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4] ool o8] ob/lEE Fu golo] AAgel, ooF 4%

7] FE gele] lde] GHomRE AR7A) Ak FAAY] AF, B/EE SRR (Y T FE7)
A DB BEAI] 9IS, ok 2YE.

Hgg Al o EffFel QlolA, i A=, IL-31 Y AEE f8 AowA dste, FA4 &G5O
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HAGMHESHTH 3). EF, AU FErt FAL @AAdFE EHe JErt Agle] ®HiE o] k(¥ 53E
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4 agFe] vAUZS ods A BEsA @)% AR, [L-310] welstn 98 sbsge]l A
3 99 (Gangemi S, Quartuccio S, Casciaro M, Trapani G, Minciullo PL, Imbalzano E. Interleukin 31 and
skin diseases: A systematic review. Allergy Asthma Proc. 2017:;38(6):401-8.). IL-313} %24 gz} 9l
Aol el BM=, A7 D FA FAte] oA, 2GS ke Exte A%l gjle dAbel mjalste
g3 IL-31 F=7F %2 3ol Bauxol Ati(Ko MJ et al. Interleukin-31 is associated with uremic
pruritus in patients receiving hemodialysis. J Am Acad Dermatol. 2014;71:1151-9.).

IL-31(Interleukin-31)2 T A ¥E Alo]EF}lolt}, IL-318 39 2HAA EdxAY vlg-2oMs, A%y
ol WA A IR-AL(HR) Tl BEFel <A Ark(Nat Immunol (2004) 5, 752-760). 3,
[L-310] ZA%gst= 84=, IL-31RA(Interleukin-31 receptor A)¢} OSMR(Oncostatin M receptor)d] 3|E|Zc}
ol ¢lo] WAF o] QI (02004/003140), IL-312 B3l F&AE MAANA AE o] A2EL At

Aw7tA IL-31 QFEfRYZEZA ] [L-31 F3F @AY IL-31RA $3 IAVF Hixo]l Joi(dE &
102005/079566;  W02006/063864;  W02006/063865;  W02009/071696;  W02006/088855;  W02006/088955;
W02006/088956;  W02007/133816;  W02007/142325;  W02009/072598;  W02006/122079;  W02007/143231;
02008/028192; W02009/072604; W02010/064697) .
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(1) IL-31 QB AES § FF Ay F/EE ARG oo 24

(2] A7 IL-31 <SP YAE+=,  0.1mg~1000mg/body/25, 0.lmg~1000mg/body/4F, W+ 0.lmg~
1000mg/body /8=, T4 AgFT o= oF(fiH)S, v o3t J& FH7F de dddA 5% 3 5
St Fo] 7HA o7 vy FojE =, [1] o 7AE 9 2AE.
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4 agFom o, L oldela dg $esk b Al % Ed BUS Fo BAOR WE o

(6] 771 IL-31 FEFALYAE=, 0.2mg~2mg/kg/452 Fo 5=, [5] ol 7IAd ooF =A4=.
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olgst & et AE A FAsE, (1) ~ [6] F o= sl 7AE o =4 E
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[10] 771 IL-31 QFEFALYUZ~EZE, IL-31 Al1ds As|AIZl= A9, (1] ~ [9] T o= el 7A€
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gk Laf 7h8 49 235k FIL-31RA A
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& EghE, A £GF Ay B/wE A8 9y

(18] A7 1IL-31 <EFAY2E=,  0.1lmg~1000mg/body/25, 0.Ilmg~1000mg/body/45, %= 0.lmg~
1000ng/body/85F-2, 4] 2%F0R o|FF, Ei olfdtu e Fet A A 5% wd FU Fof

Ao r wHE Fojx=, [17] o 71| .
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0
A adFoR olfhd, mi olFE g felsk Q= WMol B EE BUAT Fof o W R
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[27] (1) &7]; (ii) IL-31 ¢UEIIYAREE fa8 AEozAN dfsts, A7 €7 e oo XAHE; ¢
(iii) A7) IL-31 ¢ty 2~EX=, 0.0lmg~ 10mg/kg/25, 0.0lmg~10mg/kg/45F, T+ 0.01mg~ 10mg/kg/8F =,
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T2, A AYToeR o3k, e olfsta AS I Ade el Al % EF U3 Fo] pFo=E
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e UEhiE mwolt

[E 11] indirect turnover model& ©]&3 CIM331 o 1d = AAEE= A% VASE e,

r:i
X

(& 12] &4 2%= 32 gigo=z 3, ZTeAE, CIM331 i FEgagdad s Fo 39 7+ 37} A
Aol JolMe] Agke] A F3E VASOl 7]Zse] YEld Ewot),

[= 14] &% VASSE A5 IL-31 @l Alole] #AFE Yehdl= Z=wWoltt. A4l EwE o] (healthy
volunteer: HV) ¥ F4 A5 (uremic pruritus: UP) Bxpel QlojAe] < IL-31 %9 EXEE log =7
d= ERdT.

[ 15] ¥H%F IL-31 H5(HQZA 0.86pg/mL)ol webA 2709 FhEmgz vie F4 2%% @l
ojadel a9k VASY Hlo]~#}<l(base line: BL)CR¥Ee] W3E WA (mean) = EF A}
deviation: SD)& YERJITE,

~
2]
—
o
o]
[N
Qo
=
[N

Wy A7 Hek A g

oftell, W Al vk @ Mg He) B Hv

=

tlo
ot

o}

IL-31(Interleukin-31) T A3 Ale]EFIQIelH | [L-31S HY TF3AZ EWxAY vlg-2o|A=, o2y
S F-G5 fAHE ARGG Bl WEs], %A Y] FFo] tehhs B, el wolFe] dulA k.

NE
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[0056]

[0057]

[0058]

[0059]

[0060]

[0061]

[0062]

[0063]

S550dl 10-2800698

o1zF IL-319] #MAF Mg @ olunAt GE, 7247 RefSeq 5= W3 NM_001014336 @ RefSeq 5= W3
NP_001014358 24 = <& & Ut}.

IL-319] &A=, IL-31 +&A A(IL-31RA) 9} 232~ " M F&A(0SMR) Y] sl Zchol ZRE & Hh(Nat
Immunol (2004) 5, 752-60). IL-31RA™ NR10C|BIE EElm, EFo AZgo]d H|g|AET} 9go] UeA
ATHW000/075314) . 2=F&Eto]ld HlZ|AEo =, NR10.1(652017])=4F), NR10.2(2520}0] :=4F), NR10.3(6620+0] =
b, IL-31RAv4EI % B¥), IL-31RAv3(7640}v|=4k) Fo] &ex] th. whghadk IL-31IRAZA &= NR10.3(IL-
31RAv4) 2 IL-31RAV3S & 5o & 4 9u}.  <7F IL-31RA(IL-31RAv4) 9] 32k HE 2 ojuw=it HEe,
Z¥Zy | RefSeq 55 WIZ NM_001242638 % RefSeq &5 W& NP_001229567=2A % <A ok, A+ IL-
31RA(IL-31RAV3) 9] ik M @ ofu|iit A E2, b7, RefSeq % WE NM_139017 % RefSeq
NP_620586 .2 = 4& A dvf. 3k, QI 0SMRE] 4k HE E olu|igl HE2 Z+7b, RefSeq
NM_003999 % RefSeq 3 W& NP_003990C 2 M= L&z 3l

B Al delA o] IL-31 tetuy2Ed, A Bl sdelA, IL-310] o) op7jH = AlZW Alad des o
A F& Adets SFES oulstar, oA IL-31 AlES A7 seh=eldta upto] BE £ gl
oF e SFES Ao EAlske stFEclol: Hal, ¥R FAE spFEololx: k. HEg, AR
3t = } =
H - a

Har, e da e aida} shekEelof

AE 9o EZASE [L-312, Alx ZWAd A8 IL-31 A (IL-31RASF 0SMRe] slEIZ ol w)E A AA A
HEW Algd AEdS of7|gro] &z dtd(Nat Immunol (2004) 5, 752-760). IL-31 &A1 Axe] w=wel
of 1L-31 A3 =wQle] 23] dar, A7lel IL-310] AF3hd, 1L-31 FEA9 JA F+2o wsr} doju},
O AREA IL-31 A9 AW EudozRE AXW Alad ddo] A ET)

SRR

oW glgEo] IL-31 Al2ES AAZI=A ofFE, oW el WHo A, 1 3§Eo] IL-317 IL-31 4%
Aol Age A=A ARE 2AEHE Add g8 FAT 5 Aok, a9 g 5H Heo
24, ELISAY Z 2 Alo]EmEg S o] &3l ojAe], ®H
E Zo] ELISAY A9, S olE Ao IL-31 F&A(EE IL-31RA) ©izaS wAkstalal, A7l Adsts IL-
31 gulde] &, Fa A FIL-31 FA T 23 FA2 PEzsE AE Fvlsta, AVl 3FES Hot
e Ao, A- Z

== c 3
[L-31 =8&A1o] A& AsfAR=A o7& H7t

A B, owd Pl s AFH Fe gYHon AT 5 Ji BYIW S ARHA RAW,
AZ F4 Aol Bl Qs B4, fAx/HNd 3d fE B4 5 5 5 otk o Sof, ZHo
IL-31 #§AS Wwaste], 9PERE ] IL-31 AF0] Sate] T4 B fEHE ALT Fulska, A7l

= =1 =
st A7HS A9, IL-316 o8 FEHe AE S @40 AsteteA oAFE FAHskE el o,

= ] GAR AZET AT HES oA, IL-31 FLAS HAAT Ba/F3 AETE S 4
vk, w3k, F71zQ & wHo A Dillon 59 3 (Nat Immunol (2004) 5, 752-760)¢] 7|AE WS

Q

[e]

B Al loiM, IL-31 tElRYAEV) IL-31 Al2ES Ar7E AxE, AR EAN, Holx 10% o]
A EERE A= 20% o)Ak, 30% o], 40% ©]4F, 50% o], 60% o]k, 70% o], 80% o]k, 90% ©]XF, 95% ©]
A, EE 98% o) ASIAAE Hrt,

p

L

2 Al SlelA, IL-81 AldS AsAl7I= shekeEe] v
1] 2=

3 BlFoZAE [L-31 Al1YS AA)Y
o IL-31 ®£&= IL-31 58H] &
s

=

MAL 5 4 . or]oae] dhulg ooz Agsle AHEAS e o
Holw EW3] FAER vl wlER S d2Ae A dAY A (Curr Opin Biotechnol (2006) 17,
653-658, Curr Opin Struct Biol (1997) 7, 463-469, Protein Sci (2006) 15, 14-27)& & 4= Qt}. Ao

©, BxeERd FA(AE 5o 16, IaM, IgE, IgA, IgD 5), ZelE=2d A, AW A (A& 5o 7]zt
A, <dxzrst A, G AW A (W099/54342, W000/61739) %), A @A (S Eo] Fab, F(ab')2, Fv,
COR 5), ths5ld FA(AE S0 olF5old A T), AFACE FA (& Eol ZFdd =dfolF
(PEG), WAM A 52 oFE Fol §7td A & ojwdt dAE e, @, AL EA] o 24
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[0064]

[0065]

[0066]

[0067]

[0068]

[0069]

[0070]

[0071]

[0072]

[0073]

S550dl 10-2800698

=, DARPin(W02002/020565), Affibody(W01995/001937), Avimer(W02004/044011), Adnectin(W02002/032925) %
Atk Buh abgAgk A IL-31 AldS AAE dAlelvk. wE, IL-31 Al AAITIE
d Aol thE wpR sk o2, [L-31RAS] MlEe] =dMQlS EdeE uid, 52 [L-31 8 (IL-31RAS}
OSMR° glE|Eoteln) o] ZF AxES] RS XFete dulds & 5 Qv

2 Aol dolA, IL-31 Al2Es AEA7]= A9 vt e s 2=, IL-31¢] AFsk= Aol o& IL-
31 Al29S Aair7lE A (FHL-31 53 34, 38 IL-31 F&A 2dgdsts Ao 98 IL-31 A28 A
A 7= FA(FIL-31 +&A4 T3t IdA)E & 5 Uvk. FIL-31 F&A F3F Ao, IL-31RA° ZAF3l=
Aol o8] 1L-31 Al28S AsA7I= A (FIL-31RA 53+ &A1), OSMRe At Aol &) 1L-31 AladS
A AI71= FA(FOMR 3t FA), F2 IL-31RASF O0SMRS alEﬂirﬂroluM] Agsle Ad 98] IL-31 A28
S A7 = IL-31 84 Z3} A

J (IL-31RA/OSMR slH|Ztlel™ 3} aA) o] 2ggdr. ol& 3
Zo A%, vl A= SL-31RA 3} &8A == ??}IL—SIRA/OSMR s 2ol F3} IdAoln, B} v st
A= FIL-31RA =3} A o]},

e,
>
=
O
2,
A
rir
i)
2
>,
M
=
oC.
=2
pass
2
X
Lo,
e
;é
Ad
F
OJ
=
>
wE, 1J

A2 A2t e GARtol A B dHA AA R, dB Eo] dolHamwlH (Nature (1975) 256, 495)°]Lt
94 A ghol B2 (Nature (1991) 352, 624-628, J Mol Biol (1991) 222, 581-597)°l o3 A|&& 4= 3l
ot IL-31 ¥ Aoy} [L-31 &4 9 & HYgdowA o &3tH, o5 Wl o) FIL-31 A 3
IL-31 &4 A E v 5T & vk, dFo], ol A oA, 7|9 IL-31 A 28& AMA7]= &
FEe AEshe IS olgste] 23S dsid, FIL-31 T3t FA FIL-31 784 T3 FAES A5
4 vk, IL-31olvh IL-31 &A1 T wulde gdxe A sAE FH FEA FRid] o AR E
k. FAAHoRE, dits dMds Fdets s $d wEe] AYsta, 13ls A9e S5 AlEol
TYget =, 2 S5 AE T F2 L SF AX g A Fol Bdd HAste dAS GAse Aol 9
3 =AY F Aok
1L-31 =3} A9 A S d 2 §02006/122079, W02008/028192 Z %02009/071696] 71 AH BFIL-31
g4 & 5 F ddt
e Hx] ZAwk, FL-31RA T3} Ao nlghz e A 2AE, W02007/1423259] 714" FIL-31IRA(NRL0) 3
A, W02009/072604°] 7108 FIL-31RA(NRIO) &4, W02010/064697¢] 71Al¥ 3FIL-31RA(NRI0) &A] 5& & &
ATt
T, v H}a‘&f& |=A, AQIZF IL-31RA(S ) &AE & & daL, TA-e=E, <17 IL-31RAS] =<l
= 2 217k IL-31RAS] =Sl 10] &,

1 9/%s el 25 948 FIL-31RA (F3H) FAZ & 5 k. of7]elA <1zt
A Ws 110l 71%}1% ol =2k A Holl glojx o] 53W A o] ofw| 4o R RE 152 A 9] ofwn| = ih7hA] o] of o
(LPAKP~LENIA)& 7FfXIth. w3, =9l 23k, Ad WS 110 7]AE ofu=ik A del 9lo]x o] 1534 €]
ol Ak o 2 HE] 259 A 9] o} w-Ab7tA] o] o] o (KTEPP~EEEAP) S 2Hshr).

O_u

S HA5 FAW, FIL-31RA 53} A FAAE 1o ugdeAE, A9 W3 1o 714" DR, A<E
°ﬂ 71A4E CDR2 2 M WF: 3o 7lAE (DR3S Edtels HA(F4) 7P 9, 2 Hd W35 40
lﬂ CDR1, Mg H3Z: 59 7]AE CDR2 2 Mg HE: 69 71A4E (DR3S ¥3st= L) 7P3 J9& £
sl BFIL-31RA Aol |, o vlEF A=, A WE: 7o Z1AE HA 7Moo 2 AHd HE: 8o JAR
Lol 7bd dos E§ste FIL-31RA FAolw, 53] utgAstA=, A9 HE: 9o 7A€ Hall, 3 Ad W35
100] 71A¥ LAE E3st= 3HIL-31RA FA|o]t}.

wEkA, mgg o] A AA el lolA,

fol rsh
~
2

U?*J

(1) M9 W3 19 7]AE CDR1, AE W3E: 29 7]A1¥ (DR2 2 Mg Ha: 30 71415 CDR3S X3t
b el @ Ad s 4ol Z1A1E ORL, A WE: 50 Z1AE Rz 2 AD W 6] 7] A%
el L 7he 99e waels gIL-31RA A

(2) AE W 79 71AE B 71 49, 2 A9 W15 8o 7A€ LA 7HH Fos 3= FIL-31RA &

A
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[0074]
[0075]
[0076]
[0077]

[0078]

[0079]

[0080]

[0081]

[0082]
[0083]
[0084]
[0085]
[0086]
[0087]
[0088]
[0089]

[0090]

[0091]

S=50dl 10-2800698

(3) Mg W 99 71AE Hall, 2 AE A5 109 711" LAE 2gst= &IL-31RA 34|, =&
(4) v==F
o s}
4 agEom ol@@, Ei olftan 2 SEvt At IS Sof Aze] A,

™ (nemolizumab))

Ir
ol
Ll
o
fol
oX
Shs
lo
ff
o
%
o
ol

she olof 24ES,

ofy

[e)

i
B>

(A) 0.1mg~1000mg/body/25, 0.lmg~1000mg/body/4, 0.lmg~1000mg/body/85, 25mg~100mg/body/4, 50mg
~100mg/body/45>, 5mg~75mg/body/45>, 5mg~50mg/body/45>, 5mg~25mg/body/45>, 5mg~20mg/body/45~,
5mg/body/45%, 10mg/body/45, 15mg/body/45F, 20mg/body/45, 25mg/body/45, 30mg/body/4F(°] A5, o=
£o], %3] &%, 60mg/bodyoli, %3] &%¥ 137 AL & Fo AL 4F3tolw, AL &L
30mg/body/451 %= Ht}.), T+ 60mg/body/45; =&

(B) 0.0lmg~10mg/kg/25, 0.0lmg~10mg/kg/45, 0.0lmg~10mg/kg/8, 0.125~2.0mg/kg/45, 0.125~
0.5mg/kg/4F, 0.5mg~2.0mg/kg/45F, == 0.5mg/kg/4

, FAdE k. olgk A9, it doiAe dH F9 IL-31 T &AY 3t ol (dE &Y, 21
el & olA|o] (ELISA; SiMoATM, Quanterix, Billerica, MA, USA)Z o]&3dle] =4S
o, & E9°], 0.15pg/mL °]*F, 0.2pg/mL ©]%F, 0.3pg/mL ©]*%F, 0.4pg/mL ©]%F, 0.5pg/m -, 0.6pg/mL
o]AF 0.7pg/mL ©]A, 0.8pg/mL ©]A, 0.86pg/mL ©]%F, 0.9pg/mL ©]7%F, 1.0pg/mL ©]%F, 1.1pg/mL ©]*,
1.25pg/mL ©]7, 1.5pg/mL ©]7, 1.75pg/mL ©]7%, 2pg/mL ©]%F, 2.25pg/mL ©|4F, E&, 2.5pg/ml ©]A, T
1 ol4)olol & HuY.
T3 CDRe Aol HhHo g+ Kabat 59 W (Sequences of Proteins of Immunological Interest, 5th
1991), Bethesda, MD), Chothia ¢ "W (Science (1986) 233, 755-758), &-¢1-& |2 7= (Contact) 3
Aol] 71 2= W (J Mol Biol (1996) 262, 732-745) Sol L&A vk, FAHo=zE, ZF Wyle] 23 CIR
2 olgte} o] Aol

CDR Kabat Chothia Contact

-
o
>
Zah

il
o

=
[aX
—~

L1 L24-134  124-L34 L30-L36
L2 L50-L56  L50-L56 L46-L55
L3 L89-L97  L89-L97 L89-L96
H1 H31-H35B H26-H32/34 H30-H35B (Kabat @)
H1 H31-H35  H26-H32 H30-H35 (Chothia ¥ %)
H2 H50-H65  H52-H56 H47-H58
H3 H95-H102 H95-H102  H93-H101

 RAlel delxd el FHL-31RA 31 Ao ngtAld d2A s, Ad WE 7o) 71| H 7P gl 2
E CDR1, CDRZ % CDR3, % A& Wa: 8ol 7A€l Laf 7k G el Es= CDR1, CDR2 % CDR3E, 42}
CDR1, CDR2 @ CDR3, 2 L2} CDR1, CDR2 % CDR3C.ZA ¥3+&l:= FIL-31RA FAE & 5 Jdub. 29 & I
Aol o] CDRe AHele] WL, Kabat 59 W4, Chothia 59 W, F¥U-aA el HZ(Contact) G0l
71Z8h= WY o= Ad wEle Hal, EF 5% 293 Wyl et ®

2

=

71e] Hal 2 L2 7+ CDRe] A, HAl 7FH 49 2 Ll 7MW 9] Mg, 2 H 2 L3 JA Hdole] Ad=
EAE FIL-31RA A9 B3 oI EZo| A= FIL-31RA A= FIL-31RA 53} A=A w7 H =
vk sieh, oI Ex e, VL QlAste] Afste sl 549 2 welola, o] EZHFPE = AN
} 6~1071 Fe] ofn|Ato @ o]FojHr}. oI EXZ F =
W, F9 5old Edwels el ElEE W (dlE Bl o}
1995) 270, 21619-21625, J Biol Chem (2006) 281, 20464-20473), 3¢-3+x) EgAel 4432 fst= WY
5, AANA FA"E W 9 e 4 Ath(Using Antibodies: A Laboratory Manual (1999), Cold
Spring Harbor Laboratory Press, New York). ¥ 7jAlol] lojA, T5ddt oyExzo] At} &, 2579
GA7F Adete dIEZV Hojk AR FEHES gudtt. FEIFE ARE, A SAT, HoJm 10%

r
offt
o>,
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S550dl 10-2800698

il

w

1

o], nigrA AT 20% ©14F, 30% 14, 40% 14, 50% °14, 60% ], 70% o1/, 80% o4, 53] nigrAs}
A= 90% o, 71 vhA Sl 100% &5 E T
[0092] w3k IL-3IRAR S ZAgo] A7 Hal 2 L4 ZF CORe A4g, HAl 7PH 9 2L Laf 7pd 9o A4, 2L H4
2D LA AA dolo] NEE 5AE FIL-31RA IA St FEstE FIL-31RA FA =, FIL-31RA T3} FAZA n}
ANAZ wpgA s, 23R IdAF AR AgsEA ofF=, ELISA 52 o] &3 AF A7 ofAeldl <3
Brke 4 Advk. FAAHCRE, 2R/ Av A T, dF% FAE FF o= vE mASH, 1 A (FEA
FA ] FhoRe] AFS HEsh= AE Vs, AVd tE %] mAHo] A &L FA(IAHTA)E
TEANZE AT TEAIIA FdH AS-E Hluste], HIAT TE2RE Aol A FA ] FdoRo
Aol AstEal Jdow, FJEdA e 4 dAE AR AFeriar AdE £ dvk. 2 RAel oA, A
st v 588 dAEA FARE, Hojk 10% o4, wtEASHAE 20% o), 30% o], 40% ©]4, 50%
o], 60% ©1, 70% ©]/%, 80% ©1/F, 53] wlEA AT 90% o/, 95% ©1, 98% ol AFIH(F, vE F
o] Ao AFFE ALY,
[0093] 2 A IL-31 Al S AN FA(dE o], FL-31 53 &4 = FIL-31RA F3F FA)E Zd 3}
= 7] Aol oAt Ade dgatel Al FAE el oF A= o] sbesith. 2 AAelA ZAlE =
A o] oAt AEol| EFE= ofn| A WY Fof 2 (A5 B, NEHe] S FES] Ho| 2 ZFEPUS
of ot slo|RIFEIIMIO RS AL Pl A F dEF FAoth) S Wi AR JAT, 18F Fol o}
HiAte] M9 & FAEAS Ao, AR & Aol A ZIAE ] A& ofw| il M del EFHE T
[0094] B AN QoA B AT, L HX ARk, ulEASAE 1L-31 Alzdel 718k AY, 1L-319 9
3 of7|EE FA adTold® "k, wgh, [L-31 JEfIYRE o o g/ X5 isiA SHAAS
Uetlls B4 adFololm Ak, a9 2 4 295e, 1L-31 ¢eElay2E Fo] 7)A] Ao o] o
A T IL-31 F%7F &) gk o]l Ao Qlojxe] T4 AggSolole Hrh. ol g 49, IL-31 QtElAL
YU2E9 Rojof o3, B} 2 429 /A 5] E3E 7|dE 5 . 19 Ze 2 &Y A 59
of MIE J|NE 5 U= VTl H F Ue 2 HF IL-31 FEw, odE £, 0.86pg/mlY & Urt.
Hag o]l o AAEge] lojA], B AyEL HERSIAE, [L-31 GELIYRE Fojo o) 7l @A
g A7t Uehd £ 25 kel oA, AT IL-31 FEvh, 28X &2 B4 29T Ay
Hlaske], Bl e FEds YeEPUth. oZe, AT IL-31 FEE ARZ s IL-31 SEAURE(dE
£°], nemolizumab)ell 28 T4 A%T W/EeE 1 7MEe9 AR EBx AU fFa48 A58 F deS 9
vl e Hlok. vgg ARl AT JojA, FEl 2] AT IL-31 FEE, 20 54 2 WY F
Z- o] Aol (ELISA; SiMoATM, Quanterix, Billerica, MA, USA)E o]&3te] ZAHIAL Ao, 9= B9,
0.15pg/mL ©1’¢, 0.2pg/mL ©]%, 0.3pg/mL ©17, 0.4pg/mL ©]7, 0.5pg/mL °]’, 0.6pg/mL ©]’d, 0.7pg/mL ©]
%, 0.8pg/mL ©], 0.86pg/mL ], 0.9pg/mL ©]7, 1.0pg/mL ©]’, 1.lpg/mL ©]’, 1.25pg/mL o],
1.5pg/mL ©]’, 1.75pg/mL ©1’d, 2pg/mL ©]%, 2.25pg/mL ©]/d, =, 2.5pg/mL o], Ee 1 od 4
ATt
[0095] Aol Qo] B 2F5e, dAHS HA| gAvh, B 2% e ¥ gAdala s A9t A o
H(F3| 2eNAY LA 27| 5) BE o4 SHEGA, ZHRo= )& g Ho] i, 1E A=V}
w3 Fasta IA ¥ AdFeld "o
[0096] FA gato] o] £%Te Ao BZAE, 8554 BEXY F4, Ze - 9 drteld, 2xd FdAd T1E
A5, FAT o WA @i i) g5k, FFo] Az, ofWlR{ (3] 2EW, AgEY F)v A7F
Efo]E(MEAH2 P T) 59 ZhEg vl o], WA o], Ul 2 Lo|=ef o) T ekt
f9le] AZE I 9t ZFEARE 19 B WAYUZLE WESAE Hol JA k. a2 wliFel, §4 3hxjof
AoNA ] 2gT AEH FdE HL fla, A APl & FAure] Algoly FA e WA, 7
-9 sx x4, 223 FEA Tl ARFY AR, BEAY 2HE =AY BX, FUHET|AY b
2ERRIAI Y] U E 52 29 d oW o] dsiAa AN o]59] A=t FaESA v A% gt dEA
2009 T FA FAo] lojxe] AT MA(VIE ARER &7 ESES A9 d4E), § =
FOoR st EFgAGAde] duE AT, FFEGAAG A g AT MAe HEw At weh thekst
a(efrpet AAZ] 9. "ol FA Fxpol] lojAle] adFe] Aol A Y] Y Ad-ETbe] AF 1
Aol oAl 1,936909] AACE A, FA3F] A, 2012;45:1133-40.), Fgh g o @A B 15.8%
o] Fajoll Al AAH Jom R (YA (S24HE) ME 2.5ng AEHF F 20139 692 AHA8H)), A5 wF
AET, owEel, SR fad 2 e S 2t AEYe] 87 )
— 15 —

7 FREAE 22 ol
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[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

[0119]

[0120]

[L-31 FEFAYAE Fofto] QlojA 1 a&9] 7iddo] 1At

=
AW uhsh Lol TA 2339 AN Do) L, FH A, == 4P AT ANS GHH Fastdn

weba, W@g ALl te Bl glojd, ® AL, 181 dIUAES §5 dEeRA g, 4 4
FFo| AW R/EE ARG O YBORA, EF T ATl od oplHE £u el AHE,
ojo} 2=l B Aotk Wil 4w Fole] ANE, dF Sof, duonny AAAe] ATte F7}, U/
EE FEGA (R T FAAAY AN B o8 BAAIAE frh. S, g Frke By =
@y v Bl oM, B BAE A agFel o8 oplut qoLe] ANEe olof 2yEe|
F Aotk He, mMARAL F7h] B EE wEA e gl QoA B ANE T a%FF 9
al oplsl AW el NGl ook 2y Bel B ol

2 gAAe] oM, S EF FUF Fol 1A0Re] W Folw, B AN glelAe IL-31 et e
7 ASOE WA Folslt FolR (R §3)3 1 Fol Folst A% §H(F, 23 §3o] ol o F
of Adste] FolHi o], Faelm, e, Fol 1A(2 Folel 12)e U sol Foldi AL o
wsha gtk Z, o o), 23] §F Fols 1849 A% §Fo| Folo] 1A, - - - n¥A(nE 1039
59 A% S Folsh nridlAe] A% §Fo Folo 1ol BE BEA, wW, §Fo] FIA AL
g, AAR %ol 1A (dF S0}, Fol 1AL 4TV AAAL Ao, 4T oA, 7 F

e

Aol oA, WS Fojo] ZFBAM =, odE B9, 23] &3 oo, A& o
29 B2 AL HA AN oE 5o, 13]~100003) ¢4, BT} FAHOoRE oE 5o, 13, 23], 3

3], 43), 53], 63], 73], 83|, 93], 103, 11%), - - -15%], - - -20%], - - -25%], - - -353, - 40
3, - - -508, - - 603, - -70%], - - -803], - - -90%], - - -1003), - - -5003], - - -10003],
£ 100008], - - -, W= o] JulHelE .

A AAE ol A, B INAIY] oJoF 2APE EE IL-31 SHEFIYRES] Fo] HASRAE, HA 77He 1Y

BN oA, FolEk(EEH) e, o2 So] mg/kg ol9el®, AE A Se] AFs= uy g
(ng/body), & AE WA B3 Smg/n) So= Yeh= Hr},

dlg Zol, & A6l gdolAe] 131 FEIUAES T4 23T

A o2 olghsl, T o3l Ys A
= el didiA 4 & (mg/body) &2 Foehi= Aol o|EE= Agole, & /Aol dojAe] IL-31 et
U2ES] TS, mg/kgZHE mg/body= 3Hikelar, et FolZ(ng/body)S AAst], dlidelAl Fols
T HY. o] W, mg/kgl RHE mg/bodyRe] it 2RO ZA =, AL HA @A, FHA TA 9] mAES
o] g-3to] HAs] AANE Bt ¢ £ 2o dE M= oyt ALE 4 Uk

& JRAEl helA o] IL-31 et AES] HA fra AT w=e Ao A&7
(3]

d) AT s=7F AL
7Hgste], o] vk WHeR HF IL-31 IdEAIYZE FE7F ATl A =

2 mg/kge] Folgfo g

K mg/bodyd FolFo ol WAL HAEHE v, 29k e AL, oS Eo| AFo] 100kg WIvF EE
120kg "|TkQl tiadolole )l AL HX &Nk, nAF(dE S0 AFo] 100kg 2T EE 120kg 27) <
el talAE mg/body2el FAHS Ao wE SUAAR FH),

3
EE, AAF okge] FolFe
E
=

mg/body 2 Z27}F AA3A S 7leAo] deu FAFoE, mg/kgl2o] FoE AEHE FHr},

52, BA AR Tl lzste, dARbARl BA AYT Ao ASS dAHsta, @3 A Asel vz,
AT FoAZF x 4 AT = 14 &% o A 93, ASTY FIZF(ng/kg)= 1A &ZF(mg/body) S
2 El= "Jg. dE 2o, A 19 A AFL dE 5o 60kgoR 3tod, AFD FoI2(0.5mg/kg)
o =RE 114 &%E 30mg/body= 7R R Ao} 191 A ATS dE E°] 30kgl =
g, AFY FoJ2(0.5mg/kg) L2 HE 14 &S 15mg/bodyE A= & U},

dr o>
i
Ko}
H
i,
O
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A A AAEge AolA, FA AgFoR oFe, E= oldelal Je FHUF e U, dE E
ol7ke] Adel "/ Lol A=, 0.1mg~1000mg/body, <= =9, 0.2mg~360mg/body, HIHASAE, 4 &
o] | 5mg~100mg/body, 5mg~75mg/body, 5mg~50mg/body, 5mg~25mg/body, 5Smg~20mg/body, 10mg~ 100mg/body,
10mg~75mg/body,  10mg~50mg/body, 10mg~40mg/body, 10mg~39.5mg/body, 10mg~39mg/body, 10mg~
38.5mg/body, 10mg~38mg/body, 10mg~37.5mg/body, 15mg~100mg/body, 15mg~75mg/body, 15mg~50mg/body,
15mg~40mg/body, 15mg~39.5mg/body, 15mg~39mg/body, 15mg~38.5mg/body, 15mg~38mg/body, 15mg~
37.5mg/body, 17.5mg~100mg/body, 17.5mg~75mg/body, 17.5mg~50mg/body, 17.5mg~40mg/body, 17.5mg~
39.5mg/body, 17.5mg~39mg/body, 17.5mg~38.5mg/body, 17.5mg~38mg/body, 17.5mg~37.5mg/body, 20mg-~
100mg/body, 20mg~75mg/body, 20mg~50mg/body, 20mg~40mg/body, 20mg~39.5mg/body, 20mg~39mg/body,
20mg ~38.5mg/body, 20mg~38mg/body, 20mg~37.5mg/body, 22.5mg~100mg/body, 22.5mg~75mg/body, 22.5mg~
50mg/body, 22.5mg~40mg/body, 22.5mg~39.5mg/body, 22.5mg~39mg/body, 22.5mg~38.5mg/body, 22.5mg~
38mg/body,  22.5mg~37.5mg/body,  25mg~500mg/body,  25mg~200mg/body,  25mg~120mg/body,  25mg-~
110mg/body, 25mg~100mg/body, 25mg~90mg/body, 25mg~80mg/body, 25mg~79mg/body, 25mg~78mg/body, 25mg
~77mg/body, 25mg~76mg/body, 25mg~75mg/body, 25mg~74mg/body, 25mg~73mg/body, 25mg~72mg/body, 25mg
~71mg/body, 25mg~70mg/body, 25mg~50mg/body, 30mg~>50mg/body, 30mg~75mg/body, 30mg~100mg/body,
30mg~150mg/body, 30mg~200mg/body, 30mg~250mg/body, 30mg~300mg/body, 40mg~70mg/body, 40mg~
71mg/body, 40mg~72mg/body, 40mg~73mg/body, 40mg~74mg/body, 40mg~75mg/body, 40mg~76mg/body, 40mg—~
77mg/body, 40mg~78mg/body, 40mg~79mg/body, 40mg~80mg/body, 40mg~90mg/body, 40mg~100mg/body, 40mg
~110mg/body, 40mg~120mg/body, 42.5mg~70mg/body, 42.5mg~71mg/body, 42.5mg~72mg/body, 42.5mg~
73mg/body, 42.5mg~74mg/body, 42.5mg~75mg/body, 42.5mg~76mg/body, 42.5mg~77mg/body, 42.5mg~
78mg/body, 42.5mg~79mg/body, 42.5mg~80mg/body, 42.5mg~90mg/body, 42.5mg~100mg/body, 42.5mg~
110mg/body, 42.5mg~120mg/body, 45mg~70mg/body, 45mg~71mg/body, 45mg~72mg/body, 45mg~73mg/body,
45mg ~74mg/body, 45mg~75mg/body, 45mg~76mg/body, 45mg~77mg/body, 45mg~78mg/body, 45mg~79mg/body,
45mg~80mg/body, 45mg~90mg/body, 45mg~100mg/body, 45mg~110mg/body, 45mg~120mg/body, 47.5mg~
70mg/body, 47.5mg~71mg/body, 47.5mg~72mg/body, 47.5mg~73mg/body, 47.5mg~74mg/body, 47.5mg~
75mg/body, 47.5mg~76mg/body, 47.5mg~77mg/body, 47.5mg~78mg/body, 47.5mg~79mg/body, 47.5mg~
80mg/body, 47.5mg~90mg/body, 47.5mg~100mg/body, 47.5mg~110mg/body, 47.5mg~120mg/body, 50mg—~
70mg/body, 50mg~71mg/body, 50mg~72mg/body, 50mg~73mg/body, 50mg~74mg/body, 50mg~75mg/body, 50mg~
76mg/body, 50mg~77mg/body, 50mg~78mg/body, 50mg~79mg/body, 50mg~80mg/body, 50mg~90mg/body, 50mg~
100mg/body, 50mg~110mg/body, 50mg~120mg/body, 50mg~ 150mg/body, 50mg~200mg/body, 50mg~250mg/body,
50mg ~300mg/body, 52.5mg~70mg/body, 52.5mg~71mg/body, 52.5mg~72mg/body, 52.5mg~73mg/body, 52.5mg~
74mg/body, 52.5mg~75mg/body, 52.5mg~76mg/body, 52.5mg~77mg/body, 52.5mg~78mg/body, 52.5mg~
79mg/body, 52.5mg~80mg/body, 52.5mg~90mg/body, 52.5mg~100mg/body, 52.5mg~110mg/body, 52.5mg~
120mg/body, 75mg~100mg/body, 75mg~150mg/body, 75mg~200mg/body, 75mg~250mg/body, 75mg~300mg/body,
100mg ~ 150mg/body, 100mg~200mg/body, 100mg~250mg/body, 100mg~300mg/body, 150mg~200mg/body, 150mg~
250mg/body, 150mg~300mg/body, 200mg~250mg/body, 200mg~300mg/body & ZFolr Mes= Ao TS,
 JRAlel glelA o] IL-31 QFEFIIYX=ES] FojgFo A MEstal, g Fol (tAow, TF w3 $AdT F
of ZFASE JHE Fojse .

S, oo (fE)E eyl Qs WrIsHARE, & Eo], 50mg~200mg/body®] Z1Alel ek FPA=, AF E
3 dojxor  dE B9, 50mg/body, 50.5mg/body, 5lmg/body, 51.5mg/body, 52mg/body, 52.5mg/body,
53mg/body, 53.5mg/body, 54mg/body, 54.5mg/body, 55mg/body, 55.5mg/body, 56mg/body, 56.5mg/body,
57mg/body, 57.5mg/body, 58mg/body, 58.5mg/body, 59mg/body, 59.5mg/body, 60mg/body, 60.5mg/body,
61mg/body, 61.5mg/body, 62mg/body, 62.5mg/body, 63mg/body, 63.5mg/body, 64mg/body, 64.5mg/body,
65mg/body, 65.5mg/body, 66mg/body, 66.5mg/body, 67mg/body, 67.5mg/body, 68mg/body, 68.5mg/body,
69mg/body, 69.5mg/body, 70mg/body, 70.5mg/body, 7lmg/body, 71.5mg/body, 72mg/body, 72.5mg/body,
73mg/body, 73.5mg/body, 74mg/body, 74.5mg/body, 75mg/body, 75.5mg/body, 76mg/body, 76.5mg/body,
77mg/body, 77.5mg/body, 78mg/body, 78.5mg/body, 79mg/body, 79.5mg/body, 80mg/body, 80.5mg/body,
81mg/body, 81.5mg/body, 82mg/body, 82.5mg/body, 83mg/body, 83.5mg/body, 84mg/body, 84.5mg/body,
85mg/body, 85.5mg/body, 86mg/body, 86.5mg/body, 87mg/body, 87.5mg/body, 88mg/body, 88.5mg/body,
89mg/body, 89.5mg/body, 90mg/body, 90.5mg/body, 9lmg/body, 91.5mg/body, 92mg/body, 92.5mg/body,
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93mg/body, 93.5mg/body, 94mg/body, 94.5mg/body, 95mg/body, 95.5mg/body, 96mg/body, 96.5mg/body,
97mg/body, 97.5mg/body, 98mg/body, 98.5mg/body, 99mg/body, 99.5mg/body, 100mg/body, 100.5mg/body,
101mg/body,  101.5mg/body,  102mg/body,  102.5mg/body,  103mg/body,  103.5mg/body,  104mg/body,
104.5mg/body,  105mg/body,  105.5mg/body,  106mg/body,  106.5mg/body,  107mg/body,  107.5mg/body,
108mg/body,  108.5mg/body,  109mg/body,  109.5mg/body,  110mg/body,  110.5mg/body,  11lmg/body,
111.5mg/body,  112mg/body, 112.5mg/body, 113mg/body, 113.5mg/body, 114mg/body,  114.5mg/body,
115mg/body,  115.5mg/body,  116mg/body,  116.5mg/body,  117mg/body,  117.5mg/body,  118mg/body,
118.5mg/body,  119mg/body,  119.5mg/body,  120mg/body,  120.5mg/body, 121mg/body, 121.5mg/body,
122mg/body,  122.5mg/body,  123mg/body,  123.5mg/body,  124mg/body,  124.5mg/body,  125mg/body,
125.5mg/body,  126mg/body,  126.5mg/body, 127mg/body,  127.5mg/body,  128mg/body,  128.5mg/body,
129mg/body,  129.5mg/body,  130mg/body,  130.5mg/body,  13Img/body,  131.5mg/body,  132mg/body,
132.5mg/body,  133mg/body,  133.5mg/body,  134mg/body,  134.5mg/body,  135mg/body,  135.5mg/body,
136mg/body,  136.5mg/body,  137mg/body,  137.5mg/body,  138mg/body,  138.5mg/body,  139mg/body,
139.5mg/body,  140mg/body,  140.5mg/body,  141mg/body,  141.5mg/body,  142mg/body,  142.5mg/body,
143mg/body,  143.5mg/body,  144mg/body,  144.5mg/body,  145mg/body,  145.5mg/body,  146mg/body,
146.5mg/body,  147mg/body,  147.5mg/body,  148mg/body,  148.5mg/body,  149mg/body,  149.5mg/body,
150mg/body,  150.5mg/body,  151mg/body,  151.5mg/body,  152mg/body,  152.5mg/body,  153mg/body,
153.5mg/body,  154mg/body,  154.5mg/body,  155mg/body,  155.5mg/body,  156mg/body,  156.5mg/body,
157mg/body,  157.5mg/body,  158mg/body,  158.5mg/body,  159mg/body,  159.5mg/body,  160mg/body,
160.5mg/body,  161mg/body,  161.5mg/body,  162mg/body,  162.5mg/body,  163mg/body,  163.5mg/body,
164mg/body,  164.5mg/body,  165mg/body,  165.5mg/body,  166mg/body,  166.5mg/body,  167mg/body,
167.5mg/body,  168mg/body,  168.5mg/body,  169mg/body,  169.5mg/body,  170mg/body,  170.5mg/body,
171mg/body,  171.5mg/body,  172mg/body,  172.5mg/body,  173mg/body,  173.5mg/body,  174mg/body,
174.5mg/body,  175mg/body,  175.5mg/body,  176mg/body,  176.5mg/body,  177mg/body,  177.5mg/body,
178mg/body,  178.5mg/body,  179mg/body,  179.5mg/body,  180mg/body,  180.5mg/body,  181mg/body,
181.5mg/body,  182mg/body,  182.5mg/body,  183mg/body,  183.5mg/body,  184mg/body,  184.5mg/body,
185mg/body,  185.5mg/body,  186mg/body,  186.5mg/body,  187mg/body,  187.5mg/body,  188mg/body,
188.5mg/body,  189mg/body,  189.5mg/body,  190mg/body,  190.5mg/body, 191mg/body,  191.5mg/body,
192mg/body,  192.5mg/body,  193mg/body,  193.5mg/body,  194mg/body,  194.5mg/body,  195mg/body,
195.5mg/body,  196mg/body,  196.5mg/body,  197mg/body,  197.5mg/body,  198mg/body,  198.5mg/body,

199mg/body, 199.5mg/body, 200mg/body 5¢] Fkol /N FA|Z oz 7] ¥ o

S o

2 5ol
==

EE 0.1ng~3mg/kg, WHHA A,

0] O O
M=

geis ol & qlv.

S, HIRAAR) v AAE el oM, A AgToR o3, E olftstal & H7t

A= i, e

Q17ke]l A9l " /= AoloAl=, 0.0lmg~10mg/kg, & £}, 0.05mg~7.5mg/kg, 0.075mg~bmg/kg,
dE £, 0.1lmg~0.25mg/kg, 0.1lmg~0.3mg/kg, 0.lmg~0.5mg/kg, 0.lmg

~0.75mg/kg, 0.lmg~1Img/kg, 0.Ilmg~1.5mg/kg, 0.lmg~2mg/kg, 0.lmg~3mg/kg, 0.125mg~0.25mg/kg, 0.125mg
~0.3mg/kg, 0.125mg~0.5mg/kg, 0.125mg~0.75mg/kg, 0.125mg~1mg/kg, 0.125mg~1.5mg/kg, 0.125mg~
2mg/kg, 0.125mg~3mg/kg, 0.2mg~0.3mg/kg, 0.2mg~0.5mg/kg, 0.2mg~0.75mg/kg, 0.2mg~1lmg/kg, 0.2mg~
1.5mg/kg, 0.2mg~2mg/kg, 0.2mg~3mg/kg, 0.25mg~0.3mg/kg, 0.25mg~0.5mg/kg, 0.25mg~0.75mg/kg, 0.25mg
~1Img/kg, 0.25mg~1.5mg/kg, 0.25mg~2mg/kg, 0.25mg~3mg/kg, 0.3mg~0.5mg/kg, 0.3mg~0.75mg/kg, 0.3mg~
Img/kg, 0.3mg~1.5mg/kg, 0.3mg~2mg/kg, 0.3mg~3mg/kg, 0.5mg~0.75mg/kg, 0.5mg~ lmg/kg,
1.5mg/kg, 0.5mg~2mg/kg, 0.5mg~3mg/kg, 0.75mg~1mg/kg, 0.75mg~1.5mg/kg, 0.75mg~2mg/kg, 0.75mg~
3mg/kg, 1mg~1.5mg/kg, lmg~2mg/kg, Ilmg~3mg/kg, 1.5mg~2mg/kg, 1.5mg~3mg/kg, 2mg~3mg/kg, 0.15mg~
2.9mg/kg, 0.2mg~2.8mg/kg, 0.25mg~2.7mg/kg, 0.3mg~2.6mg/kg, 0.35mg~2.5mg/kg, 0.4mg~2.4mg/kg,
0.425mg~2.3mg/kg, 0.45mg~2.2mg/kg, 0.475mg~2.1mg/kg, 0.5mg~2mg/kg, T+ 0.5mg~1.5mg/kg Sol4 A€
He dAe FoARS, 2 A dojx ] IL-31 SEFAYAES] FoEFoRA Ao, dedt Fo] 7FAS

5% 9 FUG Fol BAoE ME T o,

0.5mg~

f

)

)

s, oo s H3ty] fsiA WAL, dE S0, 0.1mg~3mg/kge] ZIAlMl Fe FAARE, AR e Ao

o=®, dF Eo], 0.lmg/kg, 0.1lmg/kg, 0.12mg/kg, 0.125mg/kg, 0.13mg/kg, 0.l4mg/kg, 0.15mg/kg,
0.16mg/kg, 0.17mg/kg, 0.18mg/kg, 0.19mg/kg, 0.2mg/kg, 0.21mg/kg, 0.22mg/kg, 0.23mg/kg, 0.24mg/kg,
0.25mg/kg, 0.26mg/kg, 0.27mg/kg, 0.28mg/kg, 0.29mg/kg, 0.3mg/kg, 0.31mg/kg, 0.32mg/kg, 0.33mg/kg,
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.34mg/kg, 0.35mg/kg, 0.36mg/kg, 0.37mg/kg, 0.38mg/kg, 0.39mg/kg, 0.4mg/kg, 0.41mg/kg, 0.42mg/kg,
.43mg/kg, 0.44mg/kg, 0.45mg/kg, 0.46mg/kg, 0.47mg/kg, 0.48mg/kg, 0.49mg/kg, 0.5mg/kg, 0.51lmg/kg,
.52mg/kg, 0.53mg/kg, 0.54mg/kg, 0.55mg/kg, 0.56mg/kg, 0.57mg/kg, 0.58mg/kg, 0.59mg/kg, 0.6mg/kg,

.32mg/kg, 2.33mg/kg, 2.34mg/kg, 2.35mg/kg, 2.36mg/kg, 2.37mg/kg, 2.38mg/kg, 2.39mg/kg, 2.4mg/kg,
.Almg/kg, 2.42mg/kg, 2.43mg/kg, 2.44mg/kg, 2.45mg/kg, 2.46mg/kg, 2.47mg/kg, 2.48mg/kg, 2.49mg/kg,
.5mg/kg, 2.51mg/kg, 2.52mg/kg, 2.53mg/kg, 2.54mg/kg, 2.55mg/kg, 2.56mg/kg, 2.57mg/kg, 2.58mg/kg,
.59mg/kg, 2.6mg/kg, 2.6lmg/kg, 2.62mg/kg, 2.63mg/kg, 2.64mg/kg, 2.65mg/kg, 2.66mg/kg, 2.67mg/kg,
.68mg/kg, 2.69mg/kg, 2.7mg/kg, 2.71mg/kg, 2.72mg/kg, 2.73mg/kg, 2.74mg/kg, 2.75mg/kg, 2.76mg/kg,
J77mg/kg, 2.78mg/kg, 2.79mg/kg, 2.8mg/kg, 2.81lmg/kg, 2.82mg/kg, 2.83mg/kg, 2.84mg/kg, 2.85mg/kg,
.86mg/kg, 2.87mg/kg, 2.88mg/kg, 2.89mg/kg, 2.9mg/kg, 2.91mg/kg, 2.92mg/kg, 2.93mg/kg, 2.94mg/kg,
.95mg/kg, 2.96mg/kg, 2.97mg/kg, 2.98mg/kg, 2.99mg/kg, 3mg/kg 2] #el ME FAHOZ JIAEHA USES
3] olsfgitt.

0

0

0

0.61mg/kg, 0.62mg/kg, 0.63mg/kg, 0.64mg/kg, 0.65mg/kg, 0.66mg/kg, 0.67mg/kg, 0.68mg/kg, 0.69mg/kg,
0.7mg/kg, 0.71mg/kg, 0.72mg/kg, 0.73mg/kg, 0.74mg/kg, 0.75mg/kg, 0.76mg/kg, 0.77mg/kg, 0.78mg/kg,
0.79mg/kg, 0.8mg/kg, 0.81mg/kg, 0.82mg/kg, 0.83mg/kg, 0.84mg/kg, 0.85mg/kg, 0.86mg/kg, 0.87mg/kg,
0.83mg/kg, 0.89mg/kg, 0.9mg/kg, 0.91mg/kg, 0.92mg/kg, 0.93mg/kg, 0.94mg/kg, 0.95mg/kg, 0.96mg/kg,
0.97mg/kg, 0.98mg/kg, 0.99mg/kg, 1mg/kg, 1.0lmg/kg, 1.02mg/kg, 1.03mg/kg, 1.04mg/kg, 1.05mg/kg,
1.06mg/kg, 1.07mg/kg, 1.08mg/kg, 1.09mg/kg, 1.1lmg/kg, 1.1lmg/kg, 1.12mg/kg, 1.13mg/kg, 1.14mg/kg,
1.15mg/kg, 1.16mg/kg, 1.17mg/kg, 1.18mg/kg, 1.19mg/kg, 1.2mg/kg, 1.21mg/kg, 1.22mg/kg, 1.23mg/kg,
1.24mg/kg, 1.25mg/kg, 1.26mg/kg, 1.27mg/kg, 1.28mg/kg, 1.29mg/kg, 1.3mg/kg, 1.31mg/kg, 1.32mg/kg,
1.33mg/kg, 1.34mg/kg, 1.35mg/kg, 1.36mg/kg, 1.37mg/kg, 1.38mg/kg, 1.39mg/kg, 1.4mg/kg, 1.41mg/kg,
1.42mg/kg, 1.43mg/kg, 1.44mg/kg, 1.45mg/kg, 1.46mg/kg, 1.47mg/kg, 1.48mg/kg, 1.49mg/kg, 1.5mg/kg,
1.51mg/kg, 1.52mg/kg, 1.53mg/kg, 1.54mg/kg, 1.55mg/kg, 1.56mg/kg, 1.57mg/kg, 1.58mg/kg, 1.59mg/kg,
1.6mg/kg, 1.61mg/kg, 1.62mg/kg, 1.63mg/kg, 1.64mg/kg, 1.65mg/kg, 1.66mg/kg, 1.67mg/kg, 1.68mg/kg,
1.69mg/kg, 1.7mg/kg, 1.71mg/kg, 1.72mg/kg, 1.73mg/kg, 1.74mg/kg, 1.75mg/kg, 1.76mg/kg, 1.77mg/kg,
1.78mg/kg, 1.79mg/kg, 1.8mg/kg, 1.81mg/kg, 1.82mg/kg, 1.83mg/kg, 1.84mg/kg, 1.85mg/kg, 1.86mg/kg,
1.87mg/kg, 1.88mg/kg, 1.89mg/kg, 1.9mg/kg, 1.91mg/kg, 1.92mg/kg, 1.93mg/kg, 1.94mg/kg, 1.95mg/kg,
1.96mg/kg, 1.97mg/kg, 1.98mg/kg, 1.99mg/kg, 2mg/kg, 2.0lmg/kg, 2.02mg/kg, 2.03mg/kg, 2.04mg/kg,
2.05mg/kg, 2.06mg/kg, 2.07mg/kg, 2.08mg/kg, 2.09mg/kg, 2.1mg/kg, 2.1lmg/kg, 2.12mg/kg, 2.13mg/kg,
2.14mg/kg, 2.15mg/kg, 2.16mg/kg, 2.17mg/kg, 2.18mg/kg, 2.19mg/kg, 2.2mg/kg, 2.21mg/kg, 2.22mg/kg,
2.23mg/kg, 2.24mg/kg, 2.25mg/kg, 2.26mg/kg, 2.27mg/kg, 2.28mg/kg, 2.29mg/kg, 2.3mg/kg, 2.31mg/kg,
2

2

2

2

2

2

2

2

s

o|9} o] 3o, = Aol YolA el IL-31 QFEFAIUZES], &4 Fol 74 W A4 §F(FoF) o2
T LS U Fo] HAoR v Fofo] HYoEAE, 10.1ng~1000mg/body/1¥ ~12F ) B FoHoE
Aok, 7oA, B A gl dlE B9, r0.1mg~1000mg/body/1°e1~12?~J 2, 0.1mg~1000mg =l
A AEEs e FodFES B oA glojA el [L-31 St uUAES] Fo(dE Eo] 100mg/body) o ZA
Agsta, 19 ~12F oA A8EE 99 I3 Fo 114E, 2 JhAlel lojA 9] IL-31 eIy ~E9)
Fol A (AE 5ol 45F) 0524 Hdeste], el thald sF L3 $9EF Fo 1A 0E W FoE= Ho
ZN1Z=h8Y. dA 24, T100mg/body/457, &, 100mg/bodye] & 7RAlel] Qojx 2] IL-31 el Y ~E7} 45ujt}

BolAl &% e Y Fo] 7HA0E W RoEE Zo] 7kHo] vk, AL HA AR, 2 A
RolA e IL-31 B AY2ES . A e Fo] 7174 Y A9 %%(?dﬂ)oaﬂ 5% T3 53 Fo 114
o290 HHE Rojo] HFoZAE, 0.1mg~1000mg/body/27 ~85¢! o] vt stn, IR dF E9f, 0.1lng

~1000mg/body/25, 0.1lmg~1000mg/body/45, 0.1mg*v1000mg/body/6ﬂ4, T= 0.1mg*v1000mg/body/8140%Ei
. £2,  0.2mg~360mg/body/25~85<1  Zeo] Mt} wlEFsla, RS AE B9,
0.2mg~360mg/body/25, 0.2mg~360mg/body/45, 0.2mg~360mg/body/65, T+ 0.2mg~360mg/body/8FI %
o}, 22, deElEA4 10mg~200mg/body/25 ~8FR1 o] &5 wighAsta, 231 olE 5o, 10mg~
200mg/body/25%, 10mg~200mg/body/45, 10mg~200mg/body/6F, TEE 10mg~200mg/body/8F %= ¥}, =&
del 2 10mg~100mg/body/25 ~857¢1 Aol ¥ 5 npgdzsta, IAL «dE 5], 10mg~100mg/body/25,
10mg ~ 100mg/body/45, 10mg~100mg/body/65F, T+ 10mg~100mg/body/8FH %= Ht}. Z&, A EA] 25mg~
100mg/b0dy/414, 25mg ~80mg/body/45=, 25mg~75mg/body/4+, 50mg~100mg/body/45=, 50mg~80mg/body/4F I

£ 50mg~75mg/body/45F, =& 10mg~50mg/body/25F HE 20mg~40mg/body/25Fo] % Hrh. HZGH A A A
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B kel lojA, TR oAE
30mg/body/45,

T,
52.
55.
58.
61.
64.
67
70.
73.
76.
79.
82.
85.
88.
91.
94.
97.

100.
103.
106.
109.
112,

115

118.
121.

124

127.
130.
133.
136.
139.
142.
145.
148.
151.
154.
157.
160.
163.
166.
169.

172

175.
178.
181.
184.
187.
190.
193.
196.

5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

.5mg/body/4F,

5mg/body/45,
5mg/body/45~,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45~,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
.5mg/body /45,
5mg/body/45,
5mg/body /45,
.5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body/45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
.5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /4,

53mg/body /45",
56mg/body /45,
59mg/body /45,
62mg/body /45,
65mg/body /45,
68mg/body /45,
71mg/body /45,
74mg/body /45,
77mg/body /45,
80mg/body /45,
83mg/body /45,
86mg/body /45,
89mg/body /45,
92mg/body /45",
95mg/body /45,
98mg/body /47,
101mg/body /45,
104mg/body /45,
107mg/body /45,
110mg/body /45,
113mg/body /45,
116mg/body /45,
119mg/body /45,
122mg/body /45,
125mg/body /4,
128mg/body /4,
131mg/body /4,
134mg/body /45,
137mg/body /47,
140mg/body /4,
143mg/body /4,
146mg/body /4,
149mg/body /4,
152mg/body /4,
155mg/body /4,
158mg/body /45,
161mg/body /4,
164mg/body /45,
167mg/body /45,
170mg/body /4,
173mg/body /45,
176mg/body /45,
179mg/body /45,
182mg/body /45,
185mg/body /45,
188mg/body /45,
191mg/body /45,
194mg/body /45,
197mg/body /45,

50mg/body/45,

53.
56.
59.
62.
65.
68
71.
74.
77.
80.
83.
86.
89.
92.
95.

5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

.5mg/body/4F,

5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,

98.5mg/body /45,

101.
104.
107.
110.
113.

116

119.
122.

125

128.
131.
134.
137.
140.
143.
146.
149.
152.
155.
158.
161.
164.
167.
170.

173

176.
179.
182.
185.
188.
191.
194.
197.

5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
.5mg/body /45,
5mg/body /45,
5mg/body /45,
.5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
.5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /4,

51mg/body/45,

54mg/body /45",
57mg/body /45",
60mg/body /45,
63mg/body /45,
66mg/body /4,
69mg/body /45,
72mg/body /45,
75mg/body /45,
78mg/body /45,
81mg/body /45,
84mg/body /45,
87mg/body /45,
90mg/body /45,
93mg/body /45,
96mg/body /45,
99mg/body /45,
102mg/body /45,
105mg/body /45,
108mg/body /45,
111mg/body/4F,
114mg/body /4,
117mg/body /4,
120mg/body /45,
123mg/body /45,
126mg/body /45,
129mg/body /45,
132mg/body /45,
135mg/body /45,
138mg/body /45,
141mg/body /4,
144mg/body /4,
147mg/body /45,
150mg/body /45,
153mg/body /45,
156mg/body /45,
159mg/body /45,
162mg/body /45,
165mg/body /45,
168mg/body /45,
171mg/body /45,
174mg/body /45,
177mg/body /45,
180mg/body /45,
183mg/body /45,
186mg/body /45,
189mg/body /45,
192mg/body /45,
195mg/body /45,
198mg/body/47~,
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51.5mg/body/45,
54.
o57.
60.
63.
66.

69
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5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

.5mg/body/45,
72.
75.
78.
81.
84.
87.
90.
93.
96.

5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

99.5mg/body/45,

102.
105.
108.
111.
114.
.5mg/body /45,
120.
123.

117

126

174

5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

5mg/body /47,
5mg/body /47,

.5mg/body /45,
129.
132.
135.
138.
141.
144.
147.
150.
153.
156.
159.
162.
165.
168.
171.

5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,

.5mg/body /45,
177.
180.
183.
186.
189.
192.
195.
198.

5mg/body /45,
5mg/body /45,
5mg/body/45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /45,
5mg/body /4,

E9], bSmg/body/45F, 10mg/body/4<F, 15mg/body/4<F, 20mg/body/4<F, 25mg/body/4
50.5mg/body /45,

52mg/body /45",
55mg/body /45",
58mg/body /45,
61mg/body /45,
64mg/body /45,
67mg/body /45,
70mg/body /45",
73mg/body /45,
76mg/body /45,
79mg/body /45,
82mg/body /45,
85mg/body /45,
88mg/body /45,
91mg/body /45",
94mg/body /45",
97mg/body /45,
100mg/body /45,
103mg/body /45,
106mg/body /45,
109mg/body /45,
112mg/body /4,
115mg/body /45,
118mg/body /45,
121mg/body/4F,
124mg/body /4,
127mg/body /45,
130mg/body /45,
133mg/body /45,
136mg/body /45,
139mg/body /45,
142mg/body /4,
145mg/body /45,
148mg/body /45,
151mg/body /45,
154mg/body /45,
157mg/body /45,
160mg/body /45,
163mg/body /45,
166mg/body /45,
169mg/body /45,
172mg/body /45,
175mg/body /45,
178mg/body /45,
181mg/body /45,
184mg/body /45,
187mg/body /45,
190mg/body /45,
193mg/body /45,
196mg/body /45,
199mg/body /4,



199.5mg/body/45, 200mg/body/4F Solo]j= =},

59], 50mg/body/65, 50.5mg/body/6<, 5lmg/body/6, 51.5mg/body/65, 52mg/body/6",

53mg/body /6,
56mg/body /6,
59mg/body /6,
62mg/body /6,
65mg/body /6,
63mg/body/65,
71mg/body/6,
74mg/body /6,
77mg/body /6,
80mg/body/65,
83mg/body/65,
86mg/body/65,
89mg/body/65,
92mg/body /6,
95mg/body /6,
98mg/body/65,
101mg/body /65,
104mg/body /65,
107mg/body /65,
110mg/body /65,
113mg/body /65,
116mg/body /65,
119mg/body /65,
122mg/body /65,
125mg/body /65,
128mg/body /65,
131mg/body /65,
134mg/body /65,
137mg/body /65,
140mg/body /65,
143mg/body /65,
146mg/body /65,
149mg/body /65,
152mg/body /65,
155mg/body /65,
158mg/body /65,
161mg/body /65,
164mg/body /65,
167mg/body /65,
170mg/body /65,
173mg/body /65,
176mg/body /65,
179mg/body /65,
182mg/body /65,
185mg/body /65,
188mg/body /65,
191mg/body /65,
194mg/body /65,
197mg/body /65,

53.
56.
59.
62.
65.
68
71.
74.
77.
80.
83.
86.
89.
92.
95.

5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body /65,
5mg/body/65,

.5mg/body /6,

5mg/body/65,
5mg/body/65,
5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body /65,
5mg/body /65,

98.5mg/body /65,

101.
104.
107.
110.
113.

116

119.
122.

125

128.
131.
134.
137.
140.
143.
146.
149.
152.
155.
158.
161.
164.
167.
170.

173

176.
179.
182.
185.
188.
191.
194.
197.

5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
.5mg/body/6,
5mg/body /65,
5mg/body /65,
.5mg/body/65~,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
.5mg/body/67*,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,

54mg/body /6,
57mg/body /6,
60mg/body /6,
63mg/body /6,
66mg/body /6,
69mg/body /6,
72mg/body /6,
75mg/body /65,
78mg/body /6,
81mg/body/6,
84mg/body /6,
87mg/body /6,
90mg/body /6,
93mg/body /6,
96mg/body /6,

99mg/body /65,

102mg/body /65,
105mg/body /65,
108mg/body /65,
111mg/body /65,
114mg/body /65,
117mg/body /65,
120mg/body /65,
123mg/body /65,
126mg/body /65,
129mg/body /65,
132mg/body /65,
135mg/body /65,
138mg/body /65,
141mg/body /65,
144mg/body /65,
147mg/body /65,
150mg/body /65,
153mg/body /65,
156mg/body /65,
159mg/body /65,
162mg/body /65,
165mg/body /65,
168mg/body /65,
171mg/body /65,
174mg/body /65,
177mg/body /65,
180mg/body /65,
183mg/body /65,
186mg/body /65,
189mg/body /65,
192mg/body /65,
195mg/body /65,
198mg/body /65,

SO
b )

54.
57.
60.
63.
66.
69
72.
75.
78.
81.
84.
87.
90.
93.
96.

117

126

174
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5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body /65,
5mg/body /65,

.5mg/body /6,

5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body/65,
5mg/body /65,
5mg/body/65,
5mg/body /65,
5mg/body /65,

99.5mg/body/65,
102.
105.
108.
111.
114.
.5mg/body/ 65,
120.
123.

5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,

5mg/body /6,
5mg/body /6,

.5mg/body /65,
129.
132.
135.
138.
141.
144.
147.
150.
153.
156.
159.
162.
165.
168.
171.

5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body/65,

.5mg/body/ 65,
177.
180.
183.
186.
189.
192.
195.
198.

5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /6,
5mg/body /6,
5mg/body /65,
5mg/body /6,
5mg/body/65,
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A gl

55mg/body /6,
58mg/body /6,
61mg/body/6,
64mg/body /6,
67mg/body /6,
70mg/body /6,
73mg/body /6,
76mg/body/6,
79mg/body /6,
82mg/body/6,
85mg/body /6,
88mg/body/65,
91mg/body/6,
94mg/body /6,
97mg/body /6,
100mg/body /65,
103mg/body /65,
106mg/body /65,
109mg/body /65,
112mg/body /65,
115mg/body /65,
118mg/body /65,
121mg/body /65,
124mg/body /65,
127mg/body /65,
130mg/body /65,
133mg/body /65,
136mg/body /65,
139mg/body /65,
142mg/body /65,
145mg/body /65,
148mg/body /65,
151mg/body /65,
154mg/body /65,
157mg/body /65,
160mg/body /65,
163mg/body /65,
166mg/body /65,
169mg/body /65,
172mg/body /65,
175mg/body /65,
178mg/body /65,
181mg/body /65,
184mg/body /65,
187mg/body /65,
190mg/body /65,
193mg/body /65,
196mg/body /65,
199mg/body /65,

70

118

127

175

s ) I B B =
52.
995.
58.
61.
64.
67.
.5mg/body /65,
73.
76.
79.
82.
85.
88.
91.
94.
97.
100.
103.
106.
109.
112.
115.

5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body /65,
5mg/body/65,
5mg/body/65,

5mg/body/65,
5mg/body/65,
5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body/65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body/65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,

.5mg/body /65,
121.
124.

5mg/body /6,
5mg/body /6,

.5mg/body /65,
130.
133.
136.
139.
142.
145.
148.
151.
154.
157.
160.
163.
166.
169.
172.

5mg/body /6,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /65,

.5mg/body /65,
178.
181.
184.
187.
190.
193.
196.
199.

5mg/body /65,
5mg/body /65,
5mg/body /65,
5mg/body /6,
5mg/body /65,
5mg/body /6,
5mg/body /6,
5mg/body/65,



200mg/body /65 Tolol= FHT}.

50.
53.
56.
59.
62.
65.
68
71.
74.
77.
80.
83.
86.
89.
92.
95.
98.

101.
104.
107.
110.
113.

116

119.
122.

125

128.
131.
134.
137.
140.
143.
146.
149.
152.
155.
158.
161.
164.
167.
170.

173

176.
179.
182.
185.
188.
191.
194.
197.

5mg/body /85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body /85,
5mg/body/85,

.5mg/body /85,

5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body /85,
5mg/body/85,
5mg/body/85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
.5mg/body /85,
5mg/body /85,
5mg/body /85,
.5mg/body/87,
5mg/body /85,
5mg/body /8,
5mg/body/8F,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
.5mg/body/87,
5mg/body /85,
5mg/body /85,
5mg/body /8,
5mg/body /8,
5mg/body /85,
5mg/body /8,
5mg/body /85,
5mg/body/8F,

51mg/body/85,
54mg/body /85,
57mg/body/85,
60mg/body /85,
63mg/body/85,
66mg/body/85,
69mg/body /85,
72mg/body /85,
75mg/body /85,
78mg/body/85,
81mg/body/85,
84mg/body /85,
87mg/body/85,
90mg/body/85,
93mg/body/85,
96mg/body/85,
99mg/body /85,

102mg/body /85,
105mg/body /85,
108mg/body /85,
111mg/body /85,
114mg/body /85,
117mg/body /85,
120mg/body /85,
123mg/body /85,
126mg/body /85,
129mg/body /85,
132mg/body /85,
135mg/body /85,
138mg/body /85,
141mg/body /85,
144mg/body /85,
147mg/body /85,
150mg/body /85,
153mg/body /85,
156mg/body /85,
159mg/body /85,
162mg/body /85,
165mg/body /85,
168mg/body /85,
171mg/body /85,
174mg/body /85,
177mg/body /85,
180mg/body /85,
183mg/body /85,
186mg/body /85,
189mg/body /85,
192mg/body /85,
195mg/body /85,
198mg/body/8,

SO
=

)

51.
54.
o7.
60.
63.
66.

69

75.
78.
81.
84.
87.
90.
93.
96.

] 5 4 <)

=

5mg/body /85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,

.5mg/body /85,
72.

5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,

99.5mg/body/8F,

102.
105.
108.
111.
114.

117

120.
123.

126

129.
132.
135.
138.
141.
144.
147.
150.
153.
156.
159.
162.
165.
168.
171.

174

177.
180.
183.
186.
189.
192.
195.
198. 5mg/body/8F,

5mg/body/85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
.5mg/body/85,
5mg/body /85,
5mg/body /85,
.5mg/body/85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
5mg/body /85,
5mg/body /85,
.5mg/body/87,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /8,
5mg/body /8,
5mg/body /85,
5mg/body /85,

[} /\ET/\

52mg/body /85,
55mg/body /85,
58mg/body /85,
61mg/body/85,
64mg/body /85,
67mg/body /85,
70mg/body /85,
73mg/body /85,
76mg/body/85,
79mg/body /85,
82mg/body/85,
85mg/body /85,
88mg/body/85,
91mg/body/8,
94mg/body /85,
97mg/body /85,

100mg/body/85~,

103mg/body /85,
106mg/body /85,
109mg/body /85,
112mg/body /85,
115mg/body /85,
118mg/body /85,
121mg/body /85,
124mg/body /85,
127mg/body /85,
130mg/body /85,
133mg/body /85,
136mg/body /85,
139mg/body /85,
142mg/body /85,
145mg/body /85,
148mg/body /87,
151mg/body /85,
154mg/body /85,
157mg/body /85,
160mg/body /85,
163mg/body /85,
166mg/body /85,
169mg/body /85,
172mg/body /85,
175mg/body /85,
178mg/body /85,
181mg/body /85,
184mg/body /87,
187mg/body /85,
190mg/body /87,
193mg/body /85,
196mg/body /85,
199mg/body/8,

_23_
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JeiFel dolA, 2AL A& 59,
52.
995.
58.
61.
64.
67.
.5mg/body /8,
73.
76.
79.
82.
85.
88.
91.
94.
97.

5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body /85,
5mg/body/85,
5mg/body/85,

5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body/85,

100. 5mg/body /8,

103.
106.
109.
112.
115.

118

127

175

5mg/body/85,
5mg/body/85,
5mg/body/85,
5mg/body /85,
5mg/body /85,

.5mg/body/8F~,
121.
124.

5mg/body /8,
5mg/body /8,

.5mg/body/87,
130.
133.
136.
139.
142.
145.
148.
151.
154.
157.
160.
163.
166.
169.
172.

5mg/body /85,
5mg/body/85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body /8,
5mg/body /85,
5mg/body /85,
5mg/body /85,
5mg/body/85,
5mg/body /85,
5mg/body/85,
5mg/body /85,
5mg/body /85,

.5mg/body/87,
178.
181.
184.
187.
190.
193.
196.

199.5mg/body/8,

5mg/body /85,
5mg/body /85,
5mg/body /8,
5mg/body /85,
5mg/body /85,
5mg/body /8,
5mg/body /8,

50mg/body/85,
53mg/body /85,
56mg/body /85,
59mg/body /85,
62mg/body /85,
65mg/body /85,
68mg/body /85,
71mg/body/85,
74mg/body /85,
77mg/body/85,
80mg/body/85,
83mg/body/85,
86mg/body/85,
89mg/body /85,
92mg/body/85,
95mg/body /85,
98mg/body /85,
101mg/body /85,
104mg/body /85,
107mg/body /85,
110mg/body /85,
113mg/body /85,
116mg/body /85,
119mg/body /85,
122mg/body /85,
125mg/body /85,
128mg/body /85,
131mg/body /85,
134mg/body /87,
137mg/body /85,
140mg/body /87,
143mg/body /87,
146mg/body /85,
149mg/body /87,
152mg/body /85,
155mg/body /85,
158mg/body /85,
161mg/body /85,
164mg/body /85,
167mg/body /85,
170mg/body /85,
173mg/body /87,
176mg/body /85,
179mg/body /85,
182mg/body /87,
185mg/body /85,
188mg/body /85,
191mg/body /85,
194mg/body /85,
197mg/body /85,
200mg/body /85~



olo]: ),
, 51mg/body/105*,
54mg/body /1057,
57mg/body/105,
60mg/body/ 105,
63mg/body/ 105,
66mg/body/ 105,
69mg/body/ 105,
72mg/body /1057,
75mg/body/ 105,
78mg/body/ 105,
81mg/body/105%,
84mg/body /1057,
87mg/body/ 105,
90mg/body/105,
93mg/body/105,
96mg/body/105,

L N e I I N N e e s I N N DO
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=, 99mg/body/10F,

101.5mg/body/ 105,
104mg/body/10,
106. 5mg/body/ 10,
109mg/body/ 1057,
111.5mg/body/105*,
114mg/body/ 105,
116.5mg/body/105*,
119mg/body/ 1057,
121.5mg/body/ 10,
124mg/body/ 105,
126.5mg/body/ 105,
129mg/body/ 1057,
131.5mg/body/ 105,
134mg/body/ 10,
136.5mg/body/ 105,
139mg/body/ 1057,
141.5mg/body/105,
144mg/body/ 10,
146. 5mg/body/ 105,
149mg/body/ 1057,
151.5mg/body/ 105,
154mg/body/ 10,
156. 5mg/body/ 105,
159mg/body/ 1057,
161.5mg/body/ 105,
164mg/body/ 10,
166. 5mg/body/ 105,
169mg/body/ 1057,
171.5mg/body/ 105,
174mg/body/ 10,
176.5mg/body /10,
179mg/body /105,
181.5mg/body/ 10,

SO
=

pud

51.5mg/body/107,
54.5mg/body/ 107,
57.5mg/body/ 107,
60.5mg/body/ 107,
63.5mg/body/ 107,
66.5mg/body/ 107,
69.5mg/body/ 107,
72.5mg/body/ 107,
75.5mg/body/ 105,
78.5mg/body/ 105,
81.5mg/body/ 105,
84.5mg/body/ 105,
87.5mg/body/ 105,
90.5mg/body/ 105,
93.5mg/body/ 105,
96.5mg/body/ 105,

102mg/body/10,
104..5mg/body/ 1057,
107mg/body/ 1057,
109.5mg/body/ 10,
112mg/body/ 105,
114.5mg/body/ 107,
117mg/body/ 1057,
119.5mg/body/ 105,
122mg/body/ 105,
124 .5mg/body/ 107,
127mg/body/ 1057,
129.5mg/body/10*,
132mg/body/ 10,
134.5mg/body/ 105,
137mg/body/ 1057,
139.5mg/body/ 105,
142mg/body/ 10,
144 .5mg/body/10*,
147mg/body/ 1057,
149. 5mg/body/ 105,
152mg/body/ 105+,
154.5mg/body/ 105,
157mg/body/ 1057,
159.5mg/body/ 105,
162mg/body/ 10,
164.5mg/body/ 105,
167mg/body/ 1057,
169.5mg/body/ 105,
172mg/body/ 10,
174.5mg/body/ 105,
177mg/body/ 105,
179.5mg/body/ 105,
182mg/body/ 10",

Mg A A A E el ol A,

99.5mg/body/105~,

102.5mg/body/ 105,
105mg/body/ 1057,
107.5mg/body/105*,
110mg/body/ 1057,
112.5mg/body/105*,
115mg/body/ 1057,
117.5mg/body/ 10,
120mg/body/ 1057,
122 .5mg/body/ 10,
125mg/body/ 1057,
127.5mg/body/ 105,
130mg/body/ 1057,
132.5mg/body/ 105,
135mg/body/ 1057,
137.5mg/body/ 105,
140mg/body/ 1057,
142 .5mg/body/105,
145mg/body/ 1057,
147.5mg/body/ 105,
150mg/body/ 1057,
152.5mg/body/ 105,
155mg/body/ 1057,
157.5mg/body/ 105,
160mg/body/ 1057,
162.5mg/body/ 105,
165mg/body/ 1057,
167.5mg/body/ 105,
170mg/body/ 1057,
172.5mg/body/ 105,
175mg/body/ 1057,
177 .5mg/body /105,
180mg/body /105,
182 .5mg/body/ 10,
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52mg/body/105%, 52.5mg/body/10F,
55mg/body /105, 55.5mg/body/105,
58mg/body/105+, 58.5mg/body/105F,
61mg/body/105%, 61.5mg/body/10F,
64mg/body/105%, 64.5mg/body/10F,
67mg/body/105~, 67.5mg/body/105F,
70mg/body/105%, 70.5mg/body/105,
73mg/body/105+, 73.5mg/body/105,
76mg/body/105, 76.5mg/body/105,
79mg/body/105%, 79.5mg/body/105,
82mg/body/105%, 82.5mg/body/10F,
85mg/body/105~, 85.5mg/body/105F,
88mg/body/10, 88.5mg/body/105~,
91mg/body/105%, 91.5mg/body/10F,
94mg/body/105, 94.5mg/body/105F,
97mg/body/105%, 97.5mg/body/105,
100mg/body/ 1057,

103mg/body/ 1057,
105.5mg/body/ 105,
108mg/body/ 1057,
110.5mg/body/ 105,
113mg/body/ 1057,
115.5mg/body/ 107,
118mg/body/ 1057,
120.5mg/body/ 107,
123mg/body/ 1057,
125.5mg/body/ 107,
128mg/body/ 1057,
130.5mg/body/ 10,
133mg/body/ 1057,
135.5mg/body/ 10,
138mg/body/ 1057,
140. 5mg/body/ 105,
143mg/body/ 1057,
145. 5mg/body/ 105,
148mg/body/ 1057,
150. 5mg/body/ 105,
153mg/body/ 1057,
155.5mg/body/ 105,
158mg/body/ 1057,
160. 5mg/body/ 105,
163mg/body/ 1057,
165. 5mg/body/ 105,
168mg/body/ 1057,
170.5mg/body/ 105,
173mg/body/ 1057,
175.5mg/body/ 105,
178mg/body/ 105,
180. 5mg/body /10,
183mg/body/105~,
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, 50mg/body/105, 50.5mg/body/10
53mg/body/105%, 53.5mg/body/10
56mg/body/105=, 56.5mg/body/10
59mg/body/105%, 59.5mg/body/10
62mg/body/10%, 62.5mg/body/10
65mg/body/10%, 65.5mg/body/10
68mg/body/10=, 68.5mg/body/10
71mg/body/10%, 71.5mg/body/10
74mg/body/10%, 74.5mg/body/10
77mg/body/105%, 77.5mg/body/10
80mg/body/105=, 80.5mg/body/10
83mg/body/105=, 83.5mg/body/10
86mg/body/105=, 86.5mg/body/10
89mg/body/10=, 89.5mg/body/10
92mg/body/105%, 92.5mg/body/10
95mg/body/105=, 95.5mg/body/10
98mg/body/105=, 98.5mg/body/10
100. 5mg/body/ 105,

101mg/body/10,
103.5mg/body/ 105,
106mg/body/ 1057,
108.5mg/body/ 10,
111mg/body/ 105,
113.5mg/body/105*,
116mg/body/ 1057,
118.5mg/body/105*,
121mg/body/ 105,
123.5mg/body/105*,
126mg/body/ 1057,
128.5mg/body/ 105,
131mg/body/ 10,
133.5mg/body/ 105,
136mg/body/ 1057,
138.5mg/body/ 105,
141mg/body/ 10,
143.5mg/body/ 105,
146mg/body/ 1057,
148.5mg/body/ 105,
151mg/body/ 10,
153. 5mg/body/ 105,
156mg/body/ 1057,
158. 5mg/body/ 105,
161mg/body/ 10,
163.5mg/body/ 105,
166mg/body/ 1057,
168.5mg/body/ 105,
171mg/body/ 10,
173.5mg/body/ 105,
176mg/body/ 1057,
178.5mg/body /10,
181mg/body/ 10",
183.5mg/body/ 10,



184mg/body/ 105,
186.5mg/body/ 105,
189mg/body/ 105,
191.5mg/body/ 105,
194mg/body /105,
196 . 5mg/body /105,

A, aRe de s
52.
a90.
58.
61.
64.

67

79

= = s

5mg/body /125,
5mg/body /125,
5mg/body/125,
5mg/body /125,
5mg/body/ 125,

.5mg/body/ 125,
70.
73.
76.

5mg/body/ 12,
5mg/body/ 12,
5mg/body/ 12,

.5mg/body/125,
82.
85.
88.
91.
94.

5mg/body /125,
5mg/body /125,
5mg/body /125,
5mg/body /125,
5mg/body /125,

D L A s

97.5mg/body /12

ﬁ

100mg/body/ 125,
102.5mg/body/125,
105mg/body/ 125,
107.5mg/body/ 12,
110mg/body /1257,
112.5mg/body/125,
115mg/body /1257,
117.5mg/body/ 125,
120mg/body /1257,
122.5mg/body/ 125,
125mg/body/ 1257,
127.5mg/body/ 125,
130mg/body /1257,
132.5mg/body/ 125,
135mg/body/ 127,
137.5mg/body/ 125,
140mg/body /1257,
142 .5mg/body/ 125,
145mg/body /1257,
147.5mg/body/ 125,
150mg/body/ 127,
152.5mg/body/ 125,
155mg/body /1257,
157.5mg/body/ 125,
160mg/body /125,
162.5mg/body/ 125,

S550dl 10-2800698

184 .5mg/body/ 105, 185mg/body/10, 185.5mg/body/ 10, 186mg/body/ 105,
187mg/body/ 105, 187.5mg/body /105~ 188mg/body/10, 188.5mg/body/ 105,
189.5mg/body/ 105, 190mg/body /10, 190. 5mg/body /10, 191mg/body/105~,
192mg/body /105, 192.5mg/body/105~, 193mg/body/10, 193.5mg/body/ 105,
194 .5mg/body/ 105, 195mg/body /10, 195.5mg/body /10, 196mg/body /105,
197mg/body /105, 197.5mg/body /105~ 198mg/body/10, 198.5mg/body/ 105,
199mg/body/105+, 199.5mg/body/105+, 200mg/body/10F Seolol% HrTh. F-2, M A A AA el o]
50mg/body/125*, 50.5mg/body/125, 5lmg/body/125*, 51.5mg/body/125*, 52mg/body/12
53mg/body/125*, 53.5mg/body/125, 54mg/body/125~, 54.5mg/body/125, 55mg/body/12
56mg/body/125, 56.5mg/body/125, 57mg/body/125, 57.5mg/body/125~, 58mg/body/12
59mg/body/125, 59.5mg/body/12, 60mg/body/125, 60.5mg/body/125~, 61mg/body/12
62mg/body/125, 62.5mg/body/127, 63mg/body/125, 63.5mg/body/125, 64mg/body/12
65mg/body/ 125, 65.5mg/body/125, 66mg/body/125, 66.5mg/body/125~, 67mg/body/12
68mg/body/125, 68.5mg/body/12, 69mg/body/125, 69.5mg/body/125~, 70mg/body/12
71mg/body/125>, 71.5mg/body/125, 72mg/body/125, 72.5mg/body/125+, 73mg/body/12
74mg/body/125, 74.5mg/body/127F, 7bmg/body/125, 75.5mg/body/125, 76mg/body/12
77mg/body/125, 77.5mg/body/125, 78mg/body/125%, 78.5mg/body/125~, 79mg/body/12
80mg/body/125=, 80.5mg/body/125, 8lmg/body/125~, 81.5mg/body/125, 82mg/body/12
83mg/body/125*, 83.5mg/body/125, 84mg/body/125~, 84.5mg/body/125*, 85mg/body/12
86mg/body/12, 86.5mg/body/125, 87mg/body/125, 87.5mg/body/125~, 88mg/body/12
89mg/body/12, 89.5mg/body/12, 90mg/body/125, 90.5mg/body/125, 91mg/body/12
92mg/body/125, 92.5mg/body/127F, 93mg/body/125, 93.5mg/body/125, 94mg/body/12
95mg/body/125, 95.5mg/body/12, 96mg/body/125*, 96.5mg/body/125~, 97mg/body/12
-, 98mg/body /125, 98.5mg/body/ 127, 99mg/body/125, 99.5mg/body/ 127,
100.5mg/body/ 125, 101mg/body/125, 101.5mg/body/ 127, 102mg/body /125,
103mg/body/ 125, 103.5mg/body/ 125, 104mg/body /125, 104.5mg/body/ 125,
105.5mg/body/ 125, 106mg/body /125, 106. 5mg/body/ 1257, 107mg/body /125,
108mg/body/125, 108.5mg/body/ 125, 109mg/body /125, 109.5mg/body /125,
110.5mg/body/125, 111mg/body/125*, 111.5mg/body/125, 112mg/body/125*,
113mg/body/ 125, 113.5mg/body/ 125, 114mg/body /125, 114.5mg/body/ 125,
115.5mg/body/125, 116mg/body/125*, 116.5mg/body /125, 117mg/body /125,
118mg/body/ 125, 118.5mg/body/ 125, 119mg/body /125, 119.5mg/body/ 125,
120.5mg/body /125, 121mg/body /125, 121.5mg/body/125, 122mg/body /125,
123mg/body/ 125, 123.5mg/body/ 125, 124mg/body /125, 124.5mg/body/ 125,
125.5mg/body/125, 126mg/body/125, 126.5mg/body/ 125, 127mg/body /125,
128mg/body/ 125, 128.5mg/body/ 125, 129mg/body /125, 129.5mg/body/ 125,
130.5mg/body/125, 131mg/body/12, 131.5mg/body /125, 132mg/body /125,
133mg/body/ 125, 133.5mg/body/ 125, 134mg/body/125, 134.5mg/body/ 125,
135.5mg/body/ 125, 136mg/body/125, 136.5mg/body/ 125, 137mg/body /125,
138mg/body/ 125, 138.5mg/body/ 125, 139mg/body /125, 139.5mg/body/ 125,
140. 5mg/body /125, 141mg/body /125, 141.5mg/body/125, 142mg/body /125,
143mg/body/ 125, 143.5mg/body/ 125, 144mg/body /125, 144 .5mg/body/ 125,
145.5mg/body /125, 146mg/body /125, 146. 5mg/body/ 125, 147mg/body /125,
148mg/body/ 125, 148.5mg/body/ 125, 149mg/body /125, 149.5mg/body/ 125,
150. 5mg/body /125, 151mg/body/125, 151.5mg/body /125, 152mg/body /125,
153mg/body/ 125, 153.5mg/body/ 125, 154mg/body /125, 154.5mg/body/ 125,
155.5mg/body /125, 156mg/body /125, 156. 5mg/body/ 125, 157mg/body /125,
158mg/body/ 125, 158.5mg/body/ 125, 159mg/body /125, 159. 5mg/body/ 125,
160.5mg/body/ 125, 161mg/body/ 125+, 161.5mg/body/125~, 162mg/body/ 12,
163mg/body/125, 163.5mg/body/ 125, 164mg/body/125, 164 .5mg/body/ 125,
165.5mg/body /125, 166mg/body/ 12+, 166.5mg/body /125~ 167mg/body/ 12+,

165mg/body/12,
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167.5mg/body/ 125, 168mg/body /125, 168.5mg/body/ 125, 169mg/body /125, 169.5mg/body/ 125,
170mg/body /125, 170.5mg/body /125, 171mg/body/125, 171.5mg/body /127, 172mg/body /125,
172 .5mg/body /125, 173mg/body /125, 173.5mg/body /125, 174mg/body /125, 174 .5mg/body /125,
175mg/body /125, 175.5mg/body /125, 176mg/body/ 125, 176.5mg/body /125, 177mg/body/ 125,
177 .5mg/body/ 125, 178mg/body /125, 178.5mg/body/ 125, 179mg/body /125, 179.5mg/body /125,
180mg/body /125, 180.5mg/body /125, 181mg/body/125, 181.5mg/body/ 125, 182mg/body /125,
182.5mg/body/ 125, 183mg/body /125, 183.5mg/body /125, 184mg/body/125, 184 .5mg/body/ 125,
185mg/body /125, 185.5mg/body/ 125, 186mg/body /125, 186.5mg/body/125, 187mg/body /125,
187.5mg/body/ 125, 188mg/body /125, 188.5mg/body/ 125, 189mg/body /125, 189.5mg/body/ 125,
190mg/body /125, 190.5mg/body/ 125, 191mg/body/125, 191.5mg/body/ 127, 192mg/body /125,
192.5mg/body/ 125, 193mg/body /125, 193.5mg/body /125, 194mg/body/125, 194 . 5mg/body/ 125,
195mg/body /125, 195.5mg/body/ 125, 196mg/body /125, 196.5mg/body/ 125, 197mg/body /125,
197.5mg/body /125, 198mg/body /125, 198.5mg/body/ 125, 199mg/body /125, 199.5mg/body/ 125,

200mg/body/125F Solo]= FHt}.

H A el o AA ] glolA, 25mg~100mg/body/45F, 50mg~100mg/body/45F BEE= 50mg~75mg/body/45F o]
2N ko 1ol A, 10mg~50mg/body/25 TEE 20mg~40mg/body/2F] = H T},
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2 of HAS, E JIAC AejAe IL-31 UEFAYZES Fo A (4
o, el talA T%F Hg U Fo] (FASE g FoEE Ao V=T
of lojAe] IL-31 tefIUAES], A9 o] 7h4 gl 42A9o &

ol FHA SR qHE Fojo] EjYFo R A=, 0.01mg~ 10mg/kg/25 ~8F IR qE F9,
0.01mg~10mg/kg/25, 0.0lmg~10mg/kg/45=, 0.0lmg~10mg/kg/65, W= 0.0lmg~10mg/kg/8Fo%= =},
£2, 0.lmg~3mg/kg/25~85Q ZHeol xRt} uldAsta, IR AE E9, 0.lmg~3mg/kg/2F, 0.lmg~
3mg/kg/4F, 0.1mg~3mg/kg/65, Tx 0.1lmg~3mg/kg/8Fo= . Z&, AdHEA 0.2mg~2mg/kg/25F ~8F
1 Aol Bt} vtgAstn, 2AL o4& £, 0.2mg~2mg/kg/25, 0.2mg~2mg/kg/45F, 0.2mg~2mg/kg/65, &
0.2mg~2mg/kg/8F = k. =&, A2 0.5mg~1.5mg/kg/45 ~85 Aol 9 &F wpaAsta, 13
dE £, 0.5mg~1.5mg/kg/45, 0.5mg~1.5mg/kg/65F, =X 0.5mg~1.5mg/kg/8F %= Fr},

gk Al A AAEG QlojA, A A& 5o, 0.1mg/kg/45, 0.1lmg/kg/45, 0.12mg/kg/45,
0.125mg/kg/4, 0.13mg/kg/45=, 0.14mg/kg/45, 0.15mg/kg/45=, 0.16mg/kg/45, 0.17mg/kg/45=, 0.18mg/kg/4
=,  0.19mg/kg/45=, 0.2mg/kg/4F, 0.21mg/kg/4, 0.22mg/kg/4==, 0.23mg/kg/4, 0.24mg/kg/45=,
0.25mg/kg/4F, 0.26mg/kg/4F, 0.27mg/kg/4, 0.28mg/kg/4-F, 0.29mg/kg/4, 0.3mg/kg/45,
0.31mg/kg/4, 0.32mg/kg/4==, 0.33mg/kg/45=, 0.34mg/kg/45, 0.3bmg/kg/45=, 0.36mg/kg/45, 0.37mg/kg/4
=,  0.38mg/kg/45, 0.39mg/kg/45=, 0.4mg/kg/4=, 0.41mg/kg/4==, 0.42mg/kg/4=, 0.43mg/kg/45,
0.44mg/kg/4F, 0.45mg/kg/4F, 0.46mg/kg/4F, 0.47mg/kg/4F, 0.48mg/kg/4, 0.49mg/kg/4F,
0.5mg/kg/45, 0.51mg/kg/4F, 0.52mg/kg/4, 0.53mg/kg/4F, 0.54mg/kg/4, 0.55mg/kg/4F,
0.56mg/kg/4F, 0.57mg/kg/4F, 0.58mg/kg/4, 0.59mg/kg/4F, 0.6mg/kg/4, 0.61mg/kg/4F,
0.62mg/kg/4, 0.63mg/kg/4==, 0.64mg/kg/4=, 0.65mg/kg/45, 0.66mg/kg/45=, 0.67mg/kg/45, 0.63mg/kg/4
=,  0.69mg/kg/45=, 0.7mg/kg/4F, 0.71mg/kg/4=, 0.72mg/kg/4==, 0.73mg/kg/4=, 0.74mg/kg/45=,
0.75mg/kg/4F, 0.76mg/kg/4F, 0.77mg/kg/4, 0.78mg/kg/4-F, 0.79mg/kg/4, 0.8mg/kg/45,
0.81mg/kg/45, 0.82mg/kg/45, 0.83mg/kg/47, 0.84mg/kg/45, 0.85mg/kg/45, 0.86mg/kg/47, 0.87mg/kg/4
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T, 0.88mg/kg/45>, 0.89mg/kg/45=, 0.9mg/kg/45=, 0.91mg/kg/45, 0.92mg/kg/4, 0.93mg/kg/4,
0.94mg/kg/45=, 0.95mg/kg/45, 0.96mg/kg/4, 0.97mg/kg/4, 0.98mg/kg/45, 0.99mg/kg/45, Img/kg/47-,
1.01mg/kg/45, 1.02mg/kg/45, 1.03mg/kg/45, 1.04mg/kg/4, 1.05mg/kg/4=, 1.06mg/kg/4<F, 1.07mg/kg/4
=, 1.08mg/kg/45=, 1.09mg/kg/45=, 1.1lmg/kg/45, 1.1lmg/kg/4, 1.12mg/kg/4<, 1.13mg/kg/4-,
1.14mg/kg/45, 1.15mg/kg/45, 1.16mg/kg/45, 1.17mg/kg/45, 1.18mg/kg/4, 1.19mg/kg/45,
1.2mg/kg/45, 1.21mg/kg/45~, 1.22mg/kg/45~, 1.23mg/kg/45, 1.24mg/kg/45~, 1.25mg/kg/45~,
1.26mg/kg/47, 1.27mg/kg/45, 1.28mg/kg/4, 1.29mg/kg/45, 1.3mg/kg/47, 1.31mg/kg/45~,
1.32mg/kg/4=, 1.33mg/kg/4, 1.34mg/kg/4, 1.35mg/kg/4, 1.36mg/kg/45, 1.37mg/kg/45, 1.38mg/kg/4
=, 1.39mg/kg/45, 1.4mg/kg/45, 1.41mg/kg/45, 1.42mg/kg/4, 1.43mg/kg/4F, 1.44mg/kg/4,
1.45mg/kg/45, 1.46mg/kg/47, 1.47mg/kg/47, 1.48mg/kg/45, 1.49mg/kg/4, 1.5mg/kg/45,
1.51mg/kg/45, 1.52mg/kg/45, 1.53mg/kg/45, 1.54mg/kg/4, 1.55mg/kg/4=+, 1.56mg/kg/4=F, 1.57mg/kg/4
=, 1.58mg/kg/45, 1.59mg/kg/45=, 1.6mg/kg/4=, 1.61mg/kg/4==, 1.62mg/kg/45, 1.63mg/kg/45,
1.64mg/kg/45, 1.65mg/kg/45, 1.66mg/kg/45, 1.67mg/kg/45, 1.68mg/kg/4F, 1.69mg/kg/45,
1.7mg/kg/45, 1.71mg/kg/45~, 1.72mg/kg/45~, 1.73mg/kg/45, 1.74mg/kg/45~, 1.75mg/kg/45,
1.76mg/kg/45, 1.77mg/kg/45, 1.78mg/kg/47, 1.79mg/kg/45, 1.8mg/kg/47, 1.81mg/kg/45~,
1.82mg/kg/4<, 1.83mg/kg/4, 1.84mg/kg/4, 1.85mg/kg/4, 1.86mg/kg/45, 1.87mg/kg/45, 1.88mg/kg/4
T,  1.89mg/kg/45, 1.9mg/kg/4, 1.91mg/kg/4=, 1.92mg/kg/4==, 1.93mg/kg/45, 1.94mg/kg/45=,
1.95mg/kg/45~, 1.96mg/kg/4, 1.97mg/kg/45=, 1.98mg/kg/45~, 1.99mg/kg/45-, 2mg/kg/45+, 2.0lmg/kg/4,
2.02mg/kg/45=, 2.03mg/kg/45, 2.04mg/kg/45+, 2.05mg/kg/45=, 2.06mg/kg/4=, 2.07mg/kg/47, 2.08mg/kg/4
T, 2.09mg/kg/45, 2.1lmg/kg/4F, 2.11lmg/kg/4=F, 2.12mg/kg/4==, 2.13mg/kg/45, 2.14mg/kg/45,
2.15mg/kg/45~, 2.16mg/kg/45~, 2.17mg/kg/ 47, 2.18mg/kg/45~, 2.19mg/kg/ 47, 2.2mg/kg/ 47,
2.21mg/kg/4F, 2.22mg/kg/4=F, 2.23mg/kg/45, 2.24mg/kg/45, 2.2b5mg/kg/45, 2.26mg/kg/45+, 2.27mg/kg/4
T, 2.28mg/kg/45,  2.29mg/kg/45+, 2.3mg/kg/4=F,  2.31mg/kg/4, 2.32mg/kg/4F,  2.33mg/kg/45,
2.34mg/kg/4F, 2.35mg/kg/4F, 2.36mg/kg/4F, 2.37mg/kg/4F, 2.38mg/kg/4F, 2.39mg/kg/4F,
2.4mg/kg/47, 2.41mg/kg/ 47, 2.42mg/kg/45~, 2.43mg/kg/47~, 2.44mg/kg/45~, 2.45mg/kg/ 47,
2.46mg/kg/47~, 2.47mg/kg/45~, 2.48mg/kg/ 47, 2.49mg/kg/47~, 2.5mg/kg/47+, 2.51mg/kg/ 47,
2.52mg/kg/45=, 2.53mg/kg/45, 2.54mg/kg/45+, 2.55mg/kg/45+, 2.56mg/kg/4+, 2.57mg/kg/47+, 2.58mg/kg/4
T, 2.59mg/kg/45, 2.6mg/kg/4F, 2.61lmg/kg/4,  2.62mg/kg/4,  2.63mg/kg/4,  2.64mg/kg/45E,
2.65mg/kg/ 47, 2.66mg/kg/ 47, 2.67mg/kg/45~, 2.68mg/kg/ 47, 2.69mg/kg/45~, 2.7mg/kg/ 47,
2.71mg/kg/4=, 2.72mg/kg/4==, 2.73mg/kg/45, 2.74mg/kg/45, 2.75mg/kg/45, 2.76mg/kg/45, 2.77mg/kg/4
T, 2.78mg/kg/45, 2.79mg/kg/45+, 2.8mg/kg/4,  2.81mg/kg/4E, 2.82mg/kg/4,  2.83mg/kg/45E,
2.84mg/kg/4F, 2.85mg/kg/4F, 2.86mg/kg/4F, 2.87mg/kg/4F, 2.88mg/kg/4, 2.89mg/kg/4F,
2.9mg/kg/45, 2.91mg/kg/4F, 2.92mg/kg/4, 2.93mg/kg/4F, 2.94mg/kg/4, 2.95mg/kg/4F,
2.96mg/ke/4, 2.97mg/kg/45, 2.98mg/kg/4F, 2.99mg/kg/4F, 3mg/kg/4F solojke ®Hrk. 2, Mg AL
A AAEg] oM, AL dE S, 0.1mg/ke/65, 0.1lmg/kg/65, 0.12mg/kg/65, 0.125mg/kg/65,
0.13mg/kg/6-, 0.14mg/kg/6<=, 0.15mg/kg/65=, 0.16mg/kg/65, 0.17mg/kg/65, 0.18mg/kg/65, 0.19mg/kg/6
=,  0.2mg/kg/6F, 0.21mg/kg/6F, 0.22mg/kg/6-, 0.23mg/kg/6<=, 0.24mg/kg/6, 0.25mg/kg/65,
0.26mg/kg/6F, 0.27mg/kg/6F, 0.28mg/kg/6F, 0.29mg/kg/6F, 0.3mg/kg/6, 0.31mg/kg/6F,
0.32mg/kg/6<, 0.33mg/kg/6<=, 0.34mg/kg/65=, 0.3bmg/kg/65, 0.36mg/kg/65, 0.37mg/kg/65, 0.38mg/kg/6
Z,  0.39mg/kg/65, 0.4mg/kg/6F, 0.41mg/kg/6-, 0.42mg/kg/6<=, 0.43mg/kg/6, 0.44mg/kg/65,
0.45mg/kg/6F, 0.46mg/kg/6, 0.47mg/kg/6F, 0.48mg/kg/6F, 0.49mg/kg/6F, 0.5mg/kg/65,
0.51mg/kg/6<, 0.52mg/kg/6<=, 0.53mg/kg/65, 0.54mg/kg/65, 0.5b0mg/kg/65, 0.56mg/kg/65, 0.57mg/kg/6
=, 0.58mg/kg/65, 0.59mg/kg/65=, 0.6mg/kg/6-F, 0.61lmg/kg/6=, 0.62mg/kg/6, 0.63mg/kg/65,
0.64mg/kg/6F, 0.65mg/kg/6F, 0.66mg/kg/6F, 0.67mg/kg/6F, 0.68mg/kg/65, 0.69mg/kg/65~,
0.7mg/kg/6, 0.71mg/kg/6F, 0.72mg/kg/6, 0.73mg/kg/6F, 0.74mg/kg/6F, 0.75mg/kg/6F,
0.76mg/kg/65, 0.77mg/kg/65=, 0.78mg/kg/6F, 0.79mg/kg/6F, 0.8mg/kg/6, 0.81mg/kg/6F,
0.82mg/kg/6-, 0.83mg/kg/6<, 0.84mg/kg/65=, 0.85mg/kg/65, 0.86mg/kg/65, 0.87mg/kg/65, 0.83mg/kg/6
Z,  0.89mg/kg/65, 0.9mg/kg/6F, 0.91mg/kg/6-F, 0.92mg/kg/6<=, 0.93mg/kg/6, 0.94mg/kg/65,
0.95mg/kg/65=, 0.96mg/kg/65, 0.97mg/kg/65, 0.98mg/kg/6, 0.99mg/kg/65, lmg/kg/65, 1.01lmg/kg/67,
1.02mg/kg/65, 1.03mg/kg/6-, 1.04mg/kg/65, 1.05mg/kg/65, 1.06mg/kg/6-, 1.07mg/kg/65=, 1.08mg/kg/6
.,  1.09mg/kg/6, 1.1lmg/kg/6F, 1.11lmg/kg/6<F, 1.12mg/kg/65F, 1.13mg/kg/65, 1.1l4mg/kg/65,
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1.15mg/kg/67, 1.16mg/kg/67, 1.17mg/kg/6, 1.18mg/kg/67, 1.19mg/kg/6, 1.2mg/kg/65,
1.21mg/kg/65, 1.22mg/kg/6, 1.23mg/kg/6, 1.24mg/kg/6, 1.25mg/kg/65, 1.26mg/kg/65, 1.27mg/kg/6
T,  1.28mg/kg/65, 1.29mg/kg/65=, 1.3mg/kg/65=, 1.31mg/kg/65, 1.32mg/kg/65, 1.33mg/kg/67,
1.34mg/kg/65~, 1.35mg/kg/65-, 1.36mg/kg/65-, 1.37mg/kg/65~, 1.38mg/kg/65, 1.39mg/kg/65-,
1.4mg/kg/65, 1.41mg/kg/65, 1.42mg/kg/6, 1.43mg/kg/67, 1.44mg/kg/6, 1.45mg/kg/67,
1.46mg/kg/67, 1.47mg/kg/67, 1.48mg/kg/6, 1.49mg/kg/67, 1.5mg/kg/6, 1.51mg/kg/67,
1.52mg/kg/6<, 1.53mg/kg/6, 1.54mg/kg/6, 1.55mg/kg/65, 1.56mg/kg/65, 1.57mg/kg/65, 1.58mg/kg/6
T, 1.59mg/kg/65=, 1.6mg/kg/65=, 1.61lmg/kg/65, 1.62mg/kg/65, 1.63mg/kg/6, 1.64mg/kg/6,
1.65mg/kg/67, 1.66mg/kg/67, 1.67mg/kg/6, 1.68mg/kg/67, 1.69mg/kg/6, 1.7mg/kg/65,
1.71mg/kg/65, 1.72mg/kg/6, 1.73mg/kg/6, 1.74mg/kg/6, 1.75mg/kg/65, 1.76mg/kg/65, 1.77mg/kg/6
T, 1.78mg/kg/67, 1.79mg/kg/65>, 1.8mg/kg/65=, 1.81mg/kg/65=, 1.82mg/kg/65, 1.83mg/kg/67,
1.84mg/kg/6-, 1.85mg/kg/6-, 1.86mg/kg/65-, 1.87mg/kg/67-, 1.88mg/kg/65, 1.89mg/kg/65-,
1.9mg/kg/65, 1.91mg/kg/67, 1.92mg/kg/6, 1.93mg/kg/67, 1.94mg/kg/6, 1.95mg/kg/67,
1.96mg/kg/6, 1.97mg/kg/6, 1.98mg/kg/65, 1.99mg/kg/65, 2mg/kg/65, 2.01lmg/kg/65+, 2.02mg/kg/6~,
2.03mg/kg/65, 2.04mg/kg/65, 2.05mg/kg/65, 2.06mg/kg/65, 2.07mg/kg/65, 2.08mg/kg/6, 2.09mg/kg/6
T,  2.1mg/kg/67, 2.1lmg/kg/67, 2.12mg/kg/6, 2.13mg/kg/6, 2.14mg/kg/6<, 2.15mg/kg/67,
2.16mg/kg/6~, 2.17mg/kg/65~, 2.18mg/kg/6, 2.19mg/kg/6~, 2.2mg/kg/6, 2.21mg/kg/6,
2.22mg/kg/6, 2.23mg/kg/6, 2.24mg/kg/65, 2.25mg/kg/65, 2.26mg/kg/65, 2.27mg/kg/65, 2.28mg/kg/6
T,  2.29mg/kg/67, 2.3mg/kg/67, 2.31mg/kg/67T, 2.32mg/kg/6, 2.33mg/kg/6, 2.34mg/kg/67,
2.35mg/kg/65~, 2.36mg/kg/65~, 2.37mg/kg/6, 2.38mg/kg/65~, 2.39mg/kg/6, 2.4mg/kg/67,
2.41mg/kg/65, 2.42mg/kg/65, 2.43mg/kg/65, 2.44mg/kg/65, 2.45mg/kg/67, 2.46mg/kg/6, 2.47mg/kg/6
T,  2.48mg/kg/67, 2.49mg/kg/65>, 2.5mg/kg/65=, 2.5lmg/kg/65, 2.52mg/kg/67, 2.53mg/kg/67,
2.54mg/kg/65, 2.55mg/kg/65, 2.56mg/kg/65~, 2.57mg/kg/65~, 2.58mg/kg/65, 2.59mg/kg/65=,
2.6mg/kg/67, 2.61mg/kg/65~, 2.62mg/kg/6, 2.63mg/kg/65~, 2.64mg/kg/67, 2.65mg/kg/65~,
2.66mg/kg/65~, 2.67mg/kg/65~, 2.68mg/kg/67, 2.69mg/kg/65~, 2.7mg/kg/67, 2.71mg/kg/65~,
2.72mg/kg/65, 2.73mg/kg/65, 2.74mg/kg/65, 2.75mg/kg/65, 2.76mg/kg/67, 2.77mg/kg/67, 2.78mg/kg/6
T, 2.79mg/kg/67, 2.8mg/kg/67, 2.81mg/kg/67T, 2.82mg/kg/6, 2.83mg/kg/6, 2.84mg/kg/67,
2.85mg/kg/6, 2.86mg/kg/6, 2.87mg/kg/65~, 2.88mg/kg/6, 2.89mg/kg/65~, 2.9mg/kg/6,
2.91mg/kg/6F, 2.92mg/kg/6<, 2.93mg/kg/65, 2.94mg/kg/65, 2.95mg/kg/65, 2.96mg/kg/65, 2.97mg/kg/6
T, 2.98mg/kg/65, 2.99mg/kg/65, 3mg/kg/6F Tolol®E ®HTh. F2, H[EHA] A AAJES oA,
AL dE 59, 0.1mg/kg/8F, 0.11mg/kg/85, 0.12mg/kg/85, 0.125mg/kg/8, 0.13mg/kg/8*, 0.14mg/kg/8
=, 0.15mg/kg/85F, 0.16mg/kg/85F, 0.17mg/kg/85F, 0.18mg/kg/8F, 0.19mg/kg/8F, 0.2mg/kg/85,
0.21mg/kg/8F, 0.22mg/kg/8, 0.23mg/kg/8, 0.24mg/kg/8, 0.25mg/kg/85, 0.26mg/kg/85, 0.27mg/kg/8
T,  0.28mg/kg/85F, 0.29mg/kg/85, 0.3mg/kg/8F, 0.31mg/kg/8F, 0.32mg/kg/8F, 0.33mg/kg/85,
0.34mg/kg/8F, 0.35mg/kg/8F, 0.36mg/kg/8F, 0.37mg/kg/8F, 0.38mg/kg/85, 0.39mg/kg/85,
0.4mg/kg/85, 0.41mg/kg/8F, 0.42mg/kg/8F, 0.43mg/kg/8F, 0.44mg/kg/8F, 0.45mg/kg/8F,
0.46mg/kg/8F, 0.47mg/kg/8F, 0.48mg/kg/8F, 0.49mg/kg/8F, 0.5mg/kg/8F, 0.51mg/kg/8F,
0.52mg/kg/8, 0.53mg/kg/8, 0.54mg/kg/8, 0.55mg/kg/8, 0.56mg/kg/8F, 0.57mg/kg/85, 0.58mg/kg/8
Z, 0.59mg/kg/85F, 0.6mg/kg/8F, 0.61lmg/kg/8F, 0.62mg/kg/8, 0.63mg/kg/8F, 0.64mg/kg/85,
0.65mg/kg/8F, 0.66mg/kg/8F, 0.67mg/kg/8F, 0.68mg/kg/8F, 0.69mg/kg/8F, 0.7mg/kg/85,
0.71mg/kg/8F, 0.72mg/kg/8, 0.73mg/kg/8, 0.74mg/kg/8, 0.7b5mg/kg/85, 0.76mg/kg/85F, 0.77mg/kg/8
Z,  0.78mg/kg/85F, 0.79mg/kg/85F, 0.8mg/kg/8F, 0.81mg/kg/8F, 0.82mg/kg/8F, 0.83mg/kg/85,
0.84mg/kg/8F, 0.85mg/kg/8F, 0.86mg/kg/8F, 0.87mg/kg/8F, 0.88mg/kg/85, 0.89mg/kg/85,
0.9mg/kg/85, 0.91mg/kg/8F, 0.92mg/kg/87F, 0.93mg/kg/8F, 0.94mg/kg/87F, 0.95mg/kg/8F,
0.96mg/kg/8F, 0.97mg/kg/8F, 0.98mg/kg/8F, 0.99mg/kg/8F, 1mg/kg/8F, 1.01lmg/kg/8F, 1.02mg/kg/8F,
1.03mg/kg/85, 1.04mg/kg/85, 1.05mg/kg/8F, 1.06mg/kg/8F, 1.07mg/kg/8F, 1.08mg/kg/8F, 1.09mg/kg/8
F, 1.1mg/kg/8F, 1.1lmg/kg/8F, 1.12mg/kg/8F, 1.13mg/kg/8, 1.l4mg/kg/8, 1.1b5mg/kg/85,
1.16mg/kg/85, 1.17mg/kg/85, 1.18mg/kg/8F, 1.19mg/kg/85, 1.2mg/kg/8F, 1.21mg/kg/85,
1.22mg/kg/87, 1.23mg/kg/8, 1.24mg/kg/8, 1.25mg/kg/8F, 1.26mg/kg/35, 1.27mg/kg/85, 1.28mg/kg/8
., 1.29mg/kg/85, 1.3mg/kg/8F, 1.31mg/kg/8F, 1.32mg/kg/8F, 1.33mg/kg/8F, 1.34mg/kg/85,
1.35mg/kg/8F~, 1.36mg/kg/85~, 1.37mg/kg/85, 1.38mg/kg/85~, 1.39mg/kg/85, 1.4mg/kg/8-,
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1.41mg/kg/8, 1.42mg/kg/8F, 1.43mg/kg/87, 1.44mg/kg/8F, 1.45mg/kg/8F, 1.46mg/kg/38F, 1.47mg/kg/8
T, 1.48mg/kg/85, 1.49mg/kg/85=, 1.5mg/kg/85, 1.5lmg/kg/85, 1.52mg/kg/8, 1.53mg/kg/8,
1.54mg/kg/8, 1.55mg/kg/8, 1.56mg/kg/8, 1.57mg/kg/8, 1.58mg/kg/85, 1.59mg/kg/8,
1.6mg/kg/87, 1.61mg/kg/8, 1.62mg/kg/8, 1.63mg/kg/8, 1.64mg/kg/8, 1.65mg/kg/8,
1.66mg/kg/8, 1.67mg/kg/8, 1.68mg/kg/8, 1.69mg/kg/8, 1.7mg/kg/8, 1.71mg/kg/87",
1.72mg/kg/8, 1.73mg/kg/8F, 1.74mg/kg/87, 1.75mg/kg/8F, 1.76mg/kg/8F, 1.77mg/kg/38F, 1.78mg/kg/8
T,  1.79mg/kg/85, 1.8mg/kg/85, 1.81mg/kg/85, 1.82mg/kg/85+, 1.83mg/kg/8F, 1.84mg/kg/8,
1.85mg/kg/8, 1.86mg/kg/8, 1.87mg/kg/8, 1.88mg/kg/8, 1.89mg/kg/8, 1.9mg/kg/85,
1.91mg/kg/8, 1.92mg/kg/8, 1.93mg/kg/87, 1.94mg/kg/8F, 1.95mg/kg/8F, 1.96mg/kg/8F, 1.97mg/kg/8
=, 1.98mg/kg/87, 1.99mg/kg/8, 2mg/kg/85, 2.01lmg/kg/85, 2.02mg/kg/87, 2.03mg/kg/8, 2.04mg/kg/8
T,  2.05mg/kg/87, 2.06mg/kg/8F>, 2.07mg/kg/8F, 2.08mg/kg/85, 2.09mg/kg/87, 2.1mg/kg/8,
2.11mg/kg/85, 2.12mg/kg/8F, 2.13mg/kg/85, 2.14mg/kg/85, 2.15mg/kg/8, 2.16mg/kg/87, 2.17mg/kg/8
T,  2.18mg/kg/87F, 2.19mg/kg/8F, 2.2mg/kg/8F, 2.21mg/kg/8F, 2.22mg/kg/8F, 2.23mg/kg/87,
2.24mg/kg/85, 2.25mg/kg/8F, 2.26mg/kg/8F, 2.27mg/kg/8F, 2.28mg/kg/8F, 2.29mg/kg/8F,
2.3mg/kg/8, 2.31mg/kg/85, 2.32mg/kg/8, 2.33mg/kg/85, 2.34mg/kg/87, 2.35mg/kg/85,
2.36mg/kg/85, 2.37mg/kg/85, 2.38mg/kg/8, 2.39mg/kg/85, 2.4mg/kg/8, 2.41mg/kg/85,
2.42mg/kg/8F, 2.43mg/kg/8, 2.44mg/kg/8, 2.45mg/kg/8, 2.46mg/kg/8F, 2.47mg/kg/85F, 2.48mg/kg/8
T, 2.49mg/kg/85, 2.5mg/kg/8F*, 2.5lmg/kg/8F, 2.52mg/kg/85F, 2.53mg/kg/8F,  2.54mg/kg/8,
2.55mg/kg/85, 2.56mg/kg/85, 2.57mg/kg/8, 2.58mg/kg/85, 2.59mg/kg/8, 2.6mg/kg/8,
2.61mg/kg/85, 2.62mg/kg/8F, 2.63mg/kg/85, 2.64mg/kg/87, 2.65mg/kg/8, 2.66mg/kg/87, 2.67mg/kg/8
T, 2.68mg/kg/87F, 2.69mg/kg/8F, 2.7mg/kg/8F, 2.7lmg/kg/87F, 2.72mg/kg/8F, 2.73mg/kg/8F,
2.74mg/kg/85, 2.75mg/kg/85, 2.76mg/kg/85, 2.7Tmg/kg/85, 2.78mg/kg/87, 2.79mg/kg/85,
2.8mg/kg/8, 2.81mg/kg/85, 2.82mg/kg/87, 2.83mg/kg/85, 2.84mg/kg/87, 2.85mg/kg/85,
2.86mg/kg/87, 2.87mg/kg/87~, 2.88mg/kg/87, 2.89mg/kg/85, 2.9mg/kg/8, 2.91mg/kg/85,
2.92mg/kg/85, 2.93mg/kg/85, 2.94mg/kg/87, 2.95mg/kg/85, 2.96mg/kg/85, 2.97mg/kg/8, 2.98mg/kg/8
T, 2.99mg/kg/85, 3mg/kg/8F Tololm Hth. 52, HAAA A HAAEH L] oA, R «F B9,
0.1mg/kg/105=, 0.11lmg/kg/105~, 0.12mg/kg/105, 0.125mg/kg/105, 0.13mg/kg/10, 0.14mg/kg/105~,
0.15mg/kg/105=, 0.16mg/kg/105=, 0.17mg/kg/105=, 0.18mg/kg/105=, 0.19mg/kg/105=, 0.2mg/kg/107,
0.21mg/kg/107, 0.22mg/kg/107=, 0.23mg/kg/105=, 0.24mg/kg/105=, 0.25mg/kg/105=, 0.26mg/kg/107,
0.27mg/kg/107=, 0.28mg/kg/107=, 0.29mg/kg/105=, 0.3mg/kg/105=, 0.31mg/kg/105=, 0.32mg/kg/10,
0.33mg/kg/107=, 0.34mg/kg/107, 0.3bmg/kg/105=, 0.36mg/kg/105=, 0.37mg/kg/105=, 0.38mg/kg/10,
0.39mg/kg/107=, 0.4mg/kg/105=, 0.41mg/kg/105=, 0.42mg/kg/105=, 0.43mg/kg/105>, 0.44mg/kg/107,
0.45mg/kg/10F=, 0.46mg/kg/107, 0.47mg/kg/105=, 0.48mg/kg/105=, 0.49mg/kg/105>, 0.5mg/kg/10,
0.51mg/kg/105=, 0.52mg/kg/105=, 0.53mg/kg/105=, 0.54mg/kg/105=, 0.55mg/kg/105=, 0.56mg/kg/107,
0.57mg/kg/107=, 0.58mg/kg/107=, 0.59mg/kg/105=, 0.6mg/kg/105=, 0.61mg/kg/105>, 0.62mg/kg/107,
0.63mg/kg/107=, 0.64mg/kg/105, 0.65mg/kg/105=, 0.66mg/kg/105=, 0.67mg/kg/105=, 0.68mg/kg/10,
0.69mg/kg/107=, 0.7mg/kg/105=, 0.71mg/kg/105=, 0.72mg/kg/105=, 0.73mg/kg/105=, 0.74mg/kg/107,
0.75mg/kg/10F=, 0.76mg/kg/107=, 0.77mg/kg/107=, 0.78mg/kg/105=, 0.79mg/kg/105>, 0.8mg/kg/107,
0.81mg/kg/107=, 0.82mg/kg/107, 0.83mg/kg/105=, 0.84mg/kg/105=, 0.85mg/kg/105=, 0.86mg/kg/107,
0.87mg/kg/107F=, 0.88mg/kg/107=, 0.89mg/kg/105=, 0.9mg/kg/105=, 0.91mg/kg/105=, 0.92mg/kg/107,
0.93mg/kg/107F=, 0.94mg/kg/105=, 0.95mg/kg/105=, 0.96mg/kg/105=, 0.97mg/kg/105=, 0.98mg/kg/107,
0.99mg/kg/ 107, 1mg/kg/105~, 1.01mg/kg/10~, 1.02mg/kg/105~, 1.03mg/kg/ 10+, 1.04mg/kg/ 10+,
1.05mg/kg/105=, 1.06mg/kg/105>, 1.07mg/kg/105>, 1.08mg/kg/105>, 1.09mg/kg/10-, 1.1mg/kg/105~,
1.11mg/kg/105=, 1.12mg/kg/105>, 1.13mg/kg/105=, 1.14mg/kg/107-, 1.15mg/kg/105, 1.16mg/kg/10~,
1.17mg/kg/105=, 1.18mg/kg/105=, 1.19mg/kg/105>, 1.2mg/kg/105=, 1.21mg/kg/107, 1.22mg/kg/105~,
1.23mg/kg/105=, 1.24mg/kg/105=, 1.25mg/kg/105=, 1.26mg/kg/10-, 1.27mg/kg/107, 1.28mg/kg/10~,
1.29mg/kg/105=, 1.3mg/kg/105>, 1.31mg/kg/105~, 1.32mg/kg/105, 1.33mg/kg/107, 1.34mg/kg/10,
1.35mg/kg/105=, 1.36mg/kg/105=, 1.37mg/kg/105>, 1.38mg/kg/105=, 1.39mg/kg/10-, 1.4mg/kg/10~,
1.41mg/kg/105=, 1.42mg/kg/105>, 1.43mg/kg/105=, 1.44mg/kg/10-, 1.45mg/kg/107, 1.46mg/kg/10,
1.47mg/kg/105=, 1.48mg/kg/105=, 1.49mg/kg/105>, 1.5mg/kg/105=, 1.51mg/kg/107, 1.52mg/kg/10~,
1.53mg/kg/105=, 1.54mg/kg/105>, 1.55mg/kg/105=, 1.56mg/kg/107-, 1.57mg/kg/107, 1.58mg/kg/10~,
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1.63mg/kg/105=, 1.64mg/kg/105,
1.69mg/kg/105=, 1.7mg/kg/10F,

.65mg/kg/105~,
.71mg/kg/105,
.77mg/kg/105~,
.83mg/kg/105~,
.89mg/kg/105,
.95mg/kg/105~,

1.66mg/kg/105,
1.72mg/kg/ 105,
1.78mg/kg/105,
1.84mg/kg/105,
1.9mg/kg/105,

1.96mg/kg/105=,

1.67mg/kg/105~,
1.73mg/kg/ 105,
1.79mg/kg/ 105,
1.85mg/kg/105,
1.91mg/kg/ 105,
1.97mg/kg/105

1.68mg/kg/105~,
1.74mg/kg/ 105,
1.8mg/kg/105,
1.86mg/kg/105,
1.92mg/kg/105,
1.98mg/kg/105=,

1.75mg/kg/105~,
1.81mg/kg/105=,
1.87mg/kg/105,
1.93mg/kg/105=,

76mg/kg/ 105,
82mg/kg/ 105,
88mg/kg/ 105,

1.
1.
1.
1.94mg/kg/ 105,

1.99mg/kg/105=,  2mg/kg/105,

.01mg/kg/105~,
.07mg/kg/105~,
.13mg/kg/105,
.19mg/kg/105,
.25mg/kg/105~,

2.02mg/kg/105,
08mg/kg/105+,
14mg/kg/105,
2mg/kg/105,

26mg/kg/105+,

2.03mg/kg/105,
2.09mg/kg/10,
2.15mg/kg/105,

2.21mg/kg/105,
2.27mg/kg/105,

2.04mg/kg/105,
2.1mg/kg/10F,

2.16mg/kg/105,

2.22mg/kg/105,
2.28mg/kg/105,

2.05mg/kg/105,
2.11mg/kg/105=,
2.17mg/kg/105,
2.23mg/kg/105=,

.06mg/kg/105~,
.12mg/kg/105~,
.18mg/kg/105~,
.24mg/kg/105~,

[NCRE \CIE \C R \)

2.29mg/kg/105~,  2.3mg/kg/10F,
2.35mg/kg/105=, 2.36mg/kg/105,
2.41mg/kg/105=,  2.42mg/kg/105,
2.47mg/kg/105=,  2.48mg/kg/105,
2.53mg/kg/105=,  2.54mg/kg/105,
2.59mg/kg/105~,  2.6mg/kg/10F,
2.65mg/kg/105, 2.66mg/kg/105,
2.71mg/kg/105=,  2.72mg/kg/105,
2.77mg/kg/105, 2.78mg/kg/105,
2.83mg/kg/105=,  2.84mg/kg/105,
2.89mg/kg/105~,  2.9mg/kg/10F,
2.95mg/kg/105~, 2.96mg/kg/105~,

.31mg/kg/105~,
.37mg/kg/105~,
.43mg/kg/105~,
.49mg/kg/105~,
.55mg/kg/105~,
.61mg/kg/105~,
.67mg/kg/105~,
.73mg/kg/105,
.79mg/kg/105~,
.85mg/kg/105~,
.91mg/kg/105~,

32mg/kg/105+,
38mg/keg/105+,
44mg/kg/105%,
5mg/kg/105,
56mg/kg/105+,
62mg/kg/105+,
68mg/kg/105+,
74mg/kg/105+,
8mg/kg/105,
86mg/kg/105+,
2.92mg/kg/105,
.97mg/kg/105%, 2.98mg/kg/105+, 2.99mg/kg/10%, 3mg/kg/10F Solo]= FHT}.
0.11mg/kg/125,

2.33mg/kg/105,
2.39mg/kg/105,
2.45mg/kg/105,
2.51mg/kg/105,
2.57mg/kg/105,
2.63mg/kg/105,
2.69mg/kg/105,
2.75mg/kg/105~,
2.81mg/kg/105,
2.87mg/kg/105,
2.93mg/kg/105,

2.34mg/kg/105,
2.4mg/kg/10F,
2.46mg/kg/105,
2.52mg/kg/105,
2.58mg/kg/105,
2.64mg/kg/105,
2.7mg/kg/10F,
2.76mg/kg/105,
2.82mg/kg/105,
2.88mg/kg/105,
2.94mg/kg/105,

O DD DD DN DN DD DD DNDNDDNDDNDDDDNDDDND DN NN DD = = = =

0.1mg/kg/12F,

, AR AR o A

0.12mg/kg/125, 0.125mg/kg/125,
0.17mg/kg/125, 0.18mg/kg/12,
0.23mg/kg/125, 0.24mg/kg/125,

0.29mg/kg/125~, 0.3mg/kg/12F,
0.35mg/kg/125=, 0.36mg/kg/12,
0.41mg/kg/125=, 0.42mg/kg/125,
0.47mg/kg/125, 0.48mg/kg/12,
0.53mg/kg/125=, 0.54mg/kg/125,

0.59mg/kg/125~, 0.6mg/kg/12F,
0.65mg/kg/125=, 0.66mg/kg/12,
0.71mg/kg/125=, 0.72mg/kg/12,
0.77mg/kg/125=, 0.78mg/kg/127,
0.83mg/kg/125=, 0.84mg/kg/12,

0.89mg/kg/125~, 0.9mg/kg/12F,
0.95mg/kg/125=, 0.96mg/kg/12,
1.01mg/kg/125=, 1.02mg/kg/125,
1.07mg/kg/125, 1.08mg/kg/125,
1.13mg/kg/125=, 1.14mg/kg/125,

1.19mg/kg/125=, 1.2mg/kg/12F,
1.25mg/kg/12, 1.26mg/kg/127~,
1.31mg/kg/125=, 1.32mg/kg/125,
1.37mg/kg/125, 1.38mg/kg/125,
1.43mg/kg/125=, 1.44mg/kg/125,

1.49mg/kg/12=, 1.5mg/kg/125~,
1.55mg/kg/12F, 1.56mg/kg/12F,
1.61mg/kg/12F, 1.62mg/kg/12F,
1.67mg/kg/12F, 1.68mg/kg/12F,

O

.13mg/kg/125,
.19mg/kg/125,
.25mg/kg/125,
.31mg/kg/125,
.37mg/kg/125,
.43mg/kg/125,
.49mg/kg/125,
.55mg/kg/125,
.61mg/kg/125,
.67mg/kg/125,
.73mg/kg/125,
.79mg/kg/125,
.85mg/kg/125,
.91mg/kg/125,
.97mg/kg/125,
.03mg/kg/125,
.09mg/kg/125,
.15mg/kg/125,
.21mg/kg/125,
.27mg/kg/125,
.33mg/kg/125,
.39mg/kg/125,
.45mg/kg/125,
.51mg/kg/127~,
.57mg/kg/127~,
.63mg/kg/127~,

0.14mg/kg/12,
0.2mg/kg/12F,
0.26mg/kg/125,
0.32mg/kg/12,
0.38mg/kg/12,
0.44mg/kg/125,
0.5mg/kg/12F,
0.56mg/kg/125,
0.62mg/kg/125,
0.68mg/kg/125,
0.74mg/kg/125,
0.8mg/kg/12F,
0.86mg/kg/125,
0.92mg/kg/125,
0.98mg/kg/125,
1.04mg/kg/125,
1.1mg/kg/125,
1.16mg/kg/125,
1.22mg/kg/125,
1.28mg/kg/125,
1.34mg/kg/125,
1.4mg/kg/125,
1.46mg/kg/125,
1.52mg/kg/125,
1.58mg/kg/125,
1.64mg/kg/125,

0.15mg/kg/12,
0.21mg/kg/12,
0.27mg/kg/125,
0.33mg/kg/125,
0.39mg/kg/12,
0.45mg/kg/125,
0.51mg/kg/12,
0.57mg/kg/125,
0.63mg/kg/125,
0.69mg/kg/12,
0.75mg/kg/125,
0.81mg/kg/125,
0.87mg/kg/125,
0.93mg/kg/125,
0.99mg/kg/125
1.05mg/kg/125,
1.11mg/kg/125,
1.17mg/kg/125,
1.23mg/kg/125,
1.29mg/kg/125,
1.35mg/kg/125,
1.41mg/kg/125,
1.47mg/kg/125,
1.53mg/kg/125,
1.59mg/kg/125,
1.65mg/kg/125,

0.16mg/kg/125,
0.22mg/kg/125,
0.28mg/kg/12,
0.34mg/kg/125,
0.4mg/kg/12F,
0.46mg/kg/125,
0.52mg/kg/125,
0.58mg/kg/125,
0.64mg/kg/125,
0.7mg/kg/12F,
0.76mg/kg/125,
0.82mg/kg/125,
0.88mg/kg/125,
0.94mg/kg/125,
Img/kg/125,
1.06mg/kg/125,
1.12mg/kg/125,
1.18mg/kg/125,
1.24mg/kg/125,
1.3mg/kg/125,
1.36mg/kg/125,
1.42mg/kg/125,
1.48mg/kg/125,
1.54mg/kg/ 125,
1.6mg/kg/127-,
1.66mg/kg/125,
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.69mg/kg/125~, 1.7mg/kg/12, 1.71mg/kg/12F, 1.72mg/kg/125, 1.73mg/kg/12, 1.74mg/kg/12F,
.75mg/kg/125, 1.76mg/kg/125, 1.77mg/kg/125, 1.78mg/kg/125+, 1.79mg/kg/125, 1.8mg/kg/12F,
.81mg/kg/125, 1.82mg/kg/125, 1.83mg/kg/125, 1.84mg/kg/12, 1.8bmg/kg/12F, 1.86mg/kg/12F,
.87mg/kg/125, 1.88mg/kg/125, 1.89mg/kg/125, 1.9mg/kg/125, 1.91mg/kg/12, 1.92mg/kg/12F,
.93mg/kg/125, 1.94mg/kg/125, 1.95mg/kg/125, 1.96mg/kg/12, 1.97mg/kg/12, 1.98mg/kg/12F,
.99mg/kg/125,  2mg/kg/125,  2.0lmg/kg/125, 2.02mg/kg/125F, 2.03mg/kg/12F,  2.04mg/kg/12F,
.05mg/kg/125, 2.06mg/kg/125, 2.07mg/kg/125, 2.08mg/kg/125, 2.09mg/kg/125, 2.1mg/kg/12F,
lmg/kg/125,  2.12mg/kg/125, 2.13mg/kg/125, 2.14mg/kg/12F, 2.1o6mg/kg/12F, 2.16mg/kg/12F,
7mg/kg/125,  2.18mg/kg/125, 2.19mg/kg/125, 2.2mg/kg/127F, 2.21mg/kg/12F, 2.22mg/kg/12F,
.23mg/kg/125,  2.24mg/kg/125F, 2.25mg/kg/125, 2.26mg/kg/12F, 2.27mg/kg/12F, 2.28mg/kg/12F,
.29mg/kg/125, 2.3mg/kg/12F, 2.31mg/kg/12F, 2.32mg/kg/127F, 2.33mg/kg/12F, 2.34mg/kg/12F,
.35mg/kg/125, 2.36mg/kg/125, 2.37mg/kg/125, 2.38mg/kg/125+, 2.39mg/kg/125, 2.4mg/kg/12F,
J41mg/kg/125,  2.42mg/kg/12, 2.43mg/kg/125, 2.44mg/kg/12F, 2.4b5mg/kg/12F, 2.46mg/kg/12F,
J47mg/kg/125,  2.48mg/kg/125, 2.49mg/kg/125, 2.5mg/kg/125, 2.51mg/kg/12F, 2.52mg/kg/12F,
.b3mg/kg/125, 2.54mg/kg/125, 2.55mg/kg/125, 2.56mg/kg/12F, 2.57mg/kg/12F, 2.58mg/kg/12F,
.59mg/kg/125, 2.6mg/kg/12F, 2.61mg/kg/12F, 2.62mg/kg/127F, 2.63mg/kg/12F, 2.64mg/kg/12F,
.65mg/kg/125~, 2.66mg/kg/125, 2.67mg/kg/125+, 2.68mg/kg/125+, 2.69mg/kg/125, 2.7mg/kg/12F,
J71mg/kg/125, 2.72mg/kg/125, 2.73mg/kg/125, 2.74mg/kg/12F, 2.75mg/kg/12F, 2.76mg/kg/12F,
J7Tmg/kg/125,  2.78mg/kg/125, 2.79mg/kg/125, 2.8mg/kg/127F, 2.81mg/kg/12F, 2.82mg/kg/12F,
.83mg/kg/125~, 2.84mg/kg/125, 2.85mg/kg/125, 2.86mg/kg/12F, 2.87mg/kg/12F, 2.88mg/kg/12F,
.89mg/kg/125~, 2.9mg/kg/12F, 2.91mg/kg/12F, 2.92mg/kg/125F, 2.93mg/kg/12F, 2.94mg/kg/12F,
.95mg/kg/125%, 2.96mg/kg/125%, 2.97mg/kg/125%, 2.98mg/kg/125, 2.99mg/kg/125, 3mg/kg/12F Solol= #H

A AN QlelA, 2 AIAe] ojeF e tidore ol oA, A Fol s wAT FoE
AEshe Zle] 7hesitt. A2 HA @A, dFA e, FaE Adwel AvAl e B4e AT F
E AT Folold Han, wAk S3e]l A v Forh wiEAE. AT Rl qeMs,
A Re], AN Rl A R, AY R 58 5 4 9l HSel FARe e, Aud FAE, 28 S
A mAU AR st FAF 5 S 7 vk ols Fof el o8, 2 JiAe] cof 2AES HAl Be
2ol Fof & 4 ol

A AN lolA, 2 RAle] ojoF 2B, R el [L-31 et XES) oopHor 8T & 9l
T WAE 2t AASes Ao Jhesith. dE 5o, IL-31 /I Y AE], fep o F8e o 9l
A 2 A, dE 5o, degu AR 495, e, frekA, dEaAl, AMEdAl, Al FEAl, 5
FA, wslF, A, AA T& Ads] zdete] AAstel= Ak, @A d2Ms, Ad B it A
T, AR AERs, VMUE, AR, MRS g, SpERS UEF, SO|ESAZRIATR, glo|ERAE
w=avdAgRs, Fejutoldopqdriolddotrl ol dbel £, Eeutoldy g, Agd, T4 At Egt
olZeAletol =, EeSAER A3} v 60, W, ARAMEAER: See dw, F9F 58 S
oot ols AACl oM FE Awel &, AAE &F WSl deld Ads dAshs Aol
7 st

olgldt A%, A7 IL-31 SFEfAY2ERE, 0.1mg~1000mg/body/14 ~125F, mlgA &A=

1000mg/body/25%, 0.1mg~1000mg/body/4F, T+ 0.1lmg~1000mg/body/8F =, T4 L2dFo0 7 o|3ks T o]
gatar Js St e uiddAl T Ee TS Fo] 4o R wbE Rorolk Hu. £, 7] IL-31
QFHE} Y 2E+=, 0.0lmg~10mg/kg/1¥ ~125, v}FZA3HAI=, 0.0lmg~10mg/kg/25, 0.01mg~10mg/kg/45, H+
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1257, %+ 0.0lmg~10mg/kg/12

)

o, 78l ehE, FAFE, FApl

|+

A

q

=

Le]
Pjo

)

o

XO

1

3]
&

o]‘

w5t

BRSNS

3]

R g
o] oA

=
-

of A}gsol et 9t 2

=
L=

]

A

A
o

JEE, 9 geole] o9

gol
Aol d Hol7t WAHe] g1

=

[

& A glelA,
& A A o] 85

[0138]
[0139]

=i
=

gl (V1% ol

A
.

Aol o] 85

7% Rkl gloH el Gl o

ct.

W

A

.

3

°

Y
=

ZAAI 7}

=

3}

[€)
& ThA e AN E >

vl A

[0141]

)
o

el

AR
=

=
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- 40pg/mL, - 45pg/mL,

- 35pg/mL,

Fok Imgy 2kal 7]A1% o
_ 130

- 30pg/mL,

pi
.

Mmg, o] 714
- 25pg/ulL,

o]

=

M1~5000pg/mL, EFaL 7] A= o]

- 2538, 2har 7)Ao

= =
=

o
- 20pg/mL,

o,
Mpg/mL, 2pg/mL, 3pg/mL, 4pg/mL, Spg/mL, 6pg/mL, 7pg/mL, 8pg/mL, 9pg/mL, 10pg/mL,

Sol,
zke] grol AW FAM o A5 o]
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= 591,
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=
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243, 253], g
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15pg/mL,
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- 50pg/mL, -+ - - 55pg/mL, - - -60pg/mL, - - -65pg/mL, - - -70pg/mL, - - -75pg/mL, - - -80pg/mL,

- 85pg/mL, - - -90pg/mL, - - -95pg/mL, - - -100pg/mL, - - -150pg/mL, - - - 200pg/mL,
250pg/mL, - - -300pg/mL, - - -350pg/mL, - - -400pg/mL, - - -450pg/mL, - - - 500pg/mL,
600pg/mL, - - -700pg/mL, - - -800pg/mL, - - -900pg/mL, - - -1000pg/mL, - - - 2000pg/mL,
3000pg/mL, - - -4000pg/mL, - - -5000pg/mL; il 7]A|E]o] U= Aol olsEol= HTh. ®F, & &
o], 10pg/mL, - - -15pg/mL, 2kl 71Al=o] Sde A5, F™e| wkelA @+ &, "10pg/mL, 1lpg/mL,
12pg/mL, 13pg/mL, 1l4pg/mL, 15pg/mL, 2}aL, Z}ZFe] gro] s FAX 2 7|AEo] Q& Folgtn °1°Hﬂ°1¢
do. webd, ZgA=, dF8 5o, '1~5000pg/mLy o ZIAESE, A I dejHoem, dF ,

l:l
100pg/nL . 22ipg/nl, 1500pg/al 591 ol AR FA4SE AAHO] ASE PAT AT, ¥ FAL 7
A FAE, Bl e @ @, A48, rhabs @A, R, 2o gol 4H 5 U9
[OR=%

Hog Ad FAHCR AAHe} Y= AewA FYANA FA olshslolw ek,
AR

ost, W AAIE WAool s FAMCE HHeAR, B AAE oE AAe AFEE AL ok,

—

Ao 1]

3Fo17F TL-31RA 3FA|e] =A)

At IL-31RA A9l CIM331(dl &2 5 (nemolizumab)) (Hall: A E WHE: 9; Ll A4 WE: 109 ofr|x=4t
Adz 549the, 47 Ssl#de] 7l e}, FA2 g4 goz AZdrk.  W02010/0646970) % 7]
A whe} o], CIM331 Ik IL-31RA 2 PR o] IL-31RAC] talA F3F B4 zher),

(24 2]

CIM3319] 1 Alddell A= v Aol wdste], Sdsjof & Tk Abdo] WA WY, =, CIM3319],
vk, HE, E719] 7} IL-31RASHe] F-3Al FEAes IR A" WS o838k Blacore(Blacore
T100(GE Healthcare))® 7}l 2 A3}, CIM331S vl HE, E79 IL-31RA0 A} ¥H-5-A]S LERY
A S-o] AHEACH(Sakurai T, Esaki K. Cross-reactivity of CH5427227 with NR10 (IL-31RA) from mice,
rats and rabbits (Study No. TOX08-0198S). Chugai Pharmaceutical Co., Ltd. In-house report, 2010.).

wEbA], CIM3319] Q1ztel] Qlojrle] Foj&Fyt Fo] 7HA] #gt S%ste ad=2A+, dgA=t 3%, CIM331
S HAZ ATAA Tt AU, &2 WAt WS YEhlE A3 RE(H9E B9, Heladso])d
Al Folg gl 1 AFE Qe tisA Ao =N aiE 53R oW < HATt.

—

A A]e] 3A]
AL golol lojA ] 1L-3

e,
L)
—
o
i)
B
o2
2,
=
ol
=
=
98]
w
—
h=)
ol
o
Sl
s
Lo,
12
2

(
o

AP oldl BeAUso] 1L-318 AU Folste] fuEE & Folo e 4
Q. Al U@ wAe ARRA, 2% BF A5E 4T, £ PF 255, ve e 7]
S5 A%ole] PEQADES Forow wAs], ke Ei SR Bl ARE F= $4e 29 BF 1
gz ASAT. W, 18 0 286 FRAE 2% G5 SAA Qolgn Azse] 29 Ao ARy

El A9 3t

4 CNB1 e Ao, ALNAGe] 191 ¥l Aol Al B WAL Aue FIRGEAD). 2
TS Aol Sjs) sl 9719l Mg olgste] BelUFl 191 T A1 & WE HE

R dgelol Al CIM331 0.2 B Img/kgs ©o] ¥)s} fFofstar, olstel o] Aejdzo] IL-31 Fof $-9
2 B s 4= Aste], CIB31 Ast Feio 9F= Frhln.  dejadzoldzl 0.2ng/kgel CIM331
S @3 J8 Folstar, CIM33L sk Fof d B Ja Fo] § 3, 15, 28, 42, 56, 939 Foll 1ng/kee] 2]
Adgel 1L-312 A FAdnt. de@dso] IL-31 Fo §, vt sHgE o] &3te] MA P& 2
ATHARY). Wb R, dEjRdseldAl Ing/kgdl CIM331E @3] )3 Fojstal, CIM331 3} Fof H H
vls} fel - 28, 42, 56, 77, 79, 81, 84, 93¢ Fol lug/kee] AT o] IL-31= AUl Foidict. 2
dadgel IL-31 Fol &, Hre Fhas ofgste] 7iAl Aes AL, 1 F, vye Aded <
s wEeta, dEd WS ok, FEeldelwol IL-31 Fol o Ak e S4E SN

1=}

oxl

_33_
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[0157]

[0158]

[0159]

[0160]
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[0162]

[0163]

[0164]
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[0167]
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CIM331 Fof Holx dEwgso] IL-31 Fod &), dejddso] [L-31 Fof A Hlwsie], 2% g% 3¢
7} Z7Veta glo], Aofe] §Ea gleo] FE gt e, "alwYsold A CIM331S w3 95 Foste=
Aol oal, dyjAdso] IL-31 Fo] T 4% %5 3¢9 A7}t gelwn),

Fol 3d Fo @7kl glolx Fejddeo] IL-31 F ¢ AT 3o G| AT AAH I, 429
Tl SlejM= dEjEdge] IL-31 Fol Fof 29 % 359 Ao Fart AAHAH(E 6). =
Img/kg®] CIM331 ©3] I3} FofoA= CIM331 Fof 779 Fo glojx:, dEjddso] IL-31 Fof Fo &%
s sl oA vk AHAT (= D).

el YzoldAl 0.2mg/kge] CIM331& T3] It Tt Ao <&, CIM331e] o 3 ulwslo], CIM331
o H =

(<0 r_‘
rlr r“

oo R AA dste], CIM331e] fra s TE5, |AdsoldA Zeagsoel IL-31S F
Aol o8] ArAde £%S FUsHE in vivo ZE|AYFo] = ol&3 AY *MOFE
B k. o] AlgdAE, wde dejAdze] MA
g/kgS = HE 100 ng/kgZbAl GAIHoZ F7H(3, 10, 40, 60, 100ug/kg)/\] 7= Rl
A ZTE.  Z} gAle A ] CIN331 Fof thgdel I35 CIN33l v 55 Zﬂo}ﬂ %611*1 A3 FA, 1ng/ke
dejAdso] [L-31S AW Folsts

)

}

:10

i

©j = Ao o8 FEE Fo F 2AIe] &Y S HYe #dsta,
a1 &% dF FE A F s S, HlYe iR V1S5S %%014 FE2AHS SUo =
FEste], drhE] B AR 79 dFE 55 53 &Y AT 1924 ASYr. o, 13] 9 234 F
5YE &Y AT EAA FHolgn xg_}a}oq 2% AT FRHE Ak, CIM331S A
Foats], 1 FogS dAFCR FUHAI7IE Ad 93, CIN331 Fof thide] Ha 4% CIM331 55+ F
ool olEste] @AM FUY. CIM331E, o] deagdsoe] IL-31 874 gl talA, 40ug/ke 7
o F(Fo vegde A H4F FEE 670ng/ml) o]Fol EHe A &avE JET. o] dw dGF F
% 670ng/mLE Azt Aolxe] CIN331e] f& AT 4 v5= Pob. Az A dsold dojxel 3
A AW FEI= FAFEol RaEo] ti(Jennifer Q. Dong et al., Quantitative Prediction of Human

Pharmacokinetics for Monoclonal Antibodies. Clin Pharmacokinet 2011;50(2):131-142; Jie Ling et al.,
Interspecies Scaling of Therapeutic Monoclonal Antibodies: Initial Look. J Clin Pharmacol
2009:49(12):1382-1402; Rong Deng et al., Projecting human pharmacokinetics of therapeutic antibodies
from nonclinical data. mAbs 2011:3(1):61-66). =1 wW¥-oll, a0l PK A&l lojxe] 4% CIM331
Sk Fol dHolEe] udd el os) foixl PK dtetvEE, AZtel] ddelAe] PK ey AFH = gt
HAE siAol=, = 8ol Ut wztde]a-dd A s =g v E s Rdls o] 83Tt

A BYsolol Al 0.04mg/kg, 0.2mg/kg, 1.0mg/kgo = CIM331S A=y 2 13} Fo] Fo F= (IM331
Fole] 7t o] FAAE V] 2ol FA AEAA, HAQA FEvEHE A=, dolxl gEiEE 01
o, CIM331E AztolAl FoJdle A9 AT % Fol& dFdrh. <Azt lmg/kgoi FoAYs
CIM331¢] QIztel dolMe] F& dHF 34 ¥%=< 670ng/ml o4 FHF HLF 56U7 Fx3tn 011
ATH= 9).  CIM33le] A3 171Y3E o) IL-31 Ala¥e AdAZIE a3s A% 4 Aok A
Img/kgs, ol A AF &Fo= .

o off

]

-’N _10

ﬂ

huy

(244 3B]
obEvy MR BAE gaon @ vl W F

A1 @3] Fo Ao gkt oA, olste] 7|Fel A st o2 A IHEG A} 36l disiA, A
9 CIM331 Fo=F 0.3mg/kg, lmg/kg, 3mg/kg =2 ZEAE T o= 3HUE, 179 99¥ol dialx 47, 553
of ©@3l2 33} Fofgrt.

CINB3LS Folshe thd BARME, 98 2uzoluAd % ARE 1257 o4 A%sel AAstn e
FPsa olse] /1Fe NHAJE oEY WRG BAE Hegr,

Eczema Area Severity Index”} 10 ©]4F, T3t 733t A58 $itsts= IR (FEE) o] AR A2 5% o]

AlEHE ] 9

Th il 712 4T B ok bR Aol grke] AL 4 o)

A, AP, Il Fol 100nge] CIB3L AL FHat & WL 4% 2, F& 340 s BAshe F
of FER @ e ol gt Fehlmt Ale 4A5E o gyt
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[0185]

SS=50dl 10-2800698

(3-1) 7h o= s

2ol Axe H7h=, Visual Analog Scale(VAS)ol <& 33ltt. VASE 100mme] Aoz, OmmE: 743 §
+, 100mmE A7} olEA FFAoR A A P A R R dS Agdd, 718 A 2 A
1o AoiM e 7t ZFEE b #AF4lo] 0~100mme] Apolo] Mo vl Aok, 3zt AlE 717 &
14 7155 Pgr.

~

j=]

I AN, TR 200 o] AR VASTF Folgk Aol whal, CIM331 FofwtolAe of= &Ftel 9l
AMNE Fo] 15 SHE VAS/E Aste 1, Fo 45 §F o|F & 50% Jx9 A7t FAHATHE 1).

(3-2) A7} &5 9 H

Eczema Area Severity Index(EASI) £=Foj&, olEdA IEHe FF&E 2 HHE S437] A% Eoltf. U
XA FHo HFRo AR 9 XA vES, FAFE, A, A 9L A 4999 Zhzte] diste], ¢4
(&Fxh), FAAEZE, 77, 5F), AXGHREG) (23S (RE)) 2 Bd(&E#) 3] 428, §le0), 4%

(), $5%2), 1=B)Z A7y, Xg 713 5, 1593 B 2530 139 ez A1) #4S 3§
Tol 43 T AHY Ho]~gelo R RE] FASI ~Folo] B WEES Fo] 45 Fo] glojA e A9 VAS
sole] FaEE (S, Fado] 50% MRkl 3t 50% o3l )= A k.

I A3, A% VAS 2F:oje] ZHAa&o] 50% oAkl TollME, EASI A~Fole] Hi WEERe -11.

50% HIREQl o i ZERA R RuES Ao, EASI 2Folo] ATl ZAtHE 2).

e

=

w

—
ol
b
rO
ul
)
s

ly
&

(3-3) %7} & Agre] Z(QoL)

il

(3-3-1) &4

Actiwatch(TE54®)=, &5 Fzs)
= A

B, ANe] £HY) AR He e $AYS A% PESIA 17
stel, 7% % nEsE % 2

ol 4F F(leck 714 7 GAE o] 71718 B
RN, FE EES mPse 1 99 selgE Aune
A

X =3 Al2t

BHOIS)UA = AS Al

Dermatology Life Quality Index:, %389 QOL H7} 5 DLQI(Finlay et al. 1994)¢]aL, 109 AFE-o 7 F
AHEd. DLQIY HiE2 ol3he] 63E R ot T A, 4 EF, 97, =% - g, Azt
A7, HA AR FEH 23E FAS DQIE Fetk. Hdle 30, HAE 0oty 23Ut HEFE
QoLe] AatEar urt.

A= 2FHt} & 4FEk V)5S vk, 2 A%, Fo] 45 Fo QoA 9] ®isteE ZERAEToA =
0.7 E9] Aalgld Zol whal, CIM331atellA= B+t 5.4-6.33%1E2] A3}t Q1= ST,

(3-4) W7} 3H5: 9| ] AH|mol=o] AMRRF

9] AHROIE(RACE(THER); So|=2A2EE
9] A Zol=o] ARgERE, & cl
A, BB ARG =

SFwel o= Fol 15 FHH 4 A4S HEET (= 4).

(3-5) W7} 3: CIM331e] ¥4 Fo] &k Fol9 k= FH vefn]EA
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QrQ olEdd WY Ao WHF (M3 BEe FolE = 5o, okE T HAEHAZ ¥ 19
b,

¥ 1
AUC,, | AuC, | cL/F C,.. MRT s T
A El
- (2l pg/mL)|(L*pg/mr)| (mL/2) | (ug/mL) | (2 () (eh
C-1 (%' = °\_|, 0.3mg/kg) 49.2 45.7 408 2.20 19.9 12.6 5.66
C-2 (%‘ =20l 1.0mg/kg) 161 158 368 6.50 22.1 13.2 4.87
C-3 (%‘ = °|_|, 3.0mg/kg) 489 484 459 194 23.7 14.6 4.46

1 A3, CIM3319] o] 4.46~5.669 S (B, olsh vkxt7pxD)el, CIM3312 Hal FHF w=el ol=a, 1
T, 83T 24 () 12.6~14.69°0 ekt 245 YEbllg. 0.3mg/kgw, Img/kgw R 3mg/kgi
G, 22, 2.20, 6.50 % 19.4pg/mLol™, AUCu=, 22, 49.2, 161 B 489U=pg/mLAvh. =g, CIN331

@3] vsk Fof Ale] AUCi, AlCis B Gz, Folell wldstel S7hEv. @4 29 CIM331 s, &%
SEAOR, o A o] wEE fAsh: VIt A Aol AAQHAG. mek, CIM331 Fofel o7k &
Fol oAl Eh=, 2 AR F2e] BEAe] BEsHE HA 2t

. £ 7, 7 &olw A7 olskE oW

AUCine: AIRF 0258 F-8k A Zb7hA] 244ek AUC
AUC st MZE 00258 dFF s A 7Fe AT AIF7HA 9] AUC

CL/F: AR7] Sejojddx
Cmax: ‘%]jl g%‘ 'LL'D:E

MRT: H+ AF AIZF

tin: A4 W
Tx: HA F 55 = A37H

(3-6) Tl b = fEA

o5 Aol o3, CIM331E, o=/ IF¢ Fxbo] 4, FAF4, H QLS /MAgdso] HaHAT. £ A
AL, IL-31 B LY ZETE ofET A I Fqlel] o) 7] Ak tiald FaEdS 2 A A A1E 44
Baolrk,  o]Re 9&, CIM331e], Itch Scratch Cycle9] zpetoletal ahs M ZE 2HE 7|AMd] 7] %x3le], of&
974 "R g3 A= L¢ERF ojyE, IRE H QLY AR FHAHE g el ZigE & k. i,
2YE Fiete Avke, H3E ATl obst dAkgle] & A AL, AFtel] od| HFIL FAE FelE W
of Hjgo] 7]5o] AstE o], IE FHst] AP o FAdd o] A5 whSo] A THEFY otz &

(e}
2 IIE 2. o9} P2 Av-IHYE sl ofsle] of=32 ) Ttch Scratch CycleZA] L&A
At ES £, Wahlgren CF et al. J Allergy Clin Immunol 2006;118:178-89).

ERENY
JEIY ¥V BAE GO U I3 Fol

(4-1) A1 vt Fo] AJE

AT JHE o Alglo] sgokatel] dojA], 9&
S5 olEVA ¥Rd A oF 2508S e, o]t 2
gl Fojgttt,  CIM331Y ATHe] Fox 9 F
AAE] Folgth., FJ@Ae AFol 120kgs A= A= ATS 120kgS 2 dfo] A @oks At &
H, AgFe, Il Fol 100mge] CIM331 A& FfHaste AL 1utoldo] tis] 1.53ml FHsta FZAAZRAZ
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ANE, A 52 §alste] Foldom shu, MER A Fepn G AMgste] F71E 45t
BAsE Fol Fr g

X2
CIM3319| = 2i(mg/ke) CIM331E= ¢ &= T (mg/ml.)
0.1 5
0.5 25
2.0 100

CIM331& st i SA=A =, 9§ ~vHRosA] T 98 ZAFY AdfAS, 149 S¥oz 457
ol Agstel A FET AdTE doAA FRAY, FL, FFAA & Azl diEiA A8 /=
b, Ee ZFEAR 8 ARE AAT F e F(FY] $)E, ol VEs WEATE ol T 954
s e,

Eczema Area Severity Index”} 10 o]AF
SIGA =357} 3 o] AF
A %F VAS =50mm

2 g 29 SER FAHHEY. Part Ax, AW}, olF WA, FEAR dlE, Wz v Aottt
(Week 0~Week 12). Part BE, o5 W3 Fof AL7|irolw, F7IE 5257te] AA d@ato] A2 9] CIM331 F
A7} AlSETH(Week 12~Week 64). Part AolAe] @A} oF 2508 1:1:1:1:19] H|ZE 4719 FFkr (4 &
oF 507) ¥ FFAIET(SF 50W) 9 o= o] WPgez It

Part A
CIM331(0.1mg/kg), 457ttt} T3} FoJ(Day 1, Week 4 = Week 8o Fof)
CIM331(0.5mg/kg), 457ttt} T3} Fof(Day 1, Week 4 = Week 8o Fof)
CIM331(2.0mg/kg), 457ttt} 13} FoJ(Day 1, Week 4 = Week 8o Fof)
CIM331(2.0mg/kg), 8F37tulth ¥} FoJ(Day 1 2 Week 8ol Fof, F7tZ Week 40 ZEAHE Fof)
ZYARE 4577t} 98 Fof(Day 1, Week 4 2 Week 89 Fo)

Hop FAFo R, Part Aol oA, X F& ZEA R FAE 13 o) W A 2644 =
ZEAE, 0.1mg/kg, 0.5mg/kg, 2.0mg/kge] 4F7tnith 3} Fosh= o, 2 2.0mg/kgS 3F7tuit) I3l Fof
3l Fo R, 747 534, 53¢, 540, 524 W 524 %iT}.

Part B

Part AoA] ZEA R Ao 2 93 I &=, Part Bell 9lojA CIM331(0.1mg/kg, 0.5mg/kg, 2.0mg/kg)S 457t
el

o S8 Folais Fom A%

PthWﬂﬂaﬂxgé.ﬁﬁgiéﬁﬁlﬂﬁﬂE,%MAﬂ%ﬁﬁ}%%EEEZW}Q%HE,%%12ﬂ§

CIM331(0.1mg/kg), 457vte}t HsF o, A 5257
CIM331(0.5mg/kg), 457wt dsf o, A 5257
CIM331(2.0mg/kg), 457t} Isf o, A 5257

CIM331(2.0mg/kg), 8F3tvity I8t Fof, Al 5253k(o] o] FAFA A= CIM331% ZefABE 45w o
e Folgtt.)

A0F VAS R 3 Fge] el AgHA @t APA] tal, 23] ol 4F o F oate] RO 9
obe TA ARZA AEHE A% AFB. Adel A4HA et o gelE, (1) dolzekel ARE



[0225]
[0226]
[0227]
[0228]

[0229]

[0230]

[0231]

[0232]

[0233]

[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

S=50dl 10-2800698

SIGA Z=30lel] 3ol A1AHA &g,

(2) sIGA =307} 3 o],

(3) wlol=ekl AJF-E e Aok VAS /A&l 10% vgr, 7F 7M1k 4%k VASZF 50mm o]
o BEE MEAYE 492

(4-3) H7} 3=

AFo] 7ol H7hi=, Visual Analog Scale(VAS)(Furue et al. 2013)°] 2J3f 3yskt}. VASE 100mme] 24
o2, mmE 7HEE 5, 100mE dE 5 v HA9 tEweR P Feoll, BA 24A e fejA e 7t
B0 AeE g zFlo] 0~100mme] Alelel Moz el Holt},

2% Verbal rating scale(VRS)2, 7F& §1(0), 7ME 7= (1), T%5Y 71H=&(2), A% 71H&
(3), = 1 A3 7182 (4)9 59412 VRS(Reich et al. 2012) 2 IA 24Xt 9 2% AEE I A7}
7} sk,

Eczema Area Severity Index(EASI) AFojE, olEyA I{odo ZZn 4w HE =H3)r] 93t Eo
EHJXJO] ol HH AR E AA = HES, TANF, dA, A L 3 I
(T, FAGEA, 73, 55, A3 (AE) 9 gadste] AxsE, $15(0),
= %7}5&‘3}.

SCORing Atopic dermatitis(SCORAD)E= 571¢ W9 2 =52 H7slr] Y8t 94 Eo|th(European Task

Force on Atopic Dermatitis 1993).

static Investigator's Global Assessment (sIGA)i=, clearZH-E very severe diseaseZ}Al2] 6TA(0 =
clear, 1 = almost clear, 2 = mild disease, 3= moderate disease, 4 = severe disease, 5 = very severe

disease) 2, %, AL, 73, A& 2 7199 I EAE o], HIF A1HY TFHA FTEE FUIs
=
olEyA ¥|Hd HHE O Body surface area(BSA)E AAl F WWRIL x3x)3l= v]&S eI,

A Foll VASE, TFHe A4 §les (Oe=2Ry T4 & 5 §ldS. (10070419 VAS(Furue et al.
2013) % TA 247 Fo 51 o] A= W PAIL Brha,

Dermatology Life Quality Indexi=, ¥|%-3}82] QOL #H7} & DLQI(Finlay et al. 1994)0]1L, 109] HiE o=
TAEC. DLQIY HELS o]l 63502 ot

44, A B, o7, =% om
3]

Seh. FHe 30, A4 0olth, 2;olsl 842 qoLe] AskEw Yk,
SEERE

r o
)
r o
o
N
il
2
B
i)
Hd
ot
fa
Lo,
[>
Il
2
Ll

FAsE DLQIE

A9 FA49e] Ax7F HE 59 24UE AF dsstolA xFste], 7]

3 54 7171tk AGDH#FE 712 ANA AIFE Week 4714 B @A}= o] 717]

Farstch, JuoRREY ZPA7ER| 9] AAe AZE, FHFAl, £ 58S ¥oste 1 99 dEvgHE AR
H

CIM331& 457mitt H3f Fofsh= ool dolA, F8 7 &8, Fof A 125 5o &% VASS] Fo] 7jA]
Ale} mlagk SR sho], 457l 13] CIM331 7o) 7+ &%) ZepA Rl g 94 - Fads gele
ok, F23 A WHoRME, FEA A (Analysis of covariance, ANCOVA)S o]&3tt}, FA|H oz,
Fol JRAl 125 FO] A9k VASS] Fof Al A&} Hlud AHES S WER S, Asds 1B 529, 749
IRAL A1S] 2% VAS B AQ(LE, 71, v5)E THFeE & RdE& AEAt. F8 A=, Hd49
frol & HE 0.0258 o83k, AN AAR T dEel 7|xstd 1&HFoRZHE FAH o 27 vl
5 PstozH, A9 vk o tFAS s, Fo% A iy JAdozZA, XY A AFARHE
He Tigh dgo] AAE FA@Ae] dF, xV]e @S A J@A, H TG Aol X ko] Fojd
HHA TS A3 per-protocol (PP) HeHS o] g3}, FA| &5 B2 Fo| 543 vlolgE BT A9}



[0242]

[0243]

[0244]

[0245]
[0246]
[0247]

[0248]

[0249]

[0250]

[0251]
[0252]

[0253]

[0254]

[0255]
[0256]

[0257]

[0258]

al, A&X]E LOCF(Last Observation value Carrying Forward after baseline)ol ¢]sf H.<3it).

A Age ZE AR, 0. 1ng/ke,

Part AdlA XdeF & ZAHo FoE Hhe 3z & Fa3 34 e
= Folgle FOo= | 464, 46

o
0.5mg/kg, 2.0mg/kg?] 453wt} H3) Fosk= o, 2 2.0mg/kg
dl, 459, 474 2 459 9T},
457 akke] Foto] glolA], Fa Wyl &l Fo] A 125 Fo A% VASY JRA ARE Y S (HA
Ay B ZgAEee A=, 0.1mg/kg,  0.5mg/kg,  2.0mg/kge®  ZHZF -21.39%(p=0.0027),
-41.16%(p<0.0001), —-40.39%(p<0.0001)AT}.

B AR SR §% 4 Agels] W], Fag A olslE RabHel NS AAsel, T
Hom Folge HET + k. 1 W, SR AEeVE AW, 44 fro] £EL BEF 0.0258 7]
_ o ol K

A FEANE FA|F o EE ANCOVA o]9dl, Mixed-effects model repeated
measures approach(MVRM) 2] o]-&-o]}, Rl o|&stA] e 8.oF SAFS A, AP Fof T 74 &5

St Intent-to-Treat (ITT) a4 o’ A9 o] &, FA4 A=
AEAE BebehA] & Ao 295 A4ds] gRlste, xdHo=

I

>
jato)
=2
>
ne
2
N,
rlr
)
oo
N
olr
o
td
i
o
o
o,
Ll
e
noop I
o

Fol A 125 F o)9le] A o, H&, Fol AA Alsh vl
e WSk me 2 A e olgdtel, e A%4F Ex oW 4AE slEom @ )

& 3 NE B o dE "o olsh e N b, Faw ¥
ootk 2% S oo ¥AE KR B/t FBE bR A48 E dn,

A A Bl A%k VAS, EASI, SCORAD

e} wo]gkel ANE ZF AIHZEA] 25%, 50% B 75%S] A QA FdAte] vl &g S

Part A9] 4F=3tmjrhe] Foltel glojxe] Ai=, PP Foell lojA] 74 A5g w2 Fo SAT dHolHs =
T Aeletar AEXE LOCFste] Betgs A5, Fo /MAl 125 Fo lojA A9k VASO] 50%°] /M-S <1
H@ate] v &, ZEA RN 21%F Y A, 0.1mg/kgT, 0.5mg/kgd, 2.0mg/kgTollA Z+2t 41%, 67%, 59%
Aok, 7% AMAE AT FEAke H[EL, ZEAIETAAM 12999 FH, 0.1mg/kgw, 0.5mg/kgt,
2.0mg/kgol Al ZH2; 14%, 49%, 44%3Ach.

2,

A R, Fol Al 125 Foll dolA EASIS] 50%°] RS AT HFAY HE&L, FEHAETA 33%3
o 3 0.1mg/kgw, 0.5mg/kgw, 2.0mg/kgdtolA ZHzh 43%, 51%, 41%QAch.  75%2] ML AA3 ¥ Fx}e
g, ZoA oA 149999 3+, 0.1mg/kgw, 0.5mg/kgw™, 2.0mg/kgaoNA Z+Z} 23%, 37%, 22%%3T}.

Fo] A 125 Fo QlolA SCORADS] 50%2] /A& AA4e Il Hl&L, ZEPA|ETNA 1595 E A,
0.1mg/kg, 0.5mg/kg, 2.0mg/kgToNA 27} 18%, 39%, 31%%th. 75%9] NS QAS 73ze] HEL, =
A H oA 399 ® A 0.1mg/kgw, 0.5mg/kgv, 2.0mg/kga*ol A Z+2; 0%, 15%, 17%$3TF.

23] o4k WAdH v Ape] MlE: SIGA, A%k VRS

7} 3

Part A9] 4F=7tnlrte] Fojtol] QlojAle]l Aib=, Fo A 125 Fo oA, sIGA7} 28 o] 7l APt
o] H] Z A H A 12699 A, 0. Img/kgw-, 0.5mg/kgv-, 2.0mg/kgw-olA Z+zF 21%, 30%, 22%%3th.
Fo] JRAl 125 Foll oA, 2% VRSZF 2" o)A JiAdE IExte] v &L, ZEAIRTA 5%FE A,
0.1mg/kgv*, 0.5mg/kgw, 2.0mg/kga*oll~ Z+Z; 14%, 47%, 30%SATh.

wlo] kel A Zh AJHZRA] 23 o F A E @Ak vigs AEd

4
lo
r

Lo

o
rlo

)

M5 A%k VAS, EAST. SCORAD. sIGA, otEv]4] 9]7q] Ww-o] BSA, A%k VRS, =% FFolf VAS

7y gEo] WolaEkl AIRE 7 A7 9] MAEE 71e Al & fokstt),
Part A9l 4F7tulrle] Foftol glojAe] A=, PP FubollA 74 XNEE B2 Fo| 543 dolHE BT A
gPES AF, A% VASY MAEL, Fo 45 oA ZFAETAA 12999 A, 0. Img/kgel A 39%,

0.5mg/kgaoll A 55%, 2.0mg/kgaollA 46%2] 7|AS Yelitt. Fo 12F ZToe= =
0.1mg/kga-oll Al 47%, 0.5mg/kgi-ollA 68%, 2.0mg/kgw-olA 67%2] 7|4Eo]Sith.

i)

A|B oA 24%F 9 sHA |

w7 2, EASIS] Fo] 125 3o /MAdES ZEAIESE 38% wWial, 0.1mg/kgv-ollA 34%, 0.5mg/kg-ol A

_39_
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54%, 2.0mg/kga-oll Al 48%AtF. SCORADS] Ho] 12F F9 /MAEL, ZgAH T 22%9 o], 0.1lmg/kgaoll A
37%, 0.5mg/kg ol Al 45%, 2.0mg/kgwollAl 47%%Ath. sIGA®] Fof 127 F9 /MA&L ZEAE13%< disl,
0.1mg/kgwtoll A 25%, 0.5mg/kgaN A 34%, 2.0mg/kgwtoll Al 28%ATF. BSAY] Fof 125 &9 /NAE&E ZTAR
T 31% W&, 0.1mg/kgol A 25%, 0.5mg/kgioll A 26%, 2.0mg/kgaoll A 33%F[ k. A9F VRSO Fo 12 %
o] MAEL ZTAI R 18%0] s, 0.1lmg/kgiolA] 42%, 0.5mg/kgaollA 58%, 2.0mg/kgi-ollA 58%Atch. <
W Zol]l VASS] Fo] 125 Fo] JAELS ZEAIET 31%° wHEl, 0.1lmg/kgwollA 57%, 0.5mg/kgwtoll Al 65%,
2.0mg/kga-oll A 67% T}

W37k o] AlZk: A%k VAS., EAST, SCORAD. sIGA

el VAS EAST 2 SCORADS hofAl, wlojxgfl Al FE 25%, 50%, 75% 7|Ae] ol& wj7t=]e] Alzk, 2 sIGAY
ol zekl AJRH 273 JHdE w7hA] e AZES Kaplan-Meier F8AE o]&3te] FAIAI w4 TAE

Part A°] 4F=7knjr}e] Foto] Qlojxe] Axh=, A% VASO
50%, 75% WA o]l&E ujrtA el At =
SHH, 0.1mg/kgwoll A Z4zb 233, 4T,

oA, 50%9] =7t wlo] ekl AlFH 25%,
ok
.bmg/kg-el A 242t
2.0mg/kgw-oll A Z42F 2573k, 4573, A

T3k, 2AHA %

sg
>
T
ol
=2
> &
£
£

>0

o : PO

7}

, oIk, =g, Kaplan-Meier FAXE ]85 Fol /Al &
1250 QlojAle] wlo]xell AJF-E 25%, 50%, 75% NSl @4EL, FEPAETAA Z4ZF 52%, 38%, 22% W
39, 0.1mg/kgwol A ZHZE 84%, 66%, 38%, 0.5mg/kga-ellAl zHzh 95%, 80%, 68%, 2.0mg/kgi-olAl Z+zb 94%,
71%, 48%%AT}.

w7 FA 2, BASTO Qlol A, 50%<] #AF7) wlo] =2kl AJRLE] 25%, 50%, 75% 7NAlel olE wi7tAe] Ak Ee)
A|Brol A Zvzy 6577, 1257, GAEA gFFolAW W, 0.1lmg/kgwrold ZZb 2F3F, 457, DA EA
RS, 0.5mg/kgwroll Al Z4zb 25:7F, 457k, 1257k, 2.0mg/kgwol A 2z 257, 657, @A 9A ZL-olUtt.
w3k, Kaplan-Meier FAHXZE o83 Fo] /A & 125 Fo] glojxo] wlo]xael A|FE 25%, 50%, 75% 7§41
o] SAEL, ZFAHTA ZHZE 68%, 51%, 23%W A, 0.1mg/kgwol A Z+2Zb 71%, 66%, 37%, 0.5mg/kgit
ol A Z+Zt 84%, 73%, 53%, 2.0mg/kgtolA ZHzE 93%, 67%, 28%%AT}.

)

SCORADOI Qo)A | 50%2] =17} wlo]~akel A R-E 25%, 50%, 75% 7/HAe)] o]F wj7px]e] A|7he Zala] H o A
77y 653k, @AEA ¥, SAEA Foold™ A, 0.1mg/kgwoll A 77 2531, GAEA ¥, @A
S 0.5mg/kgatoll Al Z+2F 353, 10573, @A A 9%8, 2.0mg/kgrol Al ZH2E 253k, @A SR g, A
A gkgoldtt.  HEe, Kaplan-Meier FHXE o] &3 Fof /A F 12-7— Sol glo]xe] wo]Aakel AJRE

25%, 50%, 75% ZNAC] BAES, ZeARTNA 7+ 57%, 40%, 6% -, 0.1ng/kgwol A ZH7 78%, 46%,
9%, 0.5mg/kgi-ol Al Zk2F 78%, 55%, 30%, 2.0mg/kgi-olA ZHZ NE(AFEE S §18), 46%, 25%%1Th.
9

sIGAOl 1A, 50%e] FA7E wlolxgkel AREH 27 A" wrhx
0.5mg/kgv" 2 2.0mg/kgvte] BT 125 71X @A H A &Art. Sk, Kaplan-Meier X & o] &3t Fof
MAL F 125 Fof QlojA el Hlol gkl AlRH 2H JiAe G ES, EEPAETAA 3099 E &, 0.1mg/kg
oA 36%, 0.5mg/kgToNA] 47%, 2.0mg/kgw-oll A 38%%3 T},

TA ABE ¥s wrbxe] 7)1k

TA X7E S w7pA] ] 7|7HS Kaplan-Meier FAHXE 9]
A 8Z W] e v, Part A2 Week 12014¢] W (
x7] FA A9 o= AT wE HAA FoR gt

Part A9] 453tnprhe] fFolgto] Slojxe] Aib=, 50%0] FA7L wjo]zekel A FA ARE WS wj7bA 9
AIZFe ZHA R, 0.1ng/kgd, 0.5mg/kgd 2 2.0mg/kgwe] B 125 F7kAd] =gabA] gtk w3k 25%
o] FA7LE wlelzekdl AINE Al AgE TS w7pA o AREe ZEAIRT, 0.1mg/kgd, 0.5mg/kgw, B
2.0mg/kgwroll Al 247t 553, 953, wEEhA] &g, E 953kl UTh.

AR EFERAIRA, 0. Img/kgd,

OPO

sto] FAARD A HAERA gokgd. Al
= Part B9 Week 640149 Wl€d), =& X7

lﬂ

A AEE W gl s ug

2 Aol A Al A 8RS AL 3l v A HlEs AEdT.

Part A9] 453tvirhe] Foftol] Qlojxe] Adb=, 4l A8E w2 A W&, FAETA 39.1%31
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[0278]
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[0281]
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A Aol W, 0.1mg/kgwol A 26.1%, 0.5mg/kgi-ol A 24.4%, 2.0mg/kga-oll A 29.8%%t}.
ONE] 7aEl

Part A°] 4F3tuprie] Foftel] glojxe] qEiv|e] AxmiY, uomiE 77 el AdAle] ARk,
Eo] 43 o] QojA, ZaA R 7.3% =710l Ad v, 0.1mg/keToN A 49.5% =7}, 0.5mg/kgTol
53,18 Z7}, 2.0mg/kgol A 48.2% Z718lth. FHAA (A T FHztA o A7) =, Bo] 45 T 9o
ZYA RN 4,38 @EFoldd Aol W, 0.1mg/kgiell A 17.6% @3, 0.5mg/kgTol A 14,88 w3
2.0mg/kgwol A 12. 7% @FH AL},

>

g e Fof -

Ay

& PartA-ﬂ CIN331E 850 13] Fofatiz ol glojr=, T4 A A dolEE BT A9

=
o] 125 Fo] 29 VASS) WA AHEle] pdge] BEAE 70630,
glolmg] dl= FOlESl Fo] 125 A]9] A0k VASS] A3}, FASI, 2 sIGA 59 9|59 x| Fo] B3+ Part A9
So| ARRRE, 0.5mg/kg/4Fe] Tl oA 2% 2 w|Eode] g mi= Huo] ol=21 grtin WY

% i

=y

[H

El_tﬂao&}\‘l

Lo AFFe &%y 1A fo Z2 vHuE Pstal, E FEH9 #AHAAM AFH & &S HAEIC
CIM331e] B = OB wi- 13 52 349 Subas 1APEWE o] & Solgwgitl. EIk =S
2o & o] allometryd S o]&3dle] el slelu|gd] ®Ery. =d sleln| g2 olale] Lreldlt)

Z 3

Parameter Unit Estimate  Bootstrapped

90% interval
CL/F L/day 0.327 0.312 - 0.343
Covariate effect of ALB -1.72 -2.00 - -1.38
V/F L 7.46 7.12-7.83
ka 1/day 0.514 0.442 — 0.609
Inter-individual variability
Variance for CL/F 0.186 0.142 - 0.239
Variance for V/F 0.179 0.123 - 0.244
Variance for ka 0.276 0.182 -0.377
Covariance for CL/F and V/F 0.134 0.0871 - 0.185
Residucal variability
Log normal error (CV) % 15.5 14.0 -17.1

47) 1SIERE B9 olgato] ABdelNe Aste, AT 2 Age = 104 e, w
°] A% 0.5mg/kg & 2mg/kg ol A9 AAEE F , o B C W D= 27 50 75 1
100mg/body ol Ale] A= F2E Uehla, = Fo Fxde 2ng/kgs] FAEE F=2O (10600
grday/mL) 2 0.5mg/kge] 29| 3}8k(44 pgrday/mL)S

hu
Lo
off

Foleko] 50mg LAY A9-E AF 100kg "l A] A Z 0.5mg/kg S =2 <] %;_04 sahe a4
w3l 100mg 1A ALE HAF Al 2mg/kge] EZo Aske xFsitla

= 0.5mg/kg = 2mg/kgol A FoiAi Fm o] Wl Holxiha 4AH
G IOOkg Z7hel A9 100mg) 2 75mg A ORE 470 19 Foste A
29} upRrkA o] E=Z 7t dojdta A7),

Al&sle], PK-PD 3ol ¢Jaf, A<k VASO ths] ZeggA] B o)A S AA)3
turnover model& ©]&3to], A WL It o oSH=

AEE B s e g olshe] Yehdtt,
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[0288]
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[0292]
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¥ 4

Parameter Unit Estimate  Bootstrapped

90% interval
Kout 1/day 0.0710 0.0578 — 0.0839
Placebo effect - 0.554 0.400 - 0.769
Imax - 0.893 0.490 - 1.50
1C50 pg/mL. 3.21 0.956 — 9.43
Inter-individual variability
Variance for kout - 0.581 0.396 — 0.809
Variance for Placebo effect - 0.983 0.737 - 1.46
Variance for Imax - 1.81 0.712 - 3.01
Residucal variability
Additive error - 0.0276 0.0193 - 0.0354
Proportional error (CV) % 25.9 23.3 - 28.7

2ES o] &3le] Al EHOIHS AAFT. AAFEE CIM33L Fo 1d 9o 29k VASE & 114 YERATH

Fol 4 FoFo]l 25mg/body ©17, wFEHASHAIE 50mg/body o739l A-9-oll=, &% VASE 0.5mg/kg i
2mg/kg PRR7EA ] GE YEhlE Aoz A AT

(4-5) olAtE= Avtel fels w3

AFEheh 2 8 mithe] CIM3319] Wk Fofell ofs), 94T CIM33L slee A 7t =, A&Hem, of
=94 u%‘ﬂoﬂ grke] 2ol fE ade BT F Ak =Y, &% N '] §4, F Itch Scratch
Cycle Abetel s=bste], sjp-gio] A 7hgafxar, B3h, QOLO] 7HAde] Zheaixivt. @7 6453kell glojA <]
719 Fag ZEIAAS AT 5 ol

dgol, o§ Hof, 4Fvith o sFvivhe] CINBLY WY Folehwm s AE BFE, obEwy WPl @

B A AR el 19 53, ke s kg Sl : 1

sl Aeoli T
7

AT A Ao Fgokatel dojA], 2o usia Gyatadad s AYs da o =& 4 89
A7t Sw3] Fasta A g dd T4 gx oF 60U§, Hu FAHoZE 69S tgez, o3l 2
o2 (CIM331 T ZHAIRE B w3 st Fof, e F2ee G¥Fadald fAes 19 13 1 #AE

Sug) AGAAL F Ee AR Aol 1257 Ad A FAd. CIM31e] AlT3e] FoAF B Folel s

<

ojets} ol stol, AT 20pLe] AF¥ow HHE FAJc. |, AP, Iml Fol 100mge] CIM331
FAE Tk A 1vko] el s 1.53umL %ﬁé}l %@ﬁi*lﬂ Zﬂzﬂ—%, TAF &2 Sallste] Foljdow
ta, dieg A3l AR & TER

ol

2
tio
>,
ofo
<0}
2
_1
N
fu
oty
=
D
2
I
_LL/
2L
I
y
2

# 5
CIM3312| &g (mg/kg) CIM331E 0 ¥ =< (mg/mL)
0.125 6.25
0.5 25
2.0 100

CINB3LE Foleh ty BARAE, SFAUGAAL AF Fo2AL Gk 2ok, 277 o) A
Gatol WA FET AIE QolAA BAAG, T, 1Al 2ol dA wEAGAL @ Az
Az 71e B4 227 G BAAA, elake] 1FE WHAIE B A% BAE 90



[0294]
[0295]
[0296]

[0297]

[0298]
[0299]
[0300]
[0301]
[0302]

[0303]

[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

[0316]

[0317]

S=50ol 10-2800698

AT 712 1570 F 2% VAS7F 45 do] 5Y o] 9ar, E3F o]3le o y|Fx vl

I

A7lE 2
(1) S4A7F 20mm ©]7do] &= do] 59 o]
(2) A9 Hoo] 50mm ©]

w AP, v Fxeka(Erde
Al ol

CREEE

stat= AWl olF WA AR ulzE wWewyh ua

&
jut

tlo
b

&} o 60, B} FAAoRE 69HL o]ate] 579 ofi dhife] 1:1:1:1:1%2 dgow st
FehAlEE: CIN3319] EEtA e o8] 38t Fof gt
CIM331 0.125mg/kg+*: CIM331(0.125mg/ke)S ©3] d]8 Fol P}
CIM331 0.5mg/kgw™: CIM331(0.5mg/kg)S 3] v} Fol Pk

CIM331 2.0mg/kga-: CIM331(2.0mg/kg)S 3] 38} Fogith

SFSRNANT: LFANAAD Aes 19 15 1RE@.5ug) 1277 A A7 Folfd. A w
A FFT 5 AW, 19 13 205 Guo S FER ek,
(5-2) A5
9dAS] RE BE P AL FRE oFE, £ Adel AYHA @Y B4 Lt Evte] okl 94w
B o) 2}l 0 2 19 A o i]’ %a A A

o] &9k VASO] A&7} 10mm mRk)el tha,
o] Wi7do] dasitty BAIAS AF, 2ol I 259 FF

2ol AEe H7e, Visual Analog Scale(VAS)(Furue et al. 2013)el <3 s§gict. VASE 100mme] 24

o, omE Al 9, 100mE 3E 5t Aot stelgom Be A, A 2443 glojAe] 7}
el ZuE B7 Aol 0~100me] Afelo] Hom kit Zlom, Fsd & HAF Aol AAg,

o

ABE Y FFE 7|F(ANFED et al. 1983)2, 0(F4 U)HE 4(AF3 /M)A 2% FFE
|l 71x38k, A 24A17F ol g °‘Z4 4 2 ot T4 ARE 77 #Ag Pk, 2 HUbel dgiEiA
=, Aol dete A3 A Al e A3 B ANE HIE.

AlzEdlell A A g,

5-D itch scale(ol¥}E} et al. 2015), A 2573F o|je] Aacke] IdHE 7|3, He, M3 A3, Fo=

X5 UMk o] ~703}g),

N

=

s@ae] Grke el 3 U9

E

= Aol VASYE, e A 915, (0)FE Td3 = 4 gdok, (10)74#19) VAS(Furue et al. 2013)&
A 24X3F Fo] FH Aollo] JRE IFAIF Hrke.

B FZ% (Insomnia Severity lndex)(FEAFS; et al. 2009)%, 532 B FZ5 AEJFE o] &35y
W] gdsts 27939,
Q-5D-5L(oJ A} et al. 2015), ol Ak, , AW &g, |, TRHEFY &5, , ToF/EHz, , T
EQH/ &7 9 58] A AEHE 47 s5ToR FAIY

=

Actiwatch=, &&d A&sta, HAl -l x 2 kol A
2 HESEE AAE vHEFYE 54 7]7]oltk. YHoRHE 7—}@77}}]" AL A zE, A, S 58
E3sE 1 99 I HE A%

5 4 H7HYAF Hrh =, A A A
5l 2w sfol= #hel 2008, o
H71e AA 8.

S5 Fael BACGK B7hE, Y A 4 Ex AW B AL, (¥4 39 AT ojEny
S99 AR Jtele @9l 2008, o (FEES] J1E o veht Qe SA(EWR, A%, 98, PR, v,

olN
4z
I -
1.\
ol
ol
X
>
o
S
i
N
o,
)
I
N
>
o,



[0318]

[0319]

[0320]

[0321]

[0322]

[0323]

[0324]

[0325]

[0326]

[0327]

[0328]

[0329]

[0330]

[0331]

[0332]

[0333]

A&, dashel 29ES hd N2e B9 Ao sel, 2 NaAel doiNe HEA TR FEE
e RS et s el Pk, QR AR o oy WY FFE RREEE 3
7 A1z A)zske], 0§ NEH AHEFF)AA) saAlel WelelA ook ARtk PR B 91ge] A
ek,

Mo ~ehelo RN ol 4F Fo| &Sk VAS W tisl, 7 CDN3L Fole] FehAlm Folitel et 4]
e, frol £E FE 206 AuE BAYY. BA AP 8, dFYe] 24

T8 HIIEAME, WolagRo R E Fo 45 Fo A% VAS WS FS KA HELR shar, wlo]xEel Ale] A&
& VASE THEoR g FEAF A (ANCOVA) O o3, ZepA| Rt} CIM331e] 7zt &%a-& Hluget. =<
S ANCOVARY-E Ar&=3tk. Z2<&Xx+E LOCF(Last Observation Carried Forward after

2k 95% AlF] G-37h
o]

S ZF CIM331 ot ¥ ZEA W3 24
Souzel Fo A b Aad. o 99 B
o

AT QA Ao glojA], ZeAIR, CIN331 HE F27e IFHAdd HEe FoE wo 3z & F
83 A o Aok ZEA]E, CIM331 0.125mg/kg, CIM331 0.5mg/kg, CIM331 2.0mg/kg, EFeA Ao

2, 247 144, 144, 134, 14¢] 2 129},

T8 H7F FEA, Fof A 47 Foll glojAe] ek VASS Al Al (Hlo]~El) ZEE o] WMl (XA Ay
7)ol A H 9} =, CIM331 0.125mg/kg, CIM331 0.5mg/kg, CIM331 2.0mg/kgol A Z+Z} -2.4mm(p=0.7806),
-8.7 mm(p=0.3317), 0.4mm(p=0.9678) A t}. s, FETR FFeEgAde EgARee] A
5.7mm(p=0.5154) QI T}.

7} 7k Aol glole] 4ok VAS Wil

Fol A 15 o &% VASY wojzEiRlomRE ] WS RS, ZTAET -18.6mm, EFEFE AT
-17.4mmell i A, CIM3312] 0.125mg/kgw -27.4mm, 0.5mg/kgw* -30.3mm, 2.0mg/kgw* -25.9mm=, o= CIM331
TR &S o] Ui mHUt ERjIHAT. Fo] A 4 Fo 2% VAS WS, ZEAIET -32.8m,
FPAGAA T -27.3mel WA, CIM3319] 0.125mg/kg -34.7mm, 0.5mg/kgs —40.1mm, 2.0mg/kg —31.5mm
2, CIM3319) 0.5mg/kgT2] Waleko] 714 ATHE 12).

4% v 9] &

9F VAS 30mm W] 5kl E=ubdh

rir
I~
I
filo
rO

2

of

T8 H7F & HuE Al7IQl Tl Al 45 Foll AaoF VASZE 30mm mlwhe] E=wEbE fAS Q1 g Tt
HES, ZEAET 35.7%, SFetudaradd 33.3%) tiaia, CIM3319] 0.125mg/kgi 57.1%, 0.5mg/kg
69.2%, 2.0mg/kgw 42.9%%, ZEA R, SFA AT BlE CIM331TS ALl A%<l VAS 30mm ™7k
NAe AR TR Hlgo] wokth. (% 13)

AetEe ] FEE 7]Fdl o3 A519

Fo] Al 45 3] AlgEZ e 3o BHSR(LF)S, IEAIET -0.89, EFAIAAT -0.674 A,
CIM3319] 0.125mg/kgw* -1.00, 0.5mg/kgv" -1.30, 2.0mg/kgv -0.79%, CIM3319] 0.5mg/kgw-2] 7§Ae] 7 3
=
Fol A 457 T A gED 9] £F0] W (o), FEAET -0.81, EFSAGAAT -0.5100 tiaA,
CIM3319] 0.125mg/kgw* -0.64, 0.5mg/kgv" -1.16, 2.0mg/kgv -0.79%, CIM3319] 0.5mg/kgw-2] 7§Aeo] 7} 3
=

5-D itch scaled] 2]%F =59

Fof JNAl 4 T2 5-D itch scaled] 2Fo] WIlEe ZEA|H T 5.4, E¥FAGLAT -3.79 dE|A,
CIM3319] 0.125mg/kgw* -5.6, 0.5mg/kgw* 6.5, 2.0mg/kga -3.1%, CIM3319] 0.5mg/kgw2] 7NAo] 713 ZAt}.
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[0334]
[0335]

[0336]

[0337]

[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]

[0346]

[0347]

S=<5l 10-2800698
X o) £4 Aol QolAe) uhol e vhA B

(6-1) vholo. v}z 7}

e

o
s

CIM331 o o] A% IL-31 X<}, CIM331 Fof 9 44 AlE dHe A #AE Hrishr] f8), vhel
Q vlA #HAE A

(6-2) 3|4 ek, A W 5

ulo] @ wiA Ao AFsly] fEA S HAsE Aol )
dock. 8HF IL-31 s%%, -70TC olstilA &4 Rys 4 NES A i i

& wel F2 o] o] (ELISA; SiMoA , Quanterix, Billerica, MA, USA)E o]gato] Z=4at. 23] 689 A
Z2HE 42 HolgHE o83, 278d YA(CIM3EL Fo )9 dHF IL-31

0.86pg/mLE EZ&rt. o] IL-31 HALLEZAE o] &3], A4 59 hﬂﬂ HZ2 Ag FoJs we #x(n =
48)o disl, IL-313 A4 Ald A3} Aol e #AE H7gYk. T3k, post hoc Moz, A8 A=Y

B 45, g9l BelEle] fefe) AwEs 457 wugn.
(6-3) 814 7z}

post hoc 4ol o]k IL-31 X9 uiole w7 si4e] ZAitE = ol yepdink, A4 &dE o] (healthy
volunteer: HV; n = 20)¢} vl 3dle], ¥4 AU=(uremic pruritus: UP; n = 68) 3hxte] A= [L-31 d&de

e E=Uth(= 14). A AEZe] AFEo A FAE: w2 48Wel dolA, EHF IL-31 o]
0.86pg/mL ©]¥Ql &A=, AT IL-31 @l'¥o] 0.86pg/mL 7Rkl $kxpe} Hlulsto], CIM331 Fofol] o3k Ak
VASe] @A sk Al JAAFHAG(E 15). o] A2, EAE Fodolu; GFgadadd FolatdAe &
A kot

A FAS B Qe A T, AY%Ss FiskeE XY 35 IL-31 sREe, &GS FiekA ge s
Hlusle] 8ol Hauoe] gty oz, dAF IL-31 X7 CIM331 Folo Azt J&S & 71540l
ABzrE ek, &= 140l yEhu= ukek o], post hoc Al SlojAl, UP #ate] dAHF IL-31 dide, 14
BHEo Rt £33 v, ey, 2azld wAlelAe 84S IL-31 @@, wolagkloMe &%
VASA Atelel=, wulgh b d 2 gldvk. Ide% Batal, 23 dAlelA 35 IL-31 dEe] %94
A=, CIM331 o] o A%k VAS7E AAl Astes Aol vebwtth. A, 2t E Foldolu Eaa g
2k FolFol| M=, o)} Avbs @A gtk ols A, IL-310] T4 25 (UP)9] BF9] 3

e
agloleh= ZHaE AAsa gln.
(6-4) el sl Astsh felgh Fal

CIM3319] @3] 93} Fojo] ol&, A5 CIM331 F=7F AEsle], x&EH oz T4 xe] Lok ozt &y
S 333 5 ok, ==, A A &3 /A, & Itch Scratch Cycle Xpete]] F=REs}e] | I]5-¢do] 7 7}
Sl AL, Tk, QOLe] sfAe] rhsEl.

_1

HEol, of& Eo], CIM3319] ©3] F3} Fofo] oJa] 453 e 1 o]de] 7|7t AA A¢S AT + e
AR B, FA 2459 @39 d4 A5 Bye], 19 3], oFS vhAAY, oS B =¥shA] o
b HAY, F&, Ao awe Aeee Fol 1~-23y Sdo] dasid 5 Sl HlFo] Kol Fhxpe] of
o] g Feolu Td ¥ 55 @AM ARE F AS5S 71T 5 9l ] QLo el dF
g 4 Addt.

w3k CIM331 Fo] A Hel gl dH o] IL-31 F%7F 249 gk olAkel B4 A~%k% skt CIN331
of Folo &, B} ¥ AY A are] LIE 71EH Ak, eh 2, =L A A & 23
g g e 71ee] 2 ¢ dE 2% 4T IL-31 %*L, & 01 0. 86pg/mL° F . ¥4 F

o IL-31 5%}, olsh B
94 3

= A
Fgel T s F AT
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[0348]

[0349]

[0350]

[0351]

[0352]

[0353]

[0354]
[0355]

[0356]

=5=0ol 10-2800698

oin

CINB31E, olE Eeof, 2F~125wth, FAHeRE, odF S0, 27w, 35wtk 4Fwnit, 57w,
6Frket, 7Ebch, 85 Ek, 9FEhGE, 105 Pk, 115wk, 2 1250 18], 52, 1dvid, 24, S
sdvith 18], dleto] S@Fe] Fojgor w3 FUY Fol HAoR WE Fojyolm wrt,

CIM331e] AFTe] Tz 9 Fod s, Al Ad AlE A 1 o)e)e] A Ay} ol 7]x3h]

A3 A= "ok, dE 5o, B4 A%T Al AFo] 120kgs ZH3= Aole TS 120kgo =

AgFs FANE Pk, I, CIM331E T4 £2%F A dalA mg/bodyE T3l Zlo] omyi=

o=, Al g4 AE Ay To2HE, CIM331e] FoAFS, mg/kgZFE mg/body= 2Absle], AAdstx

L3 B3t T (mg/body) S AAGste], FoE= ey, o] uwl, mg/kgZHE mg/bodyZ2] it 2oz
=, S WA @A, oste] mAS o]&ste] B AEs] AT 4 sl olsd Blojtt.

CIM331el HA fra T v A A8(Hd) 45 % 7b EAgT A ZF4skaL, o] v = WeE d3
% CIM331 5=7F AlFdl TAGle] SAAES, mg/kge] FAZFOZHE mg/bodye] FoAFo =] WMAS ALY
AlE el @T%ETH AR, ES, AAFTY Xofgo ?04 F2 mg/body2E F=27F AAsHA Tl 7HsA
o] gl7] wiiEoll, 1 A& mg/kgo R FolE AEINC. A At = Al AP AR, 3
A Fa 84T =9 HAd A8 AT sEE AAsta, A9 Zol FRE nEA = ol 9§,

mg/body =2 WMES st 4= 9l

o

[«0
-

ot

2 T A A AFE PPAn, F Y ATl sxstel,
AFY Y x 8 AT = 1 8% 9 Al o), AFD) Pl & 1 8 (ne/body)
s

HIEG AR o AATE el SlolA, Q) Ee oke] T4 YT @A, 0.1mg~1000mg/body, S =
0.2mg~360mg/body, HF&EZ3}AIE= 10mg~200mg/body, 10mg~100mg/body, 25mg~100mg/body, 50mg~100mg/body,
= 50mg~75mg/body FoOllA AEEE= TS A AdEste], ded Fo tAcE dste] $F EF T
g fFol Ao w Wi Folsim gt

=&, HgAAd o2 AAE G oA, Aote] FA AYF AMAE, 0.0lmg~10mg/kg, dE &
.Img~3mg/kg, WFEASHAIE 0.2mg~2mg/kg, Rt} BFEASHAIE 0.5mg~1.5mg/kg oA ABEH= FAHS
A Meste] | Aed Fo pFo R v 8 EI U3 Fof Ao R vbE R Hlrt,

IgG A1 ddz gA
gae] we 2 o5l WS o] g3ty AT, A3F Elo} At AE f HEK293HF:(Invitrogen)E 10%
Fetal Bovine Serum(Invitrogen)< X33} DMEM ®viX](Invitrogen)ol &#HESIiL, 5~6 X 105A1]E/mL9] Al
Az JA& Mxg gA (&7 10cm, CORNING)Sl 7 tiA]ol 10mLA Ty ¥t CO, SI5FHlolE (37T, 5% C0,) W
ol Al UFol wjekdl Fof  wiRZ F<l A AL, CHO-S-SFM-II(Invitrogen) ®1*] 6.9mLS F7}3c. ZA3
Zeks UIE% llpofectlon of oz Aaxd =gk, ol wg FAHS I F, A (¢F 20008, 5
b, A)ste] AEE AASIL, F7F= 0.22pm FE MILLEX(R)-GV(Millipore) & F3A|# Hitshe] vl 34
S I, Aoz v Aol rProtein A SepharoseTM Fast Flow(Amersham Biosciences)ZE o]-83dfe] @A}t
oA FA® WHo=z AAY. AA gAY s, B3 FEAE oLt 280mmolAe FIFEE
SA4dct. foR e TEi Protein Science 1995;4:2411-2423¢l 7]Z% o) & Al&d &F AFE o
& 3}
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704 | —— =01 AD X0 CIM331 0.3 mg/kg S0
-a- 2E2Q00AD X0 H CIM331 1 mg/kg &0
-0- Q=01 AD 2 X0l 4l CIM331 3 mglkg £ 0f
O BEIAE S0
EH2
CIM331
Week 401 AN A S A2 VAS
o ZAE0 Y&t 2R
E2AIE <50% 250%
n=7) | (n=13) 1 (n=13)
Wi
ol
A
w0 -51
IT-o‘ —‘7
B
I l
50
2] T
1
’ J_
L
15
BT XI+SE
EH3
-=2 =201 AD B XH0IH CIM331 0.3 mg/kg S0
-x -2 &0 AD A0 CIM331 1 mg/kg & O
100+ -0~ L2l AD X0 A CIM331 3mg/kg O
o~ Z2AIE S0

40-—
Bl Ol At QI
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omn
J
Jm
Qﬂ

10-2800698

=m4

—~2 =01 AD S X0 CIM331 0.3 mg/kg = O
o —x-2 =0l AD S X0 CIM331 1 mglkg SO
< -0- 20201 AD E X0 H CIM331 3 mg/kg S0
= 60- ~o-Z2HAIE S0

EH5
50.0
-2 =01 AD S X0 0 CIM331 0.3 mg/kg £ 0
-2 =01 AD & X012 CIM331 1 mg/kg = O
—e-2=01 AD S X0 CIM331 3 mg/kg SO

10.0

= (ug/mL)
[$)]
o

=
= =
OO

©
—_—

0 5 10 15 20
Al 2HE)

[ o )
S O
(= S =]
(=T

—
S O
(==
(=

Scratching counts(/2h)
tn
S
S

L

IL-310 Pre 3 15 42 56 93
Days after administration of CIM331(0.2mg/kg)
mean+SE(n=4)

(=]
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k1
N
NN

6000
5000
4000
3000
2000

Scratching counts(/2h)

1000

0 2 [ & 4
IL-310) Pre 28 42 56 77 79 81 84 93

Days after administration of CIM331(1mg/kg)

mean+SE(n=4)

1
g
o

peripheral

s.c. Dose

k1
N2
©

100

10

= =3.0 mg/kg

- 1.0 mg/kg

(ug/mL)

-+ 0.3 mg/kg

oIt €ES CIM331 =&

......... o5 HEYE =X

o) ' i =& :670ng/mL
KIF | | |
o4

0 7 14 2128 35 42 49 56 63
SOl B AIZHY)
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SS=50dl 10-2800698

. A PARM=AUC Scenario=0.5 - 2 mg/kg B PARM=AUC Scenario=50 mg

AUC (mcg*d
=

R
t=

50 75 100 125 150 25 50 75 100 125 150
C PARM=AUC Scenario=75 mg D PARM=AUC Scenario=100 mg

ne
(6]

1250

/mL)

S
3

AUC (mcg*day
B g

0 0
25 50 75 100 125 150 25 50 75 100 125 150
Body weight (kg) Body weight (kg)

=
o

2 5
[ =]

-1004. . '
Ref 0 25 50 75 100
Dose (mg)
Symobl for reference: @: Placebo 4:0.1 mg/kg: 4:0.5 mg/lkg m:2.0 mg/kg, Gray area and error bar:
90% prediction interval

Median pruritus VAS %change from baseline (1 year)
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£
22 g |

< - -
. . S
<| 40 > N gt Ol ‘O.\‘\$": k¢ :-221“\:: ---- A
2 \\ — e . 4 O Sy
> 30 \N\ = ‘/')““‘ -
4
10
0
S N > g © ) > Q N
& & ee’aeé{- & ze\’ﬁ)ee\’& & & ze\’&e‘,& & 8"0
D7 Q7 QT QT QT QT QT QT N N W W
= Z2tAIEN=14 R X|+SE
b CIM331 0.125 mg/kg N=14
=>&— CIM331 0.5 mg/kg N=13
=@ CIM331 2.0 mg/kg N=14
SO EEE MY N=12
EHI3
% wfpoe EBLAI R N=14 i
8 | e CIM3310.125mgkgN=14 |
=== CIM331 0.5 mg/kg N=13 }
70 s CIM3312.0 mg/kg N=14 |
—me SEIAAMY N=12 |
60 !
50
40
30
20
10
0
=914
100 -
)
£
g
= |
) P ol
.0 'y
— y el
g / 5 "’-
| = 4 ] ‘\\
@
€ 1 / S
o ' { /:'
® £
s A !//
e TR Y
5 C : 3 |
$ "*-,\ ] /.//
N
v )
HV (O]
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S=50dl 10-2800698

EHI
__T_“ = B =
= | =
o} s 9 s
g 2.8 T 2
| °
N —— ETA T
— ] = O« i =
) | =@ =
Ll el L <
= Ve = g= 7 =
o / 2o / 2
§ L | 5
© = =
o g o —T ES
o / ol = ! =
© — o —_— 2
gg ! = Ezg / =
/
v — g2V — |8
- I = m— / =
N / =Z® / -
—p——t S —f— =
= / = = / =
/ 2 / =
d Z ! 2
o o o o o o o O o o o o
N NT @ > N NT @ X
Qs F uesw ‘(ww) as F uesw ‘(ww)
SVA snjunud jo SVYA snjunud jo
auljeseq woly sbueyn auljeseq wouj abueyn
'—‘f 2 T 2 T =
= { = | =
o8 —— 12 3 -+ 2 8 —+ [
Xo | [el=) ! [ol=] I
= = | = =
OAl S — - —t S A —t s
E— / = O / = O / =
0 % / g E® / gE® / =
= e == = o= - =
~ i 2~ 2N 2
o - 5 - =N s 5
SQa S a &8
8 =0© =0 =
1 S = —_— S
E / = g = g ] =
3o . 2 No 4 I8N =2
N ] £39 £359 — £
v ! < 29 < 2o ;’ =~
\% e = £ \% B N -1 £ \% S
£ — 1 = 0 i =0 =
Qo \ =Z9 i =Z® ! =
zZh — s s PR e =
- / = -] s = -] / =
/ ] e = / =
/ ‘S ' ‘B e ‘S
o o o o o oF o O o o o oF o o o o o oF
N NT @ X N T @ X N N @ ®
(as -+) ues (wu) SYA QS F ueaw ‘(w) QS ¥ uesw ‘(ww)

snyunud jo g wouy abu SVA snjunid jo

SVYA snjunid jo
auljaseq woJj abueyn

auljaseq woJy abueyn

©
<
[&]

P
SEQUENCE LISTING

<110> CHUGAI SEIYAKU KABUSHIKI KAISHA

<120> PHARMACEUTICAL COMPOSITION COMPRISING IL-31 ANTAGONIST AS ACTIVE
INGREDIENT FOR PREVENTING AND/OR TREATING UREMIC PRURITUS

<130> C1-A2012P

<160> 11

<170> PatentIn version 3.5

<210> 1
<211> 5
<212> PRT

<213> Artificial sequence
<220><223> An artificially synthesized peptide sequence

<400> 1
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1]
Jm
el

Gly Tyr Ile Met Asn
1 5
<210> 2

11> 17

<212> PRT

<213> Artificial sequence

<220><223> An artificially synthesized peptide sequence

<400> 2

Leu Ile Asn Pro Tyr Asn Gly Gly Thr Asp Tyr Asn Pro GIn Phe Gln
1 5 10 15

Asp

<210> 3

<211> 12

<212> PRT

<213> Artificial sequence

<220><223> An artificially synthesized peptide sequence
<400> 3

Asp Gly Tyr Asp Asp Gly Pro Tyr Thr Leu Glu Thr
1 5 10

<210> 4

<211> 11

<212> PRT

<213> Artificial sequence

<220><223> An artificially synthesized peptide sequence
<400> 4

GIn Ala Ser Glu Asp Ile Tyr Ser Phe Val Ala

1 5 10

<210> 5

211> 7

<212> PRT

<213> Artificial sequence

<220><223> An artificially synthesized peptide sequence

_53_
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<400> 5

Asn Ala Gln Thr
1

<210> 6

<211> 9

<212> PRT

<213>

S50l 10-2800698

Glu Ala GIn

5

Artificial sequence

<220><223> An artificially synthesized peptide sequence

<400> 6

Gln His His Tyr

1

<210> 7
<11> 121
<212> PRT

<213>

Asp Ser Pro Leu Thr

Artificial sequence

<220><223> An artificially synthesized peptide sequence

<400> 7

GIn Val Gln Leu

1

Ser Val Lys Val
20

Ile Met Asn Trp

35

Gly Leu Ile Asn
50

GIn Asp Arg Val

65

Met Glu Leu Ser

Ala Arg Asp Gly

100

Gln Gly Thr Leu

Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

5 10 15

Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
25 30

Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met

40 45

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

105 110

Val Thr Val Ser Ser
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115
<210> 8
<211> 107
<212> PRT

<213>

<220><223> An artificially synthesized

<400> 8

Asp Ile Gln Met Thr Gln

1 5

Asp Arg Val Thr Ile Thr
20

Val Ala Trp Tyr Gln Gln

35
Tyr Asn Ala Gln Thr Glu
50
Ser Gly Ser Gly Thr Asp
65 70
Glu Asp Phe Ala Thr Tyr
85
Thr Phe Gly Gly Gly Thr

100

<210> 9
<211> 445
<212> PRT

<213>

120

Artificial sequence

peptide
Ser Pro Ser Ser Leu Ser

10
Cys Gln Ala Ser Glu Asp
25

Lys Pro Gly Lys Ala Pro

40

Ala Gln Gly Val Pro Ser

55 60

Phe Thr Leu Thr Ile Ser

75

Tyr Cys Gln His His Tyr
90

Lys Val Glu Ile Lys

105

Artificial sequence

<220><223> An artificially synthesized peptide

<400> 9

GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys

1 5
Ser Val Lys Val Ser Cys

20

Ile Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly

10
Lys Ala Ser Gly Tyr Thr

25

oin
]
Jm
el

sequence

Ala Ser Val Gly
15
Ile Tyr Ser Phe
30

Lys Leu Leu Ile

45

Arg Phe Ser Gly

Ser Leu GIn Pro
80
Asp Ser Pro Leu

95

sequence

Lys Pro Gly Ala
15
Phe Thr Gly Tyr
30

Leu Glu Trp Met

_55_
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35

Gly Leu Ile Asn Pro

Val

145

Ser

Val

Pro

Lys

Val

225

Phe

Pro

Val

50

Asp Arg

Glu Leu

Arg Asp

Gly Thr

115
Phe Pro
130

Leu Gly

Trp Asn

Leu Gln

Ser Ser

195
Pro Ser
210

Glu Cys

Leu Phe

Glu Val

GIn Phe

275

Val

Ser

100

Leu

Leu

Cys

Ser

Ser

180

Asn

Asn

Pro

Pro

Thr
260

Thr

Ser

85

Tyr

Val

Leu

165

Ser

Phe

Thr

Pro

Pro
245

Cys

Tyr

70

Leu

Asp

Thr

Pro

Val

150

Lys

Cys

230

Lys

Val

Asn Trp Tyr

Asn

55

Thr

Arg

Asp

Val

Ser

135

Lys

Leu

Leu

Thr

Val

215

Pro

Pro

Val

Val

40

Gly Gly Thr

Ala Asp Lys

Ser

Ser

120

Ser

Asp

Thr

Tyr

200

Asp

Lys

Val

Asp

280

Glu

Pro

105

Ser

Lys

Tyr

Ser

Ser

185

Thr

Lys

Pro

Asp

Asp
265

Gly

Asp
90

Tyr

Ser

Phe

170

Leu

Tyr

Thr

Pro

Thr
250

Val

Val

Asp

Ser

75

Thr

Thr

Ser

Thr

Pro

155

Val

Ser

Thr

Val

Val

235

Leu

Ser

Glu

Tyr
60

Thr

Leu

Thr

Ser

140

His

Ser

Cys

Met

Val

45

Asn Pro GIn Phe

Ser

Val

Lys

125

Pro

Thr

Val

Asn
205

Arg

His

285

Thr

Tyr

Thr

110

Val

Phe

Val

190

Val

Lys

Pro

Ser

Asp
270

Asn

_56_

Tyr
95

Trp

Pro

Thr

Thr

Pro

175

Thr

Asp

Ser

Ser

Arg
255

Pro

Ala

Tyr
80

Cys

Ser

Val

160

Val

His

Cys

Val
240

Thr

Lys

S50l 10-2800698



Thr Lys Pro Arg Glu Glu Gln Phe Asn Ser

290 295

Val Leu Thr Val Val His Gln Asp Trp Leu
305 310
Cys Lys Val Ser Asn Lys Gly Leu Pro Ala
325 330
Ser Lys Thr Lys Gly Gln Pro Arg Glu Pro
340 345
Pro Ser Gln Glu Glu Met Thr Lys Asn Gln

355 360

Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala
370 375
Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr
385 390
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu
405 410
Trp Gln Glu Gly Asn Val Phe Ser Cys Ser

420 425

His Asn His Tyr Thr Gln Lys Ser Leu Ser
435 440

<210> 10

<211> 214

<212> PRT

<213> Artificial sequence

<220><223> An artificially synthesized

<400> 10

Asp Ile GIn Met Thr Gln Ser Pro Ser Ser

1 5 10

Asp Arg Val Thr Ile Thr Cys Gln Ala Ser
20 25

Val Ala Trp Tyr Gln Gln Lys Pro Gly Lys

Thr

Asn
315

Pro

Val

Val

Pro

395

Thr

Val

Leu

Phe

300

Gly

Ile

Val

Ser

380

Pro

Val

Met

Ser

peptide

Leu

Glu

Ala

Ser

Asp

Pro

Arg Val Val

Lys Glu Tyr

Glu Lys Thr

335

Tyr Thr Leu
350

Leu Thr Cys

365

Trp Glu Ser

Met Leu Asp

Asp Lys Ser
415
His Glu Ala

430

Pro

445

sequence

Ala Ser Val

15

Ile Tyr Ser
30

Lys Leu Leu

_57_

Ser

Lys

320

Pro

Leu

Asn

Ser

400

Arg

Leu

Gly

Phe

Ile

S50l 10-2800698



Tyr

Ser

65

Thr

Pro

Thr

Lys

145

Ser

Phe

35
Asn Ala GIn Thr
50

Gly Ser Gly Thr

Asp Phe Ala Thr
85

Phe Gly Gly Gly

100
Ser Val Phe Ile
115
Ala Ser Val Val
130

Val Gln Trp Lys

Ser Val Thr Glu

165
Thr Leu Thr Leu
180
Cys Glu Val Thr
195
Asn Arg Gly Glu
210

<210> 11

<211> 764

<212> PRT

<213> Homo sapiens

<400> 11

Met

1

Cys

40

Glu Ala Gln Gly Val Pro Ser

Asp
70

Tyr

Thr

Phe

Cys

Val

150

Gln

Ser

His

Cys

55

Phe Thr

Tyr Cys

Lys Val

Pro Pro

120
Leu Leu
135

Asp Asn

Asp Ser

Lys Ala

Gln Gly
200

60
Leu Thr Ile Ser
75
Gln His His Tyr
90

Glu Ile Lys Arg

105

Ser Asp Glu Gln

Asn Asn Phe Tyr

140

Ala Leu Gln Ser
155

Lys Asp Ser Thr

170
Asp Tyr Glu Lys
185

Leu Ser Ser Pro

45

Arg Phe Ser Gly

Ser Leu GIn Pro
80

Asp Ser Pro Leu

Thr Val Ala Ala

110
Leu Lys Ser Gly
125

Pro Arg Glu Ala

Gly Asn Ser Gln
160

Tyr Ser Leu Ser

175
His Lys Val Tyr
190
Val Thr Lys Ser

205

Cys Ile Arg Gln Leu Lys Phe Phe Thr Thr Ala Cys Val Cys Glu

5

10

15

Pro Gln Asn Ile Leu Ser Pro Gln Pro Ser Cys Val Asn Leu Gly

20

25

30

_58_

S=50dl 10-2800698



Met

Ser

Tyr

65

Ser

His

Cys

Tyr
145

Arg

Arg

Lys

Pro

225

Lys

Glu

Ala Asp Gly

Met

Leu

50

Tyr

Tyr

Asp

Ser

Val

130

Trp

Val

Lys

Phe

Asn

210

Phe

Phe

Ala

Trp Thr
35

Ala Ala

Arg Lys

Thr Gln

Asn Cys

100

Phe Phe

115

Arg Leu

Lys Pro

Pro Glu

180

Arg Thr

195

Arg Lys

Thr Glu

Trp Ser

Pro Cys

260

Trp

Leu

Asn

Tyr
85

Thr

Leu

Val
165

Leu

Val

Asp

Tyr

Asp

245

Gly

Ala

Pro

Leu

70

Thr

Thr

Pro

Asn

Asn
150

Leu

Asn

Lys

Val
230

Trp

Leu

Ala

55

Thr

Val

Asn

Arg

Pro

Ser

Asn

215

Ser

Trp
40

Lys

Cys

Lys

Ser

120

Asp

Val

Thr

200

Leu Glu Leu

Met

Pro

Thr

Arg

Ser

105

Thr

Lys

Lys

Ser

185

Ser

Thr

Leu

Trp

265

Leu

Glu

Trp

Thr
90

Thr

Val

Thr

Arg

170

Ser

Trp

Tyr

Arg

Lys

250

Arg

Pro

Asn

Ser

75

Tyr

Ser

Pro

155

Met

Asp

Met

Asn

Cys

235

Met

Val

Arg Arg Pro Val Arg Leu Leu Trp

Ser

60

Pro

Asp

Lys

140

Pro

Leu

Leu

220

Leu

Lys

Leu
45

Ser

Gly

Cys

Cys

Lys

Lys Phe

Val Tyr

Glu Thr

80

Phe Gly Glu Lys

95

Asn Arg Ala Ser

Asn
125

Ser

Pro

Lys

Val

205

Thr

Val

Met

Lys

Lys

110

Tyr

His

Lys

Tyr
190

Asn

Gly

Lys

Thr

Pro

270

Ala

_59_

Thr Ile

Met Thr

Ile Phe

160
Glu Trp
175

Thr Leu

Phe Ala

Leu Gln

Glu Ser
240

Arg Gly
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Ala Pro

290
Glu Ser
305

Leu Glu

Tyr Asn

370

Asn Thr

385

Thr Leu

Gln Asp

Met Leu

Lys Glu

450
Gly Val
465

Arg Lys

Gly Lys

Leu Glu

275

Val

Asn

Leu

Ser

355

Asp

Trp

Ser

Lys

His

435

Lys

Ser

515

280

Leu Glu Lys Thr Leu

Thr

His

Leu

340

Lys

Met

Trp

Leu

420

Asp

Val

Thr

Phe
500

Leu

Leu

325

Ser

Leu

405

Lys

Lys

Pro

Val

485

Ser

Lys

295

Leu Thr Glu

Lys Ser Pro

Phe Gln Cys

360

Val Val Lys
375

Glu Trp Phe

390

Ser Val Ser

Pro Phe Trp

Val Gly Glu

440

Ser Glu Gly

455

Thr Ile Thr

470

Cys Asn Tyr

Lys Thr Val

Arg Lys Thr

520

Gly Tyr

Thr Met

Ser Phe

330
Val Ala

345

Trp Gln

Pro Asp

410
Cys Tyr
425

Pro Tyr

Trp Lys

Thr Ile

490
Asn Ser
505

Ser Tyr

Asn

Asn

315

Trp

Thr

Val

Ser

Val

395

Thr

Asn

Ser

Thr

475

Phe

Ser

Ile

300

Thr

Val

Leu

Met

Ser
380

Asp

Asn

Lys

460

Tyr

Val

285

Trp

Thr

Ser

Arg

Ser

Trp

Ser

445

Val

Pro

Leu

Gln

525

Tyr Tyr

Asn Gln

Met Ile

335

Ile Pro

Ala Cys

Leu Asp

Glu Pro

Thr Ile

415
Val Tyr
430

Ala Tyr

Glu Asn

Lys Ser

495
Gln Tyr
510

Val Met

_60_

Pro

320

Ser

Val

Val

Thr

400

Pro

Ala
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Ser

Leu

545

Lys

Leu

Leu

625

Val

Arg

Thr

Leu

Ser

705

Phe

Pro

Ser

Thr
530

Ser

Pro

Asn
610

Lys

Val

Thr

Cys

Pro

690

Arg

Ser

Asn

Glu

Ser

Phe

Leu

Asn

Ser

595

Leu

Pro

Asn

Pro
675

Val

Met

Pro

Lys

755

Ala Gly Gly Thr Asn Gly Thr Ser Ile

535
Ser Val Phe Glu
550
Leu Ile Leu Ile
565

Lys Leu Thr His

580

Ser Ile Ala Thr

Lys Glu Ser Asp

615

Cys Ser Thr Pro
630

Phe Gly Asn Val

645

Gln Glu Asn Asn

Phe Arg Pro Asp

Ser Pro Glu Ile
695

Pro Glu Gly Thr

710
GIn Ser Leu Val
725
Tyr Leu Lys Asn
740

Leu Pro Glu His

Ile

Leu

Trp

600

Asp

Ser

Leu

Leu

Cys

680

Pro

Arg

Pro

Ser

Thr

760

Leu

Cys

585

His

Ser

Asp

Pro

Pro

Asp

Val
745

Lys

540
Leu Ile Thr
555
Thr Val Ala
570

Trp Pro Thr

Gly Asp Asp

Val Asn Thr

620

Lys Leu Val
635

Glu Ile Phe

Gly Glu Lys

Leu Gly Lys

Arg Lys Ser
700

Glu Ala Lys

715
His Leu Cys
730

Thr Ala Arg

Gly Glu Val

Asn Phe Lys Thr

Ser Leu Ile Gly

560

Tyr Gly Leu Lys
575

Val Pro Asn Pro

590
Phe Lys Asp Lys
605

Glu Asp Arg Ile

Ile Asp Lys Leu
640

Thr Asp Glu Ala

655
Asn Gly Tyr Val
670
Ser Phe Glu Glu
685

Gln Tyr Leu Arg

Glu Gln Leu Leu

720

Glu Glu Gly Ala
735

Glu Phe Leu Val

750

_61_
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