW (N=63)
(Range 0 - 360) from
Baseline lo Week 36 Placetio (N=53) SH55 (28.468) 511 (5426) 52/ 505 (T.04) (6428, -36.70)
BPDAI Component
Percent Change In Dupilumab 300 g~ 3580 (22.126) 800 (30.19) 503 TAA(1482) (10615 AT.05)  31Z(667L.420) 00843
BPDAI Cutaneous Q2W (N=53)
Blisters/Erosians
(Range 0- 120) from  Placelio (N=53) 2058 (16657) 442 (12421) 5201 A48 (1486} (7359, -16.13)
Baseline 1o Week 36
Percent Change In Dupllumab 300 mg 2488 (16.446) 645 (B2.53) 493 66.0(11.37) (8843, 4387) 283 (5817 041 00468

BPDAI Cutaneous Q2W (N=53}

Urticaria/Erythema

(Range from 0-120)  Placetio (N=53) 2704 (20472) 399 (6570) 484 360 (1241) (6118, 1257
from Baseline 1o Week

iimncmng.-m Dupliumab 300 mg LG4 (3487) 846 (2476 162 B4.1(828)  (-100.30,-6786)  -16.1 (4236, 10.25)  0.2315*
BPDAI Mucasal Q2W (N=53)
Blisters/Eroslons
(Range from 0-120)  Placebo (N-53) 1.04 (3.937) 69.7 (3821) 104 £8.0(10.71)  (-B0.02,-47.03)
from Baseline 1o Week
36
- 36574 T2y Hx AE7AX 9 A
- FEFY 300 mg Q2W A Z= 6FAEA] A 2 &4 AHE7EA 2] ARbe 4T
AANTI DL FALE G ABL FASA BRARL TALY A A BF
ARLE FFT TohrolA 189U fokes] 1265080 AR, TATY Felp e
Sokr il TR ALg 3ol BAH R frolahA 52% WES(HR 0.48; p=0.0023)
Figure5:  Kaplan-Meier Curve: Time to First Use of Rescue Medication (Days) up to Week 36 (FAS)
10
Table 26: Primary Analysis of Time to First Use of Rescue Medication (Days) Up to 4 .
Week 36 (FAS) F o8
Number of g o7
Participants with Restricted Mean Median Event = 06
Events Event Time (SE)  Time Hazard Ratip P-value H ae
Treatment (Censored)* [t (95% CI) [1] (95% CI) [2] 121 3
Dupilumab 300 mg 31 (22) 168.9 (10.96) 124.0 {114.00, NE) 0.48 (0.300, 0.770) 0.0023** 2 ot
Q2ZW [N=53) i; 03
2 0z
Placebo (N=53) 16 (1) 126.8 (8.17) 113.5 {110.00, 01 ot —
115.00) . Rl et
0 15 29 a3 57 71 85 9 T3 127 141 155 169 183 197 211 225 23 253
Days

- F A A LS AR HE 2 —Er%—er‘?i 5o 7(54.7% [29/53D°] 1 <F+(79.2%

[42/53Dl w]sh

@ oA+ B7hE<e
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- 365744 OCSE BWAE 3hx %= 4d B3 A& 7|7t

L 36F7H4] 0CSE WA= 314 Y= oA #alo) LS Ha A& 717k TR 29 300mg
Q2Witell Al 38792 9joke] 129U KTt x4 t 2%on IS BT A=
2572 0] - 2(8 =24 p=0.0112).

Table 28: Primary Analysis of Duration of Complete Remission (Days) While Not
Requiring OCS Up to Week 36 (FAS)

LS Mean Difference
LS Mean 959 CI vs. Plamhn (95%’ Cl)
Treatment LS Mean (SE) [1]  [1] (84 P-value [1]
Dupilumab 300 mg Q2W 38.7 (7.88) (23.20, 54.11) 25.7 (5.85, 45.63) 0.01127°
{N=53)
Placebo (N=53) 12.9 (8.08) (-2.91, 28.75)

- "jo]2E}! W8] 363714 BPDAI &% AH57) HA 50%, 75%, 90% ZAd 3xte] H|&

- FEHFY Foftol A o] 2~gkql the] 3657FA] BPDAL &5 A7t Ha 90%, 75%,
50% ZHAadt A HlES o Rt FXHOE H}om, AS B4 AFAE
JHAHA FEFETo] Yok B} =2 v &Z BPDAI H9] 50%, 75%, 90% 7HA3h
oAl vl &S B

Table32:  Supplemental Analysis Requested by a Health Authority of Proportion of Participants Achieving a Reduction in
BPDAI Activity Score 0290%, 275% and >50% from Bascline to Week 36 (FAS)
Table 31: Py:.:.:‘: /—\r[mlysi;nl’ x;imp‘..n‘;:n KIJ l;u(rli':isp)nms Achieving a Reduction in BPDAI Activity Seore of 200%, >75% "BPOAT ety Beoce Bndgolat =R Partcp Difforence 5%) Prvatue 2]
and 250% from Baseline to Weel Specified M
BPDAI Activity Score (n,
tion Difference (%) %)
5% CI [2] | P-value [3] ivity score of 290% from  Dupilumab 300 mg Q2W 18 (34.0) 24.5 (9.22, 39.87) 0.0024*
288 (1279, 0.0006 % (N=53)

4406) 5049

63 @68, | 0002 % from V183400 226 (6.92, 37.96) 0.0056**
121
R (103, |00 60113
4356 >50% from  Dupilumab 300 mg Q2W 19 (35.8) 24.5 (8.64, 39.88) 0.0030%
§ (N=53
Placebo (N=53) 6113)

- Hjo] 22kl thHl 3653 BP FW -9 AFHHBSA) ¥
- BP Zwle] wjo]zaekel HH(SD) W& BSAE FE TR Fow(29.42% [19.127%) %
91 oF(32.22% [21.628%DN A FrAFS. 3652+ BP 3% w28 BSACA] o]z}l
thHl LS B+ Wshs FEPY FAT(-24.07%)°] HFr(-17.51%) 8 F27 T
Zom LS B Aol —6.57%(H =7 p=0.0345) %15

Table 36: Primary Analysis of Change in Percent BSA of BP Involvement from Baseline to Week 36 (FAS)

Number of

Participants
with Observed LS Mean LS Mean Difference
Baseline Mean ~ Mean Change  Data [1)/Imputed LS Mean Change vs. Placeb (85% CI)
Visit  Treatment (SD) (SD) Data Change (SE) (2| 95% C1 [2] 121 Povalue (2]
Dupllumab 300 mg QZW 29.42(19.127) 2230 (17.914) 503 2107 (2AIL) (25801, -19.348) 6.57 (12659, 0478)  0.0845
Week 36 (N=53)
Placebo (N=53) 22221628 -1T12(21847) 521 751 254) (22493, -12520)

- "lo]xeRl ] 3653 AVPEE F24 A3 49 F(ABQoL)9| s}

- #lo] =2kl ABQoL Hoe FEFY Fo 22.92, %om 21,7002 fAFsl o
36kl wlo]2EkQl tivl ABQoL A4 Wsle FIFH T -7.09, $19+ -341=
FHE FoFolA ghe] A o] -ﬂol%m

Table 37: Primary Analysis of Change in ABQOL Score from Baseline to Week 36 (FAS)

Number of
Participants
with Observed LS Mean LS Mean Difference
Baseline Mean  Mean Change  Data [1]dmputed LS Mean Change vs. Placebo (95% CI)
Visit Treatment (SD) (sD) Data Change (SE) 2] 85% CI [2] (] Povalue 2]
Week 36 Dupilumab 300 mg Q2W 2292 (9.818)  7.01 [®.071) 1652 7.00 (1.438) (9846, -4.231) 368 (7320, 0.039)  0.0476""
(N=53)
Placebo (N=63) 2170 (8.115) 3.01 {9,809) 451 341 (1.492) (6,332, -0.485)

- 36571 A9 B4 2o 2R ReAY, 24 24 F ALAAY, 44 Bl =
kA X3 A HE

- 365 ol AW & 2dS 2AHSA X HlES
QJekFol A 75%E T =gron, AWEA 24 94
floFFo] 91.8% 2 TR FoIo| 73.1%HTE ¥

TIAFEY AT 1.9%0l Hls|
T AR A v w1
% Z

Wl S 36F olAl
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2AstA] X3 HlEE flekrdlA 50.9%2 FE R Folat 39.6%C Hls)

Table 38: Primary Analysis of Proportion of Participants Who Did Not Achieve Control of Disease Activity Before Week
36, Who Relapsed After Achieving Control of Disease Activity Up to Week 36*, and Who Did Not Achieve
Complete Remission Before Week 36 (FAS)

Hir
}‘2
oo

. Number of 95% CI 1] Difference (%) P-value [3]
reatmen Participants (n, %) (95% C1) [2]
Participants wha did not achieve control — pypilumab 300 mg 2 (0,05, 10.07) 57 (-1631,3.34)  0.2414%
of disease activity before Q2W (N=53) 1{19)
week 36 4]
Placebo (N=53 4(75
acebo (N=53) (7.5) (2,08, 18.21)
Participants who relapsed after achieving  Dupilumah 300 mg (58,98, 84.43) 18.8(-33.52, 405 0.0165
cantrol of disease activity up to week 36 Q2W (N=52) 38 (73.1)
15]
Placebo (N=49) wRLa (80.40, 97.73)
Pasticipants who did not achieve complete  Dupilumiah 300 mg ) 00 ) (26.45, 54.00) 113 (2952 7.67)  0.27584%
remission before week 36 (6] Q2W (N=58) o
27 509) (36.84. 64.94)

- 165FAF ¢ oF rﬂtﬂ ?J Toq%loﬂfﬂ«l frEA

- FEEY RS ok v dY gAEe JMEeS 2504 o 2 XS
HAS

- 16573} wo] 22kl div] BPDAI W& Wslo|x] FHET FoFd o vl LS
i A= zho] -22.2%(8 5 p=0.0088)& M3, BPDAI M7t 4 50%, 75%, 90%
A A gAYk tiHl FEEY Rl FAHORE O %S

- 165F3kel wlo] gkl tiH] NRS A MEE ®isls FIFY Folio] 50.4%=
Qleke] -36.4% R} o] & MAES B om(PE p=0.0767), NRS 4% o] 7/f4 24
H| 8o FZEghro] ok thy] 17.4% O =& 50.9%2 2435192

- oF% - oF¥E}

c FEEY B A 84 HAA sEv FTEste 16573k 67.947.2mg/L oH, 3652kl =

71.9(60.3)mg/L, 5252}l = 78.5(65.6)mg/LE 1652tol] 44 o =2ate] §A=AL.

« A2 Ao wel gz s Jebd Z3, BPDAI &% HSo| wolxgkel iy HH H

AE Wste FHEFY Coogn AFENST IFEE 3" &9 zkols RolA] koo,
FHEY Crogn AHEHSF 25 YF 258 vwd S u, BPDAI &5 A9 wolx
I iyl H HAE ®isle 165704 FARAIRE ek AW dso] oAl S7tst

© W SR 72 Jfdo] ALKHAS. fekwalA OCS 2 7]z B9k H o] £

BPDAI &5 H47F 1052H5-E Hak obste| oy 585 FoTodAe AW =4S

frAsk 165k o+ 1F WEE Zol7F YERY 52F7HA] A& S

RO

Figure 10:  Mean (=5D) C of Fi D in Serum by Time and Table 67: Primary Analysis of Change from Baseline in BP180 1gG Autoantibody Titer
Treatment Group (PKAS) (U/mL) up to Week 36 (FAS)
160 —_ e Dupilumab 300 mg QAW (N- 53) o
= Participants LS Mean
e 1 Bascline  Mean with Observed LSMean LS Mean  Difference
Mean Change  Data (1] Change  Change  vs. Placeho P-value
120 Visit  Treatment (sD) sD) Imputed Data (SE) 2] 95%CI[2] ®5%CD2l 12
Week 4 Dupllumab 300 153,54 5934 011 12281 (170102, 2064 0.4563
2 100 mg 02W (N=53) (310.807)  {161.867) [24076)  75724) (335652, 74.822)
g
= so ] Placeho (N=53) 320,58 9984 364 4355 (19139,
E e (1004.320)  (731.361) (24414)  -95698)
s d I
= 60— o Week  Dupilumab 300 15354 8478 1011 16454 (215168, LGS 0.9556
1 15 mgQ2W (N=53) (310.807) (225.422) (25832)  113908) (59753, 56.450)
40
1 = Placebo {N-53)  320.38 20403 400 -16289 (213994,
(1004.320)  (731.343) (26075 -111.780)
20
T Week  Dupilumab 300 153,54 7850 4071 628D (214733, .54 08042
o L 3% mgQ2W (N=53) (310.807)  (226.436) (26497)  110865) (67,140, 52.058)
Te 20 31 as 32 36 40 41 48 53 56 6o  ed
N T (e Placebo {N-53)  320.38 9300 400 -15526  (-207.678,
300 mg Q2w [ 5315 a7 JESS 51 I52] (1004.320)  (732.227) (26745 -102.838)

- "9 Y4

c FEHEY BT Am F B T ADA HMES Whs A5 T ADA wEEE T
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o 2“5‘(3.8%)01]/\1”& RN eH, ADA Ho d7h= 1WA 384002 oW X5
W3 ADA P A BReIA FEHAAE Pl

* ADA %“é g Akel A ADA =7 ti/gAF tiH] e AR FEFE mEo] FRlHNS
U EAW, ol YA Hhe2 ot EFolA B A gk

Figure 7.3.2.01 Individual Concentrations of Functional Dupilumab in Serum by Actual Time and Maximum Titer Category in
Adult Participants with Moderate to Severe Bullous Pemphigoid (Study R668-BP- 190.. PKAS AAS, Log-Scaled)
Table 68: Summary of ADA Status, ADA Category, Maximum Titer Category, and 1000
NAb Status by Treatment Group (AAS)
ADA Status/Category
Max. Titer Category Placeho Dupilumab 300 mg Q2W Overall
NAb Status n (%) n (%) n (%a)
ADA
ADA Analysis Set 50(100%) 52 (100%) 102 (100%)
Negative 49 (98.0%) 30 196.2%) 99 (97.1%) _
Pre-existing Immunoredctivity 1(2.0%) 1 L (1.0%) E
Treatment-Boosted Response 0 0 0 =
Treatment-Emergent Response [ 2(3.8%) 2(2.0%) 2
Persistent 0 [ 0 E
Transient 0 0 0 g
Indeterminate 0 2(3.8%) 2 (20%) <
TE & TB Maximum Titer Category
Low (<1,000) 0 1{1.9%) 1(1.0%) 110Q: 0.078
Moderate (1,000 1o 10,000) 0 1(1.9%) N T - |/ ek e /Sl & |l b St
High (10,000} 0 ] 0
NAb
NAb Analysis Set 50 (100%) 52 (100%) 102 (100%) 0.01 4, r . v T T r v v . y r v
NAb Negative 50 (100%) 50(96.2%) 100 (98.07) 0 8 16 24 32 40 48 56 64 72 80 88 9%
NAb Positive 0 2 (3.8%) 2 (2.0%) Actual Time (Wecks)
Negative (n=50) @ Low (n=1) @ Moderate (n=1)
- QLAA A3}
“ Zi [e]
« O A B Z\;} ];H}g- o Al B ( )
1_]__ Zj_ o 1w pd %j o Wl SAF
- 229 uiA A = A4 o|A} Eckuto fAalat
H (e} %_ o A S - 1 QUL o - o A
OFELO] -Z=T
* = L=

- FE Fo] 30Fo HHED)E ATl 19.138.07), FEFF 300 mg QW ol A
21.83)(7.26)019 M A& =F 7|Zke] HSD)2 290.2¢€(109.02)01 . m, f] ok
270.19(112.1), 229 300 mg Q2W2 310.29(102.99)°] &

- Wit FoF F5E2 TR 98.5%, fokT 98.8% =2 EkS

Table 14: Treatment Exposure and Duration of Observation (S.
Table 13: Study Drug Administration During the 52-Week Treatment Period up to 2 AR
Data Cutoff (SAF) Placebo Dupilumab 300 Total
(N=53) mg Q2W (N=106)
Hlsccl Dupitumab 300 mg Dot Duration of treatment exposure (days) =)
(N=53) Q2w (N=106) through data cutoff
(N=53) n 53 53 106
Number of administrations of study drug Mean (SD} 270.1 (112.11) 310.2 (102.99) 290.2 (109.02)
n 53 53 106 Median 3IB.0 363.0 363.0
Mean (SD) 19.1 (8.07) 218 (7.26) 204 (7.76) Q! 5 .03 173 D.ZISGPI o EUB,D. 365.0 AZA,U.‘ a64.0
i e S S Min : Max 14:378 41:441 14: 441
Q1:Q3 12.0: 26.0 220:26.0 1640:26.0 Duration of treatment exposure (days)
Min : Max 1:26 3:26 1:26 through week 36
n 53 53 106
Compliance Mean (SD} 210.0 (67.24) 225.2 (61.91) 217.6 (64.77)
P g = Median 252.0 252.0 252.0
7 5 A3 198 01:03 173.0: 252.0 252.0: 252.0 224.0 1 252.0
Mean (SD) 98.5 (3.85) 98.8 (4.36) 98.7 (4.10) Min : Max 14: 252 41:252 14:252
Median 100.0 100.0 100.0
Q1:03 100.0 = 100,0 100.0 : 100.0 100,02 100,0 Duration of participant observation (days)
Min ; Max 80 ; 100 73: 100 73: 100 through data cutoff
n 53 53 106
g i Mean (SD} 336.6 (134.73) 381.0 (122.92) 358.8 (130.27)
Compliange.category. n (%] Median 393.0 448.0 424.5
=80% 53 (100%:) 52 (98.1%) 105 (99.1%) Q1:03 2680 : 449.0 295.0 : 449.0 295.0 1 449.0
<80% 0 1(19%) 1(09%) Min - Max 10475 28 - 665 [1] 1:665(1]
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Table 47:

Overall Summary of Number of Participants with Treatment-Emergent

Adverse Events During the On-Treatment Period Through Week 52 up to Table 48:  Overview of the Number of Participants (per 100 Participant-Years) with

Data Cutoff (SAF) Treatment-Emergent Adverse Events During the On-Treatment Period
s Dupilamab 310 mg QIW Through Week 52 up to Data Cutoff (SAF)
(N=53) (N=53) Placeho Dupilumab 300 mg Q2W

TEAE

TEAE wilh

51 {96.2%) 51 (96.2%) (N=53) (N=53)

Participants with at least one nP/PY (nP/100 PY) nPF/PY (nP/100 PY)
19 (35.8%) 15 (28.3%) TEAE 51775 (679.35) 51/9.5 (534.31)

rate 20 (37.7%) 27 (50.9%) Moderate or severe TEAE 3223.01(139.08) 3621.1 (170.43)
12 (22.6%) 9 (17.0%) Severe TEAE 12/35.4 (33.94) 9/39.6(22.73)

TE-SAE 16/34.6 (46.12) 12/38.8 (30.92)

10,40.2%) i) Treatmentrelated TEAE B134.0 (23.54) 14736.1 (38.74)

8 [L;l %) 14 (Zg.-‘l%) TEAE leading to study drug discontinuation 51392 (12.75) 2/45.1 (443)

s discontimation 5 (9.4%) 2 (3.8%) TEAE leading to death 2/39.0(5.13) 0/45.2 (0.00)

2 (3R%) i

verity

Vg Esbl waE TEABS 79 0 993 SOCE FRTY Sojwold 528%5 9lof
T 50.9%E FAFSHA st o, PT FFdAe FAF HEZ3o] ok 22.6%, TEFH
T 11.3%= 71 E5HA RaElon, BRlFHe] fof 15.1%, TR T 132%= 94
o) Soke 151%, FUTUE 113% RuOAS. FUEY Tzl o Esp nuw
TEAEE= Z9UA(FIEFT 7.5%, A 0%), HBl(FEFUTE 7.5%, Ak 1.9%), Z=
FE(FEFHT 15.1%, Ak 9.4%), Aok A(FE R 7.5%, ok 0%), A2 (F2F
W 7.5%, A LIWolds. A 2L koA 226%=2 FIRF9T 11.3%E T}
A RaEAS.
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AW Feom oloj7l TEABE $IokrolA 9.4%, FHEG o wolAl 3.8%2 9ok olA
o 7 g obs), mEU-19, YT
ATANAE FA A4 A7
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%3 @AF 2o AW FHOE oolHE

S8A o AAHAESY): ATV Bo BEBA olAHE BE FERYE AT 4
gol uReld HuHgen BE A% wb $5F0R AW F0 EE oF Fol F
o ofojzl AdE NS B SEAA ol ¥ 27, ohbWetA 2 ul
S 14, A4 Ful e 1A% JAF P, F3 490 Avd m g, 94

infection TEAE Molluscum contagiosum 1(1.9%) 0

=2 X A = = lR9ule jNe| =) ez ! tuled
/‘]';ﬁ. X]XE)]% q\_ d‘éﬂﬂ% O] O]—/\]-E:ﬂl_ ‘I"/‘]"T“l’]‘i o, iib}lg Z:!u, é"l =& Z‘l"l\:l, Oﬂ
= 3| A~ 2~ 7+ ] B 1o =z lB.o o Ty s B 7] O
232 wlolel I Teal v ol FARLRES, 2219 7Y, JRAdES
s g =2 E ol o =0 gxREo [ex] = =z w=
ALlsty FHFEY FoFoA okt tiv] 2 YA ES HIoY BT FAF Es
=== 0 OFE = [e) olol o
TooE —kE E'—«i O]O]X]X] L= =
Number of Participants with Conjunctivitis-Related Events (Cluster) During Table 60: Number of Participants with Conjunctivitis-Related Events (Narrow CMQ)
the On-Treatment Period Through Week 52 up to Data Cutoff (SAF) During the On-Treatment Period Through Week 52 up to Data Cutoff (SAF)
Placebo Dupilumab 300 mg Q2W Placebo Dupilumab 300 mg Q2W
Preferred term (N=53) (N=53) Preferred term (N=53) (N=53)
Number of participants with at least 1 £ Number of participants with at least 1
Conjunctivits cluster TEAR 0 1(73%) Conjunctivitis CMQ (Narrow) TEAE § H7a%)
Conjunctivitis 0 4(7.5%) Conjunctivitis [{] 4 (7.5%)
Tttt (AN MNrrree 1o hamad com o BT o e T
Table 63: Number of Particip with Tr Emergent Skin Infection AEs
Number of Particig with Keratitis-Related Events (Cluster) ing the During the On-Treatment Period Through Week 52 up to Data Cutoff (SAF)
On-Treatment Period Through Week 52 up to Data Cutoff (SAF) Placebo Dugpilumab 300 mg QzW
N=53) (N=53,
Placebo Dupilumab 300 mg Q2W Prefetved Tersw il S
Proferied term (N=53) (N=53) Nurnber of participants with at least 1 skin 12 (22.6%) 6 (113%)
Number of participants with at least 1 Keratitls o infection TEAE
cluster TEAE L £(3.8%) Baody finea 0 1(1.9%)
Keratitis 0 2 (1.8%) Folliculitis 0 1(1.9%)
- = = - - Fununcle 0 1(1.9%)
Herpes simplex 0 1(1.9%)
Oral herpes 0 1(1.9%)
Paronychia 1(1,9%) 1(1.9%)
Number of Participants with Treatment-Emergent Herpes Viral Infection Tinea pedis 1(1.9%) 1(1.9%)
Adverse Events During the On-Treatment Period Through Week 52 up to Blister infected 1(1.9%) 0
Data Cutoff (SAF) Cellulitis 3(5.7%) 0
Dermatophytosis of nail 1(19%) 0
Placebo Dupilumab 300 mg QZW Erysipelas 1(1.9%) 0
Preferred Term (N=53) (N=53) ool fonit dufietion 1(1.9%) 0
Number of participants with at least | herpes viral o A% Impelign 2 (3.8%) [

Herpes zoster 0 2 (3.8%) Skin infection 1(1.9%) [
Herpes simplex 0 1 (1.9%) Staphylococcal infection 1(1.9%) ]
Oral I\t‘mn.i 0 1 (1.9%) Tinea cruris 1(1.9%) 0

T - Tinea versicolour 1 (1.9%) [}
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g Wzl 9 365te] NRS =44 /|43 Azt vl LA TR (8= 99F

6.5.8. AAA Ao i 2% 2 2E

e TEAE TA&2 CSU 3 BP

CSU % BP thdatellse FRRge S48 fopge ngov iy Zesde /87 43
ZCA4, obEd3 R, M§FL BUA WA MRuEY, AWA Jlelg 0, Y Ay A7
olA ng bda TRs YA,
A4 PFAGANA T FASGHO, BP Bz AE 7
3l SMOE OCSE AH§3o= 18] TEAE WAEo] ¥3tott 23 Aol 9ole
CSU BANA oHE He FUT oA A BIEA YROom FARS] WEo] eFEol
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ARG OR AL CSU Had D Lob BAeA oAb WHEL wgkov] M Ml

it
K

E

5 ¥ TEAE:= FIFHY FoTo| 264%= ok 15.1%K T =9koH
2~

79 5ol EREUS. Auele ofEolgumigon FEY oL} 2ot

2
i
2
1]
i)
>
iy
ultd
o
ml
=
2 d
o&
r (o]
ol
o
k
n)
of
ol
£
19
ikl
S
oy
Z 4
olo
o

& 2 DFEA Fh=
HAS ST 51, FEFY FolT 2%) E5F Aok
= o‘JJr”Ol = 7/4\2_"% 37} =t

=
A2 g ol HuEYolt BE AF EE FEFIUL

i
?-2

6.6. 7l AR

A g/l

6.7. L&l A3 AR A

B EW Foey] Saeld TR ofEd ZEalde A3e A@ugA Bu ok

N7} AeFOHES SR, WA, MEFS FUG WY WFPHEY, 284 rele 2
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= A Hd4 Ad3hol e ARl FARIG N, AT e okE wF| o] FARIEHS
. =60 kg AadolA (33} &% 600 mge FIgh 300 mg Q2Wel thg = o= FH 4
Bl Cirougnss= 30 kg WA <60 kg HAadoA (Fal &8 400 mge FIgh 200 mg Q2Weoll ok
&3 HPon, Fad CSU tidAtelA #3859 PKe Al CSU didatel fAksk &
AT S7PF 88 =2t4ast Bdo] e FHEY Coogn S7H Wt FEAES 5
7Veke] mel AlFd e &5 2do] 875w AAHEHEF A

o FHERE AHRlH Had CSUANA BF FdT ofg 7|xs Holm, A @& PK zol&
Ro|x gom FHEHS] PK 542 AHgZo wet Aozt gldo] dFHAe. F
m] ofEy] dE-E3 A2 HodA Z7IZE AREE o] kA ZEukdo] Z FyElen, CSU
A o AAIEANA CSU Sold A o7t ERIEA gfgkom= CSU AHAW
o] FEFRY] A e gle AoE Ad
popPK 718k PK fAME S &AE CSU Had A5 Fr7hs Fde

e BP 3txto] A A A W FEFHS H+ 5 TIEFY 300 mg Q2WE Fourd 7
7t A5l FelA BEE B ol 23EUS. AT 7P A A =E A #
dol Aoy FEEY xFo] FUIE | ule} vhgo] FrFeRs d3E FAHE HolX| etal FET
T 300mg Q2W E7FollA =F ZF ARRR ol #dEHAl FrEA8S veRdel wet Al e 85 =4
< a7EA ¥

o A=g F 7ol A UFAHEFRCI6461 A1 A Y EFC16461 A1 O 2 HI-33|2ENIA| X 5=
E78kal UAST =16 B ISS7 =891 vHd 5 Ftel7] SatollA 9o thv] FEF5o] 715
ZHISS) B FEH7] AW =] ANk AfAeA BARDEH R Fomd s B

o TEA A AXR B aH A WA YEAFRE68-BP-1902) o4 FEFREL- BPEEAF A f1eF
el 4=}k 7Pl OCS glo] A& 3l 2485 9 dHIdE 9 7S /AdA 548 2
WA o= Folmt NS RIS AR ox} FrhAolA f1oF thhl &2 XE87E Bis

o SHHA A 7137} HFolA HaE kA ZEudel| A2 FEE A ARE glle.

o CSU #A} & BP $Alol|A] T} Fojof] w2 HAUH(ADA WH, 244 ADA WHS, S8lakA] vt
)L 7187t A-8Fe A M ol = oM, vHddo] FaA 2 kgl mlAl= B

e BEEA Ak

KT

7. FYHI A vl
o TR HrlUY

EERD
27} RAAEZ S FOAEZ]ACA R FEET =
3004 8] 1 300/200 2] 154 2008 8] 1
e 2018.03.30 2022.05.19. 2020.05.06.
Hl = 2017.03.28 2020.06.19 2018.10.19
freag 2017.09.26 2019.10.17 2019.05.06
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<EY 2> S8 #AE AY 89

0 F5 M8
3| A+ (F) A= 0] -0l E] ~ 5 2] o} &7t 2026.06.05.
THAESAEET | aqyzany
A& 3004 2] 19 W v10.1

(FEF, AR )

FHAE 9 ¥F FEFH 300 mg/1 SHHAEANTE e ZYIDEA-FA(2 mL)
1. o}EY ¥F
A 184 o1, AP (12-174) & Aok 67 E-114) ol A %AilExﬂi
HA3 2AHA GAY o] AsAV AFHA Fe TEEAAH F
olEy ¥R A5
2. A4
A 18A ol B A2 (12-17M)01 M 71E X8 HH3A
ZAHA Fe TF AHLE vF F sty sgste A28 A4
A2 F7b FA A7
1) $F 3474 A4 ES >150/ . T
S 7]4k8} A A (FeNO) >25 ppb)
2) AT IAZEIXHEO|E EAY FF HA

%83 3. H§F& TRt vHA W Fu 54

AA18A ool 71EA s AASA 2HEHA de HIEETS
SEEE 9 Bl ER|EE Y FUF A A=
4. AAA 718 & 27 (FR)
ARI18A o)) ellA HAAEAR A8 2HHA FAY o]&
A5A7F ARHA e FTEdA FF5 ALA JtEe 2 (¥FR)9
=
5. T H A A4 H A 8
ARlolA FYE ZZEIAHZ|I(CS), F7] A&
W ER2-2-8- A1 (LABA), 7] A&EE F271d AIA|(LAMA) HE&aH
r= ICS7]' 7<47<40]_ ] %% _C,>_ ABAQ} LAMA tﬂ%omoi ;@x%ﬂ
AR 9 dF s47 TUF SU1E R A8 ESY FUb §A
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