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Algeol A, IL-4R AsAl= wdaH
Ar), %4 AR Ro|E Bl Fh AT AT B
o=

4R =
tol Foldnh. 549 AAGHolA, IL-4R AsjAle] Fofi= EASI M7 7|EAMO2HE 700 23] i, &
FS MNRSO] 7[EH o2 NH 50% =] A, A% MRS 7EHORTH 4-¥QE o] A 9/EE 0
A4 1A =ALZNA 7S RRE 2 ZQIE o] RS opr|dH

Z =
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24, 5580 o A, 8FEY o A, 13FEY o A £= 205G o Aol IL-4R AsA(d: FHF7a
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2 3 FAE IL-4R AdALY 13 ol &Fow AA=E 2 7]

70% Z3o] Fha, *%ki NRS9] 7|EHo =Y EH 50% 2] i, 2%YF NRSA 7|Ede i—‘?—Ei 4—ﬁ°JE o]

F
X ol
=

f
i
g;
2
il
\l
3
3]
=
w
2
ol
%>
o 2

B 2 %9 3}
u} 4 LA, TR ARAS] 7 BEE oF 50 A o0me 3{’%3}51 449 §
b e al e,

S el wel, ¥ BPe DE ARAAL D BANA Holw shte] D Aw setrEE AN A
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sk iAo Al Fofste AS Eehetal, o7]4 A7) IL-4R AAlE oF 1 WA 10 mg/ /A C] AT kes *E
ek, 54 HAAFHA, ARE o= sk A A IL-4R AsfAIS] 13] o)) &&Fo] FoxiL, o
71 2 &2 1, 2, 4, 5 B 10 ng/WAA Y] AT kgs EFeL 72 §F2 A &% F 153 WA 47
Aol o] fTt.

o o] W] RIFoA ARRE g e o AAQl IL-4R AdAl= o E Eol IL-4R & o] F=(IL+4
/e IL-13)9] AR steEd ASA B IL-4R e ol =S RA SR e AEEA AAE 2T
gt EAo] AAF e wal, [L-4R A= IL-4Ra 2ol ZFsbar, IL-4, IL-13, =& IL-4¢F [L-13 St}
of ot M AGE AddtE FU-AF dHA(dE , FA Ee 0194 FA-ZA3 etk d AAFH
AN, IL-4Re] HolAH oz ZAFsh= A e o]9 f%—%i—?—é?;% A AEdHE 1/29] S22 7bE G HCVWR) /7
A 7P J(LCVR) A 4 e AR 24 J((DR)S ZEdst. SAe AXAe o)A, A L= o) 3
A-Z3 dHlE AIdHE 39 ofu|xt IS ZEeE F4 CDR(HCDRL), MI¥E 49] oln|xst AdS Ze

HCDR2, LW s 59 ofn|=at 9SS zk= HCDR3, MEWE 69 ofn|x=at A9S zk:= 723 CDR(LCDRL), A <E
M3 79 opm it AES Zh= LODR2 2 A EH s 89 ofv|it AES 2
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FA448 vbg - Hol 6573k 1 £5(5 mg/kg/Y) WA FA &2 WA 3 mg/kg/d) F AAEHE WYY
2 = a2 3ME T ofst2A AHeojH . ofsle WYAGAA 8 &% F
= oom 5
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S S

FRO AR EE E U2 WAy okEe A%Y & 9
==
o

A Auel WAE 8% EE /)7 oldez WA} 2T

EA4e] AAFHA, "A8E AR s AT &oj= HAl a¥le] THQ FFTE WA FF EE TF
AD A5 EFSTE. B AMREE ukel o], "HAal aRftolgt folv Al FoEe AEA(d: AT F
AxE IZE IR E) 9 Ve WHAA B WAZHAE A, B Ao HFd A, "HA WY
AAA"S gojE= Alo|ZFRAEY A, HEEAO] nEAEYolE BHd, olxE|eZTH AAN EE S
FEEI2HZo|= 9 QIFIAE-FE X3 ol dAEHAE vk, §AO AAFHAA, 47 &ol=
gk T AR A SFH(INFa) AfA (el JAEHA T 22 F-INFa @A), Dlla ANA(: o 225
W2 F-lla FA), IgE AsAl(el: ZaF5), D20 AsfA(e]: EAHeE 2 WAPETA
(immunobiologic)E X33t AA AGAAAE Egsle A QS o3l @7zt N85 98 e A3
S Aoyl g AAA ZAZA AREE F AA|F, o]9] A& dAAG F2E, dF 5o ot A%
A, FA T35, 18, 229 BUY, 5%, 94, 55U 2 W] o8] AlstE . [Al W
AA L] A& gk WbE @ (rebound phenomenon) @] @& Fwbel | ojuf H3ho] FAAL Xm T Fo A

HY A A AT D "HA A AA T §ES B

[e)
Fo] ozt o ok, 540 AAFEHA, "HAl &
BAIA FRkel] A dEuAow ARREIT

e EREREEL R 2 WA golt weAARY HH Az olddE 6744

g, 1d o, 2d o, o 5 o, oF 7d ol EE o 10d o4 F<k sht ol TSt FolE FE

T A FF EE FF A 848 TRaT. 549 ANGHAN, "ARE Aew st gae gole A

OlEEAY A, IL-4R A (e FD g 2
7

d A, IgE AsiAl, INELs AsiA], CD1la AsHA], (D20 A
), AL A A AA|, wa AEEIAHZ R

A L FaHoR o]l IFoRRE AMEE ATAZ o] 1 H 55 A TF B T35 A 1
E st SabE 10S 2/Ew WA f3 FA8E HxssAY FerE vk Q. B e
Aol A FoE A TF EE TF ADE A A WHoRA, TCSeF WEste] IL-4R AAE Fo38t
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e 255 A F5 EE %% AD Bkxboll A TCS 2EA S HaAFE WRlezA, 283 TCse He3)
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5 A Al(Anatomical Therapeutic Classification System)ol]l W=2w, A7je] m=
232EEY g L EAstY] o F 1), X (2w 1), ZFE(E
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Fejol A, F-IL-4R A &= olo FU-AF WAL IS 18 XT3 HOR 2 AEWls 28 X3dhe
LCVRE E3rettt. 549 oAl AA weh, B oakmo] whRe AW s 3-4-5-6-7-89 HCDR1-HCDR2-
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T n= E3F A4)7,186,809%, 1
A18,092,804%, W= 53] A|8,679,487

M

TC

E3  A7,605,237%, w= 53 A7,638,606%, "I 53
= 2 53 #8,877,1895 ] AAH wie} 7 E-1L-4Ra A

fol
K

S

gl e WA AMEEE F-IL-4Ra FAE pH-oEH AF 5AE M F Qdu dE B0, #
g o] vl ARgEEr] 91§ F-IL-4Ra A= T4 pHel HIske] AHAY pHollA 7HAa® IL-4Raolo] AFE v
Bl = Q). et og | B oawgo] g-[L-4Ra A= AHA pHolA SA pHell Bld) S7FE olo] oo &
s Yeld 4 Ao "k pH'® B2 9F 6.2 HYE, dF E9 2F 6.0, 5.95, 5.9, 5.85, 5.8, 5.75, 5.7,
5.65, 5.6, 5.55, 5.5, 5.45, 5.4, 5.35, 5.3, 5.25, 5.2, 5.15, 5.1, 5.05, 5.0 ©|&¢ pH @& Ed3},

BA A ALgEHE "SA pH'@ fojx ok 7.0 WA ¢k 7.49] pHE n|stl. "F=A pH"# IS ok 7.0,
7.05, 7.1, 7.15, 7.2, 7.25, 7.3, 7.35 ¥ 7.49] pH & ET3lt}.

ER oo, "FA pHol|l vlate] A pHollA 7HAa® IL-4Ra o] ZAZ"S A4 pHllA IL-4Ra ol A sl &
A Ky gk ol T4 pHellAl IL-4Ra ol AZste= A9 Ky, gh(E= 2 Qg vl #slo] xdET.

of
o], @A = oo FU-Ag dHe] ¢F 3.0 oo AA/TA K HIE dEkud, A Ex= ole] -4

3 we 2 oo B 24 el ulske] A4 pHeld WAE IL-Raolel AF'S UEhE o ofA
A 5 9k, B4 dAHe ANAEelA, B we] gha wi F9-2F wae] o3 /A K v of
3.0, 3.5, 4.0, 4.5, 5.0, 5.5, 6.0, 6.5, 7.0, 7.5, 8.0, 8.5, 9.0, 9.5, 10.0, 10.5, 11.0, 11.5, 12.0,
12.5, 13.0, 13.5, 14.0, 14.5, 15.0, 20.0, 25.0, 30.0, 40.0, 50.0, 60.0, 70.0, 100.0 o]« < t}.

pl-el2d A3 5A4E 2= FAE oS S0, F4 pHl kel A4 pHlA PA(EE Z7bE) 54 P9
ool Agtel et Ao Qe ~Fedtoas £58 5 Yu}. ke, opulwil FEeAe] F9-AF
wulgle] WL pH-olEd 54 2E BB A4S 5 AT o 5o, F9-4% wl(dE Sol, OR
o)) st o 4ke] ofnlate | 7w Aagown, T4 plol watel 4 polN 7a® B9 A

g
=

N
oX, ofl

—
N
e
=]

ke, o714 IL-4R AsiAl= oA
freth. et 2A, FEA 2 A A, &9, WA
AA et A A s g AP e FAFgREAA EEA ¢
[Remington's Pharmaceutical Sciences, Mack Publishing Company, Easton, PAJollA] Ztoli-
< dE 50, #4%, FHeolzE, dAx, Ay, g2, od, AA, AHA(Fol2A Ee ol
LIPOFECTIN™), DNA A0l E, F- F& do|2E, ¢354 % F35 o4, odd 7
A Zdogd ZFElE), vtu A, 2 StErgas Fg{she o =
[Powell et al. "Compendium of excipients for parenteral formulations" PDA (1998) J Pharm Sci
1238-31115 Fhrzxgrt.
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TES AAETFES 1Y W AT FA A AX U B o] AT e T dddd J8Hrt. oo
+ AUTOPEN™(Owen Mumford, Inc., Woodstock, UK), DISETRONIC™ =I(Disetronic Medical Systems, Bergdorf,
Switzerland), HUMALOG MIX 75/25™ = HUMALOG™ &, HUMALIN 70/30™ #(Eli Lilly and Co.,
Indianapolis, IN), NOVOPEN™ 1, IT % III(Novo Nordisk, Copenhagen, Denmark), NOVOPEN JUNIOR™(Novo
Nordisk, Copenhagen, Denmark), BD™ s (Becton Dickinson, Franklin Lakes, NJ), OPTIPEN™, OPTIPEN
PRO™ | QOPTIPEN STARLET™ = OPTICLIK™(Sanofi-Aventis, Frankfurt, Germany)e] X3E} o]o] A A=
FeTh, E EE] AT 2dEY I3t ddel SE&EHe= d3E WY AY FX 9 o= SOLOSTAR™ =
(Sanofi-Aventis), FLEXPEN™(Novo Nordisk) % KWIKPEN™(Eli Lilly), SURECLICK™ =}7]5=A}7](Amgen,
Thousand Oaks, CA), PENLET™(Haselmeier, Stuttgart, Germany), EPIPEN(Dey, L.P.) 2 HUMIRA™ =l(Abbott
Labs, Abbott Park IL)o] X1} oo +HEHX|= Gt

54 el n, epalsts 24

) JES 2 WE AzddA deE 5 Utk 4 AAFuCA, BE AHeE
ATH(F7] Ed[Langer]; EA[Sefton, 1987, CRC Crit. Ref. Biomed. Eng. 14:201] #x). ©&
AANFHA A, A Edo] AeE 4 glom; F3[Medical Applications of Controlled Release, Langer
and Wise (eds.), 1974, CRC Pres., Boca Raton, Florida]S #Z3t}t. T tE AN, =4 BHE A
S 2dEe xAd AstA wiAEte], HAAl & dFETS de=w ¥ & ui(dE B9, ¥4
[Goodson, 1984, in Medical Applications of Controlled Release, supra, vol. 2, pp. 115-138] #Z%). 4y &
ZH WE AN 2¥le F3d[Langer, 1990, Science 249:1527-1533]1¢ 23+ HEd| =oj¥o] g},

FAPESR AAE U, s, Sy R 2s FA, AE

@ 5 Ak olF FAbSE AAE deA g W

H
H
Sof, 7] Al GA B oo P& FAE 98] YA

>

= = AgE

of gaANANAY, AeSAANAY, FEARCRA AxE F AT FAE 74 AN, dF o, A A
A%, FFA~ U UE HEAZ FHels 584 89 So] gon, o]5e dI:(dE 5o v, Ee
AL (dE 5o medd 2P, EZelddd ZFel®), voled AUBAA[AE So Felr=wolE 80,
HOO-50(4-2:348 Tlmbabsre] E2lS Aol Ea(50 mol) H742)] 53 2e Aa% s1gstalel Wede] A1e=
oAk, w4 MARA, dF Sol, AR, dFR Sol A8R F glen, o5 WA wxdoE, WA o
29 53 2 AgsAe Hastel AgE 5 AT oo wE, Axy FAAE A4 AE Yol Fd= &
2t}

FeaAE, 27 AR AT EE 0AT o8 AT oS xRS B ARe &3 BIvd AF
@ el g2e] e FHw AxAh 99l g0 ojAF £ P olF Sof, AAl, FA, PaA, T4
ARE), A4 5 TFaT

°F + 43], 5 23

LT
125wk} 13]9] o RIEE He A5 whgo] GAs= 3 2@ WISH IL-4R AsjAIES A el
Ko

o}
mg, 150 mg, 200 mg = 300 mge] Fo F 13] Fof7k AbSEnh. -IL-4R A e Fol& Futsts 549

g2 e
©
W

2o 54 AAd e w2, va &3] IL-4R AsiAl= AdelE ARb Aol dA
Ak, & o] olfd ol mE W 13 & IL-4R AsiAlE A NA <A

a8
oz
2

_21_



[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

SIHS31 10-2019-0053250

2
:Cg
By
ﬂli
_,d
E
oy
R
2
o
fr
4
2
ol
ol
rlr
e
tilo
e
%
ol
ol
rlr
o
i
tlo
b
%
s
ui

oo

oft

o

il E
W

Y

fo

of

rlo

N

oo

2 ol
o

K3

4t

o o oy
02
o
0
&0
)
:Cg
ook 18 ol

lo i

>,

>

ofh ™
:Cg
2
o
o
rlo
N
Al
lo

oy
o
offt
rO
>
fr
i)
ki)

o

2
il
il
2
o X
m)J
o
=
i
o3

oo y
H
s
o
Qo
o

2

it

o, do

fo
oft
rlo
N
N
N
N
ol
)
t
rlr
%)
1o B
2(_1‘
[.._.\(2
|
i)
o
av)
g,
lo

r’l

N
oo
w0
flo
ot
2
t
s
)
1o
o
o
|
P o et X 0 off ofo
amd

o o
o,
Iz

fr 1 lo o

5HH 2w, 2.59, 3uj, 3. 5HH 4HH T Sujolth. 5789 AAFH A, 13 o]
53])9] &%Fo] "=9] &%F(loading dose)" o 2A X\ WA A|ZA Foj® ThE, ©
%k(oﬂ% Eol, "fA &)z oloiFltt. dlE B, IL-4R As|AlE= oF 300 mg = °F 600 mgo]
o% ARE FLE o= FAAA FoH v, oF 25 mg WA °F 400 wgo] 13] o] o] A §FS
2 olojd 4 vk, 4 HAFHA, 7] &F F 13] o] 2x &% 7247 10 mg WA 600 mge] IL-4R A
A, = 9, 100 mg WA 400 mge] IL-4R A3i#|, & £, 10mg, 25mg, 50mg, 100mg, 150mg, 200mg,
250mg, 300mg, 400mg T+ 500mge] IL-4R A siA|S EgFsic),

o 2

)4

2ol WA 9 AAGHAA, 7] 23 B/EE 3 §He Ao 8% F 1 A W(AF Bl 1,

1%, 2, 215, 3, 3%, 4, 4%, 5, 5l%, 6, 64, 7, 7%, 8, 8%, 9, 9%, 10, 10}, 11, 11)%, 12, 12}5, 13,

1316, 14, 14% olh)Fape] Folfirh, BAo|A AGEE "Ad §F0l@ o) T BF Felo] £A0A,

A gaol glol vk the w2Ael gae] ol Mol BAolA Folui IL-4R AdAlS S elv s},

B ool oleld Fele] W WHe 990 0] 2 W/EE 34§ LR ANAZ BAAA Felshs

PIS ¥ge 4 alnh o Sof, 54 ANRHAA, o2 wele] 23 gakvte] Al Foidnh g
7. 838 ool 24 ol FAelA ol

= , 6,

SRR, SR AANFHNA, 98 Bl 33 §Fue] Aol Folfrh. the AAFHAA, 28 o)
(e 51, 2, 3, 4,5, 6, 7, 83] T 1 049 33 gaFo] FAI Foleirt.

el 23§ Fushs AAFEeIA, 7 2 §Fe U 24 §33 BUAT WMED Ty 5 otk o
g Eol, 7 23§32 AW §F oF 1 WA 674 BANA Foly £ Atk fAR, el 33 8§
g Furshs AAFHAA, 7 3% 3 e 3 833 AT WEE Fold & Aot AF Sof, 7} 3%
§%e Ad 8% F 2 UA 4T BAels Folw 5 ok, viekHowm, 23 W/EE 33 §3Fo] Bl
Fols WEE Wae] syl 24 ekl & vk,

wowge] wye, S4e ANFee] we, Fx 2E@sf ol (1S LR AdA(: F-IL-R I

=
Aot WEgste]l digAo A Foste AS £ EYoA AFgEE ule} Fol, "of wWEsio'd ¥
o] He S gugty. m=3k, "o Wasto]"e foj= IL-
4R ABA L} TCSE] =24 v FA14 Fo
o2 So], IL4R Aaf A "Ho" FoAEE= AL, TS+ IL-4R AsiAS Folalr] 72A7E T o Ao,
7 12A17F, oF 10A17F, <F 8A1%F, <F 6A1%F, <9F 447

7k, oF 60AIZE, 9F 48A17F, oF 3671, oF 24417, <F Zr Zr, s

2AIZE, oF 1AIZE, °F 30+, oF 16 HE& oF 102 Al Fod & dnk. IL-4R A Al "Foll" FoAH= A5,
TCSE= IL-4R A&AE FolghA] oF 102, oF 16+, oF 30+, oF 1Ak, oF 2417k, oF 4A1E, ¢F 6A1%F, oF 84]
7, ok 1047, o 12*17} oF 24A17k, oF 36A17k, oF 48A17k, ok 60AIZF, oF 72417k Fol i 724\7kR T} O
Fo] Fol" = 9t IL-4R AAet] "FAIA" Fof= TCS7F IL-4R AsAE FofgkA] 58 muk e (o],
ojF HE o%} E"]Oﬂ) %“‘5—9] Fo] delzE FAA FAHAY, 1S9 IL-4R A4 & vE Edats o
deo] x3fE Fo] AFozZA A dA FAHE AS on| gt

4 (Dosage)

w Ew e el w oAl Al FolE s IL-AR A Al(lE 5of, F-IL-4R A F drHom AR
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A ROl LA B AR FRY I AT @ S oldel b L ARl e
BolA QFE Hhst 221 AN WEE (b) okEd W¥e sht oyl 4 E: ¥ PE 5
A F S olBE oBISE Ik A B2 e, B wge wEdd, AZd FAES (o

A

HN

EASIZ} 7 o2 5 Aok 70% 4, (h) &AgFol Aok 30% #a; (¢) IGA7F 7IFHo2RE 2 E9E
ole] Z+A; (d) NRS7F 7| o2 HE 4 XQIE o9 A, (e) RENERZIAAL o}--8l| -2 (Staphylococcus
aureus)®] T F- FEUsLO] 7hA; (f) IgE H= TARCS 28 AD AF wlolombr] =39 FHa; (g) TCS ARE-©]
Aok 20% A R/E= (h) oFsk AD Alde] Slere] A T shy o] s obIghs IL-4R AsiAle] F& EF
Elg=

-1L-4R Ao 45, Wdgdd FaHFE oF 0.05 mg WA F 600 mg, dlE £ <F 0.05 mg, 2 0.1 mg, °F
1.0 mg, ¢ 1.5 mg, °F 2.0 mg, <F 10 mg, °F 20 mg, °F 30 mg, °F 40 mg, °F 50 mg, °F 60 mg, °F 70 mg, °F
80 mg, °F 90 mg, °F 100 mg, °F 110 mg, <F 120 mg, <F 130 mg, °F 140 mg, <F 150 mg, °F 160 mg, °F 170
mg, °F 180 mg, ¢F 190 mg, <F 200 mg, °F 210 mg, <F 220 mg, <9F 230 mg, <F 240 mg, °F 250 mg, °F 260 mg,
oF 270 mg, °F 280 mg, °F 290 mg, °F 300 mg, °F 310 mg, °F 320 mg, °F 330 mg, °F 340 mg, °F 350 mg, <F
360 mg, °F 370 mg, <F 380 mg, °F 390 mg, °F 400 mg, °F 410 mg, °F 420 mg, °F 430 mg, <F 440 mg, <F 450
mg, ©F 460 mg, <F 470 mg, °F 430 mg, °F 490 mg, °F 500 mg, °F 510 mg, <F 520 mg, <F 530 mg, °F 540 mg,
oF 550 mg, °F 560 mg, °F 570 mg, <F 580 mg, °F 590 mg Hi <F 600 mge] F-IL-4R FAU 4= vt 59
AAE oA, 10 mg, 25 mg, 50 mg, 75 mg, 150 mg T+ 300 mge] d-I1L-4R A7} iAo Al FoH ).

A SFol FHEE 4R ANA Fe WP AF ked A ng(F, ng/ke)ol Betel TR & vk, o
& o), IL-4R AshAE o 0.0001 A oF 100 mg/thaA A% kel o2 BAlA Fold S 2lrh,
EEERRLE

2434 194, 2 BAE 32 clmd AXAY A2 oA, @uA QA 48 49 93
SIAY FAASA WEAAY Whgel/eAY A7) Aol A S fE FF A BE A
B R (b) SIERA 4 FEAL4R) AAA] 18] ol ge] §FE ARE FAE = B Toqs}—t— 5
A TP e g

ANGE 34, B oame A4 Ao} Aol FRAEY A, WEEAMCE, viasEdols mE, of
ALY, AN mEEmsERols @ CEHE-griE olFoly TFoRRE HEHt A 1 EE 2

AAGE 404, B e A4 Aol A AL Ao FRAEA ACSAIY A FH 39 WAL LT
AAFE 5o, g BR7F CShel g AR mFe] §la CSA el o8t F7), CSA Ei @Al o)
F BuA, CSASh W8 ohAlskel ALg FA, CSA-RE A Al U A F7h, CA-FE 2 Sl Y@
A BT R A7 29 194 SR ol Folxl aFoRYE Adw xuow Jds Add & gt A
ok

6011*1, l‘i: A AZE CSACl o] dell =EH AL CSA 2] =W, 585 4
o] gEFoll el CSAel Hdad B 1d 3] VI3 Ft CSA Folo] deAde
Aoz s #UAgd & fle AAFH 49 WS xIsic,

o .
Bl

2

>

[

il

o

fr

_i

An)

J;& e
i, }‘N'
N

F_L,

AlEE 7oA, B awe xyl Alo|FEAEZY A, IgE AElAl, INFLI AsiAl, CDlla A&|A|, CD20
SRS Eﬂiﬂ , AT ZEEFE2HZO| =, ZAFH AsfA] @ FaygoR o]Fofx
188 1 WA 3 F o= shve] WHE XEsir.

1z
)
2
)
ﬂﬂ
N
il
2
fr
_O‘
2
o
rﬂ
il

>

A9 By e AL 2ol Ul AL A A Wl AL Bulg FF AD
A48 AEsts WA % (b) 14k AHA 18] o del §F2 AnF BLE st BANA Folst @
g TPshe, £2YFE ARIAY G2A7E WHS TFET

AN 9elN, B e A welelaAst Aol F AT A, WEEAME, vasEolE wad, of
Aoz, A4 mEEmAHRels B CEM Bk o Folxl THORYY Husl, AAPH 8o P
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& xgran
AAFE 10004, B owge A4 @AeelAAt AelZEsiEd ACHA AAHH 8 EE 9o WS
EA T

AARE 1A, B P 87k FF ADE g, AAFH 8 WA 10 F ol s wae Egat

AAFE 134, B WL T35 ADE A =dte WHOEA, (a) AtolE2 22" A, IgE AAl, INFL3I} 43|
A, CD1la AsiAl, CD20 A&, & AANA, A FEEFZAEHRo|E
T ZEHIAHZO =, ZAFH AA D FoHoR o]Fofd IFo2RE AduE XBA|E ol A

7 =3
H FZF A 3AE A"t oA 2 (b) IL-4R AdiAe 13 o)Aty £ XRE QR 3= At A F
AAFH 14004, 2 2y $xrt @A ol AY B A A WA ol AY B, AAIFE 139 w

FE 15014, & O aWlo] AR medt ARE ghajel uigh ki 9 AT fdew s AdE
Ay

AAFE 1904, B A [L-4R A7 7] Sl o]o]A] 13] o]Ake] 23} & o R T, AAHE
1 WA 15 5 o= st WS x23sit.

AANFHE 2004, B dHe %x7] &Fo] 50 WA 600mge] IL-4R AsNAS 3t 7z 2z} &3Fo] 25 YA
400mge] IL-4R A3NAE EZF3te=, AAPH 199 WHE X

sk},

AAFE 2100 A, g o %7] fFo] 600mge] IL-4R AMAE x3bsla 7zt 2% o] 300mge] IL-4R 3
AL Estsle, *‘A]ﬁéﬂ% 209] WS ¥l

AAFE 22014, & g 7 23 S0 FAe §% & 1A T, AAEH 19 B 209 UHS
Z3hsio}

AAFE 23004, & oty 7 23 §o] Ao §% & 23 T, AAEH 19 B 209 UHS
Z3hsiot

AN e 24004, B gy [L-4R AsAle] Folrl (a) VIEALRRE 53 Wy @ FFE #4(EASD) HE
o] Hojx= 75% 7t (b) 7|RALZHE AT £ H7F HZ=MRS) A9 Aok 30% i, (¢) 7leAe=
HE olEy HRde AFH HEH(BSA) HGo Holw 256 7A; (d) 7IEAo2RE A7 3 HIHIGA)

e
Aol 2 XQE oabe] T4 R (e) ZIEHORNE RS H4e] 3 HIAE oge] Pz o]Roj7 T1Fo 2R
H Agn golw shtel o) A% shekrlE ) MRS obrlshs, AAFH 1 UX 23 % oln shiel wEe X

gae.

AAFE 254, B I IL-4R ANAS Folrk 3 E AT BEGISS), B FA w7 AW (PORM),
a7 B7bE Y Beh ¥ % ARMDS) ¥ WRT f4 mu e A AFODE oFeld 1FozRY
Heg folw shlel 3 v dae AN oplehz, AANFH 1 WA 24 F o= shlel Wue
Ege.

—
N
D~
j=e]
2
=)
2

1R [o] Fol7b Satell A ofsh Hi= Ao Slpe] FAE opr|she, A
WA 25 & ofr= she] W& 2
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3l

=

AN 27904, B D4R AiAlZE st Folus, AAFE 1WA 26 T o= ko] WS

&

ANGE 28014, B wEe LR AAS A2 AnAG BE FolEm, ANFE 1 YA 27 F o= shfel

Al AsiAl B oolEddER o] Fo

N
o [
>,
~
A
B
K
It
u}
K
2
o
e
I
i

A7 ARG S A AEE AL R o] IL-4R AsiAle] Al S| o
1
AAFE 32004, B wE e $x7) AR T FZE|F A R0 E0] ko] [L-4R A A Al L] Fo

3
_Z’_
AN 3304, B e 3z AESHE A F2E IR =9 ko] [L-4R AdAY] A1 S £
F = k2
3
I

=

T 4F ool ¢k 50% FHAEE, AAFH 31 == 329 WS E3Hsc}

AAFHE 3404, B @ [-4R A& A7} IL-4Ra ol AgstE A T olo F3A-AF Aol L4 Z
T IL-139) 18 = 28 IL-4 F8A99) 45288 WA s, AAgH 1 WA 33 F o= el iys

g ®i ole] FU-AF de] IL-4 2 IL-139] 18 IL-4 F8A9 23
5 W
i=]

AA e 360014, B e ] A e ol qU-Ad ddo] qEAHE 19 ot MES e
3 7hd GG HCVR) S F4 ARA A4 G (HCDR) 2 A 29] ofm| =2t QS ¥EE= A A o
(LCVR)S] A4 dxAd 24 A9 (L0R)S E&sl=, AAHE 34 E= 359 WHS L3},

AN G 37014, 2 IHE 7] A gt ©rio] 371 HCDR(HCDR1, HCDRZ 2 HCDR3) 2 370
©] LCDR(LCDR1, LCDRZ 2 LCDR3)S ¥&3}H, HCDRIO] A E 39 opmat DS E3slal; HCDR2ZF A<
HE 4] opmieat NS EFHebar; HCDR3o] A EWs 59 opvieat MAS #Fshal; LCDR1O] AL E 69
opm| At A ¥ghetar; LODR27F MW E 79 opm|wal NS Edhstal; LCDR3o] MM E 89 ofw|iwit
MEe sk, AAEH 34 = 350 WS T

1“?1(
i
T
_(|>(_,
43
m

AAFE 38914, & T2 HOVRO] MEWlE 15 x3batal LORO] MAW S 25 ¥3sh=, AAFH 379 Y
]

o] FU-2AF dylo] WD 9] opn| ks EFshe T B ME
g L=

AAFE 40014, g2 IL-4R ASAZE FER B oo AEEAY, AAEH 1 WA 38 T o= sh
AAFE AlellA, 2 e 7] A e ole] FA-A7F Tho] MEDI9314 H= AMG31791, AAIFE 349

AAGE 42904, ¥ ABe FEE WA FF EE FF ofEY ARGADS ARAAL A A% sfelEE

() () 847k 7124 164 A5 = 43 7B (i) 847h 3 olge] /@4 16 458
M (i) 82470 64 U1A 184190 (iv) 8247F 54 AD 2ol os) Alofslx) ek AR A () 87
b S D Syl dh RART Bgel BA oS 2oAU DAl G Sk avel o) PG L o

H
A4 gRow sl AE S 9 (vi) BAF Ha meEasHRels, Sa BARD AdAl, 3lxehy
1 AEAAZ, ARG ATA, A FFanmelsels, vadRolg A4 ke, Holgn oz
CoEemd, AAWMNT 8y % Fagoz olveld TFosvy Aug okl Tt ARz o4 A
;eu?;% 4ol 98 2 (viD) BAV BAE Qo B, AL FA2A), FAZS] B, ARADES 2
=7 2 dE=sd Avdon offold IFoRyH AU By A% wE FelE 2a QLo o]Fod
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B delsis @Al % (b) [L-4R As)A
of Amstd SaFe] 13 o4 $FL AnE WD s DA/ Folohs WAS e PHe ¥

ol

AAFH 43014, & @y Sxrt 5 ADS 2o, 64 WA 11Mle]a, 71FA [GA HE4 = 45 23, o4 Q.
Hel o8] A=A &= DS Zh=, AAHE 429 WYHS L),

AAFE 44004, 2 EE IL-4R AAZE AAFE 34 A 41 T o= shte] F-IL-4R FAIR], AP H
42 = 439 PEE 23T

AAFE 45004, & BHE IL-4R AAlS] 2F &Fe] 1, 2, 3, 4 T 5 mg/#Ae] AT kgs EFeta 7k &
ol 2o &% F 173 YA 452k T, AANFEY 42 WA 4 F o= shvte] WHS xeit
AAFE 4604, 2 B2 ZF &0l 20 WA 600 mgo] IL-4R AeAE EFbstar 2} &Fo] Ao &% F 1
Fab WA 452t FoE =, AAFE 42 WA 4 F o= o] BHE 2§

AR 47014, B [L-4R 1611%1]01 FoI7F (1) EASI A7} IL-4R A3iAI] A1 &%) Fof £ 254}
A 7102 HE 30% 229 ZAa; (i) 2%F NRS7F 72X e 25 e 50% 23] 74, 2 (iii) IL-4R A
A} Al &Fe Fo ¥ 12 ?—XPJW IGA 57t 71ed o2 5Y Haste] 0 v 19 [GA A8 @43z
o]Folzl aAFo 2R AYE aHE ZYske, AAFH 42 WA 4 F o= o] BHE 2§
AAFE 4804, B WrHL [[-4R AINA I} FA FZ2E|FZAHBO|E, A ZAFH ASA, 38| 2ETA,
EZFEAE, Fufolt)ny 54 B HAAH 7E ZIAE AFAR o|Fojx IAFoZRE MeE A2 X 5A e}
S FolE =, AAIEE 42 WA 47 T o= she] WS E3et

/x]}(loq]

st71e] AAldle 2 O] WU 9 2SS AxsL AREEtE WY A A 2 Tles GAA A
T3t7] ko] Z1AlE RAoR, B IHaEe] ALlES B ow uPsteE WS d4Se Aow gLRHA &
o ARREHE A (AE B, &, =% ) &I AGAHES BAS] A =¥o] o, dF AFEA
o @ HAgE agder ). e YRR @ g, B FEFola, ExAES Hi EAlgoln], £E=
AM Soli, ¢S 7|y e I Folt).

AAe] 10 A 222EF AZ A AHA @AY Ao ]EE2AEY Ad EAHolAY o A&7t o3t
Hoz AFd F fle 459 TF =Y JFFAD) A SRS F-IL-4R FA S 93 A

oJFL AfolFE XY ACSA)7F A G%S YERA SR AY HEHA e FAES YEPIAY CSA 7
A7 oz AFE e T AD AJA FoE FEFEHY 1%, HAd 2 Uk (tolerability) S
skelsty] 913t 325 oz F29g flok-uxd WY 15 Aol

FHERLS 4IdHF 99 olueAte st T © MIHE 109 ofvake EgEkE A AEHE 1/2
Z ¥ 3slE HOVR/LCVR ol Ad 4 2 Adds 3 UA 88 Xdele &4 2 A (R AEe 233t
2 Al 3-1L-4R &Aoot}

BodgE 25 239y 73, 25 T3 &% 1CS ®+3 717, 165 A7 717 2 125 obdA FHFAF V)3
S 2FT. B A= TCSoﬂ gk F-A-4e 9keS oo me YERd o3 FAEA FIREY AHIYE
Hrkslz] 98l FET. BZE AAEL olYd F5 A HE wE AYE wdss wlE B8 2o zA
e 3 5% 1SS %oq Hcam

AT 237

& AT I HAL AT Sum AAGA AA A AT il SAYAY ol Az} A )
How A" & 9t A9 3 A A BN, BE Fh DEEm2E R E(10)9 I FolHE F
Aol 28 §F Ao B 9okt wwste] Brhek: Aol

w Aol 23 BAe AT (AR AAsA AolsA @AY FT Aol Bl AL olel @ Awst @Al oF
Hoz AR & Yt A9 FF A Y BANA, WE 5% @A Folst TAT 28] §F PAo
ohel gt vepd g gkt vmate] ks Aol
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BoATE 25 23 73, 23 3 &% 1S 538 713, 165 Al 713 9 125 kA FHFAF 713
S xget. B A 1CSol tidt BAEe whgS oldom yEhd o]efg FF AD FAECIA TR A
g5 Hrrshy] 98 FAET. BE AL o % Ao ¥ wE HYE vk g ¥E ale
24 HE $ 5% TCSE Fo veg

APEAME AT F, FAES 238 GEAC A7 AAA- de) Hrieth. @A 79 25 A
-289 UlA] -15e =g etk oy 277k ~a8d 7|z §t, AAke] AlRFe] whE TCS A7t 388

-14dapel] AlZtele], RE x5S BTskE TCS A WAS AFsta A 7|16 FRA BEstE
0 &% S A& 1253 FHERAF 7)1 Be, SRELS B AD 23S B9 Aole AR A
Zo| wlg} TCSE A HH o2 Fo ws $= gt}

AAEL w3 A BRF()FA/19) Holl Hojx 79 ALk mid FHolk 23] BHEAS Exsta A A
717kl A wid Ao ® 23] A&stms agHT)

Fhke] 9BH(S0) FAHIL AR 600 mge] SC =% &% F
Fof Wtk FEREe] (qov WA
3

FAFSE goke Fol with WHS fA] Aa, BE BAEE 1ARTH 16747

AAELS 1) A3 FFTEY VIS H7HATAY F3F FIHIGA] 3 o 1GA 4) E 2) APH CSA =F°] gl &
A esA Are] Fuo SUAY A% EE AAEA Solof i (A AA wmFe] £z ool oja] AFEF

AAEE An )7ke] FR Fol A6l el FAhm 125 Bk FHxAG,

TCS= AAsHA Alofd = SIAY AT CSAZ HdstAl A== AL A5 CSAol B ALY CSA A
of wpel AA JAalell & ogHor FAE 4 utal FEE Ao A 9 2 o4 FF5 A

o
N
)
q =2
oo

BAAE wg - A 67 2 SFG ng/ke/D) WA 4 $2E WA 3 mg/ke/D) F AT E CSAol
A9l DS obsh mi fA A Ak Y Fo ohstEA gow. ohsh (SA §F9 I, B EF ICS
RHEe A% = E gE 4T A9elAy Bl A 5 gt awe] wAY Ae zdse 4T %/
E Fe kA gou; Ei

A AR A

e
oo
ol

I
N

7t o] o2 (CSA7F &4
oz Qa (A A% E ANEA Solok she B4,

X3 71F: A= 2 Al Edtel A4 9 veel VIEs F5AAk vk (1) FHEE 10S=e] A
27 AaEE 22 g ADE 9= 184 ol YA TE oA (WF 95388 (American Academy of
1

Dermatology) ©¢] 7]&[Eichenfield et al 2014, J. Am. Acad. Dermatol. 70: 338-351])°l] w&);

J

d
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(2) z3a"gd 2 U wEA #X d4 FFE AFEASD A4 =20(Leshem et al 2015,
doi:10.1111/bjd.13662 [epub ahead of print]). EASI H<o ©@d AHrl= %27 238 WEAY EASI #
S7F 18 T 199 Aol 7] 23299 48417t ool F-&Ht};

(3) =399 2 714 HEAIY] IGA AF=3(0 WA 4 IGA AL AA);

(4) =383 2 71 BEAI AD ®Ee] AR A (BSA) =10%;

(5) oAbl 23k, (A) AFA CSA =29°] §l3 o8 o|f= A3 A CSA X5 FHI} opd:
ot 571(eE 5ol, oAl Fol Foll AoHA = 1Y), EE

& AT Bol, 28R, TR, npazeels GAAl, viRaolE, Gura), ¥lsHzo=

= H 4
d A FE, olmAl, IHLRA-HAB-ah AHA, AJNESAHE(St John's Wort) 5), EE

CoA-fri= A1 &3 (Adoted ) 3 P ERCIsHA )l ug 344 S7F, E=

&
o,
2
r
&
=
>,
br
e
i,
32
=
&
=
[
Sk
R
o
o,
o
ot
" [
2
N
A
i
ol
2
=
i,
N
5%
<
L
ot

LU H/Ee F8EA g 5AE 5o, AdetEd Ae, Ve AL e, AlHA &¥e aEst
= ]
[¢)

#zrol A, F
CSAdll digh A8k wbg (A 6579 11 &[5 mg/kg/d] ¥ FA &F[2 WA 3 mg/kg/D17hA] Azt
CSAd|A 2] ADS] ofsl &= f4 & ME Fo otztzM AHoH). olsle & FUF, 1 &% TCS

ot
2
R
Y
B~
w

HH2o A3 =8 x 02 da vagRelsag dddAAd & Azd 4 s W] dAA s £
ot A5 L/ s A9 F71EA Aoddy; e

AW AR WAE AL oA >5 mg/kg/Y EE V|70 Z (SAVF 8TE
o] #A3} o]g;

~

(6) TCS=o] A g gk F-4dg ko] Heo] FA3}; ojg(=aed i d 670 o).

FoORAAG Wold, Ao{E 289 Fob wi oFE A Auol A 9 /HAS W, 2nEH 15
A% 149) BeHE O #e e 48) 488 3 U4 1 v 1SEY HE 49 £ 109)9) 19
WAL AgH Amel® Byshn ¢hal Er e A8 BAE U012 WA 2=7vle] 1G] BTN
EEIEE R I ER R

(10) A+ ¥ AEAE olsfistar L5 98 F 3=,

AL 71F: o VIEE T ol dtuete SHske s 2 Aol AQdnk: (1) oA
Aol FeIsh; (2) 23Ed A 8F olu T SHEVI(EHA A9 ol(E T o 1 7z
B2 A5 (3) ZEEIAHRO|E EE 2 g

Wz g/ B (4) 239E A 45 olule] Hal CSA, Al ZE iiEﬂiO]E = 4
g Z 8F ojul olAE] L Z-(AZA), HIEEIAEWMNIX), HZAEHolE &

(Janus kinase: JAK) AAl; (5) =324 A 15 oo TCIR9 A&; (6) v ZZ}-’% A &8}
15 (a) 2389 B A 671 olu] B 2T AG7t Ae® E3d H7iA(E F o 1 7zt
’\]“L*o“ ﬁﬂﬁ}‘% oldl FAEA eF= Ao AxE 1

o M
HEI i

§£2

n:nd

0
L
T
2

it

il

= 9

() 2 A0 E ) = )
A7AE el BaAze] D Age] AN (2Aed WE Ao AAETE 84

oo b
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F gel S AST 5 Atk (9) 23 W 4F ool ed F-2/ehd4k(tanning booth/par lor)
o A71A AHgs (10) @F A Fek Qoo FA kAl W Ao ALge] AY E: algE; (1) 2 W
2 oA 125 olvlel AFEEh) Myow A (12) 23y $E A 27 olulel AA AR, Futolel A,
GAFA, FUFA B GURARY) ARE Wew S Wy = g4 BF4 2, BE sauY PR
A 17 olujel T3] . 3 A gdel AW F 27 AT FARe oo uﬁu Felst] A
saEgd 4ok (13) 49 SANE BPekn 354 718 gl 28], H2ESGARE, on
Potz, FAULClHAARE, AXAES, chaf2dTrF)e o) E ATl Jmoﬂ e WA o
2 oNWE, AU EE A5 9L TS ded wE oduE Ao o (14) T B AFE F

ofr= shitel EA (a) 2deld WA G 2 A @A (b) B4 B QuantiFERON'-IB = 723t 4

Al EE () olde] TB AA(AAY FEEA, ARY A%E Bt oA 455 folse xgeh ol @
=]
Rl

AEA g3 Ak ANE e, 2AYA Ex 23y BF A (3 237 o] §obsstelok 1)
34 ool B x-A(AW-FW L FUE). o)L mAY FolFe TaA Wk T oled 3714 T8
W F ol ACPhE AV EE §o) Q989 o8 aTHE AT @ ARl weh Shue 5
g Aoty (15) 2229A A7 A ARZ wleld2WIV) 7 e B4 HIV @38 o2 (16) 272
tg— S z)

FA g bR 09 wW BABsAD, B 09 0] BB X 03 749 AU Ab): (1)
FHOIA, QF obm Fukel JlFomA A dole) mde] EA; (18) AT WS PAT 5 e A
Aol EA; (19) S ABAR] A 94F, SAHD A2 o] wold APAE EE AL
e ASG, 23 BT A 59 olyle] epgEe :

ao weh) 4gA Bt 7

S

2)
ole] & A4 (2D =aed ¥

G = o I A 1 SR

T A o2d ojue] d3E Ee o W89 oY) (22) AyAbt ddEt
of #ate] A Fojol FFFE = F Uve T TV BH(E). dde 7Id FHEol &2 A, Frol
ojH A = FAH(E L= Ale [HbAle]=9%), Ad¥ Wl &2 (A5 501, w5 A3 L/l et 1
7] B V7] ARAS), $5 A HE(dE g0, 74 $ &b, -w e AdE- &5 B
= 0), 274384 B*EH(O%I# g0, gxd 4%, g4 Fo Abdy AI(dE 50l Fra, 954
A%, FrtEl s BAd 5, AAESE A, VI T e, s, diAbg, 9 EBe dEA deks 7t
F22 EFepANE ofo] FAHA h=rt. o7 Vel A AlelE FApe] FAA AR AT M (RIE 4
Abdl Bal GFACRF] S)ellA A Aol (23) Ag-ake] 2374 At B/Es =FEsHA olsld dES A
AR 5= AW, 2 A AR FelR Qe AT el Al g AES 2dE AW, o] FE =
SAsHA e gAY, AT "JrkE el = Sl 7IE oo ofehA e APt WEl(=AeEA ¢
e AP A oS 3. olHd Vel Aol @xtel FAA AbRe AT S (RE F4, CRF
S)elA g Zlolt; (24) EA7E & Aol Felsks wot AfEHAY AAdE Fa 93 E (25) At
B 2AMES] A °J°]71L} T AA 7SS (26) AT w¢ Al TolAY i T o8 Ee I =
= ARl oAy 3 (27) A TheAdel Slal A dEo] &gl Fgel= AEd AdRS AREE oA
7F fle oA
AT

AT kB BAEE 167 AR /17 B 300 ng TR qu SC FAHALA 600 nge] £Y §F F)
300 mg FIEFHY q2w SC FAHIY Al 600 mge] =9 E 2] )
Folulx 9t F3b Borel BABE FATMSE Aoke Fo vt

deb: BAEE 167 Ael 717 ot Washi SIHIUA] SIoF "R §F' F)o| FAE wF Fol wi

WA =5
2 AzEI2HRE: —Ude Adetd, RE FA5S o A wel mFEshd AL ARgske] 108
A2 PES aTHY
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Qv Qo) wEAsA @x oA Fe AFHIAPAN 2PN AAARE 23), FY EE AVY 5
ek, EE, ABE AT OB AHEI AAHOR Aol gl J1E Weel Aol o5, Aol 9gHoR
FOAA ME W/EE FE] WEh; AFA o AFHen oA Ao ;elHt W g4
A @ Qlele] €A 2 oetd e Twn)

G FAAAGIDE Qo] SN AR oAt AW AFAt B4 99 wE ) 49
o 942 Wam AL %A EE APF Pol/FE5e AL WY 1B/A0A Al EE
FRW 5 AbAQl, Qele] AABE g Apzlolnh,

EE

AT 717kel A, FolE FARTE AT Aol2Raxd Az AheA ASHA A AT AlolEma
29 pol BlgelAY oleld ARt @A dshdown AW & g A9 B3 A BN FF L/m
A4 ADE TS DT AT o diEth FRTgos An® $ae ok vus) Hojw shte
D A el AT NS Uehdd, FRRgon An® $AE fleuth Jo) 506 4& 10T A
g,

NEA ATEAT W /A 4B 5F AATE Al FASAHE D,

Helz Mo 28 J1EM IRSHEE S 2 2 ST

o 300 mg FEZ2 q2w | 300 mg SERY qw
+ TCS (N=108) + TCS (N=107) + TCS (N=110)

o, B+ SD, Ml 38.9 (13.35) 37.5(12.89) 38.7 (13.21)
<A, n (%) 68 (63.0) 65 (60.7) 66 (60.0)
AD J|2HE, B2 (SD) 29.2 (14.72) 29.6 (15.61) 32.3 (14.00)
EASI B, BT + SD 32.9+ 10.80 33.3+£9.93 33.1+11.02
IGA=4 E 2E=8K 2 1 (%) 52 (48.1) 50 (46.7) 52 (47.3%)
I FUEHZ ASS o

i”si:‘)l +o B 2SS NRS, 644223 6.6:+2.10 624201
BSA, H# +SD 55.0+20.51 56.1+17.83 56.0 = 19.26
SCORAD &, B (SD) 67.0 (12.20) 68.6 (11.91) 66.0 (12.70)
POEM &, B + SD 19.1+5.99 19.3+6.21 18.6 (6.97)
DLQI &%, B2 (SD) 13.2 (7.60) 14.5 (7.63) 13.8 (8.03)

v &= 2(300 mg g

w + TCS; 300 mg q2w + TCS) RFE th4re] oAk Aato) 2
= ADY] AHAH A5, AdT, e 2 9 AA A4 A

< 271 FERY &5 ] BEd dgiF] G, $1eHTCST v, FEEE @2wtTCSE

3t A43l ol ¥FEG Az olF 21 X (Visual Analog Scale); 3+
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X2

Helz Ao 2& 24 M2H0IE 0IXls SERYY St

& g A ek + TCS SEEZ+TCS
b = 300 mg qw 59.1%
752 2= 5t 0
EASI-75 & 2t 8 X% 300 mg 42w 29.6% 6%
= = 300 mg qw -78.2
=N o AO o, -
JIEHEH 16 TXNXIC] EASI & 4=2] 8151y, 300 mg 2w 46.6 798
JIEHMZEH I 1Y AXENRS 2 300 mg qw 254 -51.7
132 HA39 HalY% 300 mg 2w e -53.9
= 300 mg qw -62.4
E=ELO = O| tH §}o, -
IELHLOZ2E SCORAD 2| HE% 300 mg g2w 29.5 583
IFHCZRH40AA 1 FZEF LA 1Y | 300mgqw 14.3% (N=91 40.4% (N=94)
AUENRS O AAE A= BHI% 300 mg q2w 3% (N=91) 45.7% (N=94)
= 300 mg qw -37.5
=xdo2- o| B -
JIELHO 25 E BSA 2 H351% 300 me q2w 19.6 303
IGAOE =12 IENCEREH 2 HLOUE 300 mg qw 13.9% 39.1%
Olatol ZAE A= B X% 300 mg 2w i 40.2%
— 300 mg qw -8.9
=Hqo2E o] t§ _
JIEH R LE DLQI S ¥ St 300 mg 40w 4.5 5%
300 mg qw -11.4
=do2= 5| -
|ZE& 02 2E POEM 2 #35 300 meaaw 43 T
Ol™2| CSA AF20| UUE 8t X = EASI-T5 E 300 mg qw 26.4% (N=72) 56.5% (N=69)
2= 88X % 300 mg 2w e 58.0% (N=69)
- 300 mg gw 17.5 (0.0003)
JF &£ 0t 25| o I 2 2F
el J2t SCHAMSETCSY E2 1= 300 mg q2w 25.1 15.0
= 300 mg qw -5.2
=HO2EE il -
IEHOZREI HADS & #3 300 m g2 2.3 =3
[0245] P-at2 HAIZ K 2=lH 2 A8 HEAZNALY s SE 0 CHak 0.0001 DI 2HOI AL
[0246] THY =AE SAPY mE AAE ATTFE A SAE OEith. AR A FHE A9 BE 23 T4
o] oA FAAH SR foH ot
[0247] X 32 3 Had Zd 4 7)FE b AAe] dRE QoFs ol
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[0248]

[0249]
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#£ 3
SEE EX 20 20 0lX=E SERYY s
2ok 300 mg SEEY q2w
+ TCS (N=108) + TCS (N=107)
JlEH
SCORAD VAS $8 2 HzR +SD 43+329 4.6£327
POEM &4, B+ SD 19.1:+5.99 193 +£621
2 2%E NRS
:;Ti}ml 4-EQIE 0| M2 IS 2= X9 HIE, wN1® 13091 (143) 43/94 (45.7)""
(lfjmﬂ 3-HOIE 0|49 JM S = B2 HIE, wNI® 19/98 (19.4) 56199 (56.6)""
SCORAD VAS
JNESMZH 16 TXUNNKIS LS B2 B3} (+SE)
s m=xd -0.7 (0.25) -3.0 (0.25)™
JIELHSH 16 FTRIX S LS B B35 % (+SE)
ApgxEe 85.8 (34.3) -61.2 (34.38)"
POEM E&
JIELSEH 16 EXUDX S B B35l +SE) -3.5 (0.65) -11.7 (0.68)™
:f/;’-‘-iwll 4-TLOIE Q&S W& S 2= XS HIE, n 45417) 89 (83.2)"
0
BIECLUS F=a L X228 208 X Jz=s | 1625 =M 1655
HIg, n (%)
N EES PP 15 3(2.8) | 19(17.6) 3(28) | 49(45.8)
OFXISF 2= gholl =212 2ol 2uTt 47(43.5) | 59 (54.6) | 41(383) | 89(83.2)""
OLXIS Z=2H0fl TS0l A S0 UAUCH 44(40.7) | 52(48.1) | 37(34.6) | 90(84.1)""
OFXI9E =2H0) RIE/EHIE0] UUCH 54(50.0) | 56 (51.9) | 4542.1) | 94(87.9)
DFXI9 32001 IS0 2t 2H R0 20(18.5) | 36(33.3) | 25(23.4) | 81(75.7)"
DFXISH =200 TR0 A 2ER0| 201 15(13.9) | 28(25.9) | 17(15.9) | 70(65.4)™"
DFXI2E 2000 MO HAESEHLE HEH WA 8(74) | 21(194) 9 (84) 64 (59.8)
DLQI &%
16 =XH0I DLQIO T= 18 2= 849 HIE, n (%) 12 (11.1) 32(29.9)
JEMLE 16 TXNX Q) B2 B35 (=SE) -3.1(0.58) -9.7 (0.64)
(1§ ?‘-iHHI 4-ZOIE 0|42 HES 2= BXA HIE,n 42(389) 85 (79.4)"™
;%;25 US” EF=«HE0| He eiS S East X2 N=M | 16=% =M 16 =%
|12, n (%)
A0ILE I D, D, DEARI, RAED 24 (22.2) | 46 (42.6) | 17(15.9) | 89(83.2)""
0L 25} R 53(49.1) | 68(63.0) | 51(47.7) | 93(86.9)"
ATAL LS, OIS O0IA 2alior &8 68 (63.0) | 80 (74.1) | 65(60.7) | 100 (93.5)"
Aot 2ESst= R0 HES B 47(43.5) | 66 (61.1) | 47(43.9) | 90(84.1)"™
ASIE S, CIOIE S0 &S 01 60 (55.6) | 69(63.9) | 56(52.3) | 98(91.6)"
HE ATZX SHEST 5| S 69 (63.9) | 72 (66.7) | 60(56.1) | 97(90.7)"
20[LE St 0l XIZO0| US/2HIEE 62(57.4) | 77(71.3) | 59(55.1) | 98 (91.6)""
IEU, &3, X0 Xt & 72(66.7) | 76 (70.4) | 68 (63.6) | 102(95.3)""
U2Io X (S0l Laus 84 (77.8) | 80 (74.1) | 68 (63.6)* | 100 (93.5)""
XIZ20 0L ¥ 2 2HIJ U 64(59.3) | 72(66.7) | 64(59.8) | 96 (89.7)""
P<0.05; *P<0.01; **P < 0.001; ***P<0.0001.° = 5Z FES LIEIHL " EA2 IIFH 1T ASE
NRS Jt 4 0| 4+01 2tX10f CHoll =S| AUCE N1 2 J[ES NRS E4Jt4 0|40l X2 &8 UEUH; <242
NES O3 A2E NRS JH3 0401 B XH0fl CHoll 23 &I ACHL N1 2 J|IEH NRS E4=I13 01401 &t
2 LIEHHCDH ‘912 + TCS: n=107, 300 mg S22 q2w + TCS: n=106; 2| 2 + TCS: n=99, 300 mg
SL20 q2w + TCS: n=98; MedDRA &5 20{. BSA, M EHA; DLQL, I 21 87X 4t°] & X4 EQ-5D,
EuroQol 5 X8 &2 X|; MedDRA, = X| 2| 82 0 (Medical Dictionary for Regulatory Activities); NRS, 2= X|
Il 2 C; PGATE, X St &K & EIl; POEM, 84 S4& S& A&, q2w, O 2 =00} SCORAD,
OLED IR H4EI}; SE, HEQX; TCS, 34 I2E[IAHZ0|E.

Y FUT
ae vebic

Wk g8 TCs=el Al epdel $Fakglom 165 A 71z Tk 885
L 4E 167 AP 7IF B9 AEE AESS Q0Fg Blojth,
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[0250]

[0251]

[0252]

[0253]

[0254]

[0255]

[0256]

[0257]

[0258]

[0259]

[0260]

[0261]
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#% 4
HEE AE S5
Ko 300 mg SE L q2w
+ TCS (N=108) + TCS (N=107)

TEAE J} Qe 8 X2 %=, n (%) 75 (69.4) 77 (72.0)
IREEE 18 (16.7) 22 (20.6)
EENEEE Y 7(6.5) 16 (15.0)
Horgg T 3(2.8) 12 (11.2)
e’ 9(8.3) 10 (9.3)
[[EEEER 16 (14.8) 8(7.5)
EESIELER 1(0.9) 7(6.5)

MedDRA 85 01

Ao okt s F Iy F
Falatels Aewts ol nEA BEEJATH(Z FFuick 279 At
Aqeld EAA AZS TEAEE 9 Aot F43% e 49E8S 7714
nfection) ¥ W (Infestation)olA e FajAtdl= BE AHgdEdA A Rl&=2 TSR

HjaiA W FERE-AEE dellA I 7ol H At FHFE-A e el Avd ““%‘%01
=okom | 300 mg Q2W ol A e Abal 7l 300 mg QF R T o wokth, @ Ao Apute] 7w
Fyom Auddel AR ) XNBE FTUHI e Oi?i‘ﬂr FAF H-9] Wk TR oA Hul dub o)l
o1, 300 mg q2w el HE 300 mg qw wrellA HlEe] ¥ #okth AlZbgk ISR It

(
O

B i

rO

-

off

rO

>

oH

Ao o

19 i
€

= o

>
>
o
ol

rd 2
> rlo
N
rsi'

AL (TEAE) 7F Ql= #HAke] W&o
).
]

5
1~H %<,
o

2

2 b

‘nﬁ
rf

T+ TCS ol H1oF + TCSe] 165 AFollA], 165F%oll A EASI-759] 12 &% $4
tholl A FZHE Ak, 1652 ol A 9] EASI-75 w32} H] &S 9JoF + TCS woll A& 29.6%
Q2w + TCS &+ % FZ29 300 mg qw + TCS ol A& 242 62.6% 2 59.1%th. ZE ©
71Et &% 4L FAFY 300 mg qw + TCS ol 3t A3 749 Ao FH7A] FFEH .

i e
= o

eSSt ) AH8E FRTHS AAoz vepygel Sstn HEHE oy Zeds sy

Lo
o
o

= 948 + gt

CsAel el WEAolAL HHAF Wsel ool YA 1 9] CsARS w7} o3
A S, 9% F4 L lE Fo

FAgel A, FAEYHR HE 105 @59 5ol vaA #4 wne e

Aoz AR en d8H= by ZaadS THH

AAY 2: F5E WA 5F 5 5F AD 2olHAd A FHE25e] oEs, otdA 2 A% 2a7] 9
Ao Ax

E AN s T4 oE Foo o8] AHA ge FEE WA FF A H2F(124 WA 174) 2 T35 AD of
F6A WA 114A)E 83 224, t)F, oE2-2, &% A5, ¢ ZIE ATF(NCT02407756) 5 A3k
. SAEL 2mg/kg EE 4dmg/kg 9D £ ¥ FHREUE Fo] Wk 85 FH AR oS, 43]9 wjF
2mg/kg £+ 4mg/kg &S Fof Wt}

L 5 14%11 F% AD(124] o] WA 184 mivke]l H4wW) L T35 AD6Al ] WA
) dobdad Aol FARghe) g R PKE SFEEE el ® dAve] 2% &
Z AD(12A] o)A WA 184 mlwke] HAd) W FF ADBA] o4 WA 124] mluke] o}%)
Sizlo A FHEY A9 @ F5S FAHE Aot

-|-4 o

A1 AA
ol wAa AR o3 AHESA AoJHA G2 TEE WA TF AD(12A] o F WA 184 mrke] HAnd)

(e} (e}

Y 5 [e}

F% AD(6A] o] WA 124] mgke] o}F) Aol ad FxlolA dF FoJEH(SC) FEFT dd g% 2
|2 obAA, Yok, 5 (PK), HYUA 2 35S FAEE 2a%, e, 2 E-2¥ (open-label),
< (ascending dose), 34 ZEE AFZA S ).
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[0262]

[0263]

[0264]

[0265]

[0266]

[0267]

[0268]

[0269]

SIHS3 10-2019-0053250

274 =34 dS SC 8% A EE Agslth: 300 mge] Hol &%F olste] &% IS E 1 (2 mg/keg) B &%
FASE 2(4 mg/kg). 7 &% IS E Yo, < 36 x| 40789 2t 2744 dAE AHEAE SAE= e
2 AFEAT: ABAE A (124 o] diA] 184 wRke] Had) = AHAME B(6A] o4 WX 124 m|7ke] o}
T). A 2 AT T2 ZTE 1A2 mg/kg, HAA ¥ ABAE)R AFS oS, ZIZE 1B(2 mg/kg, 64
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[0291]

[0292]

[0293]
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ZIHSd 10-2019-0053250

12 Al 014} LHXI 18 Al DIt A EXH0I CHEH DI=d 28 SEFS2 2%

2 mg/kg SC (N=20) | 4 mg/kg SC (N=20) | & (N=40)

otd AD AT HE:

SHI & 16 (80%) 18 (90%) 34 (85%)

SH LAKI oAl & 3 (15%) 3 (10%) 5(12.5%)

10Al LHAI 17A] & 1G%) 0 T(2.5%)
AD B2 (SD) J|2H(E) 11.8 (4.21) 12.5(2.28) 12.2 (3.36)
EASI &+ H# (SD) 34.8 (17.00) 28.6 (14.70) 31.7 (16.00)
IGA 838 2= A2 = n(%) 8 (40%) 11 (55%) 19 (47.5%)
IGA B =48 2t= A2 = n (%) 12 (60%) 9 (45%) 21 (52.5%)
X 2%Z= NRS B2 (SD) 61247 69 221) 6.5 (2.34)
30|49 AFE NRSE 2= #Xte 18 (90%) 19 (95%) 37(92.5%)
2 1 (%)
40|49 A2ENRSE 2= &A1 15 (75%) 18 (90%) 33 (82.5%)
2= n (%)
BSA B (SD) 52.2 (24.78) 45.9 (25.34) 49 (24.94)
SCORAD E (SD) 68.0 (13.19) 63.0 (14.43) 65.5 (13.88)

BSA, MEH N EASL, &8 8& SE T X% IGA, ZAAS S8 &80
o

Z4 MIE; SC, Il&t; SCORAD, OtE£1) T2 H E+EDI; SD,

ADE ZIe 64

d olal WAl 124 w|wke] Fxle] H] &S

tgre] #FAEL 54 Aol AR
£ FIE YoA ¢ d¥o] B B

s G VI e TE/SEE

, M3t BSA © SCORAD H4=¢] Xfoli= 2zt

o=z, 7lFA Ad EAHL F 89 A%

6 Al Ol& LHXI 12 Al DI2tS) OIS & X0l CHEt | &2d 23 STEE2 /%

F;NRS, =Xl 8Ol 2 &; SAF, &t & 4

2 mg/kg SC (N=18)

4 mg/kg SC (N=19)

B2 (N=37)

28 AD JIEH Y

XY 2= n(%)

SHI & 16 (88.9%) 19 (100%) 35 (94.6%)

SALLIXI oMl & 2 (11.1%) 0 2 (5.4%)
AD B2 (SD) 71 2H(H) 6.8 (2.46) 74 (2.24) 7.1(2.33)
EASI E 2 (SD) 329 (15.53) 38.8 (18.64) 35.9 (17.22)
IGA B4 32 2= 8 X2 £ n (%) 1(5.6%) 0 1(2.7%)
IGA 2 42 2H= BX19| £ n (%) 17 (94.4%) 19 (100%) 36 (97.3%)
A= NRS E F (SD) 6.4 (2.23) 6.7 (2.35) 6.6 (2.27)
30/49 A2%E NRSE 2= 18 (100%) 18 (94.7%) 36 (97.3%)

40|42 A4S NRSE 2= 18 (100%) 17 (89.5%) 35 (94.6%)
2R == n (%)

BSA B+ (SD) 59.0 (22.49) 62.3 (30.34) 60.7 (26.49)
SCORAD EZ (SD) 66.4 (13.06) 72.7 (12.96) 69.7 (13.22)

BSA, MES X, EASL 5% HE S2S X5 IGA, DALY

24 ME; SC, 1I5t; SCORAD, OtE 1| Il

(B) ¥

=
(=
28 3 SD, EEEX
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[0295]
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[0297]

[0298]

[0299]
[0300]

[0301]

[0302]

ZIHSd 10-2019-0053250

e ity AEAE ARgete] Wrbekglar, T AlA olEy] dE H 2 AT ol HHS = Y %4
AEAE AREse] =6k

124 oAk WA 184 mwre] Had $ixp: RE H2ad FAE(100%)S by AEAE ALEERE o Hojx
DRl e fabdsts 7. 82bE0] 30% ol dellM Harel 7h E3 H-AD MedDRA PTE AWHH o2 545
A 27 (45.0%), F21(45. 0%) JAAR=7] 4l 271(35.0%), Al FA=71(35.0%), L#HAl=7] B9 (35.0%)
2 sE LUE71(30.00) . del=r]d Aol WHe 119 (27.5%) 9] EAtell A HeEbstt).

TA A otEd] A HAEAo] 7|Ntste], ofkyl/dH=r] W rtHHEE e @] HES 7 &% ASE
ol FrAbetSiek. gat k5ol 7hg G otEd/del=r] WEHl= AD(IA 37.5%) . 2 mg/kg 8% AT

Eo] a7kl g £3 ofEy]/dHEr] WEE AD(50.0%) Q] WA, 4 mg/kg &% T ES] &4 7}
Sl 7P E7F o=/ dH Y] HEl= 71 4 E27](30.0%) 3. AD o]9]e] TP Ed FAe ofEy)/<d
d=27] Wele 71 dH27]1(HA 60.0% 2 mg/kg &% AT ECNAM 55.0% X 4 mg/ke &F FTENA 65.0
DA TFHOoR, BE e 30.0%E WA LHEr)4 Avrde] WES Jeha 37.5% fﬂzﬁ A2 E

7PRIL, ol & Ut 4 mg/kg &% IEEC] TP w& W& @Al wBig Aot BE Ao 5%
A= dde oked/gu=r] WHE ZHHAY. 7 EF, @A ddd 0}541/0—;311271 ‘%‘EH—E &
ATE BFA fFARE e Bag et

o rlr o

F2H(100%)E Yubd HEA 2 ALg-8}

64 ol ulx] 124 mwke] 3z} 64 o4 X 124 mvke] BE AL
 Holx= 1719 e AAATRE b, A5 30% o)l BuE 7PF £ H-AD MedDRA PTE Hwh4
o® HAE LHE7)(67.6%), ¢HAEY] HIP(51.4%), JAHAXNET] L 27](48. 6%) id*ﬂ‘(43.2%) 2 A
AE271(35.1%) Ak, delEr4 Aduade o]H & 91 (24.3%) 2] Shatol M yElwth, dubzrow wWEe g
ZIEE 7t fAlelgith. £ IIZEE 719 xpolE 247 2 mg/kg £ iiEEE‘r 4 mg/kg &F T ENA Y
] = BAEY SAE AEV1(73.7%, 61.1%), 7 LE27](15.8%, 5.6%) R FHAZ7]d A=e] (31.6%,
16.7%0) S X&3 . 5& LAE7](38.9%, 5.3%), I F#lE27](Mycotic Allergy)(16.7%, 5.3%) % &d=
A(61.1%, 42.1%)L 27 4 mg/kg &3 FATERT 2 ng/kg & ATEA O &9t}

Ao 7|gkete], olEd]/dw 2] WHe 7t5ES 2t $Ate &S 2 mg/kg % =
SERT 4 mg/kg &F 9 =kt #x) 7S s B3 olEy]/dw 27 Wel= AD(EA
32.4%) %k, 2 mg/kg & IS EQ F{xt stSEHA M £33 olEy/dd27] WHE dd27] v (33.3
%)<l whAel 4 mg/kg & FFTEQ A} 7oA M4 3 olEv /L 27 HElE AD(36.8%) % th. AD ©]
Qle] 74 &gk A 0} /4927 Hes 7e gd27] 2 SAE dEE7(A7 AA 64.9%) dAh. @A
SAE gy 27 HHES 2 mg/kg BH FAZTE(55.6%) KTt 4 mg/kg 8F AZE(73.7%) A ©l =Tt
THAoR, HE e 21.6% A dElEVIA AR olFe JERlla 43.2% dAl WA ¥EE 7ML,
4 mg/kg & ZFTES 7PF H& B &9 dAolM B Aot

ﬂl3 K r\d'

TAA olEy A A

03# o
ot =
(m
2 .
_A>:4

o

() olzie] obAl/ 4}
olhe] obAl/ At AT okEel Al Fof Mo] Folw bl wi faw AxzA QoA

124 o] A 184 wwke] HA: HE Fad 2 ol okAlE Fo wrprh. AmA F
ol oa 7PE Sl AR EHE F21e] 50% o)) o]lHe] okAlE IEEIAHEO|Z IEit A
(97.5%), A& T3] 2~EFA(67.5%) 2 71E} 53 AA(67.5%) Th. o] ofAl A2 F &% ISE It
of ARk oZ fAlelgitt. F2FE 4 23 AAE FE(2F 111 e AA 87.5%), <F

[; g2 A4 35.0%), =3F 4=z Z( ; 8k dA 27.5%) H ovlg- AE(E IV, 12.5%) 8 £33
o F 7H(17.5%) 9 Had @A Al %Eiiéﬂﬂ 1= AR&S] o8& 7HAT. 13 9] A= Ao E R~
T 2 olJE| e ZAE L3 nlaHZo|mA AN WAGAA 9 o]d AMES ®WuETh. 99 (22.50)9] FAa
A= Aol® gk 7hx| o] o] HakE waetqlth. 1% ¥ AfelA sHF EabAl Haig o]z Hap
2k A (V) 81 (AA g4k 7.50) 2 F2H (A fa 2 5.0%) ATk,

64 o4k ulA] 124 wwke] Bz} BE 64 o] ulA] 124 w|REe] FAES Aol & 7hH| 9] o] okAlE
Fol wkgkt}, x84 RFol o8] b EalA AFEEE(RE #3e] 50% o)) o]He] kAl FEE AAEE
ol= MR} AA(97.3%), AANE FF3)AEFNA(91.9%), ANEZHUANE = BEA (70.3%) = e} Rz} AA
(70.3%) k. olde Al F &7 IIE o] dwrH oz {FAEGITH. FEE I Ro|=9] TR AA =

ZAE(2F 111; 82 A 83.8%), <H(2F I; A AA 43.2%), 3+ A=Z ZE(2F 1I; 84 %
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o
o
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29.7%) 2 wig- AH(1F IV; 10.8%)S E@ﬂ"i‘:} oldel M FFAFAZE|F0]
A7F HarskGih. 1078 9] b= AtolERAY Y Y olAE QIS X 2
o] d AMES BRI 7§(18.9%) 2] A7} @01 g 7h2] 9] oo AXE Rtk 19 ¥ )
gk ojde] Haps AAH oz AQA(V)F SHCAA 2 10.8%) 2 F2P(HA A} 5.4%) S L3S
}.

(D) g oA 2 A%

o Had BAH(97.5%)E AA AT Fok o 171X HE AS

15 FFol e 7H EaA(AA $AF 25% o)) AMEH HE ofE
2 FEZEFI2HZE AJEF AA(75.0%), HA4E I3 =~efA(67.5%), oNEIAE L BT A (45.0%), 7]Ek
AR AA(42.5% L HAY V= ZEE FEQ7.500IUT. THHLE, 2 ng/kg £F ISES x|t
85.0%%} 4 mg/kg £% FIEQ] xto] 70.095 X3 3kx}o] 77.5%7F B A Fe ADE HE XEAE AME
sHiTh. ojw g TCS AR-&olete 4 mg/kg &% IZTEHT 2 mg/kg &% :@EOM o =3t T £%F ISE
RN 7HE &34 AFEE TCSE A I(TE 111) TCSPT. TCIo AMEE 4 mg/kg &% FZERT 2 mg/kg
g ATENA Y &t} BAZF AT T £% FIE BEFA 7P E5A AREE TCIATE. Aol H
AD %Wl?— AFE-sE Had 3kate] = BR 7|z EQR(11 [27.5%1)REth AR 7)ZH(31 [77.5%]) E<F o
o el ARSE TCSeF TCI= 8% ISE BT S BE 7|zt Hls] AR 7]7F Bl o
t}. xd_*d FZE| I 2|5 AR Ugkal AR-9} BY- 7ho] fALSRSlT

PE o

—

[e]
A
[e]

Hf K o o f
o

%2

64 ol%t WA 124] m]Rke] EhAp: o] 64 o] WA 124 wee] FAF(97.3%) = A ATt St Hojk 1
7kA1 8] WE AlE Fol RESkTE. WA AT wot X:m O FRel o8 sPE S ACAA #A; 25% ©]) AFE-H
He A= AL S| AEA(89.2%), IEEFAERo|E IEI AA(89.2%), oNEZHAE P BT
(75.7%), 71eb 333 AA|(48.6%), sWAZow=A M0 FEE vEbd ¢ e A8 Ve A3E %
(40.5%) H A& FATA27.00)Ach. FFASRE, 2 mg/kg & TS ES ] 88.9%9F 4 mg/kg &F
SE°] x| 94.7%5 EFFe 64 o WA 124 wwke] ko] 91.9%7F 2 AT Ft ADE W& ﬂEﬂlE AL
o}‘ﬁﬂr o3k TCS Abgolgts &3 FAZEE IH n‘%—*}’é}‘iigﬂi, T & IASE EFolA 7PF EsHA A}
= TCSE A (g 11D TCSATh. TC12) AME2 4 mg/kg &% FZEHT 2 mg/kg % FITENA O

F

Hlﬂﬂﬂz

ST BABARAL T 8% mEE DT g Sl ASE AT, 94 B 4D oS A5
W @A) i B Z)HI0[27%]) M A% 7)7H(33(89.24) B U 9tk 059 TCIe) AMRE &%
LEE RFS| A B A WA A A0 5 6 B 64 ol U 124 viwe] 4% ol 4y
AEERAH RS AGE AY Ei B F oln /7 BeklE apEA eg,

B) &'

407 9] HAd/38W 9] ols(Hy 3 Hy 2 F +8D=31.7416.00/35.9+£17.22) 7} A= AT},
22.5% HA1/16.2% oFs 171A] o]/d9 01194 iRl S3tA sttt FEEYe ofFd TRyl
AJ(EA i FE e FAEE Y. AT vlas] A2 b Alade AEEA k).

Had gxb ol A, 2 mg/kg B 4 mg/kge] ©Y Fo A FojE FARYE 25 oA A g4
Zo] fodolal 2% AE FESATHE mg/kg % 2 4 mg/kg £l disl], EASI A7t 7S o2 E
ZY7k 34% 2 51% 7HA4shH . FEFH vHEE uF 892 T 889 FSE EFoA H3 TIFE FUt A4S
ZHsTE. 12530, HAd 2mg/dmg ZZEECNA, 71F4 EASIE 66.4%/69.7%5HE Aoz A
¥4 2%Z 42 Hr7F AE(NRS)E 30.8%/37.6%%HE MM Q; 10%/35%= 0 WA 19) A2 23 H MG
AE GAsAT

2 mg/kg Ei= 4 mg/kgiﬂ wd fFo RN FoE FHREELS 25310 fi‘rx}oﬂ*i Agk SAro] {FoFolal A&
1

2%, FEFRY wEE 1

Z}ol|, obs 2mg/dmg =
41.6%/39. 6%+ 7|5

obo iz }Oi'

ﬂ
=
g
N}
>—A
>—A
r

(e
=
N,
—
1 1
=
=
T
o«
ox
ol
ok,
3%
O

FEHOR, ATE T §F P BTEE F hopgad A3 ¥ wFA fo8e 944 oo melFo)
2 mg/kg % 4 mg/kg TRTH W §HL T AW # BRoA D) ATk B G PhaT 2l
oowEd OF SFe ooy @ BTA 99 §3ud ANEn o A%dE e AFsg. o«



[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

[0318]

[0319]

[0320]

[0321]

[0322]

SIHS31 10-2019-0053250

A5 T 4 AFA dojd ¢ Ak, 7 AT 54L& FEFEY A7z bdAd 9 meel vAE AR
T 532 HoFE= Aot}

2 AAldls A 3d 5 I8 FQl FEEY A5 v, &8 AJE(NCT01949311) 9] #3245 Al
Algtth, X WA T35 olEY F¥A(AD) FAbs olde] TR Al Host & FAHYT. FIEFET
UolH (naive) (o] Aol w257 &) 34 2@ FAZ2u A28 (RAF(parent study) 9} $Z-2pdl A3+ ¢
o] 135 x| 1+4) FAtoll tigh 52529 b L &%

1,491% 9] A 5¥ #AAE T, 1169 tholH a9 2908 9] AX=E Fx7F 2 Aol E3

7M. dEPAL WkE2 ol & g3 s EFeith). volr 3IxE 3 AXs5" IAES 42 432.57
2 371.0719 SalAtel /1008 3=} JdS5(AEs/100PY), 11.7 2 5.47FA] A1Zbsk AE/100PY, 2 AE=

& 2.6% 2 2.8%5 JHEth A Itk 525, 49.1%/50.7% YolH A/ AXFE A= AR F
g 7 "4 0 T 10]ar, 73.3%/80.7% = EASI-75(EA 9] 7]EAl o

3 A2YF A B A= HAeEE volH e AXRE B g BT VFHoRREH 64.9% 2

60.6% #H2sh3ltt. FFHOom, 525 oo EE AHCAMe AT Wrhe e bl fARRE Ads

oot

AeAdow, fde] W FIFH AR T AR yold et wus] FEE WA T35 AD AAedA
Z] A = ekktt

AN 4 Aol2ErTdoz A Axel FRA A oEH IR WA FEFEY &% L WA
14 AEY HAT 24

oty IH-AAD)E T St A
o

o o) o}
143 2 7s £ 23 ok sy Al P;&;} AEIFA(IL)-4 F&A dzte] gt ghx 4;
=22 A9 FAFHE 23 AllEZ L4 2 IL-13& Attt FAFge] ] okdyd 2 A% 3
oAk A1 (NCT02260986) ol 4 Z=ALE] LTk
B AAdE 54 ZEEILHZOE(TCS) ok -G vhg oS 2k 5% WA 35 AD gl
% ] 3 b 300 mg F

=

ndzre] oWy, FA9sh, flokvize, BI-1F ATE WAL BAEL 30

l2n] 2 fohoR $a9 RRAUG. BAEL o 2

& W A WEE B0 ES ST Fol wath 1057 938 & glvkn FHE el 24 Al
]_ o]

oM B ABAEE Pael T B ABAED CAol B FAAT W wE BUY BA3 o)He 27
b Ael FFEA ekl (b neHQAT, Csarh FARAL RAARGA] WE Csh ABE WA g
BAHCsA-HH, 1=126) R LA CsA-HF ABAEM=9N)AA FATE 5 FAYL Aok vn g
o,

CsA-$A7 BAE $7 WA @ FFE A

gl (EASD)(H 71¥4 £+ SD EASI A4 36.9+13.09 tf 31.5+
12.66; &3 p<0.001 [AFEEA]) o2 H7bsh vlo] a2 HFH o2 CsA-F 2 dxHY o F59 2dEs 7}

H
(CsA-5-27: 18.6% 9k, 52.4%/50.0% FLF q2w/qw; CsA-FZA: 22.4% 919k, 69.1%/67.0% FHF9
s ES

a2w/qw). FEFY A= =3 52t vA 29T A W7F AR 4-FE o] Nde g dAe

HES Z7MINATHCA-FA A 12.3% 99k, 42.9%/35.6% F2F7  q2w/qw; CsA-ZHZA: 13.0% 9k,
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[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

SIHS31 10-2019-0053250

53.8%/39.7% FAFH q2w/qw). HATYTLELS XE F SAT {F3AF(TEAE) Bl E&o] FAFSFATHCSA-F-4 2

88.5%, 91.7%/88.5%; CSA-Z7: 88.3%, 87.2%/81.7%).

7 BAol A, 52l FHE EH %Ok(PBO)-O% A5 HAAAES Huo F A (pt) MBEAE: 27| CsA
AE

2 A FZHAAT CsAoll F-HdstA w3 AY WAl pt(AMHE A n=114) 2 yHA A5 JE(AEA
E B; n=509)°A] B3}, HEH]E ApteE &3 WA L 5% AF(EASD (H 7154 £ SD EASI <4
7

l

ol\

37.0£12.70 vs 31.6£12.77; 33 p<0.0001 [AFEEA]) o2 H7Lsh vlo] M2 HFH o2 ABEAE B ptH
o 9 259 AFE 7Y 523k T ABRAME BRoA, TR

o X8 EASIS) 75% /NS @A dk skx)
o U 9 A2 2T A B Asel CEUS ool AL ST el N EE AL D).
AL P AR F B Gl (TRAE) 1ol fAFFITH A B AE A: 88.9%, 90.9%/87.0% AHAE B:
83.5%, 87.5%/82.2%).

N
x5

CsA-T =& BT (HEHE A2 CsA-LI0[E S THAEHE B)0IA FE RS Ss HIw

=] = =
Cor OHMEH &}C"u ,;*g(“dl;f)_ . KHEKIE B @=509)
SUa UHX o3 &
—?—g—?—g} c o220k c ol =204 ol 204
PBO + 300mg T=2Ta PBO + TETu FTE=2Td
TCS Q2w 300 mg QW TCS 300 mg 300 mg
(N=52) TCS £TCS (N=212) | @WTCS | QW TCS
(N-19) (N=43) (N=70) (N=227)
EASI-75 € 248t 10 10 21 47 48 152
2%, n (%) (19.2) (52.6) (48.8) (22.2) (68.6) (67.0)
JIEHLZRH
olE AtO
iEO;;_N:lS";Lﬂ 12 6/51 9/19 16/42 26/198 35/67 81/207
oo =T
Nes as BN, (11.8) (474 (38.1) (13.1) (52.2) (39.1)
N1 (%)t
MY g A X2 &
m?: = g ” ;}IE“ '7} 48/54 20/22 40/46 218/261 77/88 221/269
e 88.9 90.9 87.0 83.5 87.5 82.2
A= B, N (%) (83.9) (90.9) (87.0) (83.5) (87.5) (82.2)
FEA2IIEM ula AQFE NRS JH4 0] &F0l 2 X0 CHoi 8= QUCHL N1 2 J|FE & NRS B4ItH4
Ol &0l & X2 =5 LHEHHCH EASL-75, | EE L 22 H EASI 2 75% W44, NRS, =X Bt HE N2
AXE EH AﬂEOﬂ ZEE X0 8 LIEtHCH

A ER TS AVIE D, MR, A, AD Al L FAL 39 ukgeldnt

Agdom, FUFRomel 47 ARt Cshol U PAAT W wi B BAS olFel Frglel 1

9 ole @ BRpEe] FANA felfow FhE A9 YRS AdekE Y AF 2L TS FolHow
& Conol AAT AANAE D) AF B 4L A A

Ao 5: AlolgEaFUoRe] AN Y Ful 49 olEW Ry
274 3 A5 Ade E¥d(pooled) 23k MEIF £4

3

A4 FRTRY &% L ARA:

AE: T4 AH| ESAQ olEy vEAAD) FA(pt)E HAA A7 Fro|t}, Alo]FRZAEHU(CsA)S o]
g Aggoz Felyo] ANk, o] YA AME2 F2 ndd E AFY 3 U &4 X kA A
2 8 A, AdEHF 1(1L) 4 &4 dupo] gig 4 Al ReFad A FEEe 114 2 1L-13
AZAG & vhE AEetA Aaldrt. FEFENE 271X FdeA AAlE T E WA T35 AD pte 34 Al
(NCT02277743 2 NCT02277769)ll Al &€ 5= ¢t ZTRadS 7FXHA AD 23S AHAA7]E AoRE By

ATF.

2x @ gy 29w Qe T A

BAE:
o] FZell 7]uksto] CsAZF ared = QA e, sA7} TAEAY FAAE Y] Wi

(CsA-H-A7A | n=288) @ A CsA-ZHZA HBEAE(=1091)clX FLFHo a5 AdAdAS Yoty nasts=
A, Agko] 4 FAR HH3H ZME]Z] RIAY g4 X857 gstdow AFdd ¢ glE FeE UA T
AD Pt(N=1379)& F-=}9] E7/3ske], 919R(PB0) &= FZF9 300 mgel 3} FALE 1659 v 25 13](q2w) =
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© T 138(qw) Fol RS ST

[0330] A3} CsA-HA4 pte 53 WA P FF%= X(EAST; Ho 7]£4 + SD EAST #H4 36.1 £
+ 13.35; & 3 dlo W2 W HFHOo R (sA-474 ptrHrl ¥ TF5o HIE )
BAE RFoA, FHFW 2= EASIO 75% MAe] ZEdstAY; AFAe] &3 H7F 0 WA 18 EAA
T 93 295 A H7F AR 4-¥R1E o] MAS Rt pto HES S7MAIHG(IE 8).

X

[<) R

N A B AR F o0 At HIQIT, AD AlA R FARS ol T ANAE w
u

oﬁ‘,
o
JAN
)
8 r
S
—
Z
frt
N
<
l‘-|—4>{

5} a3k o %OM,
A At (CsA-FA2A 1.1%, 3.8%/4.2% PBO, T2 q2w/qw; CsA- 247% 0.3%, 0.6%/1.1%) 2= A9l wl&
(CsA-¥-27 2.3%, 1.9%/4.2%; CsA-A 7 0.3%, 5%/3.3%)< PBO Rt} FAFH oA FXF02 o =gk},

CsA-FHZ 8112 CsA-H A XA FERBLS 5529 Hln

CSA-SEA AEHE CSA-ZEZH JENE
PBO S0 cozo PBO so2y c=z=g
(N=88) 300 mg 300 mg (N=372) 300 mg 300 mg
Q2w QW QW QW
(N=104) (N=96) (N=353) (N=366)
IEASI 75 & &4 &t 8 XL, 10 42 34 51 176 198
n (%) (11.4) (40.4) (35.4) 13.7) (49.9) (54.1)
d &t
:’;}O Wx1egas 6 32 27 37 137 143
’ (6.8) (30.8) (28.1) 9.9) (38.8) (39.1)
n (%)
TOIE O|AtO T
iﬁ;tx Nl(ils jﬁi_iucl,a 7/88 33/98 33/91 40/345 135/340 137/338
e 8. 33. 36.3 11.6 39.7 40.5
o A B NI (%)t (8.0) (33.7 (36.3) (11.6) (39.7) (40.5)
t A2 IEH I3 2SS NRS JH4 0140l X0 Chol + 2 SI2ACH N1 2 JI =6 NRS B4IH4 01 af¢l
B X10] &2 LIEHUICE EASI-75, )| =6 O 2 26 EASI O 75% M & IGA, ZALAS| Z8F Bt NRS, 2 X| B Y
=

[0331] —

[0332] F7F AFolMes, FEFY O APB0)Y &% HHAS FHHE Huo F MHEAE: (sAol 3k 443
S i Bado] B3} o]HS zt= pt(AHEAE A; n=255) @ U A A AH(AHAE B; n=1124)l A
H 3T, AEME A pte 5% 48 2 S35 A5 (EAST; Bt 7541 + SD EASI A4 37.2£14.69 d
32.0£13.29; 33 p<0.0001)2 H7}et nlo] wp2W JFH oz MEAE B ptrhtl ¢ T3 IS 7Hxt).
T ABEAE & W FHER AE e EASIY 75% Aol EEstAY(E 5); AR FF H7F 0 uiA 1S
DA AT 9); B I3 429F £ H AR 4-¥QAE o] MAS BudH(E 9) pto HES 7}
Al At
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[0333]

[0334]

[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

SIHS31 10-2019-0053250

X9

CsA-=EE EXAEHE A2 CsA-LH0IE 8 X (M EHE B)NIA SRR s HiR

KEHNEA
KNEHNEB
CsA St EHES IS =
sa O Chet = =S8t £ LI K| &7 Dt
ELH =
cEzg | sEse sEsy | su=g
PBO 300 mg 300 mg PBO 300 mg 300 mg
(N=78) Q2w QW (N=382) Q2w QW
(N=94) (N=83) (N=363) (N=379)
EASI75 € &4 5t 8 Xt, 10 36 29 51 182 203
m (%) (12.8) (38.3) (34.9) (13.4) (50.1) (53.6)
WX 18 g8
g?}o izl 6 28 23 37 141 147
’ (7.7) (29.8) 27.7) ©.7) (38.8) (38.8)
n (%)
Il 3 225 NRS 2} 4-
sasisanas | | mw o | oam o |ess | e |
= 5t 8, n/NT (%)T ’ ’ ’ ’ ) ’
t EA2 02N 03 AZFE NRSJH4 0|42 S X0 HoH =&EHALL N1 2 J[EL NRS EDH4 0140 X2 8
LHEFACE EASI-75, DI EH 2 2 £ H EASI 2| 75% &, IGA, TALXS S8 I NRS, X o &,

H165 SIS CsARe] A5l AAsHA] &L F pt EF(0]2d pt7} ZIEAloA fFojHe
s7He A GRS ZHse) BT ofy}, CsA A&l HAF ptol M= ADO] FFo S-S Felder A

AN 6 FTE WA FF okEw WG 49 B4 A7) 3¢ AT FYHe 55

2 AAds SeE WA 5 okE=d dF fxfel FAFTe] a5 bdAS "k 27k 9 A7) 34
AT-o] F53HPK) dtlolEE AlA gt

A Al 9ok, FHEY 300 mg 25 13](q2w) 2 FEFH 300 mg T 13 (qw) & 3:1:3 T2 &
321 Aol o] I3 TR HE A4 J_EE]iiEﬂio]‘:(TCS)J 527 A9t wr),
F(NCT02260986) 01 o ; AL 600 mge] %% 8Fo g FojyE FhZgow

421 300 mg qwe] -2 A% 01%L(NCT01949311)— o]z e AF-Eel

685 &<t A= 1076”394 AAE2HH] AR B3 BaEo] ).

e g9 FollA FAHHL 7EEAE AMESe] 249 Ved FEF

41 % i o

oo 2 X oy i pE

: Y -
_1

2

o
O

rt

A B A5 AN, B F FATRE B V1A wRE 2FARH 167474 F7hee], q2w A
2 9 qu A2l oia 727t 80 mg/L R 185 mg/Lol EESAATh. 1 AR 15T ol WA e Axe] F
A dlolEel Axahn, ol W&ol FARY PRl FFL FA e AABT. AR FRE UHA A

£ 685 A 71zbel AA 20579 L E-2E AF AT A

F

AAY 70 FFE WA FF olEY HEF A A9 54 FF AF(confirmatory study)dAe] FEFH9

]

il

=
au
e
fo
i)
Lo,
t:op
olr
)
2
rN
oX,
o
o,
N
)
ol
ol
N
Ho
0
>

B AAdE FEE WA $F okEs 979 4964 FaT
A QB oFEA (PK) HlolE S A,

DR ATES 137999 ARl fAelA vt Fojd AT v, 98, olewWld, fof-uixd
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[0343]

[0344]

[0345]

[0346]

[0347]

[0348]

H
9 w300 mg F ﬁ(qZW)i 1:1:1 —‘jrﬂﬁ Falgla; AES 600 mgel £ f¥How Foye=
FEERo R 729 EHIT. 2 AAde AAlE AL gt st Al " ME Fale dHelA
SAE I 7EEAE AHESle] BAE ey FEFY ot}

A @4 5 FEFHY H 7154 FEE 2FANE 16FA7HA FUteke, TR 300 g2w AT 2 T

2+7} ok 75 mg/L 2 180 mg/Loll ‘:‘LO}MOUJ] 1620l Ml (qw:g2w)+= 2.4 ).
12721014 9] H Coroun B TEFH Cironn #4017 FF W2 B0l 9 167 71zt 2H 12524 4
el AT AS JERITE. 600 mg £ &S q2w SFolA AT EC wEA =dd 4 A sk,
1252 Corogn®l €F 80%7F 45°217bA] = 4= Al 3ttt qv §2F& AR A9, 12934 Coraadl F 67%7F

i

2E: 3¢ Aol TR opEe xEstele 27] Bel A AT AAHAO 1673 Crod

AAd 8: FFE UA FF olEY IEQ A EAA AEIF P450 7129 FEdH tXe FIEHY
a2%: FE 4 14 A E

2 AFE 539 VP 58-5014 719 PRl v FAF e gyl olygl FEFWY kAT a5
S = epd A AJF(NCT02647086) 0.2 ¥ 7}atglth.

U TeE UIA FF AD AAL 19 B 36t muEH, eWEEtE, S-otud, JHHd 2 HEXZEE
(Z+7} CYP3A, CYP2C19, CYP2C9, CYP1A2 2 CYP2D6o| <& tiAtE)E o] Folx AT ZHH IS Fof ukgir}. 3
3F FEFYo] 3Uatel 600 mg £ SFOo=A FolE T, 15YAMTE 50€ A 300 mge] T 13] &-FFol

5]
=271
FoEdtk. PK getugs 193 2 3590 SAHE AUC,,. (A17F 0F-E w2 Aekrls3d 2o A7H7kA ¢
4 s=-AI FAs W)} C,(BEE AU 894 s2)9 VHE AN (MR)E E8e 3hH, 5% HUbe &
A 9 F3m AG(EASD) HE (=AY 0 WA 72)9] WatE E8Hsit).
Hol g7l B Ao SAYAL(7)E HaF EAST A<= [SD] = 29.2 [14.2]) 139Fo] S 48
AT, AUC. 2 Cux = Tholl thek R 2 90% A FHTZHE 10)S nugEd, ev=ZetZE, S-9lgsl £
nolE F397 9SS Yet. HEZESE w-Z9 9kke] Frto] 7)wkeld,
1] s Agre] ek CYP2D62] Ao e x4 a3E v = 9oy Jd4EH &
AL A9 Sl 3oz uydy. F 39 FAA Aol gt Ao FaEATE(AE)7E AdeH; AE THS
3| AZue 3 )71 Tt B EASI(SD) AFE 309x 9@ 50Uxpd zhzb
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[0350]

[0351]
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¥ 10
SE BHS0 O4st 4+SsHE Dot 2HI(36 L X1 LXh
or BH A

—E—H [—1 = | = Jg Py
S 2ol JI5HE 28l 90% CI
Cinax 1.13 0.93-1.36

OlCtE8, n=13
AUCq 0.98 0.89-1.09
_ Croax 0.98 0.83-1.15
QUEEE, n=13
AUC 1.00 0.88-1.12
— Cl'ﬂax 0-96 0-83_1.11
Qtutel, n=13
AUC 0.90 0.83-0.98
B Cax 1.05 0.95-1.17
JtHIQ), n=12
AUC 1.12 0.87-1.45
Cinax 1.22 1.05-1.41
HEZEE,n=13

AUC 1.29 1.10-1.51

-

90% CI, 90% &1Z1 725 AUCy, A2 0 R E DK% B2 JIS8 SOl AIZINSl B8 SC-AI2 243
DI Cppy BBE A0 8T 5

HE: B ATE [L-Rad 59 FRRWl 4@ [L4/1L-13 A5AY Avo] FEE WA 5% AD 4 24
o ] CYP3A, CYP2C19, CYP2C9, CYP1A2 = CYP2D69] Aol 9u|deE axE vXA] Fevhe AE HAFH
. oolde ATsh AAste], FATHE HEHE kY Tstedd Mo AD B LA YA o
g Agssct.

®oage ¥ oA Jl%d 54 AAFHel o8 Mt AREA @t A4, B GAAd 1%d A
5 olslolm ¥ el thakst WMol Yvlel 47 2L Pvd mwomuy YUxlA Fusd Aol ol
F W AyE I WY vl Seke Aom owdd,

P

SEQUENCE LISTING

<110> REGENERON PHARMACEUTICALS, INC.

SANOFI BIOTECHNOLOGY, Societe par actions simplifiee
<120> METHODS FOR TREATING SEVERE ATOPIC

DERMATITIS BY ADMINISTERING AN IL-4R INHIBITOR
<130> 10306W001
<150> US 62/397,988
<151> 2016-09-22
<150> US 62/442,083
<151> 2017-01-04
<150> US 62/443,819
<151> 2017-01-09
<150> US 62/445,774
<151> 2017-01-13

<150> US 62/519,896
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<151> 2017-06-15

<150> EP 17306081.5

<151> 2017-08-18

<160> 11

<170> KoPatentIn 3.0

<210> 1

<211> 124

<212> PRT

<213> Artificial Sequence

<220>

<223> HCVR

<400> 1

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Glu Gln Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Gly Ser Gly Phe Thr Phe Arg Asp Tyr

20 25 30
Ala Met Thr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

Ser Ser Ile Ser Gly Ser Gly Gly Asn Thr Tyr Tyr Ala Asp Ser Val
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr
65 70 75 80
Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Lys Asp Arg Leu Ser Ile Thr Ile Arg Pro Arg Tyr Tyr Gly Leu

100 105 110

Asp Val Trp Gly Gln Gly Thr Thr Val Thr Val Ser
115 120

<210> 2

<211> 112

<212> PRT

<213> Artificial Sequence
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<220>

<223> LCVR

<400> 2

Asp Ile Val Met Thr Gln Ser Pro Leu Ser Leu Pro Val Thr Pro Gly

1 5

15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Gln Ser Leu Leu Tyr Ser

20 25

30

Ile Gly Tyr Asn Tyr Leu Asp Trp Tyr Leu Gln Lys Ser Gly Gln Ser

35 40

45

Pro Gln Leu Leu Ile Tyr Leu Gly Ser Asn Arg Ala Ser Gly Val Pro

50 55

Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile

65 70

80

Ser Arg Val Glu Ala Glu Asp Val Gly Phe Tyr Tyr Cys Met Gln Ala

85

95

Leu Gln Thr Pro Tyr Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys

100 105
<210> 3
<211> 8
<212> PRT
<213> Artificial Sequence
<220>
<223> HCDR1
<400> 3
Gly Phe Thr Phe Arg Asp Tyr Ala
1 5
<210> 4
<211> 8
<212> PRT
<213> Artificial Sequence
<220>
<223> HCDR2

<400> 4

110
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[le Ser Gly Ser Gly Gly Asn Thr
1 5

<210> 5

<211> 18

<212> PRT

<213> Artificial Sequence

<220>

<223> HCDR3

<400> 5

Ala Lys Asp Arg Leu Ser Ile Thr Ile Arg Pro Arg Tyr Tyr Gly Leu

Asp Val

<210> 6

<211> 11

<212> PRT

<213> Artificial Sequence

<220>

<223> LCDR1

<400> 6

Gln Ser Leu Leu Tyr Ser Ile Gly Tyr Asn Tyr
1 5 10

<210> 7

<211> 3

<212> PRT

<213> Artificial Sequence

<220>

<223> LCDR2

<400> 7

Leu Gly Ser
1

<210> 8

<211> 9

<212> PRT
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<213> Artificial Sequence
<220>

<223> LCDR3

<400> 8

Met Gln Ala Leu Gln Thr Pro Tyr Thr

1 5
<210> 9
<211> 451
<212> PRT
<213> Artificial Sequence
<220>
<223> HC

<400> 9

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Glu Gln Pro Gly Gly

1 5
Ser Leu Arg Leu Ser Cys Ala Gly Ser
20 25
Ala Met Thr Trp Val Arg Gln Ala Pro

35 40

Ser Ser Ile Ser Gly Ser Gly Gly Asn
50 55
Lys Gly Arg Phe Thr Ile Ser Arg Asp
65 70
Leu Gln Met Asn Ser Leu Arg Ala Glu
85
Ala Lys Asp Arg Leu Ser Ile Thr Ile

100 105

Asp Val Trp Gly Gln Gly Thr Thr Val
115 120
Lys Gly Pro Ser Val Phe Pro Leu Ala
130 135

Glu Ser Thr Ala Ala Leu Gly Cys Leu

10

Gly Phe Thr Phe Arg

Gly Lys

Thr Tyr

Asn Ser

75

Asp Thr

90

Arg Pro

Thr Val

Pro Cys

Val Lys

Gly

Tyr
60

Lys

Arg

Ser

Ser
140

Asp

30
Leu Glu

45

Ala Asp

Asn Thr

Val Tyr

Tyr Tyr

110

Ser Ala
125

Arg Ser

Tyr Phe

_51_

15

Asp Tyr

Trp Val

Ser Val

Leu Tyr

80

Tyr Cys

95

Gly Leu

Ser Thr

Thr Ser

Pro Glu
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145

Pro

Thr

Val

Asn

Ser

225

Met

Val

Tyr

305

Val

Ser

Val

Phe

Val

Val

210

Lys

His

290

Arg

Lys

Tyr

Leu

370

Thr

Pro

Thr

195

Asp

Tyr

Pro

Ser

Asp

275

Asn

Val

Lys

Thr

355

Thr

Val

180

Val

His

Ser

Arg

260

Pro

Val

Tyr

Thr

340

Leu

Cys

Glu Trp Glu Ser

385

Ser

165

Val

Pro

Lys

Pro

Val
245

Thr

Lys

Ser

Lys

325

Pro

Leu

Asn

150

Trp

Leu

Ser

Pro

Pro

230

Phe

Pro

Val

Thr

Val

310

Cys

Ser

Pro

Val

Asn

Ser

Ser

215

Cys

Leu

Lys

295

Leu

Lys

Lys

Ser

Lys

375

Ser

Ser

Ser

200

Asn

Pro

Phe

Val

Phe

280

Pro

Thr

Val

Gly

155
Gly Ala Leu

170

Ser Gly Leu
185

Leu Gly Thr

Thr Lys Val

Pro Cys Pro

235

Pro Pro Lys
250

Thr Cys Val

265

Asn Trp Tyr

Arg Glu Glu

Val Leu His
315
Ser Asn Lys
330
Lys Gly Gln
345

Glu Glu Met

Phe Tyr Pro

Thr

Tyr

Lys

Asp

220

Pro

Val

Val

Pro

Thr

Ser

380

Gly Gln Pro Glu Asn Asn Tyr

390

395

Ser Gly

Ser Leu

190
Thr Tyr
205

Lys Arg

Pro Glu

Lys Asp

Val Asp

270
Asp Gly
285

Phe Asn

Asp Trp

Leu Pro

Arg Glu

350

Lys Asn

365

Asp Ile

Lys Thr

_52_

Val

175

Ser

Thr

Val

Phe

Thr

255

Val

Val

Ser

Leu

Ser

335

Pro

Thr

160

His

Ser

Cys

Leu

240

Leu

Ser

Thr

Asn
320

Ser

Val

Val

Pro

400
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Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Arg Leu Thr

405

410 415

Val Asp Lys Ser Arg Trp Gln Glu Gly Asn Val Phe Ser Cys Ser Val

420 425

430

Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu

435
Ser Leu Gly
450
<210> 10
<211> 219

<212> PRT

440

<213> Artificial Sequence

<220>

<223> LC

<400> 10

Asp Ile Val
1

Glu Pro Ala

Ile Gly Tyr
35
Pro Gln Leu
50
Asp Arg Phe
65

Ser Arg Val

Leu Gln Thr

Arg Thr Val
115

GIn Leu Lys

Met Thr Gln Ser Pro Leu
5

Ser Ile Ser Cys Arg Ser

20 25

Asn Tyr Leu Asp Trp Tyr
40
Leu Ile Tyr Leu Gly Ser
95
Ser Gly Ser Gly Ser Gly
70
Glu Ala Glu Asp Val Gly

85

Pro Tyr Thr Phe Gly Gln

100 105

Ala Ala Pro Ser Val Phe
120

Ser Gly Thr Ala Ser Val

445

Ser Leu Pro Val Thr Pro Gly
10 15
Ser Gln Ser Leu Leu Tyr Ser

30

Leu Gln Lys Ser Gly Gln Ser
45
Asn Arg Ala Ser Gly Val Pro
60
Thr Asp Phe Thr Leu Lys Ile
75 80
Phe Tyr Tyr Cys Met Gln Ala

90 95

Gly Thr Lys Leu Glu Ile Lys
110
Ile Phe Pro Pro Ser Asp Glu
125

Val Cys Leu Leu Asn Asn Phe

_53_
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130 135

140

Tyr Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln

145 150

155

160

Ser Gly Asn Ser Gln Glu Ser Val Thr Glu Gln Asp Ser Lys Asp Ser

165

170

175

Thr Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu

180 185

190

Lys His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser

195 200

205

Pro Val Thr Lys Ser Phe Asn Arg Gly Glu Cys

210 215
<210> 11

<211> 207

<212> PRT

<213> Artificial Sequence
<220>

<223> hlL-4Ralpha

<400> 11

Met Lys Val Leu Gln Glu Pro Thr Cys Val Ser Asp Tyr Met Ser

1 5

10

15

Ser Thr Cys Glu Trp Lys Met Asn Gly Pro Thr Asn Cys Ser Thr

20 25

30

Leu Arg Leu Leu Tyr Gln Leu Val Phe Leu Leu Ser Glu Ala His

35 40

45

Thr

Cys Ile Pro Glu Asn Asn Gly Gly Ala Gly Cys Val Cys His Leu Leu

50 55

60

Met Asp Asp Val Val Ser Ala Asp Asn Tyr Thr Leu Asp Leu Trp

65 70

75

Gly Gln Gln Leu Leu Trp Lys Gly Ser Phe Lys Pro Ser Glu His

85

90

95

Lys Pro Arg Ala Pro Gly Asn Leu Thr Val His Thr Asn Val Ser

100 105

110

_54_

80

Val

Asp
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Thr Leu Leu

115
Tyr Asn His
130
Ala Asp Phe
145

Ile Ala Ala

Arg Ala Trp

Ser Thr Lys

195

Leu Thr

Leu Thr

Arg Ile

Ser Thr

165

Ala Gln

180

Trp His

Trp

Tyr

Tyr

150

Leu

Cys

Asn

Ser

135

Asn

Lys

Tyr

Ser

Asn Pro Tyr Pro

120

Val Asn Ile Trp

Val Thr Tyr Leu

155

Ser Gly Ile Ser
170

Asn Thr Thr Trp

185
Tyr Arg Glu Pro

200

Pro Asp Asn Tyr

125
Ser Glu Asn Asp
140

Glu Pro Ser Leu

Tyr Arg Ala Arg
175

Ser Glu Trp Ser

190
Phe Glu Gln His

205

_55_

Leu

Pro

Arg

160

Val

Pro
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