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ADA Anti-drug antibody : HiIEMHLIR

ADCC Antibody-dependent cell-mediated cytotoxicity : PRI MNEEE
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CDC Complement-dependent cytotoxicity : fifi (A {77l (5 5

CDLOI Children's dermatology life quality index : GRS/ NREE O QOL 12 H- 2 %
FFA 4 % B 2R

CI Confidence interval : 5% X i

CL/F Apparent total clearance corrected for bioavailability : F2MFD 27 U7 5 &

CPK Creatine phosphokinase : 7 L' 7 F LR AKX ) —+F

DCS Dual chamber syringe : XD L7 ()L R Y Y

DFI Dermatitis Family Impact

DLQI Iﬂ);rmatology life quality index : SZ§HRBNEE D QOL (252 D 8B4 7l 4 5 &M

EASI Eczema area and severity index

e¢PPND enhanced pre- and postnatal development : $I578 8! HAE Aif 2 ONHAETR D FEA2

EQ-5D-5L EuroQol 5 dimension 5 level

FAS Full analysis set : $ K O T %} S4E [

HADS Hospital anxiety and depression scale : JWPEIZ31T 2 R% & 15 DI HEMZE

IL-31 Interleukin-31 : A Z—1 A % 231

IL-31RA Interleukin-31 receptor A : A X —11 A ¥ 31 ZRE A

ISI Insomnia severity index : AHREEAE FEHE L

JAK Janus kinase : Y X A ¥ J —+F

MMP Matrix metalloproteinase : ¥ b v 7 2 XA 2777 —+8

MRT Mean residence time : F-¥5) 7 B8 R ]

NRS Numerical rating scale

NYHA New york heart association : = = — = — 7 D&iH =

OSMR Oncostatin m receptor : 4> T AKX F o M S FIK

PN Prurigo nodularis : & SifEFEZ
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POEM Patient-oriented eczema measure : BH H H 2 K 2102510
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QOL Quality of life : AETEDH
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SCORAD Scoring atopic dermatitis
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STAT Signal transducer and activator of transcription : 2 ) /W& E A G4 LIK 1

TARC Thymus and activation-regulated chemokine : Mg it % ONEEAL I 27 € 1 A >

TNF Tumor necrosis factor : fEE5E K] 1-

VAS Visual analog scale : 57 F 1 7 R

Vd/F Apparent volume of distribution : FL2TF D346 & FH

VRS Verbal rating scale

WPAI-GH Work productivity and activity impairment questionnaire-general health
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Mitchga® Syringes. Mitchga® Vials

Q) BIDHEX
Mitigate the Itch (22PAZF BT D) (THK

2. —fiz4
(1) #n4 (804 %)
XEY XA~7 (BIEFHEZ) (JAN)

(2) % (an %)

Nemolizumab (Genetical Recombination) (JAN)
nemolizumab (INN)

(3) R T L (stem)
b MEE / 7 g —F LHEK ; -zumab

3. BWEAX(T R
FEY AT OLELCHBEDT I/ BRELY K OFE S &

L 84

ja ]
@
i

DIOMTQSPSS

AQTEAQGVPS

GTKVEIKRTV

DNALQSGNSQ

LSSPVTKSEN

QVQLVQSGAE

INPYNGGTDY

YDDGPYTLET

LSASVGDRVT

RESGSGSGTD

AAPSVFIFPP

ESVTEQDSKD

RGEC

VKKPGASVKV

NPOQFQODRVTI

WGQGTLVTVS

IT?QASEDIY

SEVAWYQQKP

FTLTISSLQP
SDEQLKSGTA

STYSLSSTLT

S?KASGYTFT

I
EDFATYYCQH

SVV?LLNNFY

GKAPKLLIYN

HYDSPLTFEGG

PREAKVQWKV

LSKADYEKHK

GYIMNWVROQA

I
VYACEVTHQG

PGOGLEWMGL

TADKSTSTAY

SASTKGPSVE

MELSSLRSED

PLAPSSKSTS

|
TAVYYCARDG

GGTAALG%LV

KDYFPEPVTV

TYTCNVDHKP
LMISRTPEVT
RVVSVLTVVH
LPPSQEEMTK

DGSFFLYSKL

SWNSGALTSG
SNTKVDKTVE

?VVVDVSQED

VHTFPAVLQS

RKSCVECPPC

PEVQFNWYVD

QDWLNGKEYK

NQVSLTCLVK

TVDKSRWQEG

|
CKVSNKGLPA
GFYPSDIAVE

NVESCSVMHE
5

SGLYSLSSVV

PAPPVAGPSV

GVEVHNAKTK

PIEKTISKTK

WESNGQPENN

ALHNHYTOQKS

TVPSSNEGTQ

FLEFPPKPKDT

PREEQFNSTF

GQPREPQVYT

YKTTPPMLDS

LSLSP
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L 8 C214 - H #4 C224, H#{C227 - H#{C227, H#{C230 - H#4 C230 : Y AN 7 1 NEA
FRBEHOHEERE IS
GlcNAc-Man Flfc
Galy., /Man—GIcNAc—GIcNAc
GIcNAc-Man
4. RFRARUADFE

FEY A<

4512 CoasaHog1aN 167802034848 (X V2N TEER Sy, 4 REH) . 055 147,000
5. tZ& (didiE) XIEARE

FEY ATV, M5 HOT I JRERENSR D HEE (1280 2 KR O214HO 7 X VBRI G725 L
B (1) 2R TS NAMEY VXV ETH D,

6. ER4A. A4, BE.

CIM331, CDI14152
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LE&ES
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. F3RICBEY SEE
1. IR E
(1) 51 - HEIR
S~ BOR B O

(2) AR
BARANA

(3) IR
LR

RS (DER) . BR. BER
AL

(5) B R E AR B T 28
LR

(6) M ECEREK
A L7220

(7 DD E AR EE
pH : %17

2. AMBADERFHTICETSIREN

AR e Sl E¥esiA RAF AR R
R A7l -50°C TF Lo FRiR Y = LR 60 % A BN GRERkGE )
TR 5°C TF Ly B = LR 12 & H HRN
—HogpA = o 0 o °© ° N s Bn VE %\ﬁ@%@%ﬂﬂ&@ﬁﬁﬁ@
nf R 40°C/75%RH R Fa Lo was 4 58 sy

BRI - PRIR, MUEERURR, EEE. Dl

3. AWML DHERHEE, ]
TR BRyE - T F K~ v 7k

TERTE SO TR R E T



IV. 2E|IZREd 518 H

1. &R
(1) Flfz D X Al
(ESF—HRTEA6MO Mg YD)
HEHEA [FaT7Fxron"—=2 oy (CEROTF LT 40 RV D) ISHEES R K OV O
HRRAKERE LZa e x— g L]

(SF—HETERA30 mg /N1 T7IL)
FEHF (S T IOV HAS TR 2 FE )

) "HEIDNE R TR
(RF—ARTIAR60 Mg ) o)
B RO« A B ORR IS
VFRIR - ECIE I O
VPR E C AR O KR - I~ O A O

TSI — FIUTv—-
OvZA Ov7JB
ZEBDRTN SR (HRFEH) Thie Jnig ‘
Tk v v 7 (RE) N
| R T ——
Ib /'Eﬂ S [Goms=vs 'JH -
REFvy T (B8 YUVVER  FORFYUVT BERE EHhD
o) mm— W=y -
JUVINUIL TSI —

(EF—ARTEA 30 mg /31 7JL)
B RO © A B ORI
TEST K TR OFWE - MO~ DR

Q) EA—F
FAAPSA

(4) EE|DE
(SF—HETER60 mg > o)
pH : 6.7~7.3 (Afifk Ciiie)
RIBIELE - 923 (AR TG Ok, AAERICRH 5 )

(SF—HETERA30 mg /N1 T7IL)
pH : 6.5~7.5 (JE& /K CTHHL%)
RBIEL 59 2.1 GEHHKCHRE% O3, ERERIERICX T 5 )

(5) £ Dt
(RF—ARTIAR60 Mg ) o)
A L

(EF—HERTEAI0 mg /31 7))
NATNAVRITEEDOERNEASIN TN D,



2. HEIDHER
(D BEHHS (BHERD) DEER VR
(FTF—HETFIA60 mg > o)

o 130 ofED
oy VAN
BT | 250 2~ GEETRML) *2 75 me

1>y »ohiED

FEHL o 63.9 mg

fae A ZE—/1 0.24 mg

WAl L-7 X =Rt 23.6mg

AU AFoF Ly (160) RV AF7FrE Ly (30)

7 ) a— LY 0.37 mg

ZOEshAlE LT pH A =& 6T 5,

1) AFNT, W L-EEOREIEOBEEZEEB L, 1 YU UnbRED X7 (o Fifkz) 60mg &
EET IR BEWMRT HDICEEREINL TS,

E2) AENL, FrA =—ZANLAX—JIEMaZ W TiREIND,

H3) FiMbAIE LT TFAE Xy bLro 281,

(SF—HRERT:EH 30mg /N1 7JL)

- 1 34 7 jLrpiED
75 AN "
HRRIT | 29 2~ GEETEBZ) 2 512 me
1 234 7 LD
FEEY R 87.5 mg
fa A XE—)L 0.334 mg

sl L-7 V¥ = iRt 323 mg

AU AFoF Ly (160) RV AF7FrE Ly (30)

7 a— LY 0.51 mg

ZOMEMAlE LT pH HHAZEHT 5,

1) AR, BB L-EEOFUEOBREELEZRE L, 1 XA TANLREY X~v7 (BTHEZ) 30mg %
TR AR REAMETA-OICEEFE SN TEY . EHHK 0.9mL TR LZRKEERED S b5,
0.6mL IZHFENDEITI0OmME & 725,

E2) AKENL, FrA =—ZANLAX—JiEMaZ W TREIND,

H3) Hie(bAlE LT T F e Rexs Moy 58T,

(2) BREFDRE
AL

OF 5
REM L7g

3. RABMEDODHERRUVEBE
(SF—HETER6O0mMg ) oo)
1Y Voo, HRHAKO0.654mL 254615,

(SF—HRT:EA30 mg/N1 7 IL)
BAPAYA

4. Hff
Y LR

5. IBAY DFIREIE D & 5 Kt Y)
B R, m R RS



6. HADBEEHTICETIREL
SF—ARTER60mgy>oo® .

1.

8.

9.

HEr PRAFSRM: PRAF IR PRIFIERE s
=4 o 0 ke ?‘17/1/9:“\7 \//\‘*_4
EHR B 30°C/75%RH 36 & A S RN
e o 0 ffe :7:\\1711/'9:'\"://{_
IR 40°C/75 %RH 6 %A S RN
" R o% e T 2T VT L N—
Zh 50°C/75%RH 12 S RN
iR -, sl | TR DRI TR
i SR 120 5 Ix - hr DLk 7 ij;f’ WA, TRTO
KEUTERAMN RS = R )L F—200 W + h/m? DL | L THH THENTH
(Z~ULEEL) e
RERIEE : PRIR. pH. K4y, WHEEEREBR, EEE. s
SF—HETFTEA3IO mg/NL 7L
HEr RIS PRAF IR TRIFIERE AE R
. . . < FRAEN
FEHRATRER 5°C 24 & A XA TV (SR
IR 40°C/75%RH 6 %A INA T IV RN
IRy DEEIN Ko Oy f38) B8N % 38
# | 50°C/75%RH 8 18 IRA TV WIEN, TRTOHEA THENT
TR T o hor
A 120 7 1x * hr N R
. SR DI ZFED =08, T
¥ | 2} L — 3
| RIS f;zz’f W00W- | AT DELH CHEN TS - 12,

AHERIEE - MR, pH. 7

. MUEERUER, EEIE. S

lelﬁﬁi®gaj@ﬁ%%
(EF—HARTEREO Mg Yooy ®
T aT VT X N — U IS B A2 U TR L 723X, 30°C T 4 K E TEYLTFERICL E
ThHHI LR TE T,

(ESF—HETEXANO mg/A1 7)) @

DU USRS A S LR LR A R & Lo 72 3EIIE, 30°C T 24 FEfE TSI

LR TE L,

ol & DEA
AR L

i
LR

Zib (HEEFEMEIL)
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10. &3 - A%
(N EELNDELGRS - A, HEIRRGES - BRICET S1FR
REM LR

(2) A%
(EF—HRTEAG mg 1))
YUY 60mgx 1 (HEMEH 7 ¢ L2 5 & ESE 27 77— 1 KIRA)

(TF—HRTEA30 mg/N1T7IL)
XA TV 30mg % 1

Q) FiREE
LR

4) BFRDOME
(EF—HETEFH6O Mg YD)
@ FToaTINFyrNRN—TYrT
AV AVE R N i w I ol P
=AY S NN
YR BT A
ALF vy v (JKE) © T L
Ri#ExXy v 7 (BR) R oLy KRN L

® HinfE 7 ¢ L& X RS

Fan = S A S :

I AR Y —HRFx— b

T4 H T UNSLEEWE - S A v R A
= St/ SR N R = il PN

(EF—HETERA30 mg /1 7JL)
RAT IV T A

= VAV R N

XYy TNI=TL TTAF VY

. @R Sh B EHMEE
MAER e L

12. Z it
(EF—HETER60 Mg 1) oo)
AR 7 4 V2 A& BRSO EoEE
o FEAIF1IEEY &L, EHARITEGIZHEEL THFI,
o FUEABRI-OTITHEM L, HERABITEESEICERE L, HEbICEER HIETHEEL TR
WV, W, ERBICY Y v TR ASA . B LICHEER, BEICToTFEN,
o i lEENEE, (BRL TV AEAEE, BEICHEBEERE PR DAL AIIERA LN T
TEW,
& KBNICEEL., EHRHBXBLIOER - Z2WERT THRE L TTEW,
(TXM.2. ZDOfOBIEE R DOIHEZ)
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V. REICEYT HIEH

1. MEEXIEHR
(EF—ARTEA6O Mg > D)
7 PE—MERERICHE D £ D5 WEFEIRR CRRA T B E I RD) P

(SF—HRTEH30 mg /x4 7IL)

BEAFIRIR CRIRA 0 7 FRldR i
O7 bE—PERIERITHES 2 5 Y
OfEHitEFES

1) Bl AHEET A BT A xS

2. BhEEXIEHRICEAET H5FE

(ESF—HRTEFH6O Mg > >P)

5. 3hEE - HEICEET 5FE

5.1 27 v A FAHAIRCY 77 ) AZHAIZEOTKIENRF KL O A I VAIFEOHT L VX —HAl
IZ X Y 725 E —EHFEIT L CH, THOEEZ I ary b — L TCERVWEBEFRICEET L
Lo [17.1.1 2]

5. 2 KFNIZE YFEEIERT HEAITH Y, T HOENKELLLELE D, ARG LT b —MHLE
RITK U TR IRIER ki 5 2 &, [8.1 ]

5. 3 FAIE LT, AFIEGIHIILT b & — MR SR ORI ORREIZIE U THARESNFZ 0T 5
Z &, [8.12H]

5. 4 RFIP 50 LRI AA 2 ki 92 2 &, [8.1 2]

(fiAsH)

50 IF—HETFHEH60mg vV » POENFEIHRR TIX, BEFEOINHEE (strong 7 7 AL EDO AT
a4 RAHAIOEZ 7 v U A2 HAD KOWNIRIEHE Btk 22 I UAISOHRT LVX—4Al) <Tiiz
IFENR Y b — LT E W IUTBEFOS FFRE R OWNIRIBIFR IS ARMHED 13 %Ll = AD B3 % %t
G, AMER O LR ETM L2, S TF—FHETFEM60mg >V > PomAICEEL L, A7aA
RARFIC Y 7 v U A ASNHAIZEOTRESNRAF R O e 2% I VHIEOH T LV X —H| ORI E
EHEER L. BEFEIBE CIZZE YA DI ay ha— L TEX R VWEE . A VEARAT oA RAHFIOX
7 v ) AASRAFGEOPRIENAFI O 2% 2 VHIEOHT LV —FI O 2Vl S 220 B
WZHEET L L,

52 IF—HETEM60mg vV > POENEIHRR TIL, A7 04 NARAFIITZ 7 v ) A4
OO T TAHRMER LRV LT-, S F—HETFEM 60mg oV > D137 9 FEZ a5 5 HH|
ThHY, IF—HETEH 60mg U PEERE LD AD IZXT 21K 2kl 3 2 WER &
b, Flo. TOENSEELTH, AD OJERIZIG U TRERIRFEITF L LenT &,

53 3F—HRFEMA 60mg 2V v POFEIZE LTk, HIRIEANTAIOME A #E S W BE A~ 5
BEZBRE . AD ORJEIERITIS U THAIESNAF Z 0T 5 2 &,

54 IF—HETFHEH60mg vV UEEGTHGAIIE, GRS L TER SV TOW A RIS AN
Mt L CHERT 52 &,

(SF—HRTEH30 mg /x4 7IL)

5. %08 - HRICEET HFE

(7 FE—MEBRIZHES £ 58

5.1 27 mA RAHAIRLSZ 71 ) AZNHAIEOTRIESIHAI L O A Z I VAIFEOHTT L L X —HAl
WX 2@ RREEY - EMREEITLTCH, TOEE+RICa L Fr— L TERWEFIIRGT 5
Lo [17.1.1 1]

5. 2 KFNIE YFEEIERT HEAITH Y . THENKELLELELE D, AFIEG LT b —MHLE
RITHK U CTRERIER ki 5 2 &, [8.2 /]

5. 3JFHIE LT, AFEGIHTIZT b B — R RERORETNLOWRREIZIS U THRIEN A Z T 5
Z &, [822M]

5.4 RAIB G0 AREANAF ki 5 2 &, [8.2 5]

(FEETEEED)

5.5 7. FERAE) ODEONKE R L, BARRBRICHAAN SN BEOE R 2+ R L7- EC,
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AT v A FHAHAIFEORRIESNAF K O L 22 I VHFEORT LV F—HN X Db 2einke —
EHRMEIT L CTH, I TR L TOWENLIH L. HEOMIMIC L SEBHEICREGT L L,
[17.1.2 /]

5.6 KHOBIEIA N7 A L FEL2BHIT, BARIEIR K CEHBRRIE SN THLO BUERE & OB 217

N
— o

(fiAsH)

(7 FE—MEBRIZHES £ 58

5.1 I F—H R FEM 30 mg A 7 AOENE AR T, BEOMTEE (@R T 7027 A
RAAHAI LS 7 1 Y A2Z5HAD KOWMRIGHE Btk 2% I VHIEEOHRT LAAX—#l) TITZ 5
2N b — LT 2RO SUTRETE O WARIEHRE I AT D 6 5% LA 13 5% AR5 /NS AD B35 % R 51T,
Bt M V22 AR L=, S F—H R THEM 30 mg /1 7O AICE L CTidk, A7 oA KA
Hlox 7 a ) AANHAZEOFRIEN AL OB e A I VAIZEOHT LIV X —F DTG E % iR
L. BEFERIFECIXZ 9 FEZ toilar ba— A TERWEE, HH5W0IEHe 2 ¥ I VAEosT LL
X —HlOBHANES 2 VBFICHREGT D L,

52 XF—HETFHEH 30mg A 7LOENEFHRER CIE, 6 bl b 13 Rl /NNE AD BE %2 %4
2, A7 uA RARAFIXTY 7 a ) A28 AR O F CEMER NEE2MEZFME L, T — T8
T 30mg A TIUEZE IFELEIRET H2EFTHY , IF—HE FEH0mg A TGRS 2
oD AD Tk DIk T 2N ERNDH D, £, TOENKEL TH,. AD OIERITISGE L TH
BEAEEIITIE Lan 2 &,

53 IF—HETFEM 30 mg A 7 AOEEITE LT, FrIIESFI O 358 S 22V BE A~ %
BEZBRE . AD ORJEIERITIS U THAIESNHF Z 0T 5 2 &,

54 JF—HETHEHI0mg A TEERGT LA, EEEEE L TEH STV A RIES AN
ML CHERT 2 L,

(KEETTEED)

55 IF—HETHEM 30 mg A 7O ENE T/MFERER Clx, BEfFOSNHFEE (very strong 7 7 ALL |
DATaA RAFAAFD) RONREE (it 2% I UESEORT LV —F]) TIEZ2fERay ba—
ST 72O SUTBETE DA RIERE R ONIRIBIRICARTPED 13 L ED PN BE 25402, AR O
ZeMEEFm L7 (TV.5. (4) BEERER] OB, IF— R FEH 30mg /N1 7L OiE I
BXL ik, A7 v A RAHBISOFRIENAFIR O 2% 2 VHIEOHT LV X —F| D 1R7RIE &
R, BEFIEEEZIT> CHEBREZ BT 2RENEE L, BEOEMICIESEE, HDH VIR
T A RARAEDOHRIESRFI R OH e 2 X 2 VHSEOH T LV X —HFIOME 23 S VW RE I
A B R

5.6 PN ORBWHIEE L Tix, mFTOHA KT A4 %5255 L LT, BRIEREKNEERBIZESN T
RFEREB L OERNZITH Z &,

3. AERUVHAE

M AZERUVHAEDHES
(EF—HRTEAG0 mg 1))
W, AL N3 L Eo/NRICiE R T Y X~7 (B rffz) & LTI A 60mg % 4 M OM
BT THEET %,
(fifan)
TV XA~ 7 60mg ZMEES, R SUIRBEEICER THREG L7 & & D Coax XOVAUC 1T, JEH AN E
BEEBIZRIFREE TH 0 RERER O A L O LBEER & Bl L ChO T DICEWETH 72 2 D AL,
JEER,  EREER ST KBE O WT N OEMIC LG ATREE B2 b b,

(SF—HETERA30 mg /N1 T7JL)

(7 FE—MERBRICHES £ 55

W, 6Ll E 13 R o/NRICiE R T Y X~7 (Biar#az) &L T1E30mg % 4 EEOR-
BTl TGS %,

(fi#sh)

1 [8] 30 mg IEFEHHAK 0.9 mL CHEME L, 0.6 mLERIT 5 Z &,
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(KEETTEFED)
W, AL 13 EL Lo/ R 'Y A~ (B rffez) & LTHIEIC 60 mg 2 K Fi#5
L. LB 1H30mg % 4 M OMB TR TS5 5,

(fi#sh)
1B 30 mg /ZIESH K 0.9 mL THEMEL, 0.6 mL T HZ L, IF—HEFHEMH60mg vV vk
DAEMZRIEMET R STV 0728, 8] 60 mg #5-121L X F—H R FEH 30 mg /31 7L 2 K
EERHTLZ L,

(2) FERUAEDRERE - IR
(EF—HETERA60 Mg 1) o)
18 ik LA B> AD [ Z5xt 5 & L7 MAHRER CTlid, R E Y X~ 7 0.1 mg/kg. 0.5 mg/kg Xi% 2.0 mg/kg
Z 4 WERRCHREG LR, 3T A7 0MiEHh F 7 ZIREIE. HEIEKFEL TE R, £
2 FE VAS Z b#IL, 0.5 mgkg & 2.0 mgkg CTRIFRE Th o7, £/o, AFFROBEEHEIGIL, HEIC
BIFELEZERHLNT, 2.0 mgke £ TORRMENHEGER SN2 00D, FE U XA~T DK E
1% 0.5 mg/kg 75 2.0 mgkg DFPATH D & B 27, KR COFENEEZBET 5 &, KREHRFE LV @
ERENHE L TWDEBZ2, ENFIHRBIIEER &S Lz, & [ HRBRAOE THERETHE O
TMiEFREY A TRELZIFEVAS OT — X ZHWTHEE LZPKPD ET L E WY I 2L
—Taicky, 13U EOBRAN AD HEDIZFE AL T 0.5mgkg~2.0mgkg &b HEL LT
60 mg Z#XE L7z, [EWNE AR LK OCENE#ZRGHR T, XEY X~v7 60mg % 4 HFFE TR T
TG LT 2 OFMEROZEMEL, MIEFRREY A~ TIRE, Cuax LT AUChs (A L7223
HHNT BIERNZEEONTNOBEND bV RIBRENSE LN TWD EEZ LN, Lo T,
STF—HRETEM 60mg U ORI HEIE, 60mg O 4 BFEFRK T#E5-L L, (V.5 (3)
M EGRERER) OB

(SF—HETERA30 mg /N1 T7IL)

(7 FE—MERBRICHES £ 55

6 L b 13 AR O/ AD BBEE &G L L7258 1B T, *E VU X~ 7 0.5 mg/kg XI% 1.0 mg/kg
ZHRIRE TG Lz & & 0EYEhReIE, 20 mlh L 50 RO AD B 2 x5 & L8 1 B3
MERE L FERCTH D 2 LR SNz, —MKIC, PURETEG OKRNENBIZE S 2Kk b EERK 71X
RKE () THO ., MWL 2B NSV EREINTWD Z & 28E 2, BFRE CHRARAT
SYIRFEIFEEAT D 6 L 13 AR O/ AD BEITH LT h, 13 UL B AD B & FREIC,
FE U A~ 7 0.5 mgkg~2.0 mg/kg O TR EGAIREE B X 7o, 20728, [ENEIFEER TIX, 6 ik
LB 13 AR O/NEORES 2 E 2, FF ) A~7 30mg ZEEMHEE L, HiES 13 Lo
AD B L [AIBRIC 4 EIRE G L 3% E Lz, 6 Ll B 13 R OENE AR Tk, 77 R
IR (16 H[E, PartA) & T, *ETV A~7 30mg % 52 M (PartB) fikesk s L. EWE GO
MR O Z R Lo, TOMER, PartA LM Part B il U7 R 51250 AD O H 3K
OR i3k L, AWENRRET 2 2 L AR S iz, /N AD BB CTHRE O R EFGUIA LR
o7z LEXV 6 %bL b 13 iRl o/NE AD B#EITKT 5 I F— AR FIEM 30 mg /31 7 /LD M
% B 1A 30mg 2 4 HWERRRE F&GL Lz, (V.5 (4) BMEEARRER OHEESMR)

(KEETEEED)

18 ML B PN HE G0N F a FIABR TRE U X~ 7 0.5 mg/kg 4 T EIFEE 5 0O A 201 DS Hesw
shie (Vs 3) MESHRERB] OHEZBM), Z OB R & EWNS O 18 5L | 65 5L T D
AD BERNBOENHRBROFEREZBE L= 2 A, 0.5mgkg 4 HERE S OA MR ONVZ RN,
AD & PN OB CIZIERETH -7, £, 18 L ED AD BEF 2 %Gt L L8 IR CxrE
U X~ 713 0.5 mgkg LA ETHMENEFIREL 720 | 2.0 mg/kg 4 BREIIREL G- £ TOREMEDHER
iz, PLEX Y | PN Zxd 2 ENE /AR CTIXAEE 60~120 kg O£ TIX 0.5 mg/kg 4 @ FE
Bh ERBEOMERREY AT RELZHERFTH 2 E THIMERYIFHTEHLEEZ . REY A~vT
Fe5-8% 30 mg & 60 mg (ZE%E L7=, 30 mg B Cldf& 5046 Sl cliEh x € ) X~ 7RE %
EFIRBICEZE S D720, FIEERG DR 60mg & Li-, AR Cli &R & 6 I PN BFICHT 5
XE Y X T OFINE & LMD HER S I, WA EFEOANER NVZ2EIEFRRE T2 e bh
L VIEEDODV720 30 mg 2R L, A KON 13 5% Eo/NEo PN BF TR 25 I F—H R T
30 mg /A TIVOHE - HEZHENC 60 mg & f2 THE-. LIFE 18130 mg % 4 WRERE TR F#&E5 & L
2o (IV.5. (4) BEEHIRER) OHSR)
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4. RERUVAEICEET IR

(SF—HETEA6O mg 1))

1.1 A% - AEICEHET 5FE
AENE 515 IR REVEALEE, 2 EORBLL G, RIFEROE(LDE D b TND DT, FEERN
B LGB, AHIOMGED AT ERIZHOWTHEEICHRE T2 2 &,

1.2 KK & I F—HETHEMH30mg A 7 VOEYFIIRIFERIT RSN TWRWZ nn . A%
fTolnz &,

()

7113 mLh B AD BF xR L LIEERNEIHHRRICB N T, RE U XA~ 7 O GZICREER OB
WHRE SN TND, RIFIEROBEALRFHEL L2581, £ 2B T 22ROFEII)I 1D LT, K
B OMREANZ DWW THEEICRF T2 Z EBRTEEE X BRE LT,

12 XF—HRTHEM60mg >V e IF =AM 30 mg /S 7L OAEY PRI FMHITMZE I T
WRWZ EMBERE LT,

ERNEMEER (M525101-01 5X8R) Part A (ZEERKEGHM) TO
7 FE—MRERODBILOERRKER

RRBISR &2 o 7 WA E S5 KERBIRN O E TERWAEFFSR

FEY X< TR A A Y ) A~ TR 77 R

(143 ) (72 #1) (143 fi) (72 1)

n (%) n (%) n (%) n (%)

7 M E—MER RO 34 (23.8) 15 (20.8) 25(17.5) 4 (5.6)

(SF—HETEHEI mg /A T7IL)

1. Ri% - AEICEET %I

1.1 KA 53 (SR IEMEALEE, B ORI 2T T, FEEROBANRDO 5N TNLD T, KIFIER
AL L7258 1id. AR OREE D /A I HOW THEISHETT 2 2 &,

12K X F—HRTHEM60mg >V » POEMFRIRFRITRINTWRNI &b, B4
1Th7pnz &,

(fif75)

71 IF—HETFHEH60mg >V o YOi#EAE S LT, IF—HRFEMH 30 mg /A 7L OENFEIFHFR
B (M525101-04 Je (X M525101-11) OFERAZ B E 2. [VZEEMALEE, WEBHEORILZ G ] Bl
77

72 XIF—HBTFEM 30mg A 7L IF AR FEM 60mg 2V & P OAEYERIRFMEIIHR S
TVRNZ ENBRRIE LTz, fEEMEEE ~O A 60 mg £ 51213 X F— A FHEM 30 mg 731 7L 2
KEMHTDHZ L,
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5.

[i738%

WWEERT—42/1\v5r—2
(SF—HETER6O0mMg ) 2P)

NS S
RREER | ABoM %ﬁi i | R
(5t [E]) RERT VA v i PR ER B GE T X5y
PartA : PartA : f#EER A (HAN) 56 i w4t | R
FEY AT (1 AT v £ AT AT 8 BN HpEne
7°:0.003, 0.01, 0.03, 0.1, FEYA=THE 641 B
%1 0.3, 1.0, 3.0 mg/kg) . 77 7T vREE 26
A e AR & EERIC B A T4 | Part B @ fEEERR A (AN) 24 #i]
CIMO001JP =7 5. BAT v 7T 8 BN
(AA) 7T AR XETY A~ THE 6 B
& {4 6] H B3 | PartB X TNC 7T RREE 2 B
HEER FEYRX<T 3 AT v | PartC: A AD B (AARN) 36
7103, 1.0, 3.0 mg/kg) . BAT v 12 A AN
7T AR & MG R FEY X THE 94
THE 7T R 3
SMVIRIFRICH L CRIRAR0E L | A2k | FFb
PartA - <m§?ﬁ®ﬁw$%ﬁﬁwﬁﬁ A
4 1A 3EY xv7 (01, 05, | P 1SHAEDAD et
};‘i‘}: it ég\jvnggﬂgg) %\MZ ;{;ﬁf PartA : 264 i (216 f3l)
—EER ik [HAN 79 ] ‘
S RAI | 3 ) KvT (2.0 mgke) 0.1 mg/kg Q4W E“$ : 53 1 (44 1)
CIM003]G SATHERILCE: | % O8W I T 0.5 mg/kg Q4W B¥ : 54 15 (45 1))
(AA, P e 5 " 2.0 mg/kg Q4W H¥f : 52 il (45 i)
ENEEREEN ﬁﬁgg;;gﬁ% 12 SR 2.0 mg/kg Q8W #¥ : 52 1 (38 4i)
KAy AE— B IR TR L 5345 (44 151)
7 k) _ . PartB (PartA : 1€ U X~ 7)
?i]iflft I;r;cBU Zv7 (01, 05, | O1meke QaWHE: 41 I (147
e ‘\ 0.5 mg/kg Q4W ¥ - 38 44 (28 f5il)
—EEH 20mekg) & QAW THL | ) e QAW BE - 39 i (30 f)
AWATREbCRE | B TR, gk | DT S v
e O .0 mg/kg Q8W ¥ : 35 %51l (19 1)
Edel YAYT Q0mgke) &\ LB (partA : 7T
R g)zsvﬁv Fgﬁﬁ”m“gﬁﬁﬁ 0.1 mg/kg QAW BE : 13 il (8 44
0.5 mg/kg Q4W #F : 12 45 (7 )
2.0 mg/kg Q4W #F : 13 1 (8 f)
S IIAH BEAEIRIR 2 2 LTI b b & | A2k | 37
Part A : Part A ff%gui@%ﬁﬁ(#g§xz A
Z%Z*ﬁﬂ: 2% ) X7 (60mg) X gij;j})ﬁégﬁﬁ“é 13 LA b
—aA 117 TR E QAW T ~
77w R R
M525101-01 Mﬁ?ﬁﬂt bi’g ;6 T fH] Part A %15 @J . (206 )
(B A) E2 & AGE Z\(}?U%‘f7ﬁi 2 143 451 (139 #il)
B Part B TR AREE 7261 (67 B)
) Xv T (G0me) A Part B : 206 il (194 f41))
Part B : o )T*H’Eﬁ el métj_‘—_ FE Y X~ 7R 139 B (130 1)
S ?;Y@Vﬁ BB ;J)*?*YZT/Z% ) R~ 7 67 1] (64
% Rk !
F 538k
o BEFIRIRE FEM L2 Ic bbb | Aot | 5l
ﬁGﬂUEWQEWm)% FTHEELLEDOZ IFE (DDA A | etk
EAIIEE Q4W TH T 7R3 LR AT 13 Ll Eo
M525101-02 | FEXIHE REER, MEER. RERES AAAN AD B
(AA) % Jitigk 2[R (B QRS EER, KR
FEHg5R8 | %) ERUEFEEH L DG 44 B
52 FER (41 1)

B CIESRE - 44 51 (37 1))

* o B BHAA 8 W% E CEBMEEENEE L,
Q4w : 4 MRS, Q8W : 8 MR 5
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(EF—HERTEAI0 mg /X1 7))
TrE—MRERICHESESE

(ELZES

RERE AR D AR S XS BRE EE
(EHEE) | BT ﬁ;g;ﬁ WOREA - B (55T HE | gy
I BERERE Jol LT\ b & | ZAE | Pl
N ety X7 05 makg & | TTFENLEOE I (9BAT | St
55 1A e iy T3 LLE) 2ATD 6 R 13 5% | AE
sasior.os | PR e iR AD i (HAN)
SR
(HA) SRR | o
Eﬁgﬂﬂiﬁﬁ Z‘\iEU?f’?fl.Omg/kg% 2571 T (7 )
M HIRIR T £ 25972 : 61 64
ST BEFREAER LTI 0 0b b | Btk A
e PatA PIHBEL LOZ HEE (dHAT | Bhtk
Sk ﬁi%Uzv7 30mg XiE | A3 L) ZAT D 6L 13 5%
L EER 7T R%E QAW T LM | ARioo/NE AD B (AAN)
o g | B BRI
W RER J:l:$i TG PartA : 89 {57'J‘ (89 #1)
M525101-04 i gty | 16180 FEY A THE 4561 (45 Bil)
(HA) 2 Hu e [F s J5 R - 44 1 (44 fi)
LA Part B
. FEY X~7 30mg" % | Part B : 88 5l (84 5i)
Part IE’E' Q4W T Lith, B UL | PartB (PartA : € U X<7)
PR | KRR T RCY)
gﬁ@”‘;ﬁ@ 52 [ PartB (PartA : 7Tk R)
R UR 44 1 (41 f51)
BEERAZE LSS0 0b 5 | BERER | 2%
%148 FTHEELL EDOE SFE (DdIAa
M525101-05 | FEEMH FEY AT 60mg M8 | 7233 L) A4S 13 Lo
(AA) % ek R | EICEEE TiRE AD B (HAN)
B
25 5] (25 f41)
CIM003JG B
(AAR, Xk
. %E, K| SF—HRFEMA60mg > U v S OBKRT — % Ry ir— B R
AV KR—T
v R)
MRS | S TR 60 me ) VOB — 58— OB &%
MR | S TR 60 me ) S VOB — 5 S OB &%

*1 B 5-BRALE 44 W 13 0 DIBBRIERE 5. H DR ES 30.0 kg LA LD BEIZIT, #5544 44 BB UREIL, xTU X

~7 60mg H R TEE L,

Q4W : 4 HfkEHK 5. Q8W : 8 HME#5-
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TRE L ED

REBES | KB it e | B
(FEhiE) | BT 1 I PR B (e T X753
WEARIRIR 2 920 L 72 IC b b | ARE | SEAf
LFPEEM EOZIE (O | ZaetE | B
HAATNILLE) #HT5 13
Ll EO PN B3 (AARN)
Part A
o5 1 /TAH A o Part A : 230 5l (220 1))
szrtA .T HFEY AT I0mgWIED | 0y 25 30 mo 277 ] (72
5 ‘/éflAﬂj FH 60 mg) XX 60 mg ik )
ety 77 RMRE QAW TR, | 2oy 2o 60 me B 176 1] (74
— 5t AL HEER ST R J T 4 5- )
M525101-11 | P TRER] el 16 38 7T RARE 7761 (74 f51)
(BA) ZhE AR | pyp
. w77 30mg s |l ORI )
Part B™ : 77 ERBOLED S FE Y A= 30 mg K72 1] (64
I — 60mg) i¥ 60 mg % Q4W i)
;%ﬂﬁﬂ* TR, MHSCR | D0 e
i | CHTB D men
FIEERUR | 55 ymp S
Part B (PartA 77 &7R)
FEY X~=7 30mg £ :36 1] (35
i)
$E Y A~7 60mg Bf:37 5] 33
i)
Hilla BEDZ O (NRS?Aa 78T | Aot | %5
= N N N Lks = /N =R
S?yfgi Z%ZQ“ %Y X7 05mgkg X ﬁigiﬁiguhﬁﬁémmz wett | Wk
V7 o5y | Sopram | 77 ERE QW TR .
N A 7041 (60 1)
FeF k) | S dtmat | 12 EH FEY AT 3405 (31 1)
B 7T AREE 36 B (29 #i)

*1 : Part A OBI#ERTE Tl Part B & “EHEMR ThH -7,
*2 : Numerical rating scale (ZXIEFEMIRE, £ 284 0~10 O 11 BefE TR a7 b L, @ AU EFELDTRY)
Q4W : 4 R E G-

(2) ER PR ER
(7 FE—MHRERICHES 58
DEBERARUVBARABRAA EEEZ0RE L-BEREZRSHER (CIMO01JP KEx) ©
AARANROA NERER A B, BARABRA AD BE 2GR E U X~ 7 OLEME K OB E % 5T
3272 ab, —HEMR, 77 BRI EERRHEWEIC L 2 Bk HREBRE L L7z, BA
NEEEERR N B2 x5 & Uiz PartA, A ANERERR A BEZEZ 3G L L7z Part B X OVA AR AR A AD B35
Xt L U7 Part C THERL S 472, Part A1X 7 2D AT v 7 (A-1~A-7). Part B XX Part C X%
ZN3ODAT v 7 (B-1~B-3 LN C-1~C-3) TR I, HAT v 7T FOKGEIHERS
RET, 3TV X~7 (XA T7AEAD) XI7 78R (EEAHEK) ZHEERZ THES L,

BEXATYIDBREERURSRE

Pr X A~ T E&E XY A~ T HEEGIK B E"
(mg/kg) R (mg/mL) (uL/kg)
A-1 0.003 0.6 5
A-2 0.01 2 5
A-3 0.03 2 15
A-4 0.1 23 43
A-5, B-1, C-1 0.3 23 13
A-6, B-2, C-2 1 100 10
A-7, B-3, C-3 3 100 30

* 77 ARREITIL,
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HARNBERRRSN B, AR A BER OB AN AD B T, XEY A~ 7 OHEZ 5O
LZRMIL3mgkeg TR THY, L, EERAFFLROEGHILICE T AEFRITHE L
Molz, Part A TORWEHIX, 0.1 mgkg BT 161 1 1 (ALT ¥400) 1Z¥BLL 72, Part B TOREIEM
W, FIRAREET LE 4 (BEXOERYY) . 03 mg/ke BET 1413 ¢ (WHEELR., AvEhHR M OEHAE
WM R - F—o 1 #]). 1 mgkg BT 3 6 3 4 (WIAK, DOPEAARZJROEERK - & 1 41) .
3mgkg BT 16111 (ALT 8800) 3L L7-, PartC TORWEMIL, 77 B RBET3 65 1 (i :
20, BER, HAEREOIREBHEMMA~L~Z 0 & 1 6]), 0.3 mgkg #C2 43 4 (GRIFEEE, RkK
KO © & 161, 1 mghkg BT 3 613 4 (SIFBEE @ 2 ], Hfli~L~<Z 1 6]), 3 mgkg #T
3644 (FRRE, M2 BBRLKOME & 16]) BE L, WTFilo—hTh K
TR L SR 7] OJk M [ 5 O — B D [FNX A DAL D o T, F o, NA XA ZHEE 72D
EEINIAOGNT, LDERORERELHAONLRN-T,

JUEEmHLE (ADA) GRS 13380 bl o Tz,

SMERE(Z OV T, TVILL. (2) EPEHBR CHERR SUZ Iy R | DOTEA B,

W) IF—FTRTEA60mg >V PORBINT-AELOAREZ, HAE, AL 13 U Eo/NRIC xR E
Y X<7 (Bl Z) ELT1E60mg % 4 BEOME TR TRET D, THD,

Q@6 UL 1I3FERBEOBARANDEAD BEEDNRE LI-BEEHREHEE (M525101-03 FKE&) °V
BEFIRR A EZE L7 bbb O THEEL EOZE S FE (A AaTN3ILE) 26575 6Ll E
13 AR D/NE AD BE A RRICR T Y X~ T DR, SRENEE N O ZhE 2 3743 2 FE IR
8 A B 1 K 2 Bl 5k 2 i L7z, BRIE3 2o A7 v Tk S, A7 71 TiE
2EY A<7 05mgkg, A7 v 72 TlE 1.0mgkg, A7 v 7 2 OFER, EFHEME K ORBREEE
\ZT 1.5 mg/kg 5B EHW L-5GEI1C, A7 v 7 3 T 1L.5mgkg #HEIE TG 55HE & L
ey, AT v 72 OREREEE 2 L EFEMFE EIRRIKER OWBEOR SR, A7 > 7 3 135E ki L7220
-7,

L, EERAEFRZIIRBE LR -7, 0.5 mgkg BT 7 HF 6 1. 1.0 mg/kg #ET 6 il 5 Filiz
2L 1 HEOAEFES, 1.0mgkg BEO 1 FITHERTREAEFRSE (RERYE) & L UsYeEk
JRIENFEEL L7y, R TOAEFLITRE T, IpRE L OBER L &S 7z, BIRRAEMEIZIER
W EBBED & B B UTMHE LA B2 o Tz, T2 3 XA VR & 72 DEENIA ST,
DEXOBE AL T,

ADA BPEI 13 B 1 BIZERD SRRk S CR 67, ek, Ak, HKpEhhe~
DEBEIRD LR - T,

SMEREIZ DWW T, TVILL. (2) EEPEFBR CHERR SLZ IR | DA B,

¥ IF— ﬁ&TﬂﬁymmgA4?w®% LENT-HELOCRER, 7 FE—RERICES £ ) EICE T8
w6 Ll E 13 ARMO/NACIEREY X~ BETHBEZ) &L T1H30mg % 4 BROHMBTE T
B545,1 Thb,

(SEEEEDS)

BEULDOBAANPN EEENFE L5 I/ MR- L&/ REMGERSHRER M525101-11 58E8) *

MEFFIRIR 2 £ L7212 b b S THEEL EOZ 95 (0hwHirAaT7 N3 LE) 2815 13 L

FEDOHANPN BEEZGRICE L 16 BEOT o F b, 77 vRAR, “EGH. WITHERELL

BB A 58 T LICBE LRI RE Y X~ 7 30 mg (FIEID A 60 mg) ik 60 mg % 4 M [HFE T 52

B 59 2 B MIRkbe e 53Rk 2 55 L 7=,

EREHMZm LT, ST, IRBREEE G ILICE SRR L BEH O EFLIL 30 mg

FET 2/112 B (B RE 2% K OB G HI) . 60 mg FEC 3/113 151 (4B M 34 i 1 1z I % KL BE K ORI BE T A |

FEIEFEN B E ORI & B H » OB EFHLIT 30 mg BET 1/112 61 (892) . 60 mg BET 2/113 #i (7
—PERRE R OB E) 1238 LT,

TRERSE & BN & D EEIRAIC B 72 D ERAE LT A B e o T2,

ADA Bk LB SN2 01E 11 BT, N 1 BFEHRFiPuRR I & E S iv7e, ADA Btk &CHIE S vz

BED 411 BN 8 HHEOIRFRIK L BE s  OFEFRNRBL LT, TONGITMHREE R (1 4), B2

FEPERE (1 1F), gHE (). Bak Q). Ekies (14 KOER Q) Thot,

ADA O FRF ) X< T DAIME~DOREITRD Lo Tz,

HPEhREIC OV CIE, VL. (2) R CHER SN -y oEZ B,

E) IF— ﬁ&TE%MmmA47»@%‘ént%&&o%% T, KEEIMEEEZ T DB, RAKR D13 L
Lo/NRICIREY) A7 GBI FEMZ) & L THIENC 60 mg &) TG L, LARE 1 15130 mg % 4 A D
W%T&T&%#éj‘f&é
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Q) AERGEFERAE
(7 FE—MERBRICHES 5%
BRAAD EEEZRE LI-FE 048558 (CIM003JG StER)

HHY

JRFRREIC & D = b o — Vi3 AR5y AR FTRIEICARIED AD 83 %2551
FE ) A~ 7 % 12 8EEREG L, HERISHEZFHT 2 (PartA), S 512 52 #H D
IERR G % LT BR oL, Eﬁ‘@&(ﬁﬁ?ﬁﬁ%%ﬂ?ﬁﬁﬁ‘é (Part B),

BT A v

T UMY, KIERE, 7RG, _EER

W

RARIEIC L Doy e — LR R+4r X i)%)ﬂ)?f@“‘/ﬁ TR D HEJE 2> & BLIE O
AD B

ERR R IEYE

18 kLA b 65 KL D AD A

- potent X very potent D AT v A FHIFEN IV =2 — U IHESMNTFEZ
A CHEHE CHlle4 MELL ERE Lz & EOENRR+5 ’CEF)O t%% (Static
investigator's global assessment [LA T, sIGA] 2 a7 33 LA & E

+ Eczema area and severity index (LA, EASD 2% 10 LAk

« & 9¥F VAS 25 50 mm LAk

*1 s FINZBIT D AT v A FAHIKD Z > 7 (very potent, potent, moderately, mild @ 4 B¢

B Tho, KFRORATaA FAHEKDOT 7 LR 5,

T 7n RSN I UE

Ekﬁuf*ﬂ BOLNLE (=a—3—7DLEHs (LLF, NYHA) ©27 7 A
SYFEIT XIV)

VRBRHE Y AT NEER O RFM I Z R A AT &Il L 7 AD DAS O TE S D B PR
BAERTHEE (FREOWANUIIRFEIZL D)

« T2 MMESERRT 4 HE NI E2FEO AT 1A R, Gl XA XSEN B E
BT BE

< 7 U MMESESERT 2 B LANIC potent XX very potent D AT 1A KA A
A L8

« T MMEFERERT 1 EELANIZ mild 1T moderately potent D AT 1A KoK
A L7 B

« T U MMEFERRT 2 BREIDNICHO LY =a2— ) VHEAHIEA A I 4 2
YD ((EHRE X I DOV T Y Ay NaeETe) HRT IR LB, 72
B, EZI0DuET7 X MMEFERRO 2 BERTE TICBRA L, PartA 2@ LT —
H& Tkl 3 258 130R

« T U MMEFEERT 1 ERELINICH e A X 2 3R (RFT AT T ) OIFEE 52T
T BE

- T X MEENERT 4 HLAPNIZ FDA IZHFR S L7z AD XUE%Z 9 FEIE D £ DO oTh
P (WAL Z G e) 2R Lo

BRI 1%

AGABRIE Part A KO Part B D 2 DD 85— kb7 0 . Part A 1L 12 @07 TR
SHRHIM T 4 SORRLIHNENEORE ) A T2 %27 7 s, ZHEMR, AT
FERCREI L7, Part BIZ “EHEMROEHHEGHMCTHY, BEFICREY X~vT™?
RS2 HMEE Uiz (55 12 H~64 ), IRBREDORMKELLG D 12 %I
LMD BB 2 S L 72,

A %

(1) PartA (77 & A %f D)

BELZ TELO SEEOWTIMNIC 1:1:1:1:1 OF I CTRIELIZEN D 1572,
wimngMNﬁ.Z%)x?7(mn@m)%4ﬁWM(&ﬁ%#laf\4
W% KO8 %) TR TFHE

< 0.5 mg/kg Q4W Bt : 2TV X~7 (0.5mgkg) % 4 HEE (FH5HM%G 1 B, 4
W% KO8 %) TR THE

+2.0mg/kg Q4W Bt : xE U X~7 (2.0mgkg) % 4 HEkE (FH5BM%G 1 B, 4
W% KO8 %) TR THE

- 2.0 mgkg Q8W #f : RE Y X~ (2.0mgkg) % 8HMIF (G 1 HELD
8iEM%) TR T#HE (B5BME4BBILT 7R E K THE)

T TRARHE TR E 4R (REBMA 1 Bk, 4 BEKLKO M%) THRT
B b
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AR 7k (2) Part B (RHI#5-HIH)

(o) Part A 58 T#. Part B ~OBATICHEE LIZBE D 9 B, IRERIA Y EAT 2@ &
L7 1E Part B ~BAT L7-, PartA THE U X~ T RECHI D T S /- BEIX,
Part B TH A UAEH & THG- 20k L7, Part B O 51345 5Btk 60 %
& L7z, Part A T 7 EARBECEID I N BEFIL, Part B TIIRE U XA~7

(0.1, 0.5 X% 2.0 mg/kg) % Q4W T TG T DHEDOWT I TEIELIZEHID A+
T o7,

A E H < B>
FEFHBEE  (PartA) -
P 5-BRMG 12 %D 5 FE VAS DRX—RA T A b DELHR

BIREEMEH  (Part A 2O Part B) :

+ % 9 ¥ VAS. EASI. Scoring atopic dermatitis (LA . SCORAD). sIGA. AD DOk
FmEfE (LLF. BSA). % 9 ¥ Verbal rating scale (UL T, VRS) M OMEIR[EE VAS
O 5-BAEA 12 W% K OHLERHEIFF CONR—R T A D OikE

« %= 9 ¥ VAS, EASI KU SCORAD 738 5-Bi4h 12 % & QYR E IR R — R T
A UID 25%., 50%K N 75%0E L 7= g 0Bl &

+ SIGA KON 9 FE VRS B3 5.B4A 12 % K OIREFHMERHZR—R T A v 2
RA NP ESE LT BEHEORIE

« Z 9¥E VAS. EASI L TF SCORAD MRR_—Z T A I E 50%K% TN 75% W ET 5 £
T O

<'ZZeME> (Part A 2O\ Part B)

- BEFEGORTUFEE & OV EEE

- BEARMRAEM (MKRFOME, MKRACHRE, MIREERRE., RHBE)
c NAHZ A 12 FELEX

« FEOR D FFAM

+ ADA

fiAfT 5 1 Part A D F T DA NERRMT D FE 72 A xR EEFI T Per protocol set (LA, PPS)
LT, £, 2¥EHE (Part A O Part B) O RWMET — % Otk S8 1%
Intention to treat FEAT X REM (Part A XM Part B) & L7z,

BERAA 12 BBRIZBIT D F 9FE VAS ORX—2 T A L vb OEAbERO LEfFT T
1T, F TV A~T7 % 4 8B C&RES LB EO T 7 2RI 23 i 2172 72,

MREIIA BEARERM 0.025 TITo7c, ZEMELZZIET H7-0I10, BEEIE FIAA
AL, MEEFIZLLTO LY & LT,

1) 2.0 mg/kg Q4W #f x| 77 & AREE

2) 0.5 mg/kg QAW Bt x| 77 & AREE

3) 0.1 mg/kg Q4W Bt X} 77 & AREE

B EBLA 12 BITBIT D Z D8 VAS DRX—2F A LD DOZAGER O FE X,

B R O 2 B E 2R, R—2F 4 L DF HFE VAS #8& L LTS
ATV, T RREEE OB DFED 95% C1 ZHH LT,

<KHREEF >

AFABRIZ 1T 264 41 (0.1 mg/kg Q4W FEAY 53 4, 0.5 mg/kg Q4W FEAN 54 4, 2.0 mg/kg Q4W FEAY 52 4l
2.0 mg/kg Q8W FEAS 52 i, 7 B AREEN 53 fil) EID AT B, 216 A3 Part A #5281 L7z, Part
A Z52T L7z 216 I 191 f5] (88.4%) 75 Part B ~#{TL. 95 131 fl (68.6%) 723 Part B #5E T L
77

PPS I%. 0.1 mg/kg Q4W B (46 5) . 0.5 mg/kg Q4W #E (45 #i) . 2.0 mg/kg Q4W #E (47 f5]) . 2.0 mg/kg
Q8W #f (45 ) KONT 7 AR 46fl) THV ., ANOFEHEIFREE R OVEEBLE H O AD BEEE(IC
RV 1T SR Do T, Part A IZE 0 1T &7 264 145 23 22 A VEfRAT x4 (L. SAF) (Part
A) KON Intention to treat fEAT R EEEM (PartA) 122 Hiv, 58 (PartA 2 (X PartB) T. *
Y XA~T7 % 1[BBG U7z 249 A3 SAF (Part A KX Part B) & ® ST,

< HE FEE >

(1) % 9 ¥E VAS

MNOBHDOFHIETH S, 10ecm OER L, g [0hd&H7eL 0], Az b OE0nhdsh .

100] & LT, BRENEE 24 B O3S ORI IS U TR EICEIZ 40T . 280> B EN % AT 723307
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ETOHEE (mm) ZrdAHORES S L L THAIE L,

(2) %= 2 ¥E VRS

DPHDOFMETH D, S BEREONDADRI 2 KT EHEE NDHDIRI DONAIZIF~ (none [72 L],
mild [ ], moderate [ ], severe [FE], verysevere [IREE]), BF ML 24 K] D )P
DS EFUE NI U, 5 L 7=,

(3) EASI
BB EIEEOFNETH D, K4 TEHEHE, K, B Thk) OREL 42D H T, EE
NOENAFED BND R OMEE (0~6., 7T RA b)) EHKENITRBT D85 LB, 2iHE/ED. #&
IR, &8Hb) OFEIEE (0~3, 0.5 %A, THA b)) ZREICFHME L7 Bk 72 5,

(4) sIGA
B OFIETH D, AD OFLEE, R/ B L OB OIREN S, AD OEFREDEELE % 6 B
B (T0: fERZR L) T FITERZe L) 12 0 8RE) 13 EEfE) 4 EE) 15 sxEAE)) CTRMEL
7=,

(5) SCORAD
BEOFMIETh D, BIZOMBE, FIZOMRE D 6 DOWEA (KLBE, ZIE/LE. BRI, Bk
B, ERHL. REORE) OFIEEE [RL 00 ~ [HAE : 3] O 4 BRI, AREER (0,
MEIRIE T 2 22 0~10 TRl ZZhehmfib L, FHENTHEELE (RK 103 &),

(6) AD @ BSA
SCORAD O—#f (B o#iHE) & LML=,

(7) HEARESE VAS

BEAR PSS O FFME, 10ecm D& /R L, iz THEIR~OFEL L 0], Az [2<IR5ZL08T
E7Mmol= 0 10) & LT, BEMNMEE 24 BERENC EN T EEIR SR E STV 20025 U CRREIZED
AT, S BENE AT 7oA E COERE (mm) ZREREEFORE & UCHHME L7,

<A whMHE>

FEFHIE

FeH-BAG 12 P2 D% 9 5 VAS ZALR O /b “ I, 0.1 mg/kg Q4W FEAY —41.46%. 0.5 mg/kg
Q4W BEMN —61.24%, 2.0 mg/kg Q4W HEN —60.46%., 77 BAREEN—2007%Th 7=, 7T BREEL
DZEOR/N_FFH)E FERERRZE (BLF, SE)) X, 2T —21.39% (7.02), —41.16% (7.10), —
40.39%(6.95) TH O \WTHOREL 7 7B ARREL LR L TE 9 FE VAS 28 E12ek®E L7= (P =0.0027,
P <0.0001, P<0.0001, /EH# K& Ok A EENFR, X—AT A D% HFE VAS 2285 & L2551
N . PEH-BAAA 12 1% TiE, 0.1 mg/kg Q4W B L Ll LT, 0.5 mg/kg Q4W #E KL TN 2.0 mg/kg Q4W
HETZOFEVAS Z RELSGEL, HERISEN RIS LT,

B 5hA 12 BHRD Z S FF VAS Z{bE (PPS)

PS5 o 0.1 mg/kg 0.5 mg/kg 2.0 mg/kg
?;_Eg; Q4W Q4W Q4W
B (N =46) (N =45) (N=47)
Pe G-Bisk 12 WD 5B VAS —20.07 —41.46 —61.24 —60.46
EALFE (%) (5.00) (4.94) (5.01) (4.82)
e —21.39 —41.16 —40.39
R D7E= -
7T eRRLDE (7.02) (7.10) (6.95)
P — 0.0027 <0.0001 <0.0001

/D ZHFEIE (SE), SE3HOT (vs. 77 B ANHE)
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IR B A 2 H
Part A

e 5.BRh 12 % O F 5 FE VRS 23R, EASI Z1{k3K, sIGA Z1{b&. SCORAD £, AD @ BSA %
b, BEIRKER VAS Z{LRITEENEA & [k, ARMUEHES R Shi,

e 0.1 mg/k 0.5 mg/k 2.0 mg/k
77ER Q4§V ¢ Q4\%V ¢ Q4§V ¢
Py BEIG 12 1812 D 9 VAS 50%0 3% 20.9 40.9 67.4 58.7
(%) (9/43 f51]) (18/44 1) (29/43 f31]) (27/46 f51])
Py BEIG 12 1812 D 9 VAS 75%0 % 11.6 13.6 48.8 43.5
£ (%) (5/43 f51]) (6/44 151]) (21/43 f51]) (20/46 151])
P HBHLE 12 B OZ S VRS Z{bR —15.29 —35.38 —52.60 —53.04
(%) (32.48) (27.91) (32.84) (29.62)
Be 5546 12 L DOZ 9 FE VRS2 ARA 4.7 13.6 46.5 30.4
oL REGER (%) (2/43 f51)) (6/44 1)) (20/43 i) (14/46 141)
— e o —20.89 —27.88 —44.57 —40.29
Be5PAMG 12 @D EASI 2L (%) (47.63) (50.50) (48.21) (37.70)
. . el 32.6 43.2 51.2 413
Bel3lia 12 85D EASISO%SER (%) | a3y | (omapl) | (a3 fl) | (19146 i)
— . o 14.0 22.7 37.2 21.7
B3 la 12 B DOEASITS%SER %) | (uswy | (omapl) | (1643 ) | (1016 i)
Be5BA%: 12 BED IGA (LR s 0o o o
55046 12 1% D sSIGA2 A > ~ UL E 11.6 20.5 30.2 21.7
BEER (%) (5/43 f51]) (9/44 f51]) (13/43 f51]) (10/46 )
— i o —15.97 —27.22 —39.49 —38.31
B5BAk 12 @ SCORAD 2L (4) (26.99) (25.81) (32.68) (28.85)
P HBHIG 12 1% SCORAD 50%H 55K 15.4 18.4 38.5 31.0
(%) (6/39 f51) (7/38 1) (15/39 f51)) (13/42 151])
P HBHLG 12 #1% SCORAD 75%M R 2.6 0 15.4 16.7
(%) (1/39 f1) (0/38 f31)) (6/39 151)) (7/42 1))
B HBHLG 12 %O AD O BSA 2 bR —13.29 —17.54 —19.68 —24.36
(%) (49.87) (47.16) (67.49) (41.84)
B 5-BHAR 12 W 1% OMEIRFEE VAS 28R —25.78 —49.72 —63.49 —59.94
(%) (40.07) (37.57) (44.52) (37.03)

FE (BEAERZE (LT, SD))
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Part A 2 U' B

Z O VAS OUGEIZIN A, OB EDOEIKGHMEEE T, FE U XA~ 7 1I)EE G 4 B#ICSE
MARH BT, BEDRITRMBEMR SN, BRI DAONI-XE Y X~ 7 O HIEHEI
0.5 mg/kg D 4 FHFREH G TH Y . 2.0 mgkg O 4 X% 8 WHEMEE G THER D RITFE D HiLieio
77

0.1 mg/kg 0.5 mg/kg 2.0 mg/kg 2.0 mg/kg
Q4W Q4W Q4W Q8W
Part A XX Part B : 2 &Y X~ 75
BeH-B4t 64 Wtk DZ 5 FE VAS Zb=R —72.95 —89.62 —74.72 —79.09
(%) (28.38) (11.19) (28.37) (24.16)
BeH-Bth 64 Wtk DZ 5 FE VAS 50%LK 20.7 0 21.4 11.1
TR (%) (6/29 1) (0/26 1) (6/28 151)) (2/18 1))
B 5BRtA 64 D HFE VAS 75%% 34.5 7.7 32.1 222
TR (%) (10/29 i) (2/26 1) (9/28 151)) (4/18 1))
Be5-BR%G 64 % DZE HFE VRS (b —63.91 —78.03 —67.24 —65.78
(%) (27.60) (22.03) (29.35) (29.14)
PrEEHLG 64 B DZ 5 FE VRS 2 AA o 41.4 23.1 39.3 27.8
M REGESR (%) (12/29 f51) (6/26 151]) (11728 1) (5/18 f51)
N i (o —68.45 —175.79 —78.91 —69.25
BETBAM 64 WD EASIZLR (%) (41.62) (25.40) (24.34) (43.96)
25.8 28.6 10.3 21.1
Bel31ilht 64 M2 D EASISO%LTE O6) | (g /5y ) (8/28 1) (3/29 441 (4/19 141)
32.3 32.1 34.5 26.3
Be'3PkA 64 B EASLTS%UGEEE (%) | ()31 ) (9/28 {3il) (10/29 44 (5/19 {3il)
I —49.19 —53.10 —49.48 —47.46
504 64 BED SIGA ZALE (%) (26.76) (26.60) (26.93) (29.34)
P H-BHE 64 1% D SIGA 2 RA > FUL L 41.9 35.7 34.5 52.6
WER (%) (13/31 #1) (10/28 ) (10/29 i) (10/19 )
—56.55 —64.02 —66.61 —63.07
BLTRRM 6 % SCORAD ZfE (%) (28.25) (27.72) (19.90) (27.96)
B 5BAtE 64 % SCORAD 50%C% R 28.6 21.7 19.2 27.8
(%) (8/28 1) (5/23 f51]) (526 51) (5/18 f51)
B 5-BAtE 64 % SCORAD 75%k R 78.6 60.9 57.7 61.1
(%) (22/28 f51) (14/23 f51]) (15/26 f51) (11/18 )
¥ 5.5046 64 WD AD @ BSA ZE{bF —62.54 —66.01 —63.35 —60.54
(%) (40.92) (36.38) (40.37) (55.96)
B 5544 64 1% OBEIRREE VAS 2R —81.53 —92.19 —172.52 —79.46
(%) (31.92) (11.87) (38.12) (32.21)
PartA : 77 AREE, PartB: 32 X~ 7§45
BeH-Bth 64 Wtk DZ 5 FE VAS Zb=R —44.70 —41.29 —47.48
(%) (32.00) (64.16) (72.70)
BeG-BHtR 64 BB OE HFE VRS Eb%E —44.80 —27.20 —33.33
(%) (16.25) (30.34) (76.01)
—62.71 6.27 —52.87
Beli ik o4 2> EASL LS (0) * | (g 14y (171.22) (65.18)
12 511k 64 W70 SIGA 2SR (%) (1;27'?)9 (55_32;?)1 ( 4?3??
V¥ 51k 64 17 SCORAD (L% (%) (1‘7‘?8';2 " 69_4259) ( 6‘0‘68;)7
B HBHLG 64 7% AD @ BSA 2k —33.01 —50.43 —64.59
(%) (29.64) (59.36) (41.96)
B 554k 64 1% OBEIRREE VAS 2R —47.20 9.42 —72.47
(%) (34.77) (162.02) (30.39)

FH)fE (SD)
FHREORELEDND o< AMVEIZE Y . FRHERR TRE RIS R AL,
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<>

- HEFEL
Part A @ SAF 264 ORI FEEUENEE TE RWEFHEGORIRIL, 7 78R (15.1%) 12~
FEY XA TEETE -7 (0.1 mg/kg Q4W f : 24.5%. 0.5 mg/kg Q4W Ef : 25.9%. 2.0 mg/kg Q4W
B 46.2%. 2.0 mg/kg Q8W #f : 28.8%), FERERENEE TERWHEFRIZT M —IERER
ThHO ., 7T7FREE (1.9%) 1T, XY AT TEL AL (0.1 mgkg Q4W Ef : 3.8%,
0.5 mg/kg Q4W B¥ : 7.4%., 2.0 mg/kg Q4W &F : 9.6%. 2.0 mg/kg Q8W #F : 5.8%), [KELEEMNEET
TRVWHERLR L L TORMEFEORERIL, 0.1 mgkg Q4W #E2Y 1.9%. 0.5 mgkg Q4W HEN
1.9%. 2.0 mg/kg Q4W BN 3.8% K% U8 2.0 mg/kg Q8W B 1.9% Td> - 7=,
RE R (Part A L OV Part B) 218 L CXE Y A~ 7 2 HK 5 U7E 211 HloE72 K RBER N E
TERWEEEGL, 7 MRS, EAGERYE, SIREEAK, REPERIE, H CPK #581& Y
AL S TH D . FEBLRIL SRR K OVESBAL G 2R & . 2.0 mgkg Q4W #E T, fthox+E
VX2 T EEEITHER, R0Em»o T2, SEEHITERD N7z,
R L ORRBERPEETCERWEBLRAEFRIT oM 7 EER, 7 ME—MERER, KE
BYe, U UoNEE, B RER, AN, HBMEER) Thotl,

- BRI, A Z YA v LDERL FEROFHG, ADA

AR 2 LT, MR PeIaE, MiRAETHmE, 7407V 27y @IEE C ROCHER., %
a7y RORRA T, BROICEELE 25 2ixA o/ oT-, PartA Tk, 77 AR L
2 L CxE Y X~ 7Tl Thymus and activation-regulated chemokine (LA, TARC) O —i@fkd F
AnHoT=, Pat A TT 7 RNEE S, Part B TREV A~ T 2G5 INZRETH FARIC
TARC O—@MED _EFHINH BT,

INA BN A v DX O R & O KA B O SN ERR N & 72 2 ZBAbid A b /e s>
770

ADA Btk & HIE S - BRE OIS IL, 2% 5 HIH (PartA X' PartB) Zi#E L TRE Y A~ 7 &%
HUTEHED 7.1% (15211 ) ThH o7z, WiRIL, 0.1 mg/kg Q4W HET 53 5 4 #, 0.5 mg/kg Q4W
FEC 54 Bl 8 5], 2.0 mg/kg Q4W FET 52 il 1 65l 2.0 mg/kg QW FET 52 il 2 il T o7, F
72, PartA T/ 7R, Part B THIO THREY AT &K G5 I NT-BE DT T 2.6% (2.0 mgkg Q4W ;
1738 f5) 73 ADA Btk CTh -7, XE U X~ 7 HFHLRIL, 1 6] (0.1 mgkgQ4W #f) T, #5-54h
64 WM T +u—T v TRICHETH o7, ek, ZOBEIIN—AT A )26 ADA 3R &
. TE5% S ADA It Sz, HURmICE TR 6NN &6 ADA [5G & fE S v
Mmool

E) IF—HETIEH60mg >V > PORARBINAELOHEE, @, AR 13 L Eo/NNRIZiExE
YV A~7 (EaFfz) & LT10E60mg Z 48U TR THREGT 5,1 THD,

(FEETEED)
18BULDPN BEEXR E LT-5 Ta+B8ER (SPR. 115828 :XE&)
HHY PN BE D Z 5 FEIRHEICEB T D 32T U XA~ 7 OFINE R VR %27l 5,
HBRTFTYA v | ToF LM, ZEHER., IR, WATEER R, Sk ERBR
ESyiEs| A=A T, TT7A AV, K= R
FSE 18 W& LL o> PN B
ERBEHE | - UITOEREA LT, BEANMS 6 7 ALLERNZ PN EEEZE STV 5

B

1) FRUZ PNIRZED GO b s (REE UL T D PN IRZ DO F XD 720)
2)2 5 Tt 20 LA ED PN HAE N EMMEIZAE LT TN D

*NRS C, UTICERINDIEEDZ IFELAT HEE

DAY U —= 7 KEEHE « BRI 3 A O HHEKNRS 227 OFEER 7 2L E
)N — R T A ORBERE ¢ ERT 1 ER O B HRK NRS 2 27 OFEE1N 7 2L E

FRBRANEYE | - PRE, HURDE, B — LS, R, SUE. BRI, B, U oS,
BMCHRE R, B ER, AR F) a—v 2 KEMHRER O PN &
BN ORREICRE N D18V Z 5 FEE 2 A9 D R

s X=X T A FKEERT 1 BRI XX 7 A VR K D R REGSE DS TR B
ni-gE

A7) == TR AT — AT A SRR AR AR BRSSO MR S
BEELTROUIEKRRY AZICBEELEZ I OTAREMERH 5 L IGBRETEA D
IR U7z 2 b e — LR BT B 2R AL #F L < IR ST AR AR RE (1] :
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T bR U EHE, % RMEREARSIERRE, EETa Y br— L RROLER) BED 5
(D3%) ni-B¥E

s BENEERE L LT HIREIER EIE A AT 5 B
AD B XIT AD OFFMEORIENHER EIN TV D EBE

PR EME R OV RIMEZ 2 FEE (Y S H R iR 52 O FRE, Ak AR,
pathomimia) ZH 7 % HH

ARk 7 1 BEEXTY A TREL T T EARBEC 1:1 OEE CEELIZE Y 17, &BRE

Km\*%ux%7m5m%gXif§tf%4ﬁﬁ“&:3@&?&%Lk(N

— AT A UWE, GG 4 Bk, KORG8 %),

P H <A B>

FEFHMEEA -

B 5-BihG 4 J% Ol 24 KR O fe KAED % 9 FEEAEFHG R (PP-NRS) 1 D

AP

<BAEVE>

HEHG, WEBEME, A2V A 0 12 F5LEX

ST 5 1 BRI E I LT RN CHARRE & L, BB ORREN 2V R Y A EKYE 5% CTEf L
7o AR B IZW 3G ITT S5 2 5t ST T 2 5806 L 72, SAF 8%, &
BT e N T — 2 D FE B R ER TH - 1=,

FEFMEE CTh LGB 4 % OZ 5 NRS A a7 ZB{LROREM 2T S
B, 7 hE—0f R (A, FEEZ2EENRE LT, a0 (ANOVA) €7

JVTCRRE LTz,
BeHRER 22 D/ N O EHMED 95%EFEX M & P EITx R ER R EZ VW TE
HL7z,

<HIE>

EEEHmTE H

N—=R T A S DR LB 4 1% O PP-NRS #H DO ZALR O/ "R EHEIL, 2T D X~ TR
T-53.4%. 7T AREET-153%ThH 0 (BEMZE38.0%) . R F YV X~ T7HIL T T BAREE L bk LT PP-
NRS Z#EFZICHEEICHE LT (95% CI-51.0%~-25.0%. P<0.001., ANOVA EF /L),

<ZaiE>

TRBRIK L B S OF EFLORBESIL, 7T BREE (30.6%) & HE L TRE Y X~ 7 (38.2%)
ThThc@Emnrolz, ERRHRELEEL V OFEFEGIL, XTIV AT TTY bE—HEEX, &
WHEE S B OV BRTTHE DN 4 5.9% (234 §) . 7T B R B CILEIE K VBT 234 5.6% (2/36 ) T
-7,

R LISV OBRERAEFRIIFRT Y A~ 7B TR ER (1 #)). 77 B REET 0 T
bol-, IRERIELBIEH Y OIERIEDO G R ILICE ST HEFRIT. R TV X~ TEHOMRLIE K&
OEME (K 16), 77 8RBETOFITH- -, RBRYIF P OETITRD o Tz,
FERRRAAE, /A X VYA ROV CBE S 52 OMOIEEIC, BREICEE 2B bIZA SR
o7,

E) X F—HETFEH 30 mg /A 7V ORIz FER O &%, fEErEREZ L Tle . AR O 13 52
Fo/NRIZIEIREY AT (BEFEHZ) & U THIENC 60 mg 25 T#E L, LIBE 1 Bl 30 mg % 4 JAfH
DR TR ST 5,1 ThD,

(4) HREERYEHER
1) ARG BR
(7 FE—MERERICTHEDS £ 58
DI EULDAD BEEHRRE LE-ERNEMALER/ RAKGRSHER M525101-01 FEk) *

H#9 Part A
BEFIRRE S L7 b b b THEED EOF 9 FEE2HFT 5 13 il kD AD
BEIIH L TREY X~ T 25 U T-BEO A IWE M O 2 304 5,

Part B
PartA #52 T LIZEBE Z X BRI T Y AT 2 BWR TER G LIZBEOZe% LK OE
ik Z T 5,

HMERT YA v | PartA 1 7 X MMk, “EER., 77 BRM, WATEEM R, 2% S E R ER
Part B : JEXRIIR, Zhiak L, K& 5305k
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x5

WEAFRIt 2 920t L2 IS b 0D b PEELL EDO T S FEZ AT 5 13 sl kD AD
BE

kR UE

< 13 %L Lo AD B3

* [RIEISRE S CHMHTRIRIZE L TLLU RO 1)UL 2) D HHE A 7= 3 3

DRI AD IZxF LT, strong 7 7 ALLED AT B A ROMHIET Y 71 ) LA
KN ERE % [ E O FHVE T 4 BRPL EREEER G- L7223, 2 2 FEDRAFE L T
(MPHATT N3 LLEEEAIHE LT2) B

DAT A FARETY 70 ) AAKWIRE L D REREEFEET 5 2
ENTERWEE (HBUE - 222%)

c FERSRS T E AX I VELOPLT LA X —3KI2 X 2 NARTGEICEI L TLL

TO D)L 2)DFEHE A 7= 3B

DIBEIZ AD DF HFEICK LT, Hib A ¥ I VTP T L —3R % [EE D
- HEC2 AL Bk G L2y, IR A o L HES N (hipFHhA o
T3 LA E L EEE L) B

NP AL I VI T LAX -SRI 5NRIBIRE R+ 5 2 LN TE R
WA OEBUE - 255%)

COBERHICUL FOT R COENEL - B

1)% 9 ¥ VAS 78 50 mm UL |k

)M pH AT A3 L

*AD OIREZ B L Lz strong 7 7 AD AT A RAHEZX 7 v U L AK

WG Z, WTHOFEABELET, EEDOHEICTT ¥ bR E T 28 AU

Ak LD B

T 7n RS S UE

CEEL B M MIRERSE, IBRSMCAREY LB 2 N DEBE SO
LTWAEAE
« ) ol LAR4 (NYHA ODFERESEILL ) 2 APFL Q05 B
BEVEIEE OB 26T 5 UTE 0L TV A B, 7o, BEMEEEOBEEN B 5 23,
H IS TRV S AELL B L QDR W ERE L R E USRS T
B SEES R N OIRIE IR R OB 2 A3 2 BE IR OM AN E AT & LT,
< T MMEH OIRED 30.0 kg A 1T 120.0 kg 282 5 HBE
« HBV T HCV [ZJE&G L T\ 5
7L, TROBFITRBROMANETE LT,
Bk A I E N L 7= B RUATFAMAEIC I\ T HBs HURFEMED > HBe HUiRBE &
TE ST, 7/§AMiT‘IBVDMA%MEL HBV [ZHIFEEG LT
RN R TCTEAE
-ﬁﬁﬁK%ﬁbkC@ﬁ%&ﬁmﬁwfﬁ}mvm%%@&%ﬁéhkﬁ\?
»Z 2 E TIZ HCV-RNA ZHIE L, HCV ([ZEEREYE L TR N 2 & 23R
TEBE
OBERA DD T U F AMEE TN LR A ORGSR I IRME SO TTE B EOREEZ
JRYEDFRO LT BE
L, A ¥ —7 xa vy iR RS (29> T, FERZEITEgE LT
R S S s B IR O AL E R & LT,
C SUERERE ML T L TV D (e R e R ias, AIDS B3 & OVHIV IZK
BLTWDEE, 2HEOREMRIIELERE LT\ D EES)
« AD D5 KO 9 FEDO R B % RT3 L IRBREE (S4H) EERH NI L 7=
FREAL WD EE
- 7 MEBHT28 HEUWIZLL T OWT I OIRE % 5 T T2 83
DL DA B 5= 35 i
a) AT 1A N3
b) 60% 1 5
2)AD OiREE HE & L7z very strong 7 7 ALLEDO AT a4 RIS
3) AD DB ﬂfétﬁ%&
) IRENEFRE, ETRE
A NMER 2 BEINS T A LMERETO 3 AMOE 5 FE VAS OFHERN, F
YADMEAD T35 9 BETO 3 AEOZF 5 EE VAS O XD 20 mm UL BRI L
TWHERE
- 72 MMEE D EASL A 10 R0 B
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TR IEE | - o B S QMR L TV S RTREMED & 5 A TR I =R O FFE I
(Do) HAHEYIRFET T A0 —7 v 7 KB E TR AT O BREO 72 W B
< ZOM, IRBREML () EMAEBRIG & LR &l L7 B
AR 1k 77 B ARRRHIRE (PartA) OF%, R TV A~T 2 EHE 5T 5 Part B ~1TT 5
FTHA L L, PartA TIEFRE Y X~ T DT 7 HRITKT 2HEME, Part B TIIx
T AT EEYERS LI-ROZ SN O E#ER LT,
Part A (JRHEWIR @ 16 M. A T LEA]) -
T MMEB, 4%, 8 %KL 12 BB KRR, REY XA~7 0.6 mL (60 mg)
XX 7 7R 0.6 mL ZHEED 5 BIFHAED IRV EIZK TG L,
strong 7 7 ADAT A RAHIETH 7 0 ) AAKYIREE T ¥ HMEH 28
HRIDCOBETEER Lz, 7 2L A £ T A - FEOEFIIARA, 77 M1k
ALIRE LAl & Lo, APl AZ I VIR -7 LLX—3KE T o2 AL 14
HAET2 D EEFEH Lz, PartA WifIH, &4 - FIEOEF IR E Lz, 70 A
L H LI, #5304k (Part A O Part B) %8 L C. ZEW2prgfiss] . sozz i)
Hl, O AT A NElZe &EORTHRIER ORAEIEOPFRIZEE L & LT,
Part B (JRJEEMIM] « 52 B[], /4 7 LKL DCS) -
16 . 20 Wk, 24 8%, 28 Wik, 32 %, 36 Wik, 40 %, 44 Wk, 48 @
%, 52 W%, 56 Wk, 60 %KL 64 WZKBEREZ, XE U X<~ 0.6 mL (60 mg)
N D O BIRED IR WK EIZE TG LT,
SRR, Bt AZ I VE - 7 L —EoMHHIRIX A2 L & L,
R EE H <A >
FEFHHEE (PartA)
P 5 RIS 16 Wk D F 9 FE VAS B3R
BRI H - (Part A)
- BeH-BHAG 4 1% E TOZ DB VAS BB ORIFHER
- $¢5-BA kA 16 % D EASI (b=
* Dermatology Life Quality Index (UL, DLQD &atA =272 4 LLFOEIS
c R—=RA T4 M5O DLQI Gt AT 2 4 LI kikE Li-HIE
- NIRESEELFEE (BLF, ISD GEtA a7 7 LT oRIE
ZOfth D F 27 HMEE  (Part A & O Part B)
FREEHERS © Z 9 FE VAS, 22 AH A 2T % 9 FE Numerical rating scale (DL, NRS) |
EASI. sIGA. Patient-oriented eczema measure (L4 ', POEM) ., ISI, DLQI (Children’s
dermatology life quality index, LA F CDLQI) %%
- GEEIA C Z D FEVAS, OB AT % 9 EENRS, EASI, sIGA, POEM, ISI,
DLQI
<>
HEHEZR WERKRE, M XV, RFELER
<SP M >
ADA
FiAT 5 1 <HRhMHE>

RO G (LLTF. FAS) % F7- DT REM & L,

FEFMIEE (PartA) : & 5-BH4G 16 Htk D% 5 FE VAS 2Lk

FHBRLA 16 B DR_R—R2F A B DE HFE VAS BALRICHONWT, IRERIEET
NERWT, REV A THELE T T2 RBEOZEO R/ FVH)E, S (SE)
K O /N R SEBE O MR 95% CI 2R Lz, INEEE7 b EBG 1 #E
%, 2%, 4%, STHE, R2BEBLN16BEDX—R2T 4 NEDF HFE VAS
AL, WERITIRN—RAT A VFEOE HFE VAS ZH Wz, X=X T4 U hbD%E
D FE VAS LRI~ A T A HANE ESGEMHR 2 BT 5720, 220 95% EAfI CT A3
0 % FlEl> TWeiga, 77 BRICxt3 2 @BE S REE S iz &l L7z,
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FRATT 5 1
(oo%)

RIKEHME H - (Part A)

B HBRMA 4 % ETOZ S VAS Z2bR1T, EERICHKGEE, HEREICR—2R
T A VEREDE D FE VAS & HHWT 35 U TIZ L 0 | &% B D% 5 VAS 2O R
HEEAE, SE K TUN95% CI #%iH L7,

e HBAMG 16 WiEDX—R2F A 9360 EASI ZbLRITEEZMIEE & Rk OfAT
%3 L7=, DLQI A5t A =27 ISI At A a7 ICBlT 2 BEE&ITVWT b T
A= THEL T vREFEOEIGDZE L ZF O 95% CI KO8 Fisher D IEMEMRTEIZ L 5
Jl P iE (HEAKMERM 2.5%) Z#HH L,

Z O 72 RHATE B

- FREFHER
WL T —# (£ 9FE VAS, 2pFH AT | EASD 1FAME, X—RA T A LV inb DX
(L BN OZLR OB B, TOMOER T — % [% 5 NRS, POEM, ISI,
DLQI (CDLQID NFAMOERFEH &, BT 2V DT —X (AT sIGA,
POEM) (3% 4T IV OB OEI G %2, BEREL ORI L ickDiz, £7-,
T — X OF 9 FE VAS L%, EASI 2R X O DLQI 1%, ¥ KO SD %= H
W TRRRFHERR X A 1ERL L 72,

. E&%ﬁ%
Z DEE VAS, 2B A a7 % 9 NRS, EASIL, sIGA, POEM, ISI, DLQI {2
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3)PN (%95 T X T OHE
28~14 HLIWN
HT HFEREE AN E L ag R 5 ER G
14 AN
S5) AR 5K
CBERLIRE T X AME R £ T, BERTARICEE SN EAILISL T, PN LV AD &
BR LB
+ PN investigator’s global assessment (LA T, PN-IGA) 732 LA F DB
* PN-IGA &Gk H B LT B3
T U MER EEGTEAT3 BB O PP-NRS 28, 7 AMEA XY 7 HEIND
9 HAT™D 3 B DI PP-NRS & Ehifs LT 3 LLEJD Lz
I BRI M OMER L T B FTREMED B B ABE XTI b (R B B A 2
b7 4mr—7 v 7 [LLF, FU] KPiH) ICEAMOFREICIESE | @Yl ik Tt
3 2 BEO W IR
< T O, IEEREATEE M SOZIRBR R 2R G & U CARTEAS & pllrd 5 B

BRI 1%

7T ARG (Part A) D%, FE YU XA~ T 2 RYEGT 5 Part B ~BITT S
THA L L, PartA TIEREY AT OF 7RI oML HREST S & &
BT, XE Y AT OEBEHEOMG L LV Z MG LTz, PartB TIZREY X
~ 7 e R G U TR D Ve R O e 2 el LT,

Part A (JRVEHWIR : 16 W[, /1 7 LELA]) -

TUHMMEA, 4%, 8 KON 12 BB RBERFC . 1RBRIEAE EBEE, I TR
BEERD 5 BIRE DIV EICE TG Lz, EMMEE#ERT5720, XU X~
30mg BRI R E Y A~7 30mg A TV 1 ARETTRAENL T VLA (R G
FEREY A7 30mg N TV 2AK) FEY X7 60mg #EIIREY X~ 7 30 mg
NATNLAR, TTHRBETIT T RRNAL T2 KERBRIEKE LTHRE L,
ZRMEOBRE)N D AT 1 A RAHIEHR N FE i T X 72 WEHF Z RV T PN X TNAD
(BOFL TV A EE) ITxt LT, HEHEE HO 14 BLL LTS strong 7 7 A D A
T A RANHEE A B EHE Tk L TR 2 2 L 2RI & Loy, RIZOIEIRIC
JEUC, i, IR R ORI 2 FRE L LTe, ERRRE aEimmE, o
T A RREEORHFEOUAITEEE L,

Part B (JRIEHAM : 52 W[, /A 7 /L3

16 Hth, 20 k., 24 Hk, 28 %, QL% 36 W%, 40 W%, 44 A%, 48 1
%, 52 1%, 56 H%, 60 % KO 64 W% KFTRAC, TRBRFEZ BB, MEHSUIK
%%wigﬁﬁwﬁw&%K&T&ﬁbto%ﬁﬁ%ﬁ%#étw\Z%)177
30mg LT TR/ FETY X~T7 30mg BEL, T U X~7 30mg /31 T/ 1A
ETTRRNALT VLR (FT7R/FEY X~T 30 mg FHEOWEIFRGI1TREY X
~730mg NA TA2AR)  FEV AT 60mgBHEL DT T ER/FEY X~7 60 mg
BEE, FEY XA~7 30mg NA TV 2 RKETRERIEE L C#EE LT,

A E H

<HE >
i%ﬂﬁ@ﬁ(%nm
e 5.BHA 16 1% O PP-NRS ¥ 15 0 Z5{p R

BIKFEIEH  (Part A)

- B 5BLA 2 W% £ TOF H D PP-NRS 2L DR HER

- $¢5-BA %A 16 1412 PP-NRS 2728 4 DL bRikE L7z B 0FIG

- B 584G 16 HRIT DI A 2T OBEFEIN 1 LLF 2l LIz BE 0HS
- B H-BHAA 2 % £ TOF H O Sleep Disturbance NRS 2811 3R D FRIFHE R
- ¥ 5-BA1A 16 1% O Sleep Disturbance NRS i -3 D285
-ﬁﬁﬁﬁlaL% ISI &ft A7 7L FZE#ER L7 BEHEOHES

- B 5-BAA 16 12 DLQI A5t A 27 4 LA T &k Lz BE OEE
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FEAmIE H - B B-BAG 16 1T PN-IGA 2 =7 2 Be[ELL e nD 1 LA R &2 @Rk L 72 B D
(oo%) HE
- $e5-BR4A 16 W% ORSEITEEEE LR (REABAL, IR AR 2H)
Z OO L 72FHMEH  (Part A & O Part B)
- FREFHERS - PP-NRS, Average pruritus-numerical rating scale (ELF, AP-NRS), 72>
FH A 27 | Sleep Disturbance NRS, DLQI (CDLQI) A =7, ISI A =7, Work
productivity and activity impairment questionnaire-general health (UL, WPAI-GH)
(Q7~Q10), #EFEMEFEZEL (IRFHEAL, M Z R 28, ki, T, &
#). PN-IGA. EuroQol 5 dimension 5 level (LLF., EQ-5D-5L)
- tEE|S  PP-NRS, AP-NRS, Sleep Disturbance NRS, 7 A =27 ISI, DLQI,
PN-IGA
<>
BHERG, BWKRRE, 20T A2 28 LER
<SR >
ADA
fiRAT 71 <H >

FAS % 7= 2RI REM & LT,

FHEIAMTEE (PartA) : # 5B 16 7% D PP-NRS i ¥ D[R

Fe 5845 16 1% D PP-NRS B X OEALFIZHOWNWT, IBRAEDRET VEHWT,
BeHRE, R D &2 PP-NRS W OZEAER O e/ R EEME, SE. [Wiffl] 95% CI
ERE L, £, 2BV A~ THLE T T2 RBOEOR /N FEH)E, SE, wi{l
95% CI DN Pl 2 H U T=, BBtk 16 % FFR O, Hochberg 1512 X 0 £ EH M
HEEBLU-REEAPEEEH L, 2KOFE —FOBEE 5% LT T 572012,
Hochberg V£ CTHREDZEMLZE Lz, *EY X~7 30mg #xt 7 7 B REELY
FEY X~7 60 mg BERI 7 7 B AREET, PAEADOKE W E A EKUERM 5%% FH
STHAE . FET Y A~ 7 30 mg BEM O 60 mg BEDWRET T T &R IT% 9 5 il
FRAES LTz & HIWT LT, P IEO K WA EKERH] 5%% ERl-> 7285813, %
TY X=7 30mg Bt 7 T B ARBER VR T U X~ 7 60 mg BEX 77 B AREET, P
D/INES W REBKUERH 2.5%% FEI->72846. Y%ErT) A~ THOT TR
W3 D BRSNS RREE S v 7e &I L7,

SO, IREDRETAVEZHOT, ISEERAEMEICET L b & TRER, A
T EDR/NTFY, SE, Wil 95% Cl Lz, R—AT A DT —HF [THE
BICHWT, BB MVZE DT,

RIVGHMTE H  (Part A)

BRI TE B2 DWW T, EEGHGIE B R M OB s o & EvE T isga9, —
BEHCH BRI 5% & LTz,

#5815 2 % £ TOA H O PP-NRS OZALER 55k 2 1% £ TOK H O Sleep
Disturbance NRS Z2{b3, & 5-FH4h 16 W% D Sleep Disturbance NRS i ¥ D251t
R, FEBLA 16 % OREFOFNA K ORI 2 bR < 28 OREEVEFEZ BRI
DNTIE, REFHIEE & FRRICIREDIRET VL EHWTEREGRE, HZ L of/h
Fe LB, SE. Wil 95% Cl #HH L, S 5ic, BERMZEOR/N " FHHE, SE,
Ml 95% CI KOY P ESHH L7, Sl REDZELRZJNELE & L, Sleep
Disturbance NRS (33— 2 Z A > D Sleep Disturbance NRS # -5 K VT b & — M F7
JERDOEDOE A | FEEPEREZ S (IREORAD) 1350 (B, TR, Re) %
FEEIPEEEB . (BEHE AR 28) 1IXN—RA T4 04y (FEFHERL) DR
PEFEIZE (50 A, S50 fEILL | 100 BT, 100 fELL E 200 fEAmH, 200 fELL 1)
BENENILEEITHW,

P 5-BAG 16 ## £ TIZ PP-NRS 2N 4 DL ik L7- g OES . #5844 16
WD A 2T OBFEIN 1 LT 2 ER LIZBE0EE, &5 16l
PN-IGA A =7 2 BePELL LD 1 LR Ak LI BF OFIE, HE-BtE 16 1
BIZISIAGHA 27T 7N EZR LI BB OEE (AEBRSRFOFEA 15 5Ll )
E, BRI R E OB L OEIG A2 & GEE, R Z &Ik, S DICEHAORMZELE
Z O 95% CI, Fisher D EFEMREIC LD PEAZEI LT,
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FRAT 571 Z Do TR EmIE A
(oo%) - FREFHERS
FAS (PartA) K ONEWIHGHIM FAS (Part A/B) Z %412, Hifi % [PP-NRS,
Sleep Disturbance NRS, #EHitEFEZ 0 ((RRAMAL, SEEAH 2 BR< 28, Bk,
The, K58, wpAH AT ISI (GFFEOCIEERIA 27), DLQI (AFF &K UNA
HAI A =27), WPALI-GH (Q7~Q10) ] 134, _—Z T A L b DR K OV
{EROBEFF B E2, BEEEK (A A a7 PN-IGA] I3 L OEIA %2, #
BEE, EETrickDd,

. E&%il
FAS (PartA) M OVRHIFGHIR FAS (PartA/B) Z 42, HEDKYEE CdhE
L7- B OEIE 2GR, FR 2Lk z, & 51T PartA OEFH T, ElE50
HERZE & 2 Ol 95% CI. Fisher O IEFEMELT X 5 il P A & H L7-,
« PP-NRS : 50%. 75%. 90%c&#., 4 UL bok# (14 DL bk ) ORI Part A/B

Wi o &)
< AP-NRS : 50%. 75%. 90%i. 4 DL R, 3 K
« Sleep Disturbance NRS : 50%., 75%. 90%ci ¥, 4 LI Eik#=
e MPH AT AT 1 LA (Part A/B #HiF D7)
<ISI: ARtA27 70T (Part A/B #iE D &)
- DLQIL: AEtA =27 4L ks (FEEUS H OFEDS 16 skl o BE 1L, 1R
H %8 U T CDLQI % VTR L 72)

* PN-IGA : 227 2 BERECED D 1 LLF (Part A/B #ifiloA) %%

<Z2 et >

Part A il CiX SAF. Part A/B #IfH]l &R CIx R & 58I SAF x5 & L7,

B EEL T MedDRA Version 23.1 Z HWCii A&z 72, RIBERERZICED ONH
FHLITHONT, FEE] (Part A H1[H. PartA OB HIREIAA) . KEEERRI (K5
Bt L., KBRS V) ICHEFH L=, PartA KB B &K OEH 1L, 7+
—7 w THIRNCRE LA EEFL L 5D,

HERAEFERIL, BRI G P IE, KREXIIWEICEST-AEFLLOERT
REFEFGL Lz, HETREGFEFGIL, BRERGZICRBLZKROFEHES
G EFR LTz, a) HEHBEEO KR (E%f%u@)%)ﬂ)ﬂyir“&o B DR G
Eie). b) BB, ¢) AD CELXIXFREZ ETe) . d) AD OEALIZIIELY LR EIE
PERLBE ST E 2 1 0 RIEIER, ) FIGRYYE, ) RIELSORYE, g) TABRIK
7> B O JE G ARG DB

BER MR AT, WeIR) (Part A HIRE]. Part A & O8B HIAA) 10, BRRMEIER .
BeERENR OS2 L o, T — X 38N EE, b7 ﬁ/v%“—miﬁ? =
V2L OB OEIG ERD T,

*3 . VESBRE O, TR 5% 24 RIS L - BEEL L ERE LT,

<SRRI >
B REMAET T R 2 R i PR T U X~ T HURRBR O R 2 & 54
F O 2 LR LT,

KPR >

Part A TlX, 7 & LMEEINIRBRIEOF 52521572 229 ] (€U X~7 30mg # 77 i, *EV X

~7 60mg B 76 I, 7T AR 76 #l) 4 FAS KUY SAF & L7z,

Part B \ZBAT L72 219 Bl 5 B, JRERERFE SN DEXBEF T AN SN T 7 B REED 1 Hl &R

72218 45 (Y X~7 30 mg/30 mg #f 72 B, 1*E U X~ 7 60 mg/ 60mg #f 73 i, 77 AR/ REY

A~7 30mg HE36 5, 77 8RR/ FEY X~7 60 mg £ 37 ) (TIRERHED G S 41, Part B WIHBAT

BOREMICET LT —2B 1 26207 TR/ F2E ) X~ 7 30 mg BEOBE 1 HlaFR 72 217 #
(FEY X~7 30mg/30mg #f 72 #il, REY X~7 60mg/60 mg & 73 ffil, TR/ REY X~

30mg BE35 6, TR/ FEY X~7 60mg 37 #) #EWEE SAF & L7-,

S ENREMRHT S REEMNT, T X ML SNTZBEND 7T v REED 5 Bl &< 2256 (£ Y X~

30mg BE77 61, REV X~7 60mg & 76 i, 77w AREET2H]) & L7z,

N—=2F A VRO N AR FR R OO B EE O FeEIL, BREHB TR 1Ao7,
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<PHEFEE >

(1) PP-NRS

MPBHDOFHINETH 5, BENDIEE 24 B ORKOZHIFEOREEELZ [0 (ZeL)] ~ 10 FE=N
) DEED N PI) | O 11 BefE TR 5 ik Th D, BEOFEBFNIC KBS NS, & EE DR
RINITRMIT 52 & T, BEZEICEIFHEOLEBELTERILTE D,

(2)AP-NRS
MOHDFHIIETH S, BE 1 BIZ 1\ (PartA) i 1:EMIC 1 [F (PartB), &7 24 REE O
H72E 9 FEDORREZ [0 (Z2L) ] ~ 110 FRESIN I DEEDODDIH) | O 11 BEpECRG7 5 kT
b5, BEOEBDFTHMICIKMEIND, FRENPRERIITIHMET 5 Z & T, BE T LIZE I FEDOLEE
A EE{LTE D,

(3) MHAAT

NOLDOFHEETH S, BEZ 1 BHIZ 1A (PartA) i 15EBNIC 1B (PartB) . iE3E 24 RS DK
DEIFEOREZ [0 (Z2L)] ~ [4 (&) OS5 ERECTIHMT 5 HETHD, BEOLBIFHEIC
RSN %, FERENERIITIHET 5720, BEZLICF IFEOEEL»ER(ILTE 5,

(4) PN-IGA
R DFHiIETH D, PN OfEZ. IR S, £HBEDO PN OFEIEEE 5 B (10 : Clear] 1 : Almost
clear] 2 : Mild] 3 : Moderate] 4 : Severe]) TiHfid 2$EETH S,

(5) DLQI (CDLQI)

BEIMEE BB O EOIRIER 3 BefE~5 BB CRi4 2 HiETH 5, BERILE K O R RER CiL
SN TV EERBICREREY 7 QOL RETH 5, DLQI DEFRIICHE /AL &IX, DLQI &
RFAaT7 R4 ESRETLI SN TW D,

(6) Sleep Disturbance NRS
BEDPAMKOMEREFORELZ [0 (EROMEZ L)) ~ 110 (B<RDL ZENTERN272)] O
11 BEfE CRm3 2 L TH 5,

(7) ISI
BEDEE 2 B OEIR Y —2 % 5 B (0~4) THHMT2 HFIETH D, ISIAFFAa TN 7LLT
U, BERPICE R RIREIZZ2VIRIEE D,

(8) WPAI-GH
BEEE 1 BEREOEE EORBENEE XL H ® OBITENC RIETHELZ LT 5 FIETH 5,
<HME>

T EET A H

Fe5-BLG 16 W% D PP-NRS W OZEACR O/ FEEE (SBE) X, XEVU X~7 30mg #ET
-61.05% (3.51%). FEYU A~ 60 mg FET-55.95% (3.45%). 77 BREET-18.57% (3.53%) TH
ST, T BARREE DR ZED /N ZFEME (W] 95% CI) 1X%E Y A~ 7 30 mg # T-42.48% (-
51.91%~-33.05%). F*EVU X~ 60mg FfT-37.38% (-46.70%~-28.06%) THYH, FEU RX~7
30mg FEATN 60mg BEE BT, T BARBEL L T PP-NRS Z A EICHA LTEBY (WTFivd
P<0.0001, IBAENFEET V), FEV X~7 30 mg BEKL 60 mg BED 7 Z B ARBECRHT 5 RS R
AEE T,

PP-NRS S DOEAEIL, XY A~ 7 30 mg BEM N 60 mg BE T, #5548 1 BRI
DL, D%, F5LG 16 Hth F TREFICHD LT, 5 1 EZENS 16 B E TON—2F
A B O PP-NRS W EE O LRIT, 778 R L IR L T, RE Y X~ 7 30 mg # &V 60 mg #
TKR&E <, PP-NRS OREEFH 22k EN BT,
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5B 16 B FE TOH PP-NRS SBFEHDEILEDHFE (Part AL FAS)
- O = TSR (=T786)

~ (%) —@— XEUATT30me# (n=77)
| 10 4 —h— ZEYZYTE0meEE (n=76)
A
? () e o N oo s e 3885 s 6 on e 65 8 6 b € 8 £ 48 1 348 U T 0 S e s e 8
;; 104 \ T "Qmmm=O--e
& =4 % . L TTTmOmmmmmeem—-
P
p 304
N —40-

BN
SIZ
$y —60 - WAETELHHEVCI ¥
g #: p<0.0001. 1 p<0.0001 GEER) GEAMRETI* (vs. T EAR) % —61.05
£ —70- ®5H%16EHEEEFIAR REORITHER) .t
* N=R 12 4 8 12 16 GB)

ZA>
R EHAR

¥ RERL BESRE RS BREHORAEREBEDR. N—AT A O PP-NRS HEFH & T b E—PEEERD
At EE IR L Uiz, #5045 16 %1, IRAZETT VTN, Hochberg 152 & W £ EMA
EE LA PIELE L,

Bl H

- BeH-BEAA 2 1% £ TOS B O PP-NRS /LR DRI
FE U A~ 7 30 mg BEMK Y60 mg BEDS H D PP-NRS Z{LR (X, WTNOREYL 77 vREEL i L
TEREGEANOARICED L, XY A~ T7HREICED PN OZ S FEORMYEENHR I (WD
ThH P<0.05, IREDNRET L),

#E5RE 2 BHRFEFTOEBADPP-NRS EILEDHFRE (Part A, FAS)

= = TSR (n=76)
(%) —@— < EUXTT30mgR (n=77)

~ 10 ~ e TV XTT60meRt (n=76)
|
é o T SO SO
: A ST IS
Y _i04 *806 TTYTTY YT
H e
5 ol o
D o0 926 T " -
P *%
P kg ax
N —30-4
R
% —40 4 -
3 B/ ZRTIELBHRIIS%CI o
S #: p<0.05. t: p<0.01.%%: p<0.0001BATRETIF (vs. TS5t . 8B LDplE
_50 T T T T T T T T T T T T

/_\“:—rX‘ZS45678910111218141‘5(5)
1>
BE5HAR
DN, PG, BN S BB AR A BEEE, N— AT A D PP-NRS &7 b E—IEREROAIFOE
AL LT,

- B B-BiAR 16 B2 PP-NRS B 24728 4 DL Rl L 72 BF OFIE
B 5.5848 16 %12 PP-NRS B NR—Z T A b 4 U EE LZEEOESIIRE Y X~7
30 mg AE T 62.3% (48/77 f5l) . +E U X~ 60 mg FET 56.6% (43/76 ) THY . 7T REE 11.8%
(9776 ) & oOEEORMZE (WH 95% CI) (F3RE VU X~7 30 mg #ET 50.5% (37.5%~63.5%) .
XEFY XA~7 60mg BET 44.7% (31.4%~58.0%) L ZNETNAERENRBO LN (Tl
P <0.0001, Fisher O EMERE) .,
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c B HBRALG 16 WRITHD I A T QBN 1 UL 2Rk Lz BE OEIS

Pe 5Btk 16 BRI DHA 2T OFFEIN 1 LLFZZER LIZEBEOFEEIE, FEU X~ 30mg
RET32.5% (25/77 1)) . *E Y A~ 7 60 mg B#E T 32.9% (25/76 ) TH V. 77 v REE 2.6% (2/76
) L oEEOREMZE (R 95%CI) 1. *F U X~ 7 30 mg T 29.8% (18.8%~40.9%). FE
U X< 760 mg #ET30.3% (19.1%~41.4%) & ZNENAEREDRD bz (T s P<0.0001,
Fisher D IEMERTE) o

- BeH-BHAA 2 % £ TOF H O Sleep Disturbance NRS 28V 3R D fRHFHER

X E Y X< 7 30mg HELIREY X~ 7 60 mg BED K H O Sleep Disturbance NRS 2L (X, W4
DEEL 7T BRI L TEREBINOA BT L, XEY A~ 7RI LD MEREE T 5
BHtESHR IR (T h P<0.05, IREIRET V),

BERAIE 2 BRFEFTHOEHED Sleep Disturbance NRS ZTILZEDIHEFS (Part A, FAS)

- O - F5EAR (n=T76)
(%) —@— xTUAYT30mgH (n=77)
10 - -1.26 —h— XEVUZTTB0mgEt (n=76)

|
o o

2]

]

[0}

o

U~

o |

c A

8‘ *7( —20 +

3~ -s0-

o

Z 5 —40

N0}

o —50

= BN RFHELH95%CI
i 60 #: p<0.05. T : p<O.01.%x: p<0.0001 EBAMHRETIN*(vs. 75t A% B LOpfE ®%  kx
% —80 4

§—?§ 2 3 4 5 6 7 8 9 10 11 12 13 14 1‘5 (A
i 1B
%R, RO, AL REGHOZAEMEZ BTSSR, ~—AF A O Sleep Disturbance NRS &
7 MRS R OB O R LR L L,

« B H-BHAA 16 #1% O Sleep Disturbance NRS # -1 D28k =R

e 5-B4h 16 1% @ Sleep Disturbance NRS - O ZALHE O /s L ¥ME (SE) X, *EY X~
7 30 mg B T-72.00% (5.87%). FE VU X~ 60 mg # CT-61.44% (5.70%). 77 &AREET-19.50%
(591%) Thol-, XEV X7 30mg KOFXEY X~7 60mg #E L 7T B REEOREME (i
Ml 95% CI) 1ZZNZFH-52.50% (-68.39%~-36.61%) K 1"-41.93% (-57.55%~-26.32%) THY
TR ARBEL L THEICHD L (WTiLh P<0.0001, IRAZRET V),

54 16 & FE T Sleep Disturbance NRS SEEHDLEILEZDHEFE (Part A, FAS)
- O - 7S£ (n=T76)

(%) —@— 2 EUXTT30mgH (n=T7)
204 e TV AT TB0mgE (n=76)

2

9]

0]

T

o

0

g ~

SN

g |

8 A

o 7

o A ——

z%' ——

X0 » —_— )
® 5 —— _— 2
B ¢ f

:F' -804 /N FEFIE BRI 95%CI £ —72.00
19 %! p<0.0001, BAMRETI® (vs. 75 tAE). £H LOPE * *
D 1250844 1 63BIFRIREEEER

g —100 T T T T T T T
1€ N—2 1 2 4 8 12 16 ()
- S

= 125 HAR

DI

Reri, WOGHE, R LR GHORZBEMZBEDR, ~X—RAF A O Sleep Disturbance NRS JH 15 &
7 hE—HREROGIOERE LR L Lz,
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< B GBRMA 16 I ISI ARt A a7 7 LA F &R LIz & 0EE

B 55846 16 I ISI BFFA 27 7 AN A #EK L7 BF OIS L, *E Y X~ 7 30 mg # T 44.3%
(27/61 f51) . 1+FE VU X~7 60mg #ET 56.1% (37/66 f5]) . 7 F7HREET 17.9% (12/67 ) TH -
oo FEY A7 30mg FELIRTY X~7 60mg BEL 7T BARBEE OEEOREMZE (Wl 95%

CD 1ZFNFN 264% (10.9%~41.8%) K1N382% (23.1%~53.2%) ThH V. 7T REEL L
THEIZE»> T (FRFN P=0.0019 LT P<0.0001, Fisher O IEFEMRTE),

- ¥ 5-BAMA 16 12 DLQI At A2 7 4 LA F & ERK LB OEE

Beh-BAA 16 H#IZ DLQI &ftA 27 4 T2 ER LI-BFEOEISIT, *EY A~7 30mg #T
57.7% (41/71 i) . €V X~7 60 mg FE T 48.5% (33/68 ). 77 B AREET 24.3% (17/70 ) T
Holz, FETIV AT 30mg HLOFREY A~7 60mg Bt & 77 BREEL OESOREMZE (Ml
95% CI) 1ZZNZE4 33.5% (18.2%~48.7%) KN 24.2% (8.7%~39.8%) THV . 77w REEL Ik
L CHEICE N> (N P<0.0001 2T P=0.0044, Fisher O IEfERIE)

- e E B 16 T2 PN-IGA A= 7 2 Bl Edi# ) > 1 (Almostclear) LA F & Rk L 7= & OES
BeG-BLG 16 BRICIGA AT INR—R T A D 2 BERELL ESED D 1 LT & 2K Lt%%‘@il
BlE. REFYV A7 30mg FET 41.6% (32/77 #i) . *E U X~ 7 60 mg #£ T 39.5% (30/76 f5) . 7
TEREET39% B/76 ) THY, FETY X~T7 30mg HLOFEY A~7 60mg B, 7%
AL HEL T, IGA AT TIN_N—=RZ T A ik 2 Ll B> 1 LU 2k LI BE oEE

NHEBEIZEH»->T- (W P<0.0001, Fisher D IEHERE) ,

- B H-BA 16 W% OREEITEFEB LR ((REAIEAL)

$e5-6A ke 16 B OREEIMEFEZ S (IRKRAVERAL) OB EOF/N "5 FH5E (SE) 1L, X TV X~
7 30 mg BET-65.83% (6.88%). *E VU X~7 60mg FET-59.07% (6.70%). 77 ZHREET-5.91%
(6.93%) ThoTc, XV XA~7 30mg HELIREY X~v7 60 mg #EIL, 77 B AR L L LT,
FEEIMEEES B (IREWIERNL) 28 EIC Lz (03 hvh P<0.0001, IREDIHERET L),
PGB 8 % KON 16 WL DR— AT A 2 b DOFEEITERES B (ﬁi%é’wﬁm DELFRIL, RE
VA7 30mg FELORE Y X~ 7 60 mg BE & BTSRRI L, 77 B AREE L g L TR&E

277,

BE5RR 16 BRF TOREEMESHEILE (RRMELD) DOHFE (Part AL FAS)
= O - TS5ERE (n=76)
(%) —@— T T730mgl (n=77)
20 4 e ZEUZTTB0mgE (n=76)

—40 1

BN FETHE EAO5%C
607 & p<0.0001., BABBEF L (vs. 7S LHE)
2B tDplE

X584 1 6B IR THEES

_80 T T T
N—2 8 16 (B)

oo
o 1% SR

L PYBEE B L RO B A R, <254 L OREE (EIE. PR ISR o

CEE R SR L L

RO ETHRAESIE O U S\ AIIN—),

50



- BEH-BHAR 16 1% OFEEMEFEB B bR B 2R £24)
BeH-BAMA 16 Wk OFEEIVEEES S BEME 2R 28) OELROR/N T E¥ME (SE) X, €
Y X~ 7 30 mg B T-68.27% (6.78%). FE U X~7 60 mg £ T-60.47% (6.65%), 77 AT
—6.00% (6.74%) Tholz, FEIY X7 30mg FELOREY X~7 60mg BEL 77 B AR L OFRf
M2 D e/ e EXME (MM 95% CI X E31-62.27% (-81.04%~-43.50%) & (’-54.46%

(- 73.09%~-35.84%) TH VY, XU X~ 7| IFEFMEES S (BT 2R 2Y) 28812 L

7= (Wb P<0.0001, BERIEET L),
BeEBbh 8 W% KON 16 B DR—RAT A )b OFEETERES 5 GEFE 2 R < 28) OZb=R1T,
FEEIVEREE S (RERVERAL) OE(LE L FIEkOHERS 2R LTz,

BE5RE 16 BREFTORBEMESHEILE CEHEBZREET) OH#FE (Part AL FAS)
= O = SR (n=76)
(%) —@— < EUAYT30med (n=77)
20+ e ZEURXYT60me# (n=76)

o
1

—20 +

—40 +

—60 + SNZEFHETHERO5%CI
% p<0.0001 BEHRETN*(vs. 7>EHRE)
28 EDplE

#5554 1 6B IERIREFHEER

HSRMOESHRAEIH OOV ANIN—),

—80 -

e 8 16 ()
i 1B 5

DRE, BGEE, RR R GHORBEEMEBEEDR., X—R T A OBHEEMRE R 28 OREEIEFEBE
(50 fE=R. 50 fELLE 100 fEAR. 100 ELLE 200 fERG, 200 LA L) 23L& L L,

Z DO E 72 FmIE H

- FREFHER
ZOFE (RN—=RF A B D PP-NRS OZELH, AP-NRS OELEKUNDHA 2T DELE) .
QOL (:WR—A T A b DISI A a7 D&, DLQI A =7 D2 k&, WPAI-GH [Q8. Q9. Q10]
DOFFED A B K N EQ-5D-5L [ZhAME]) . KEIER (X=X 7 A 56D PN HOZEHE) OV
NOFHMBEEH b, FE Y X~ T7RETIE, #5046 16 B LI 5-B4A 68 £ £ Tkt L TN
RO, 7Hrue—T v THRbLEAaTIXEE A BT, R ERHE LT,
F/o. TITER/IRETY AT 30mg LT TR/ FETY X~ 60 mg BETlL, %5644 16 8%
WCREY A7 2B GE LIZLEND . W ORMIEE HeENRD b, &5-51h 68 %

(xE ) X~ 7 HEEMG 52 %) £T, M LEWERNROLN, 74 —T v 7HH LKA

TIXIFE AL BT, RN LT,
BeH-BAtA 68 % D PP-NRS DA LHE (F¥)) 13xE VU X~7 30mg BET-78.59%, REV A~
60 mg B T-76.49%, TR/ %ZE Y X~7 30 mg B#ET-78.38%., 77 R/ REV X~ 60 mg &
T-70.68%CdH v |, fEEIMEEZ S (FESEH 2R 28) OZ{bE (CF¥) 1TxTY X~7 30 mg #f
T-94.51%, FFY X~7 60 mg HET-89.94%., 77 ¥R/%xE U X~7 30 mg HET-95.02%, 77+t
RN/AE Y X~7 60 mg #ET-87.05%Th -7z,
WPAI-GH (Q7) OZA b&EIL, W oftd, BGHM 16 MELRIZIZTEAEEE LxhoT,

- YEEEIE

Z 9% (PP-NRS, AP-NRS, 7pAH A =7 ), KGR (PN-IGA, fEEitEESE (B ZR< 2
) 1%, 2 Y X~=7 30mg BELORE Y X~ 7 60 mg BE T, #5-B048 16 114 LIS 5-Bi 44 68
Wtk F THkE L7-dGER A BV, 74 u—7 » 7 HIR b #5BIA 68 Hi% TH ORI Rk L
oo 77 R/IFETY X7 30mg HELOT 7R/ FEY X~7 60 mg BETlL, & 5544 16 I
FEY A~ T GG UL, Be5-BMh 68 lth (R U X~ 7&K G044 52 ##%) F CTHkpi L
TUEENA LIV, 74 —7 v 7S B GR 68 R TH LR N Rkt LT,

QOL (ISI, DLQD (X, *E Y X~7 30 mg B OVRE U X~ 7 60 mg #ETlL, #5-5846 16 HHELL
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M7 +u—7 v 7HIME CE LIZWRB R LTz, 77 8R/REY X~ 30mg BELOTT&
RAEY XA~7 60 mg FETIL, &5 16 BRICRE ) A~ T 2 &REGHB LR, 742 —7
v THIM E ChE LI R0 R L7z,

< ZEAE>
B B-BilA 16 1% £ TO Part A HIHIZFRD LT IRRIE L B H ) OFEFROREBET, *EV X
~ 7 30mg BT 29.9% (23/77 ). FE VU X~ 60 mg BT 21.1% (16/76 ), 7 Z7 2 HREET 11.8%
(9/76 i) Th o7z, FRIFHRELEEDH V OFEFELZIIXREY XA~ 7 30mg #ETRZE 52% (4/77
B) . ALBES5.2% (4/77B)) Tholo, 1EBBHRIKELEES Y OFHGHILICESTHAEFRIL, 3TV X~
7 30 mg REDZJER KO EHBL (K 1 6]) . T Y X~ 7 60 mg BF 4Ly MEFI it i 1 95 M OHLBE
(B 1) Thoto, IWRELEHED Y OIREICES>T-HEFRIT, FF U X~ 7 30 mg BFOEIEIR
W2, FEER, TBEXORKIEE (%1460, %€ A<7 60mg #OWE (146, 77 Ak
OFEFMERERE R QA f) Tholz, IRPRELEELH Y OEELRAFEFES, HCILE-T-AES
GUIH DN o T, 1BRE L BED Y OFRAMAERTIL, *ETY XA~7 30mg #T 0%, *EV
A<7 60mg FET 2.6% (2/76 f5l) . 77 EHREET 0% TH -7z,

B 5B 2 (Part A/B) TOIRERIE L BEH W OFEFLOFKBRIIRE Y X~ 7 30 mg #£T 39.3%
(44/112 ), FE Y X~7 60 mg #ET 38.9% (44/113 fl) Th oz, LERIRBRIKEBEED Y OfFE
FHHUT, W N FETY A~ 30mg BET 10.7% (12/112 B1]) K OFRE Y X~ 60 mg BT 7.1% (8/113
B) . EEIRBZ N Z T 7.1% (8/112 i) KTN5.3% (6/113 i) . ALEEAZNEH 4.5% (5/112 1)
KO 6.2% (1113 f5) Tholz, GBI LBES V OBEERAGEFLIL, TV X~7 30mg Tl
BOLNT, FEV X~7 60mg BETIL 1.8% (/113 i) THhotz, IRBEEEBEHEDH » o5k,
WE IR E ST FEFGIL, FETV A~7 30mg BT 7.1% ®/112 f)), FEV X~ 60 mg
BET 6.2% (7113 f5l) Tholz, IBBRELEEDH Y OBLEFILIZE>TEAFHFFERIT, TV AT
30 mg HEDRER K O EFITE (& 1 1), RE U X~7 60 mg FEDOREPERIBLNER 2, ALBERL O
WHEHVIE (% 1 ) CTholo, IR L BED U ORIKICE -T2 FFFRIL, X EY X~ 7 30 mg #f
OEERIEE, FRER, TUBRE, REEE, 825, TEEEE,. OZAMEREE, St RVELE]
BAERE (K 16, REV X~7 60mg BEORLEE 2 1), {5, Ik, =7 AZ A2 « "= A )L
AJEG K O ENLSES (5 1B Thot-, LI E T HEFRIIAONR o7, 1BBRIK L E
Hb Y ORRRAEEREF L. 2T Y XA~7 30mg #£T 0.9% (1/112 #) , *RE Y X~ 7 60 mg #£ T 3.5%
4113 %) THoTz,
N B A B RDEROFMTIL, FF Y X~ 7 O 5I2 X ABKRIICEE A8 IR SN h

>77,

<SP R M >

B HHIM A (Part A/B) Zi L T 11 BlOHEED ADA B & HIE Sz, TRbUARM & HE & h
THRE 1 HIEBRE, 1L AL DHEE T PP-NRS DR NdIrAaT OELEKR T PN-IGA AT
NYGE LT, ADA DOXRE Y X~ T OHFHME~OEBILRD Lo, FRIPUREME & HE S
72 B3 TlX PP-NRS OZALHE 02 pFH A 2T O LE K PN-IGA A 27 OUEILA LR > T,
ADA [k LHE SN BEON, FHEMRICE EELN BB LB LS Bl CTho7o, TRBRIE L B
Wb OFERGL, BERK, BORLOER (% 24) | MREER., B Hns & OVE R
7 (& 1) THho, R Q) ZBRX . EIE TR L,

) X F—ARCFEM 30 mg /31 TV OGRSV AE R O B, REEIEREZ I3 NlE, AR O 13 5l
Eo/NRIZIEFEY A7 (BIsFHHEZ) & L THIENS 60 mg 25 TG L, LI 1 (8] 30 mg % 4 3H[H
DR TR TRET 5,1 THD,

2) REMHER
(7 FE—MRERITHES 58
BARUIBEULD A BEEZXEE LEERRGKRSHER (M525101-02) )

HE BETFIG IR 2 Felits LTI b D b P EELL EDOZ S FEZ2 A9 5 AD BHF IR T
UA=7 ORBIME TS (52 #H) LeBROZeMER AL T 5, =
o, HOEFICET 2 ZEMR A IEZ T 5,

AR T VA > | IR, SR ILE, RIS

PSS WEAFRIR 2 920t L2 IS b 0D b PEELL EO X 52 AT 5 13 Ll kD AD
BE

52



R UE

< 13 Ll B AD B3
* [RIEISRE S CHHTRIRIZE L TLLU RO 1)UL 2) D HHEA il 7= 3 3

D KIZ AD X LT, strong 7 7 ALLED AT v A RAHEI S 70 Y KA
IRFNPHRE % [E 7 O VLT 4 EREILL Bk 5- L7223, 2 S 5ERERAF LT
7o (A AT N3 LLE L ERHE L) BE

DATuA RAHIEEY 7 v U AAKPEIREIZ X 29 HTERE £+ 25 2
L TERWEE (BBEUE - 2E55%)

c [FAEBSRRTHE 2 ¥ I VK OIT L F—3I2 X D5 NARTERIZE L TU

T D)X 2)DFEUE AT 7= 3 B

DiEZEIZ AD OF HFEICK LT o Hie A X 2 VEIPLT LV —3 A [HE D H
- JHET 2 EEU Bk G- L7203, 2ERA - L HIE ST (B
T3 LLE L ERIOSHIE L) BE

P A I VNI T VAR I L DNIRIBIRE ER T 5 2 LR TE R
WiEE OEBUE - 255%)

c A7) == THRE BRI T OT N TOEMER - 8E

1) 9 ¥ VAS 25 50 mm 2L E
NMPIHATT 3 LLE

< JRIRBHAR HIZ LT O T oA &l 798

DIRIRBAGE B @ 2 BRI HIGHEEBMEH O 3 HMDOZ 5 EE VAS 73T 50 mm LA
=

DIGHEBALAE 2 BRI SIRIEBIMEH O 3 HDO DI A 3T 34T 2 LLE,
N3 HAMDOY L2 HONDIH AT N3 L

T 7n RS S UE

C BB T B M - MIEIRRE BRSNS RS Y & B 2 b RB A0

waé%%

© 9 ol LAE (NYHA DAERESHINLL ) 26 0F L TV D 8
. %’fﬁﬂ@%@ﬂ%ﬁ%ﬁﬁ‘éﬂ AL TV EBE, k. BHEZOBERS %

AR PSR R CTHIBIR 2D 5 FLLERRE L TWRWEE, SUIFE ISR
5(?@*“‘ T L B NS D ARIR IR IR OBETE 2 9 2 B TR OM AN &2 7l &
L7,

< IRIEBHAAR B OKEDY 30.0 kg A D B
« HBV XX HCV IS L TW D HBE

7270, TROEBFITIRROMANE T E LT,

c A7 Y —= U R BICFE L7 B BT R IC BT HBs HUE A
HBc HUiRBHE & HIE S 7223, A% Gk E T2 HBV-DNA ##IE L, HBV (ZH
TR L TWRWE E R TE B

c A7) == TR BICER L7- C BFRAMAEICIB W TH HCV HUAGME &
HIE ST, ABEERE TIZ HCV-RNA ZHIE L, HCV IZEIERY L T
WZ E DR CE TR

c AT V== U TR R D B ARERE TICFEM L 7oA ORE R IR SU3TE

EPEDRERLEGL DGR O B LT B
2l A v Z—7 x vy B e S (ShE-> T MRITEEE L T
o SN EE IIBROMANZ W & LT,

- SUPERRREIME T L TV 2 B (BRI E R AIDS KOV HIV (%

LT o lBE, EFMEOREMHIEZEE L TV BHEF)

* AD DRZ KO 9 FEO RN 5 8 % KX L IR E () EAIDSHWT L7

REEZGIFL TV EH

- TRMRBAAR B AT 28 HEARNICLL T O W inOiait & 5 o84

DLLTF D25 # 535

aA) A7 A N3

b) S Il %E

2)AD DRZ| ﬂTétﬁ%&
3VBURAERE, ZAFRIE

<Al da, BRI & YRR LTV 2 IEEMED & 5 BE TR I =M o fEEIc

S GEYRTIETT v —7 v 7kbt & TREEZ1T 5 BRO LW IR
- XM, IRBREE () ERISIGBRE S & LORER &Ik Lo EE
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ARk 7 1 FEV AT 60mg & 4 HFRET 48 W EZ THEEG L, 0% 287 +v—7

v 7 LTz, 1RIEBSA B 2 B % 5-BHAA 8 % £ T, 2fI CEFEFEN &S L, &

HBAh 12 BRICERMEFERGEE 44 F) ROHCEHNEE (44 6) odbn

oo ERWEEHICLDTGIE, XY X~7 1 A* (60mg) % HEO Ehil,. 1B

BT KRR D 5 BIRED IRV EIC R FHE Lz, B ST, ER%E CrERf

DOFREDO T, ILEREEN . BENRFETY X~T7 1 A* (60mg) #HHDIE

ST KRB D 2 BIFEDIRNEREICE TG Lz,

*1 : DCS

P B < BWE © E OFE VAS, @B AT & S NRS, EASI, sIGA, ISI, Hospital

anxiety and depression scale (HADS)

VR BEFEG, BRRAE, N XA 2 12 FELE

- R - ADA

FRAT 57 1 <H >

FAS Z#xt5 & LT

CEHEET— X (FOFEVAS, 2B AT EASD 1TAME., X—RT7 A4 b0
BALBER OB RZNENOEKF R, oo T —4 (% 5 NRS,
ISI, HADS) [3AMEOERNMEHE, 17TV Bv5—4 [SIGA, HADS

(HADS-A. HADS-D) A7 V] 3% 07 3V OB OVEE %, BERE
RO Z LTk, £72. € 9 FE VAS KON EASI OAME, Z b8 Kk OZ1L
Rid, EHE K ONSD & W CRIFHER R 2 (ERR L 7=,

« Z 9 FE VAS B OVEASI 13 50%., 75%. 90%Z##, MdHrAaTIZAaT 1 LI,
Z HFENRS (3 4 UL B, sIGA 132 27 2 Bk o 1 LR, ISLIZ&EF A
a7 7 LUFORUEE CTokEE LB OB L OEIE 2 B G O 2 22k
oY

<BAREVE>

SAF Zxfgt & L7z

HEFLRIT MedDRA/J Ver. 20.1 # HWTCHAEZ T2, T X TOREHFLLORE

BN E TE 2 WHEEFRORIUFIE L OB x| 27 BIR$E (SOC) &

OEAFE (PT) BNCEER L-, 7o —7 v 7HICKB L-AEHESL b EHICE

Wic, BELAERERII, IBREOR LGP ILICE T FEES (KK - BEE2ET)

FOERTREFEFERE L, HETREAEEFRIT, BRI GRICRIL LT

WOREFRLEEFR LIZ, a) EHBIHORG*? (FEFHINAL O R RO OV H P

DEFIGEETe) . b) B, o) AD OEfb, d) KIEHRYIE, e) FZfELIA DY

Jit, f) CPK b5 GEYEE LR 2.5 (501 1) . g) TRBRIED © DRGS0 R ARG D e

WS L, BRI E , B5RE R O R T L, #ET — 2 3B &

BT IAVANT—HEHT I T EOPEKLOEEERD T,

¥ RSB OO SR IE . TRBRIEE 5% 24 BERILINIC R LA EES L ER L,

[i8

<SRRI >
B REARAT A RIEM 2 RIS, MiFTH iR U A~ T HRRBROR R 2 & 58
MO R T LR LT,

<KHREEF >

88 Bl (EWENEF A GRE 1 44 ), B CIESEE : 44 B)) DSEER S I, 78 6] (ERIEFH B G-7E : 41 41,
B CERRE - 37 ) 2MEBRA 52T L7z, FAS. SAF M OSKpBh e st REEM 1L, 88 B (EREHE
B Rt - 44 B, B COTESEE - 44 B]) THoTo, BEONDMFHENIRE R OV B O AD O
JEFEIZ, BRI TRV AN ote, £, FIROEGIEAL (BREE., M. KBRS BIThH. A
FHONAFE AR 1ZA b2 o T2,

<H|EFEHE>

(1)% 5 5 VAS

MOHDFAETH D, 10ecm DfRERL, Efigd )AL 10, Az b OEWNNhp I .
100] & LT, BENEE 24 FE O DA OFRFE G U TR EIZEN A2 1T, 2550 B 12 5+ 72 50T
FCOHEEE (mm) 20 pAOREIE LTI LT,

QP HAIT
DB DOFHIETH D, BEDIME 24 FFHI O DAL ORREZ, 0 (72L) ~4 (FE) O 5 BT
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fliL7z, MWPHAITIE, £ O VAS LR, BEDPRRIITHMET 22 & T, BETLIZE O
DEBZ ERILTE D,

(3)% 7 F£ NRS

NOHDFMETH 5, BEDEE 24 B OB 2 hd Bz, 0 (<72 L) ~10 g TE 54
FCRHOEWVNDA) O 11 BFETRMEI L7=, & 98 NRS I, % 9P VAS L[RER, HBEDERRS
TiHliT 52 LT, BEZTLICEIFEOEBLERILTE D,

(4) EASI
B EIEE OFIETH 5, K% THESERS, Kir, B FH) oR&EL 40080 mT, e
WDEFNNZERD SN D B OMEFE (0~6, THRA ' F) EKENICEBIT A LB, 2/ E8, &
R, &Eb) OFEIEE (0~3., 0.5% A, THRA b)) ZRICFHME L2 (K72 5),

(5) sIGA
B DOFHETH D, AD ORLEE, (=21H/ Z L N M/ OREN G, AD ORHRE O HEIEE % 6 Bt
B (To: ke L) Mo 3EERZ L) 12 8E) 3 h%E) T4 &@E) 15 REE) ) TRMGL7,

(6) ISI

MEIRFEE OFhETH S, WwE 2 BEBMORIROEIEE ZHTET 2 HiNERZECTHY . 5 OEM T
SN TnWb, FEM~ORIZICESE, Aitad (0~28 5) Z#HH L, GitAEREWZER
BNRFEIETHDZ EERL TN, ISIAFH A7 7T ERNE, ERARREITIRVWEEZ DN D,

(7) HADS
QOL #HliiETh 5, AL (HADS-A) KOHI9 > (HADS-D) %3 57-®IZHW=, HADS (&,
14 OEFR TR SN TS, BEFIIFERICH LT, @E1EMOXHEbEEE 2, FE L,

<HEhMHE>

ZIHFE

< Z 9 PFE VAS /bR
% D FE VAS [ I8 G-B4h 4 % E TITHESIIE T L, 2IEOXR—X T4 b D% 9 FE VAS OF
BIZACRONEE (SD) 15—322% (25.8) &7eoiz, T D%, F5BME 44 1% £ TREFFYICIK T
L [16 % : —47.5% (26.5), 28 #H% : —56.4% (29.1), 44 H : —60.6% (27.5)]. Ht5-Bith 44
BB L& 7 + 0 —7 v 7 #I0 £ T A 2 #ERE L7- [52 8% 0 —60.6% (29.8) . 56 % : —59.0%

(29.0), 60t : —53.7% (29.5)], F7-. EFEWEFERGHELOH CESTHL, Wb RO

% ) FE VAS ZALROHERE 2 LT,

N=RFA4 MoD%ESFEVAS DFHEIEE (FAS)

(%) —e— 24k (n=88)
~
| 0—-e
A
=
1 -20-
-
72\
5 40
@D
z
?% —60-
\"
& -80
/E
{zt —100—— | T T T T T |
0 4 16 28 44 52 56 60
135 85R G
SEHIE+SD
R—RF5A4A N ED% 5 EVAS DFHEILE (%)
B E R H O R
16 %% —46.97 (23.33) —47.99 (29.54)
52 % —59.42 (28.44) —61.94 (31.63)
60 3# 1%
N —54.24 (29.63 —53.01 (29.69
(54T 8 %) (29.63) (29.69)

¥fE (SD)
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© Z 9 FE VAS50%/75%/90% 0k 5
BARTE 9 FE VAS 78 50%LL FiksE L7 B B4 13, 50k 4 8% DI 52 11% £ TIRITRR R
WZEEIL, 7 u—7 v THIR G 5-84h 52 1 %& ERIFRE CHERE L7, RIBRIC, % 2 FF VAS
73> 75%LL bokE Lo B OEIG I, BB 4 WZ LI 52 % F CIRITREEICEMm L, 7+ 1
—7 > 7RG BB A 52 % SZIZRRRE CHERE L7z, —J7. & 9 VAS 28 90%LL FikE L7z
BEOEIGIX, BeGBtA 4 %L 52 1% £ CRRFFAICHEN U7=1% ., $5-B%G 52 3 1% DR IR
PN LTz, £72. % 95 VAS 28 50%., 75%K% T 90%LL Lk L7z BE oEl &%, Mt G#E TR
BRETH-=,

PP HAAT

MPIA 2 TIIHG-Bi4h 4 Bk £ TISESOITIE T U B G-B4R 52 % F CIRIERIFIICIR T L,
BeH-BhG 52 B LR 7 v —7 v THIR £ TR FEm 2R L, E70, EEEEERGIEEL D
HOFEREL, WINLRERONO AR T E{LEOHR 2R LTz,
BRTHDHA TN 1 LU FIZRo - BEOEISIL. B 4 W% LK 52 % £ ClEIEREFDY
WZHIIML, 7 u—7 v 7R LR 5E 52 % S ZIERRE CHE L, 2. hoHrRaT
B 1L T o 2 BEOFEIA I, MG CRRE TH -T2,

- & 9¥F NRS

Z 9 FE NRS (38 5-B#A 4 itk £ TITEHESSDITIR T L, £ 0k, #5546 52 Bk £ CREFIIKT
L. #&5800h 52 BB 0 —7 v 7 #IM £ I THEB 2R L7z, EREFEERSIELOH
CERERL, WL RO Z 9 FE NRS OB &7~ LTz,

RTE D NRS 28 4 LU Bk U2 B OEIA L, 5806 4 1% DA 52 1% F CREFRYIZHE N
L. 74 u—7 v 7B & #5006 52 % S IFERBECHBR L-, £7-. TIOENRS V4 2L 1
UGE L BEOEIGIL, MG CRIRRE Th o7z,

% 5 FE VASS50%/75%/90heh ER, MPHR AT BRUE S £ NRS DIERHETR

4 8% 16t | 283tk | 44 | 523tk | SoltE | 60k
Z 5 VAS| 250 40.9 50.0 59.1 54.5 56.8 523
S0% g 5 x | (11/44 ) | (18/44 ) | (22/44 1) | (26/44 f5l) | (24144 ) | (25/44 f5l) | (23/44 1)
(%) 273 50.0 56.8 56.8 56.8 523 477
(12/44 1) | (22/44 ) | (25/44)f51 | (25/44 f5l) | (2544 ) | (23/44 1) | (21/44 )
Z 50 VAS | 45 13.6 273 318 318 273 273
TS Rk | (244 1) | (644 ) | (12/44 ) | (14/44 5) | (14/44 ) | (12/44 ) | (12/44 1)
(%) 6.8 159 36.4 295 36.4 295 25.0
(344 ) | (7744 ) | (16/44 5y | (13/44 ) | (16/44 f5l) | (13/44 ) | (11/44 f)
5% VAS| . 1.4 205 205 159 114
00% i 35 52 % (5/44 ) | (9/44151) | (9144 ) | (7/44%) | (5/44 )
(%) . 9.1 13.6 159 205 205 6.8
(444 1) | (6144 1) | (7/44 1) | (9/44 %) | (944 1) | (3/44 B)
m@H A =099 | —137 | —163 | —167 | —169 | —162 | —135
TERED | 075 | 079 | ©90) | (094 | ©98) | (093 | (0.88)
mp I A 3
e |68 20.5 386 352 36.4 33.0 273
o (o | (88T | (1888 1) | (34/88 ) | (318 fil) | (32/88 ) | (29788 1) | (24/88 )
ZOFENRS Y | 520 409 345 313, 31 3.26 374
(192) | (09 | (200 | (06 | (28 | (24 | (230
fi;iﬁ?;iggzg 25.0 4.3 511 54.5 55.7 54.5 47.7
oo | UsSH) | (0/8 ) | (45/88 {7l | (48/88 ) | (49/88 f) | (48/88 ) | (4288 )

R ERICEERGEE. TE HORGH
£) “FHfE (SD)
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S JEIE R
+ EAST /=R
EASI 13# 5815 4 B £ TITHESNIET L, 2K0O_R—2F A )50 EASI 2RO E
(SD) 12—41.8% (37.6) L7potz, ZDt%., BeHBAth 48 Wk E TREFIZIKT L [16 Wk - —
48.7% (46.2). 28 i : —61.8% (31.5), 48 W : —76.1% (22.9)]. ¥ 5-BALA 48 WMB LI + &
—7 v 7R F I A 2R L7 [52 % 0 —75.6% (23.0). 60 % 1 —69.7% (29.5)], F
7o, ERNEFEERGREN OH CEST. WP b RO EASI Z{LROHEB 2R LTz,

R—Z4 UMD EAS] Z1LZE (FAS)

(%) —e— 2{K (n=88)
TooTy
A
2 -20-
=
2 a0
@D
e _60- T
S
I
z=  —80-
it
—-100 T T T T T = T |
0 4 16 28 a4 52 60
n (&)
1S HARS
Il £ SD

R=XFA D EAS]I ZEE (%)

B E R H O R
16 1% —55.23 (35.25) —42.34 (54.54)
52 W% —75.42 (18.08) —75.68 (27.64)
60 3# 1% - -
(BT 8 %) 72.76 (23.12) 66.28 (35.21)

¥fE (SD)

+ EASI50%/75%/90%4 2R

KT EASI 28 50%LL EdE L2 BE OEIGIT, #5546 4 %L 52 % £ CREFRICHII L
Tot%. ?Q'%Lﬁaﬁﬁi\ 52 BB LARERITIRA L=, —J7. EASI 28 75%LL Lok L- g oEI& 1L, #5684k
4 BB 52 % £ TIZIERERICHEIN L, 74 0—7 v 7HB L& 55046 52 #1%% & R E CHE
B U7, [AEEEIZ, EASI 28 90%LL ok L7 B OFIA 1%, BeG-Pth 4 % LI 52 7% £ TIRIER
BRI L, 74+ u—7 v 7HM b & 550G 52 % S IIZEBRE CHERB L=, £7-. EASI 8
50%. 75%K% TN 90%LL ik L= BE OEISIT, WG CRBEE TH-T-,

+ sIGA

SIGA DHEISEFE (6 7 TV) DI H, BIEKTR—RT A VHHIHRD X< AL HEIEEITHEIE (42
B, 47.7%) Toh iz, G5B 1 HELRRICR D X< AL EERE T, B551A 32 % £ Tk
FREERE (1 W1% : 46.6% (41/88 #1) . 4 % - 43.2% (38/88 f3]) . 16 B : 36.8% (32/87 f5]). 28
e 2 42.7% (35/82 f3i]) . 32 %% : 36.6% (30/82 f51l) 1. Peh-BHah 36 Wik LA 52 #tk £ CTIXRE TH
7= [36 #H% : 35.0% (28/80 ). 44 % : 36.7% (29/79 %), 52 #% : 43.6% (34/78 H) 1, F7=.
SIGA ODEIEEDE BT T VIZBT HEEOEE X, MG THREE CTH -,

R—=2AF A D sIGA 227 OEHIEIET 372 THhHY ., 0%, FEELE 52 B F TRIFFMIC
KT L., #5852 BBUET7 +u—7 v 7R E CIRTMEm 2R L, £/, EREEEE &
R OH CIEHREL, WITNBRBED SIGA A 27 OB Z R LT,

BIRT SIGA A7 8 2 BEfEED D 1 LLFIC72 > T BREOBIA I, 554k 4 % LI 52 %
FCIRIERIFRICHIN L, 74 v—7 » 7 & B G-BAG 52 Btk & RRRE CHER Lz, £7-. sIGA
AT N2 BEMESGEND 1 LTI > T REFEOHIGIL, MG CREREE ThH -7,
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EASI150%/75%/90% &£ K U s1GA DFEFFHET

HADS (%, A% (HADS-A) XU 9 > (HADS-D) 24 5 7=DIC

4 W% 16 1% 28 % 44 1% 52 W% 60 %
40.9 65.9 61.4 795 86.4 727
] (18/44 i) | (29/44 15y | (27/44 ) | (35/44 f5il) | (38/44 51y | (32/44 Hi)
() IR )
EAST 0%+ (%) 455 477 63.6 727 75.0 682
(20/44 i) | (21/44 1) | (28/44 ) | (32/44 f5il) | (33/44 51y | (30/44 fi)
227 34.1 36.4 56.8 50.0 545
] (10/44 il | (15/44 1) | (16/44 ) | (25/44 5il) | (22/44 1) | (24/44 fi))
[ IR )
EAST75%c s (%) 159 31.8 455 523 545 50.0
(7/44 1) | (14/44 1) | (20/44 ) | (23/44 Bil) | (24/44 %) | (22/44 f)
9.1 11.4 13.6 295 25.0 34.1
] 444 1) | (5/44 ) | (6/44 ) | (13/44 Bil) | (11/44 ) | (15/44 fi)
) I )
EAST 0%+ (%) 45 136 182 273 295 159
/44 ) | (6/44 ) | (8/44 ) | (12/44 ) | (13/44 1) | (7/44 i)
SIGA 227 3.07 2.74 2.59 2.35 2.32 2.33
SIGA=1 7o 2 Bkl 1.1 8.0 13.6 15.9 12.5 12.5
ERE (%) (1/88 il | (7/88 Bil) | (12/88 f5il) | (14/88 i) | (11/88 f5il) | (11/88 1))
* LBy R ARGRE. TE . HORSEE
QOL
- ISI
BIRTISIOFFH AT N TUTICR> T BEOFEIGIL, &5HG 4 BHRIZIZ413%ER0 ., 20D
% &5%#%2 W F CITIERIFAICHIN L7z (16 874 : 49.2%. 28 #H71% : 52.4%. 40 #H1% : 47.6%.
% : 46.0%), F/=, ISIOEFA TN T TICR-T-BEOREGIX, MKEERECREETSH
! f:o
- HADS

=, X—2F A > ® HADS

2 a7 OFHE (SD) 13, £WTH&SA&UHMBDﬁ%h%MA6M1)&63365)1&

STz, F5-BAG 8 Wk,
HADS-A Bz ZFh 3.7 (3.6),
3.3 (4.0). 3.7

32 (34), 35

(3.7).

16 #1% . 28 W%, 40 ]
44 (4.1). 3

X, MEKGHE TR TH 57,

g2k >

KRB THRD LN RE Y X~ 7 L RREFRNE

— PR %%
Bl) . T AW KIERRTES

23.9% (21/88 1) .

7 (42), 3.6 (4.0
Mo)&@&4@s)?%b‘
W% £ TOM. HADS-A L TNHADS-D %A a7 IZIFIEF—E L W=, £7-.

HERAEFERIT. 5.7% (5/88 ) (FEREFEEEGEE 2 5,

FRIFARARRE 2%
oo F72.

GRSV T, FLBRBUK RS R OHERB 13,

Hi% |

) KROY3.7 (3.9

PRI T D 3 b Te, Fiz,

W KON 52 1% D HADS A 21 7 OY-H)ME (SD) 1%
LHMED#%&%
R—=RA T A N R 52
HADS % 27 Ot

ST X WA EHERIT 56.8% (50/88 1) T - 7=,
WL E ST EERIIA LN -T2, Thx® ) X< 7 L REEBRNEG
WEELYS 5.7% (5/88 B]) |
KA 3.4% (3/88 f5) T -o7=,

ECERWEERRILT
AR, TPEERIB A 4.5% (4/88
FF U X~ 7 L KRR
HCERNEE 3 B s s,
L IBE ., MEBLAS . oA L ARG K OVEAMAS D R B AR Y L oNlE (MALT ) CTh o
HOER Lo 2OFEFROBIRIIL, EREEFENEG Lz X LELE LT,

3, REY A TREGRIIN=AT A LR LIRGRG 4~8 B OMIZ it ERMm 2R L

HOO, BB 12 % LRI R RFA S MR L 72,
IREENIA LI o T,

RRE & 2R 28X Do T,

< SEAEIFHE >
ADA Btk & I S L7
(EAYAY/E Y

XY XTSRRI
X TR OL BTG

ZOMOIEA TiX, *EY A~THKERLIC
NA ZNY A R ODBROFMTIE, FEFY XA~vT7 0512 L 50K

EEL 88 B 11 B (12.5%) Th o7z, HAPURDBGME & HIE S - &
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W25 & S - BB ClE. ADA Gtk
D B AL Do T,

\ZPE S 72 % 9 FE VAS KOG R E

ETE 720
FDOWN

TARC f#i

e



(6) B - JRAEAIHER
Y E R L

(6) JaERAafE A

D) EAMERE (—REARERE. BREFERBRERE. EAMBLERAR) . HERTERT -4 ~—X
HAE. HERTREBRABROAR
I AL U R 7 RIS E KT 5,

DEBEHELTRBFPENRNERITER L -RE - HBROBE
A L7220

() ZDtts
LRk L
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VI. EEE(CEI HIEE

1. FEZWICEEHIIELEMXITILEYEH

2L

<H>

b MHE N IL-4/13 KT ) 7 u—F bk : T a e~ (BlaHH#Z)
HE  BEEDO® 2{LEMOREIIRE L, BKHORI CEESRT L L,

2. EBER

() YEFRERL - RS
FEY A=71E. v MEFie P IL31IRA E/ 7 0 —FAHATH 5,
IL-31 1%, EIZTh2 fifNSEESNDE YA VA THY . TOZFETH D IL-31RA IZHEET D
L. OSMR E~T XA ~—%E L, T JAK/STAT ¥ 7 FMaiER &ML L, AP fiig
FAREET 5 3%, IL-31 [ LA AR O MR %2 & T AR IR EIC R B I A0 9~ A AR R ICHEL L TV
% IL-31 ZREEITHEA L, ZOFEOT TNV EHRIEET 2 1D, Fo, IL-31 [FEBRMRE O
FRRARME DR 2 BRI TR % = & TRIEORFEBE O K & 2> TWAAREME b RIS N T
W5 1D TR, L3 IRSFEMIA S A N A v TENA L DOEAEFESTH 2L 19716 o
BRI DMz T D, 74 7 ) COEAEZKR T ESES DL 0@ENRH D . AD JHEETORIE
FREOEEANY THEEOEICE S L Tnb EEXL LN TWVWD, 72, PN OJREHTIIRLZIEE
Ko T —4F L ORBIFEANRD HND 202078 [L-31 13T ZHMIROEE D0 MR o0 a S
— U PEFETH I LG PN OZEIFEROVEEREZICLEG LD EEXLND,
FEY X2 7ILIL-31 EBAHIC IL-3IRA IZFEET 5 Z &I LV IL-31 OZFE~DOFEE K OE
(it < RN~ > 7" F AR EE Z [ % 3940

FE ) XT ITDERERF

IL-31

v XEUXTTHIL-31
SAAEAL-31RA)IC
eI BAIEITKY.
IL-31 DZBEADIEE
PREEINS

JAK/STATHREED
SEMEACDEEIN.

WMBERIANSTFILD
EEINBZRLRD
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(2) =R 1T B HEBRMAR

1) IL-31 $£AMREEA

DOt kRO LVAER IL-31RA ~DfE&TEME (in vitro)

t RO =7 A PFLDORERE IL-31RA IC6T 5 R E U X~ 7 OfplEE R (Kp) 75:2%@7”*?2“:&/
HIEIEICE VAT LT, X TV A~k RO =7 A PO a[ERD IL-31RA (@ WEIFIEE b

off*/\b RO =7 A BAREERD IL-31RA 1295 Kp iZZENEN O.374nmol/L B

0.191 nmol/L TH - 7=,

@t kKL IL-31RA FEEML~D IL-31 OFEEITkT 2BEER  (in vitro)

FEY X~7 KO b IL-31 (100 ng/mL) XIZH =72 A H/VIL-31 (500 ng/mL) 1F(E F T, b b X
=27 A FIVIL-31RA EFENFEIIRR) 258 S W7/ 2 e 2 2 BERES 3 L7-#, IL-31RA %
AN ~D IL-31 OFERITHT 5 1E Y A~ 7 OHEEH % Cell ELISA {EIC K VRl L7z, *E U X
< 71X IL-31RA BB ~D & b IL-31 I A =7 A PV IL-31 OFEA ZIRERFINIHE LT,

E FXIEH)L IL-31RA FIRHAa~D IL-31 OFEEITIT HBEFER (in vitro)

A b b IL-31RA Bk B : 71 =2 A ¥/ IL-31RA Tk
§ 0.8 I 0.6 -
Q —o—1IL-31(%) <
w07 0 L3110 PR ] — L3l
F o0s g o L3160
a Qo4
o o e
04 03 1
z 2
—g 03 —8 02
5 02 5
;. 01 (v—'? 0.1 T
=2 o f N
Ll 'I,' T 1 Ll I{'f T T 1
0 0.1 1 10 100 0 0.1 1 10 100 1000
CIM331 (ug/mL) CIM331 (ug/mL)

EHE +SD (n=3)
CIM331 : XU A<=

@t b IL-31RA } X OSMR HHAIAD b N IL-31 {AFRIEEEI RT3 A BEVER (in vitro)

FXE U X~7 KOt b IL-31 (0.3 ng/mL) f#{E F T, & FIL-31RA X U'E F OSMR %@z EA L7
KA 2 MIEY (BaF/2C6/16) % 2 HREEGZE L. IL-31 {RIFEA 7 MIREESEIC x4 5 % E U X~ 7 OFLEE
HEFHME L7z, *EY X~7xe b IL-31 fIIZ X 5 BaF/2C6/16 OHHFEHEFE Z R I BRE L
77o —J7. B B IL-31 FE(E(E T2 5 BaF/2C6/16 OMMFEFEIC 3 LT, RE U A~ 71388 % KT
XMoo i,

E k IL-31RA X 1f OSMR HIRMARAM £ + IL-31 {KiFHItEFEIZxt 9 BB=EE (/in vitro)

14 ¢
0 —®-hIL31(H)
o ® —A-RIL310)
A o8 |
@]
< 05 |
04 |
0.2
A A
0.0 Z'b}j . i
0 001 01 1 10 100

CIM331 (pg/mL)

SEHE +SD (n=3)
AOD : Al tEFE
CIM331 : X E U RX~7

61



@ /L IL-31RA KT OSMR F B D B /L 1L-31 MAFRIHAE T %9 B FEAER (in vitro)

FEY AT KO =7 A YNV IL-31 (I ngmL) {FEF T, B=2 AP IVIL-3IRA LI =7 A H )L
OSMR % i&fn 18 A L7 #a z flii (BaF/cyNR10cyOSMR-401) % 2 HRJEF# L. IL-31 {KAFHI 724
JasEFE X9 2 2 E U A~ T OEERZFI L7, X2 EU X~T7 13 =7 A4 PV IL-31 iR L 5
BaF/cyNR10cyOSMR-401 i fial #47i 2 i BEAR A7 AOIZ B L 72,

)L IL-31RA B 1f OSMR SIRMRA D H )L [L-31 {K7FHIEFE Xt 3 BAFBEVER (/in vitro)

1.4
1.2 L

=)
o
SN
S ——T1-31(+)
2 o8 }
5 O IL-31(-)
Z 061
E 04 |
&b
g 02
0 D{{/. PR ia
0 0.1 1 10 100

CIM331 (ng/mL)

S £SD (n=3)
CIM331 : X E U X~

® bt hifa bR AR (A549 #lf) o IL-31 327 VU v 216t 2LEEM  (in vitro)

IL-31 12X Y STAT3 @V UL Z 5 Z E A STV D AS49 Mifldza RE U A~ T(FEF T2
WERG A U728, B B IL-31 GRRIREE : 30 ng/mL) AWML, BIZ 20 /rfbssE Uiz, HEK THISH
W74 — b 2L, U Bk L7 STAT3 &% ELISA {ECHIE L7, *EV X<tk b IL-31
FIVLIC L0 BE SN D AS49 MfIZ 1T D STAT3 OV b 2 R AR PLE LTz,

E kifife £ R AR (AS49 #fR) O IL-31 25 F ) VT Icxd SBEER (/n vitro)

2.5
——]L-31(+)

= 2
2 O IL-31(-)
=
2.
2 2 1.5 4
<
oA
22 .
)
<
5; [

0.5 3

0 e t |
0 1 10 100 1000

CIM331 (ng/mL)

SEHE +SD (n=3)
CIM331 : XU X~
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®t NEEAALE (HaCaT fifla) o IL-31 AFHIRISIZ KT 2 BEIER (in vitro)

FE U AX~7 IFN-y (30 X% 100 ng/mL) & Ot bk IL-31 (0, 50 % T* 500 ng/mL) {F7E FC, HaCaT
MiaA 3 HEEEE L%, IL-6. ~ M) vy 7 AAxXuruT77—F (LLF, MMP) -1 KU MMP-3 &
EROT R M= 2ZxT 5 32F ) A~ 7 OEHAZRHME L7z, 5558 EEF O IL-6, MMP-1, MMP-3
BX ELISA {#EZHAWT, 7R b= RITMILD caspase 3/7 iktEZ2fEIELE LCHE Lz, X TV X<
U IL-31 FIC L 0 FE SN D IL-6. MMP-1, MMP-3 BEAE KR ONT R b —3 X & BB AERZ ]
L7,

E rREALCHEAY (HaCaTl #1a) o IL-31 {KEMRGIZX T BHIEIER (/n vitro)

A IL-6 B : MMP-1
400 40
350 CIM331 35 CIM331
— 300 (ug/mL) —~ 30 (ug/mL)
% 250 a0 ~L:'-c 25 ao
-4 00.01 = 0o.01
200 = 20
2 @o.1 = @0.1
= 150 al s 15 al
=
100 a0 10 Bio
0.0
IL-31 (ngfm.l'_) IL-31( ngmL)
C : MMP-3 D : Caspase 3/7
030 0
025 CIM331 T 15 [ CIM331
(ngmL) 2 (ugmL)
~ =
E 020 - oo 2204 : oo
5 E
= 013 2001 B s 00.01
i D01 5 ~ @01
g 0.10 =l % 10 ml
B0 g mio
005 205
00 z mioo
[T T S
000 00
0 50 500 0 50 500
1L-31 (ng/mL) IL-31 (ng/mL)

HE +£SD (n=3)
CIM331 : X E U RX~7

2) F S5 EMFIER 4

OV IV IL-31 FHEZ S FEET VBT HEH (FEIRNES)  (in vivo)

[F— 8D T =27 A YT 3, 10, 40, 60 TN 100 pgkg DRE VY X~ 7 % BEREAICERIRN S L 7=,
FEHETOXRE) A~ THRGHL ORGSR HICRT Y X~ T HREZHET 5 72028 L7z, 1 pgkg
DI =7 A4 YFI)VIL-31 ZEARNEES- L, IL-31 FRI2E D 0> D {TEhEE A FH L7z, IL-31 OFk
NHEEIZ LD Do EATENRIER O LWHEINNRD BTz, 2TV A~ 7 OFIRN 5 8 % B P
W52 LiIck Yy REY A7 REEROFHMIERRE Y X~ 7T RETRGHEITKF L T
WL 7z, #E Y X~ 7ILI O IL-31 FF%Z O FEATENCRT LT, 40 pgkg (853 H O iR
JE1EX 710 ng/mL) LA EOF 58 TH G2 isER 277~ Lz,

HILIL-3I FEESEETAICE TSR ERNEZE) OREBRITO Fo— LR

Day 0 [ 1 | 2|3 |7 |89 |10]|14]| 15|16 | 17

FE U X~ 7 B H(ug/kg) 0 3 10 40 60 100
H =2 A PV IL-31(1 pg/kg) O O O O O O
v T AR OGO O O O O O
£ 1m(1 mL) oOj]ojlo|j]OlO]OlO]0O|0O]O0O
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HILIL-3 FEEFSEETIVICBIT5ER (BIkNIESE)
FEYXTITOMBRREE LV >NETHEBDOHER (/n vivo)

A B
10000 - 100 pugkeg  CIM331 3 10 60 100
S: 40 pg/kg 60;[&9‘1{3‘ (I"g";l((.)%;js")_ l ‘ ‘ ‘ ‘
E 3 3
£ 1000 - 10 warke
= ng/ke = 8000
% 3 ugke £ 6000 -
= 100 1 ‘ E
- (¥
g g &0
£ £ 4000 A
E 1>
210 § [ —-#0704429  —0-#0704449 | Z O Vehicle | 1y ()
g —5—#0802115 —— 40806761 | & 2000 { ™ CIM3311 Y
3 ——#0809439 _ —0—#0901121 ~0~ Vehicle | eyIL-31
m-e-cim331h (1 pekgiv)
1 — Y b ——
0 2 4 6 8 1012 14 16 18 0 2 4 6 8 10 12 14 16 18
Day Day

A P NZFIEETNACBITLREY X7 (CIM331) DM EREHR
] LA »/Téi’bfb‘éféﬁ B RS S E R,

B: YAZHIFEETITEIT DO - 0 ETEIEEROHER

CIM331 : XEV XA~7 ¢cylL-31 : I =27 A $¥ N IL-31

SEHIE + SE (n=6)

@Y IVIL-31 FHEZ DOFEET MBI HEH K TFES)  (in vivo)
FEVRX<T7HE 2 Bl (day-2) MOV1 BAET (day-1) (2. ZnEhh =7 A YV IL-31 FEHR G KL
OGO O 2 EATENAIER A2 HIE LTz, =7 A P 1 mgkg DFEV X~ 7 %K F#5 L (day
0), IMHEhREY X~ 7E (day2. 4, 28 K11 56) KOMMETH R T Y X~ 7HiAMM (day 28 KO
day 56) ZJ7E L7z, Day28 &KON56 (2 lugkg D1 =7 A YV IL-31 ZF RN 5L, IL-31 #H3IC X
L0 NEITEIEEE A G Lz, EFRE ) X~ 7 RE (CEE¥EEREGRE) 1%, day 2. day 4.
day 28 K} day 56 TE AL 11700500, 10800300, 3960710, 1240+450ng/mL T -7z, I
FERPIRE Y X~ 7 HRMMIL, day 28 TIZEBIEMETH 57223, day 56 (28T 6 il 1 il CTRE &
foc 0. KEGHEMEAD day 56 TOIMEF TV X~ 7 REITER FIRREZ 72, *F Y X~ 7% day
S IZBWTIL-31 RO - ITEIZ GBS Lz (P<0.05, tHE), Day56 (2B Tik, ADA
F—%@ &g o TR Z B T R BIRNT CTIX IL-31 3% 5 FEATENI T 2 A B2 MGIERIEER D v le s
S7275, ADA BEMEAER Z B\ = BIRFRHT Tld. day 56 1I2BWTH IL-31 3% 2 BT 2 A 2128
il L7z,

HILIL-31 FEFSEETIUIZEFTEER (RTES) (in vivo)

A B
10000 10000
~ 5000 O Vehicle . 9000 OVehicle %
= =
o 2000 BCIM331 | * & 8000 BCIM331 *
£ 7000 £ 7000
g 6000 g 6000
E o
- 3000 — 5000
= =
] 2]
= 4000 = 4000
s b
e 3000 g 3000
2000 2000
1000 1000
o L= o Ll
day -2 day -1 day 28 day 56 day-2 day -1 day 28 day 56
cyIL-31 cyIL-31
(Inghkg,iv) ~ + + + (Inghgiv) ~ + + +

A EEMRAT (5% BV CRERT)

B : FIRMEHT (day 56 IZHiRE U X~7 (CIM331) HUEl BT, miEhxEY) X~7 (CIM331) RENE
BT RRANG I 72 o 7o (B R 2 B CTHEAT)

T +SD (n=6) (BIKIFATORE Y X~7 (CIM331) #5.8f day 56 D7 n=5),

CIM331 : XE Y X~7 cylL-31 : =2 A YL IL-31

* . P <0.05. %f vehicle #¥ (¢ test)
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(3) 1E AR IREFRE - FriuFa
Y E R L
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VIL.

1.

Y BHRE(ZRE 9 HI1EH

mEEDHR
M BELEADLMbREE
MM E R L

(2) BREREAER CHREZE SN -MMPEE

1) BE%kE

OREFERR N Z x4 & Uz Bl 53808k (CIMO001JP #X5k)

R R N B2 R IC R T Y A~ 7 % 0.003~3 mg/kg (KR 6 ) HER FHE L-& & ofijgsh

FE) AT REHBIILULTOLEBY Th-o72, 0.003 LT 0.01 mgkg BETT -~ TEE T RIEART
(<0.1pgmL) TH-o7=, 0.03, 0.1, 0.3, 1 KO3 mgkg #HEIE TG Lz 20migHrE U X

~ 7UREEIE, BEE 4.00~10.0 HRRICHREMEICEL, ZORITESNIIET Lz, tpld 12.7~16.4 H

THo7=, E£72. Cmaxs AUChg K& O AUCins 138 G- BAKIFRIIC EH- L7z 9,

HEEESHOMEFRE) AT TREHESE (BEMRAN)

(ng/mL)
30 ¢
T ——0.03mg/k
25 1 ——0.1mg kgg
I —=—0.3mg/kg
20 —+— Img/kg
—e— 3mg/kg

RREENLA N = dNBTE

————

60

0 20 40 80 140
e (H)
¥ E+SD
EMERE/NSA—2 (BEBRARMY)

0.03 mg/kg 0.1 mg/kg 0.3 mg/kg 1 mg/kg 3 mg/kg
AUCiy (pg * day/mL) 7.01 (1.20) * 19.7 (5.16) 757 (12.0) * 226 (24.5) 634 (199)
AUCps (ug * day/mL)  4.40 (0.881)  16.8 (4.85)  70.8 (11.8) * 222 (23.9) 624 (186)
CL/F (mL/day) 274 (35.1) * 331 (122) 264 (37.3) * 269 (47.7) 319 (75.9)
Cimax (pg/mL) 0315 (00352) 0782 (0.143) 233 (0486) * 8.82 (1.23) 23.9 (3.40)
MRT (day) 20.7 @.40) * 22.8 4.47) 269 .72) * 235 (1.74) 25.5 (6.52)
tiz (day) 12.7 3.38) * 145 4.22) 15.1 1.71) * 152 (1.81) 16.4 (3.92)
tmax  (day) 6.50 7.00 10.0 4.00 5.00

4.00-11.0) (6.00-10.0) (4.00-10.0) *  (4.00-7.00) (4.00-6.00)
Vz/F (mL) 4960 (1150) * 6510 (1620) 5690 (697) * 5840 (842) 7250 (1200)

N=6 (*:n=5)

EEE (SD). 7272 L tmax VXH A (FEPH)

MRT : 2 R4 e

W) - IF—HETHEMA60mg >V YORRINZAELOCHAET, HEWE, RAKC 13 L Eo/NRicizxrEY
A=7 (EfaFH#z) & LT 1E60mg % 4 MEOMWE TR THRET 5,1 Tho,

X F—HRFEM30mg A TVOARINERAEKROHAEL., 7 ME—EEERICHED Z 5 FICT HEHF., 6
el B 13 AR O/NRIIE R ) A~ T BB x) & LT EI30mg % 4 MEORE TR FHRE5T 5, |
ThY ., FEMESIT TR, RARDY 13 BULEO/NRICIERE ) X~7 (@aFHz) & LTHEIC
60 mg & F#5- L, LI 1[0 30mg % 4 WEOME TR F&ET5,) Tho,
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@HBARANKRA AD BF Zxtge L U= HE & 5305k (CIM001JP #5k)

AARANBAN AD BEZ GG E LTHEY A~7% 03, 1 KO3 mgkg (KR FI) HEKE F#HE5 LT
EED OMIERRE Y X~ T PREIL, $ 5 3.99~5.00 HREZICHREMICEL, ZO®%RITESCHITIK T L
776 tnlX 12.6~14.6 H TH o7, F7-. Cmaxs AUChs XN AUCins 133 5 BRFERINZ BH- L7299,

BREECLOFEHMBFFRE) AT ITREDCHTE (BARAAKAAD £2F)

(ng/mL)
307 —=—0.3mg/kg
—— lmg/kg
i —— 3mg/kg
it
i
S
£
U]
S
-
>
I
g
\‘21;\
g\g T—
T T T T 1
60 80 100 120 140
FEf (H)
SE¥)E +SD
EMEIRE/NS A —42 (BARARBAAD BF)
0.3 mg/kg 1 mg/kg 3 mg/kg
AUCin¢ (ug * day/mL) 49.2 (14.3) 161 (25.1) 489 (196)
AUChs (pg + day/mL) 45.7 (13.6) 158 (25.2) 484 (192)
CL/F (mL/day) 408 (141) 368 (56.8) 459 (207)
Cmax (pg/mL) 2.20 (0.689) 6.50 (1.57) 19.4 (5.85)
MRT (day) 19.9 (4.07) 22.1 (3.70) 23.7 (4.07)
tin (day) 12.6 (4.01) 13.2 (3.44) 14.6 (6.18)
tmax  (day) 5.00 4.24 3.99
(2.00-14.0) (2.00-7.23) (3.01-7.03)
Vz/F (mL) 7320 (3150) 6990 (2160) 8510 (2050)

N=9
EEE (SD). 7277 U tuax VXTI (SEFH)
MRT : V-3 B s [

IF—HETHEMA60mg ) o POEKBEINTELOHARIL, Tl AR 13 L Eo/NRIZiExE ) X
~7 (EfEM#Z) L LT1E60mg % 4 BHOMBCE TR T 5. THD,
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@6 i LA I 13 AT G O /NE AD BF 25t g & Lo BRI GaER (M525101-03 7ER)

/NI AD BB (6 7% PA B 13 3R RIS T Y A~ 7 % 0.5 mgkg (7 1) X% 1.0 mg/kg (6 )
AR TG L2 & &0 OIEPERE T A =X TRD EBY Tholo, 3E Y XA~7 0.5 mgkg i
1.0 mg/kg Z BRI TH G LTz & & OFHMERRE U XA~ THREIL, 5 5~7 H1RIZ Crax ([CEIZE L
e, BOMUERT LTzs 72, Crnaxe AUChg X O AUCine 1 I G- B AN EH- L72),

HEFESHOMEBEPRE) AT TREHRE (MNEAD EHF)

—@— T A< 70.5me/ked¥ (n=7)

(ug/mL) e 2FUZTT 1 0me/ked (n=6)
10.0
EHEHIEEERE
i 8.0
=
+
S 6.0
£
1)
% 4.0
5
=
E 20l
O T T T T T T
AN—2A 2~4H 5~7H 238 338 438
A4
7 SRR
HEREBOEMEE NS A—42 (NEAD EBFE)
0.5 mg/kg 1.0 mg/kg
AUCiy (pg * day/mL) 86.92 (28.34) 168.97 (45.33)
AUCpg (pg * day/mL) 64.17 (18.00) 132.30 (40.38)
CL/F (mL/day/kg) 6.27 (1.91) 6.30 (1.84)
Crmax (pg/mL) 3.65 (1.17) 7.40 (1.49)
MRT (day) 20.70 (3.99) 20.57 (6.57)
tin (day) 13.17 (3.20) 13.93 (5.25)
tmax (day) 4.5 35
(2-6) (2-6)
Vd/F (mL/kg) 116.02 (35.92) 119.00 (23.80)

N=6
SEEME (SD). 7277 Ut b JLE (REPE)
MRT : 23 R4 e

) IF—HETFEM 30mg A 7 OAGBES NI AER O EIE, 7 FE—MWRERICHS € HFEICIE Nl

B L E B3 EARmO/NUIEREY XvT7 BETHIEZ) L T1E30mg % 4 HEAOMBETET
B545.0 Tho,
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2) RIEEH‘E
D18 kL LD AD BBFE x5 & L7-5 WAHREER (CIM003JG #5R)
JRPTRIEIZ L D 2 b a— V3 R4 AR PR IEIS AT R ESE N b HAED B RN Z & Te AD
BE 211 HllcxET Y X~7 % 0.1, 0.5 XiT 2.0 mgkg ® Q4W XiE 2.0 mg/kg ® Q8W ™ T 60 ¥ [H )<
W TES Uiz, PIEEGHOMETORE Y X~ 7 REOFEHFEITHE G4 7 BZRICREMEIZEL,
ZDH%IT 28 HEE THRESMIIE T Lz, tin i3 16 HTH o2, Crnax P FHIE (SD) 13X 0.1 mg/kg
Q4W BETIE 1.26 (1.19) pg/mL, 0.5 mg/kg Q4W BE Tl 3.45 (1.02) pg/mL, 2.0 mg/kg Q4W EETIL 12.7
(3.64) ug/mL, 2.0 mg/kg Q8W £ CTliE 12.7 (4.03) pg/mL TH Y . AUCoaspay 1T, THLEH 21.3 (14.6)
pg: day/mL, 64.9 (19.1) pg- day/mL, 228.0 (65.1) pg' day/mL } OF 231.0 (76.0) pg' day/mL T o7z 4,
4 TRIRE O AE R G-Z OMIET & 7 7§ EOFIEIT, HEOEIMIZS CTHML TR Y | 16 EIC
IXEFIRIBICBIE LT,

MEFREEOTFHMFPRE ) AT TREDHEB RV
4 BREREZREHOFEHMERRE) AT T I TREDHER

P A ) X~ TRE SEEMIE TR E Y KT T T
T - 5
% s %)
i i
i t i |
£ £
U« U‘ 5
- R s
~ ’ T < I
7 T 7 T 1
e o D I S G S S S e ]
0 7 14 21 28 35 42 49 56 - 1] 84 168 252 336 420 504
W] (H) WEfE] (H)
Am 0 0.lmg/kg Q4Wa 0.5mg/kg Q4W © 2.0mg/kg Q4W O 2.0mg/kg Q8W Arm  ©0.1lmg/kg Q4W 20.5mg/kg Q4W € 2.0mg/kg Q4W
S = SD
NER S EOEMBE/ T A —4
FEYACTD SR <7 A—4 . P D)
Eﬁ‘i&%’é‘ﬁ {f Cinax AUCO-ZSDay AUClast AUCinf tmax tin CL/F Vz/ F
(L 8 (ug/mL) (ug-day/mL) (ug-day/mL) (ug-day/mL) (day) (day) | (Liday) | (L)
1.26 213 214 6.96
0.1 mgkg Q4W (1.19) (146) (24.6) - (5.94-209)
n=>5I n=39 n=>51 n=>5I
345 649 62.8 6.95
0.5 mghkg Q4W 1.02) 19.1) (20.1) - (5.79-21.0)
n=>54 n=46 n=>54 n=>54
127 228 214 6.98
2.0 mgkg Q4W 3.64) ©5.1) (78.6) - (4.96-29.0)
n=>52 n=43 n=>52 n=>52
127 231 291 363 6.94 15.7 0473 9.86
2.0 mgkg Q8W @.03) 76.0) (129) (143) (5.73-139) (5.10) 0269) (5.18)
n=>5I n=46 n=>5I n=46 n=>5I n=46 | n=46 | n=46

FEE (SD). 7272 L tmax VEH A (FEPH)

) IF—ARTEM60mg U o PORE I HERCHEIL, TRE, AR 13 R Eo/NNRIZiExRE Y X

~7 (@fEFME#Z) &L T1HE60mg % 4 BHOHB TR THRET5,] THD,
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@13 %Ll ED AD E Z %4 & L [EHPNEB IR (M525101-01 #45R)

BEFIRRE £ L2l b b BT HRSEL EOZ S LA T 5 AD BEEZHRIC, X TV A~ T %
60 mg @ 4 FRIME T 143 P KER G 21T o772 L O 7 7 v R R (Part A : 16 ) K OEHHK
G HMH) (Part B : 52 ) CTOIEMENRE A 5N L 72, #IEIFEZO MG RE Y X~ 7 REOFEEIX

57 BZICEEMEIZE L 2 O#%IT 4 8% F TRODITIET Lz, IR 5% D Crex D F-2%)E (SD)
13574 (1.79) pg/mL. AUCoaspay i 102.30 (29.35) pg- day/mL Tod o7z, 4 HEOIMIET b7 7 kE
OFEIE (SD) X, 16 HZIITEFIREBIZEE L TEHY . 16 % T 3.65 (1.77) pg/mL, 32 #H% T
3.77 (1.86) pg/mL Th -7z,

ERSEROENEE/ NS A —4

Crnax tmax AUChast
(ug/mL) (day) (ug-day/mL)

5.74 7.0 103.57

(1.79) (5-28) (31.48)

FEE (SD) | tmax (T RAE (REIH)

@13 %L ED AD BF x5 & L ENE MR 538 (M525101-02 #5R)

BEARIRIR 2 FH L2 b b P HEEL L% 32 A3 %5 AD B¥E 88 filicxE ) X~7%
60 mg @ 4 MR TR TG Lz & X OP)E 5% OEMENTE T XA — X ZRO LB ThoTo
W, MIFHRE D R~ 7 REDOFLHEIL, 57 Hﬁé CEREMEICEL, ZO%IT 4 % E THESHIC
KT L7z, migH ~ 7 Z7IREOEHE (SD) 1%, 4 B, 16 u&&o“ 28 L?’ﬁf 1.97 (0.85) ug/mL,
3.16 (1.50) pg/mL %1353 (1.52) pug/mL TH Y, #5 16 BEITITEFIREICRE L,

VAR EZDEMEE/NS A —4

Cinax tinax AUCla
(ug/mL) (day) (ug-day/mL)

5.12 7.0 87.56

(1.55) (5-16) (26.69)

FEME (SD) | tmax (TSR (REPH)

@6 1k LA E 13 AR O/ AD B 238 & L2 [ENF RS (M525101-04 #X5R)

BEEIRIE CHORARF D E 2 EE /T 5 6 bl b 13 weRimo/NNE AD B3 38 ikt X~7
30mg & 4 AFIE CRER TEE Lz, *EV X~T7 #5438 BlOIMEY b7 7 EO L, &
5.BRhA 16 KON 68 1% T, 4.85 pg/mL KT 4.75 pg/mL TH Y . 5 16 BHEIITEFIRIEIC R
L7 9,

@13 Ll Lo PN BF 25t 5 & U ENE D/IFEER (M525101-11 7805%)

BEFIRR COHRAR 0722 2 FEE2HT 5 13 L EOBARN PN B3 77 flicxT ) X<7 2 #H
60 mg. LA 30 mg % 4 W CRIER F#&5 Lz & & on#EE% OERMEIE T A — X [TRkD &
B THoT, MFEHFEY X“<77“7;;%f§0>%’>m &57 A\ Z%Hﬁ L, £O%IT 4% ET
TR0 1E%TL7‘_O ﬂﬁliﬁﬂiﬂ NT ZIREOFEE, 16 K68 #% T, 2.86 pg/mL } () 2.93 ug/mL
Thy, &5 16 WBRIITEFRIEICRE L 43>

AR5 RDEYRE/ NS A —4

Cmax tmax AUClast
(ug/mL) (day) (ug-day/mL)
6.22 7.0 121.29
(1.77) (4-14) (35.43)
HIE (SD) . tmax (XHIAE (HEPH)
(3) hEE
AL R L

OF- J5E 7
LR L
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2. RYMREERIVNS A —F

) -

(1) R4 A %
%1 AHRBRIC T, HARANAD BEICXREY X~7 03, 1 O3 mg/kg & HA R THRE L= L & OIig
HREY X TREZ N, /a3 X=X NETIVRITIC L 0 S pEhiE T A —2 28 LT,

(2) RN E TE 3
RUERR L

(3) HREE TR
AR L

DHHIYF7IR
HANAD BE (BRG] ICxEY X~7% 03, 1 KO3 mgkg Bl FH5- L= L & D CLF D
SEYIE (SD) 1E. 408 (141) mL/day. 368 (56.8) mL/day. 459 (207) mL/day T~ 77,

B) AR
HARNAD B (BBEOH]) 12TV A~T7% 0.3, 1 L3 mgkg HEE T#EEG L& &D VAF O
SEE (SD) 1. 7.32 (3.15) L. 6.99 (2.16) L. 851 (2.05) L Th -7,

(6) Dt
LRk L

IF—HETEM60mg vV PORRINZHELOHEIZ, EF., RALO®13EU Eo/NRIZIZREY X+
7(Lm%ﬁ@z)kbfl@amg%4ﬂﬁ@ﬁ%T&T&5¢6JT%é

2T w&TE%mmgA47w@% LENTEROHAREIE, 7 bE—MWRERICHES Z Sk a6 %

BLE 13 BARDARIILAE ) v (REFERY) ELC 1E 0mg & 4 BROMACHTRES 5,1 T
. FEEIPEEEZ I r@% AR R13ELL Eo/NRiIcizxe® ) X~7 B rEaz) & LTHENS 60 mg %Rz
w;sz\ PARE 1151 30 mg % 4 EJF"WDF”ﬂBmTEZT*&Em“ZooJ Th b,

3. BEH (REaL—Yav) @&

) Ziiwp:
RGBT K ORI RIBRE Z E D 1-3 o/ X— P A RET L

Q) INT A=A EFHER

DISHEULDBAAAD EF

FEU A7 03, 1 L3 mgkg CHEIEZ FEG L7728 T AR (CIMO0LIP i5R) & O00.1, 0.5 &
O 2.0 mg/kg TR TG L7258 DB (CIM003IG #Br) O#AET—4 AT, xEU X~
T ORI T HHERL LD AREMEOH HIK L LT, MR, FHh, RE, BARER (T
TV, BUAEY BREA, IgE. 7 L7 F ) KUeGFRIZ L DMETEAT o 7R, CL/F 12Xt
HTNT I DEEIRE L, CLF BN KT 229%E8T 5 Z LR EShiz, —J. CLFE 2k
DR E 1gE ORBIT/NE < 20 NOEENCH E 5 LHEE S, £z, KEICE > T CLF X
40.5%., VA/F X 57 4% K TEENT D2 ENRB Iz, LEER-> T, &EET VIR EORE S
TaA ) I Ar—0 T EBEOFT CLF KO VAF (2, TNVT OB % CLF (ZHBZAA
f: 45)0

)6 UL 1I3BmMERBOBERAA BFH

6 Ll B 13 RO B ARN/NE AD BEERGE L25 TH (M525101-03 5R5R) K& OVEE IAHRER
(M525101-04 7RBR) THS L7-MiEF £ ) XA~ 7RELZ AV, 13 mU EOBAAN AD BE ORE
M PK BT /KT 5 Y L E D Z/RF L72fEF. AD B3 TIXFmIC L o T RO ENEZ R
LEZOLNT, 6L LD AD BEORKET VL U THES LI RHERRY SR (5 A — 2, W)
NG B $2 A3 0.548/day, CL/F 7% 0.340 L/day. Vd/F 78 8.44 L ToH -7z,

NIZHULDBEERANPN EE

13l EOBARNPN BEZRGE LB I/ IAHFE (MS525101-11 38) CH4S LamiEHR €Y
X TREAEZ W, 6 1%L ED AD BEOIMIEF FE VY X~ 7 RE %2 KB 5 4L PK €7 LIk}
THYUTITED ZREFT LR, 6L LD AD B & 13 Ll Lo PN BE TIL, ROy EhRE %
TRTEEZ BT,
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4. U

FE Y A7 60mg TORTEEIE, #IHHEKEGTIEKE 8 A% CimMFREZ R L%, 4 HEET

RAATIHAE L, 4 BRI TORERE T 16 B UARRIZITE

<HE>

FARRE L 2o 72 97,

WS =27 A P FE D XA~T % 0.04, 0.2 XN 1.0mgkg DR THEIL FEE L2 & & o 13H 5
BITE%72< 3.33~433 HTHY . T ORIUTESCHTH -T2, EWFAORAR (F) 1% 71.9%~
74.6%& Bif CThHh o724,

5 o

(1) I 7% — i BE P s 1

KR L

<BE>

HetEH =27 A4 (1) 12 ['P1] xEV XA~7% 1 mgkg OHETHEIRZ TG L, 254 — 7
AN )T T T 4 —ICEVFHMI LT, #5 1~7 B BT DRI OV O KRN O BRI
ZNEI 22.1~45.8 ng eq/g. 33.5~48.0ngeq/g T 7= 4,

BEAZDAFNI[PIREVRATTZE | mg/kg DAETHERTRE LEFED
HR RS RE R

WO REIRE  (ng eq./g)

ik
1 H 2 H 7 H 14 A 28 H
i % 5340 (1.00) 5580 (1.00) 2580 (1.00) 800 (1.00) 468 (1.00)
1R 3210 (0.60) 3350 (0.60) 2060 (0.80) 364 (0.46) 307 (0.66)
KN 38.4 (0.01) 45.8 (0.01) 22.1 (0.01) ND (NC) ND (NC)
AN 42.8 (0.01) 48.0 (0.01) 33.5 (0.01) ND (NC) ND (NC)
F 95.3 (0.02) 72.9 (0.01) 44,9 (0.02) ND (NC) 24.4 (0.05)
B ARAPHE 784 (0.15) 436 (0.08) 455 (0.18) 111 (0.14) 57.7 (0.12)

N=1, fEINPTHER/ gL

ND : i HIFRARTN . NC : 5 HAEE

(2) M %k — ReBE RS FT @B 1

MM E R L

<HE>

JRREEIENE X, IR =7 A P HFE Y A~T % 1 KO 25 mgkg OHET 2 BEBIC 1 [, #2EE
OB AE (4% 20 B B) 25 HIPE F CRIBRE TG U7 inF e B AR i & OV A% O %84 (ePPND)
ARER TR L7, % 7 BHICB 2HAEROMEFR XY X~ 7@ET, 1 KO 25 mgkg OHE
T, TNEN 7.68 XN 177 pgmL TH Y, HEMWO mAEH 3£V X~ 7REX, 1 L 25 mgkg O
HET, T2 824 LN 136 pg/mL LIFIEFEE CTH 722 &0 n, RE U XA~ 7 IXREW O 6
Zami U CRRIBICBAT T2 Z L AR S 7z 30,

@) ELit~DBITIE

DR L

<HE>

XEY AT OHH W, M =7 A PR EY A~ 7% 1 RO 25 mg/kg O ET 2 A
2 1B, SREEERMOBLE (IR 20 B H) 22O HEE TG L7 ePPND 3Bk TR L7-, 237 A
225 63 BIZEBIT AT REY XA~ 7 REDOMAEFIREIZHT D HFEIX 02~0.5%THDH I Lb,
H=I AP WZBTDHHXEY AT O ~DBUWNTDOT N THDLZ LRI,

(4) BB~ DT

AR L
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(5) T DDA~ DIEITHE
B =27 4 (6] 12 [P 2TV XA~7% | mgkg OHETHEBEIRZ FEE5 L, 284 — K7
AN T T T 4= X VEHE U, BORRERE IR A BR< & i CThRb @ < L MRS Tl
MRS 2k (. P, B leiZe &) CHikry @ - 72 49,

HEA=OAFNIZ[PIREYRXITE 1 mg/kg DRAETHRER TS LEZED
BN EERE
HTREIR L (ng eq./g)

AL
1 H 2 H 7H 14 A 28 H
1A 5340 (1.00) 5580 (1.00) 2580 (1.00) 800 (1.00) 468 (1.00)
1k 3210 (0.60) 3350 (0.60) 2060 (0.80) 364 (0.46) 307 (0.66)
ARER 82.8 (0.02) 66.3 (0.01) 74.6 (0.03) ND (NC) ND (NC)
FIR iR AUQ (NC) AUQ (NC) AUQ (NC) AUQ (NC) AUQ (NC)
e i 786 (0.15) 536 (0.10) 456 (0.18) 81.0 (0.10) 44.6 (0.10)
LMk 721 (0.14) 865 (0.16) 346 (0.13) 110 (0.14) 91.0 (0.19)
Jiti 2100 (0.39) 676 (0.12) 263 (0.10) 337 (0.42) 126 (0.27)
JHF ik 1750 (0.33) 2000 (0.36) 1070 (0.41) 343 (0.43) 230 (0.49)
R Mk 1580 (0.30) 1070 (0.19) 652 (0.25) 221 (0.28) 162 (0.35)
IR ik 1560 (0.29) 997 (0.18) 426 (0.17) 103 (0.13) 88.6 (0.19)
FAE N 399 (0.07) NP (NC) NP (NC) 68.4 (0.09) 50.3 (0.11)
R & 194 (0.04) 258 (0.05) 147 (0.06) 35.4 (0.04) 31.3 (0.07)
A 111 (0.02) 61.8 (0.01) 31.6 (0.01) ND (NC) ND (NC)
B 561 (0.11) 554 (0.10) 245 (0.09) 101 (0.13) 54.6 (0.12)
¥ B 628 (0.12) 624 (0.11) 336 (0.13) 112 (0.14) 56.8 (0.12)
A 2250 (0.42) 902 (0.16) 561 (0.22) 116 (0.15) 79.0 (0.17)
/NG 455 (0.09) 323 (0.06) NP (NC) 71.3 (0.09) 55.8 (0.12)
N 328 (0.06) 424 (0.08) 233 (0.09) 100 (0.13) 89.1 (0.19)
[ 387 (0.07) 499 (0.09) 342 (0.13) 138 (0.17) 126 (0.27)

n=1, FEINPY AR/ i 5 L
NP : KFHfi, ND : B ERFARM, NC : BHAGE, AUQ : &/ LR (> 20900 ng eq./g)

(6) M BE A E
AR L

6.
(1) BRI R UM BHRER
B R L
IgG T EICHLSIRIZ Lo THRRMM S BRESND LHRESNTEY 2, 2F Y X~ 7 bRAKONRH &
2T HEEZLND,

Q) RHICEE5THEECYPE) DHFE. HEX
M ER e L

() MEBEHROARRUTOHE
DR L

() RBMOEEORRRUSEILLL, FHELE
AR L
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1. et

ZEER e L

—HREIIZ IgG HFURITIRCMIEFPICITZ e A EPRt ST, EIZY VY =2 NTH N B RIC & D5
fbax2i3 % 9, BUIZK VAR LTINS T F RR7 2/ BRISIRTICHRE S 52>, RNRPET 2 Bk
T=NMIMb D EEZLND, FE VAT OERNNLOPE MO 1gG LR TH L EEZBND,

8. FIURKR—E—IZBT B1EHR
MR L

9. BNHFIZKDBRER
MU ER e L

10. BENEREZETHESE
(1) BipemERE
MU ER L
IgG ITBFTIRZE A EABENT, RPITIRTEACHEHES N AN Enn | BEERETIrT ) X
~ T DIEMENREIZITEEE 52720 B2 DND, LT -> T, BHRERE RS 2 x5 & UK
BRIT M LTy,

(2) NriaeREts B 3
RN ER R L
Y A7 OB R OEND S OHERITITNFIRIIE G LW B2 5N D720 JHREREE BH %
X & LT BRRRRBRIT 20 L Ty,

(3) i 3
FEI N2 TIAR BB e NE N R W 5B TR E Y A~ T &G Sz 65 sl EO B, ThEh 6
BN 1 BITH -T2, 65 FRUALEDBEOEITERBRICI T 2 IR/ T A — S RARED) b F S fE
DHEPANTD -7z, £, RHEHEMEREMFITIC I 1T 5 A BT TlT, FiiT T ) X~ 7 DHY)
BRBICET DN Tidn e HE s,

4) /MR
TVIL1. (2) BGPRARBR CHERR S 7-ifiiiiRfE )] DES M

1. Z0fth
M R L
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ZEMHEERLDEES ICHY HIER

1. EERNBEEDHER

(SF—HERTEAOO mg )P, SF—HETEAI mg/A1 T7IL)
1.

AFNZDOVWTO+RLEHF S BHRBDABREROMS - BERZL ODEMMAERATH &,

(fiFL)

AFN O IEAE ] 2 HEE S 5 726D | ARANZ DV T D57 20 Gk & ISR B O IR HR O FNidk - #85k 2 & D EANIC
T VAR BBRE S D L OBRE LT,

2. ERABRLEZTDERH

F—AHRTER6O mg Yoo, SF—HRTER30 mg /N1 F7IL)
VER (ROBHEIZIFBELAZWLNI L)

ARFNDEAT Nt LI BoE OBEEE D & 5 B3

(fgsn)

RIS BRI T D R EEFREE L TRE LT,

3. MEXITHRICEHET HEE L ZDEH
[V 2RREXITRICBEE T H1EE ) 2RI 52 &,

4 RERUVAEICEEYT HIBEELZTNER
'VARE,ROHEICEESSER] 2275248,

5. BEELEARMEE LT DER

(SF—HRTEAHO Mg > >o)

8. BEEREANIEER

BALLTFOMICOWTHEEICHAL, L2 2R L) 2 THREGTH L, [5.2-54 K]

c ARFNIZ DOFERIRIFET DEBITHD Z LD, T ME—MEEERICKT AR MK T D 2 L,
CEVENLELEEGA LT PE—EERICH T AIREE R LN &,

8.2 AFIE G DBREINAY /7 F o 2 BT AT, BEOREAEEICHERL, +oREEELHD
NP

8. 3 AFNIDOFHBRIBIZ BT » TlE, EFEMRIZB VT, HTERMICL D0
ITH 2 &,

H OG- O@EAIZOW T, ERAZOZYMELEEICHT L, +07R BB A £ L 72%, A
BHAZ X B fERME & AUEIZ OWTHRE N EFE L, BEBAOHEREICKR G TELZ L&A LI LT,
E%@%@%%®T£@¢é:&

B OBG O %, AN L 2EIER RO D560 H &5 O/ R E#E720 R 0L & 72 5 ATaeMEDR
HHEEITIE, BEHIC 55&5%¢¢éﬁ ERIOEIO FTEEICBILZET 57 LM R0 E L2175 Z
Lo T, RABEGRICEIER ORBN DN D 51T, ERiix ~EET 5 L0 B 17
Z&,

FEHEAOERGEZFEA L2V E S ICRFITEELZMRL, T X TomE
B 21T O LRIFEC, B AOES R %%%f%*“%%ﬁ#é &,

(fiF7n)

8.1 AFNIZE IFEEIEMT HHAITH Y . AFEGHH AD ICHT iR EMG T 20BN’ H 5, Fiz,
ZTOENKE LG E D AD OJERIZIG U CHRRE MG T 2L ERH D, 202 L2 BENEEL T
WUNCHER MG T DL O RET A ZLAMETH L ENDHRE L (V. 280EE I3 8h Rz BE
THEE] OHZBHR),

82 AKNBHHF DAY 7 F v OHEREROLEMEIIMEGR I LTV 2

83 HO&ZGICHET L RMREEFELE L TRELRE,

. EMOBEBEOBEEO TS

FREZ1TH

EIRBEFESTIECET S

OERTE LT,
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(SF—HRTEH30 mg /x4 7IL)

8. EEREARNIEE

(Ghieka@E)

8.1 AFEGHFOREIZAEY 7 F U 2T 1L, BEOREAZEREICHRE L, +oREEEZL
NP

(7 FE—MEBRIZHES £ 58

8.2 FDOMIZHOWTHEEIZHHAL, B LI-Z 2R L) 2 TRETHZ L, [5.2-54 5]
s KFNTZ DOFERIRIFRT DA TH D Z LD, 7 ME—MEERICHT DI e+ 5 2 &,
CEVENLELEGADL T PR ERICH T DIREE R LN &

(fiAsH)

(Ghie k@)

8.1 AEIBEHHDEYT 7 F o OFEFRFOZEMEITHR IN TV WEORTE Lz, 6 L EO/NERAD
JFTHDIHHR LA A LARSE MR) U7 F 0 OEMSERAERLIMICE TN 0EET DL L,

(7 FE—MHREBRIZHEHES £ 588

82 IF—HE FHEM60mg >V ¥ & FEOTH L L,

6. HENDERZETHEBICHT IR
() AHE - BERZDHZHEE
(EF—HETEAO mg LYY, SF—HETEAI mg/A1F7IL)
I BENEREEHTHEEBICHT IR
9.1 5HHE - BEEEDOHZEE
9.1.1 REIRXT04 FRAREZEZZITTWSESE
AFFGBEZ ISR O AT oA FElIZRZICHIE LN &, BAORT oA REIORBENSLE 2
AT, ERIOBEBEO FHRA2IITH Z &,
(fi#EL)
EHICROAT oA FRIZEE L TVWHIEFICBW T, AICROAT oA FEIOEEZFIELTZEA.
BOATeA FAICTay be— L 3N CTOWIERPSEICEAT D AREENEZEZOND Z LBk
E LT,

(2) BHaelEE RS
REIN TN

() FFikaErE=E R
REIN TN

M) HEIBREE BT 5F
BRI STV

(5) 1T b5
(SF—HRTEAROmMg Yoo, SF—HRTEA30 mg /81 7 JL)
I BENEREZATHEEICHT HEE
9.5 1E4H
Bl SOFEEYR L T2 AIREME D & 5 oM iX, 1R EOF DN ERMEE EA 2 &l S 58
AL DORFZEET DL, BimIEER (=74 PN) IZBW CTRAIO BRI 2 RE 9 5 5 A
H5,
(figw)
BERRRER I\ T AR ) D ARK O HRER 172 < | R O 5B 5 2t i3 LT
RN RRNEIEYR T =27 A PG LTeGE . iz L CRILCEIT T2 02 LR ST
W5 (TVIL5. (2) ik — AeAERE @) OIS, 207, il X IR LT\ 2 fIREED &
DRI, BIR EOBFRIEN GRS BB D LB SN AL EICOREETH I L,
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(6) = F.1%
(SF—HRTERA6O mg Yoo, SF—HRTER30 mg /N1 F7IL)
I HBENEREHITHIEEICHTIIR
9.6 RELI%
BEEOBFRMER ORI REOFRMEEZEZRE L, AWM X IZFIEE RS+ 25 2 &, B EsR
(B=TAFN) IZBWNTABOIHBITR LT NICRD BN TWD,
(%%)
t b CTOHAABATICET D EHRIT /2, BER (h=7 A4V N) 2BV T, K%’J@%Lﬂ‘@ﬁﬁibf

MZRRBH BTN D Y (VL5 (3) At ~DOBATE] DHESBM), O, BRI LTIy
Dk T 1L 2 B9 5 2 &,

(MiIhR%E
(SF—HRTEAHGO M) >2)

I HENEREAT ABEICHT HEE

9.7/hR
13 MR O/ NREE 2t G b U= R RER I SE/E L TV 720,
(fifam)

ITF—HETEMH 60mg >V v P CHEME L7 EKFERIZIN T 13 ARl o/ NUZIE b STz
WZ EMBRRE LT,

(SF—HRTEA30 mg/81 7 JL)

I BHENERZAHIHBEICHTIER
9.7/NR
(7 FE—MERERICHDS £ 58

6 AT D BH 2R E LTIE
(FEETIEFED)

13 FEAM D A kR & LT

(fiFan)

R F—HBCTFEN 30 mg /A TV THER L 2R RBRICEB N T, 7 MR ERIZE DA D E
FHXIIAEEVEEEZ B 2R & LR T, £ 6 mAim /N 33 13 meAm o/~ i
G EN TN ENLRERE L,

pan

FRER I E M LTz uy,

%

BRI FEN LTV,

(8) mnE
BE S TR

1. HHEER
(M BrRRZ L ZTDOERA
BES TV

Q) FEETEEZFDER
BT STV

8. BIEH
(SF—HRTEHOO Mg ), SF—HRTEH3I mg /N4 7IL)
1. 5l B
WORBWERNR S bbb Z ENndH DD T, B 251247V, BENRD SNZGEI3&kE % |
T 57 EEUIEEITO Z &,
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(DEXI

FEIER & MEIE R

(EF—ARTER6O0 Mg P)

1.1 EXLEER

1111 EELGRERE (3.4%)
TA VA, HIE, BEEICLDEERBYYENRH LDONDIZ ENH D,

11.1.2 EELBBUE (0.3%)
TF7 4 7% — (MERT, RN, 2EHE%) 2EEOEERBBIEND SN Z L1
%,

(fifa)
11.1.1 SF—HTt MEFLe FIL31RA E/ 7 0 —F K TH D | AW FrBsciz S 34553, —

RENZ A F R BAN OB G D I, BRYYERBLO Y A7 % R S5, T, g
JEZ EELSEDAEMERH D Z ERMbEN TV D,
13 LA o> AD B 2 x5 & L2 [ENE ISR (M525101-01 35R) 0 B S HREGHIM (Part
A)ITBWT IREREE & ORBEIRZ R D72 W JERRYYEN R T U X~ 7HET 7.0% (10/143 41) |
7T /AT 9.7% (7/72 ). 1RBRIK & ORI EBMERNEE TERWVEERGMEN RE Y X~vT
BET 2.8% (4143 ) . 7T B AREET 5.6% (4/72 #l) S ST, KGR ORYIE I DUV T
X, BRI OREBIR AR DR VWHESE LT, XY A~THET21.0% (30143 ), 7T &
REET 25.0% (18/72 f5l) . 1RERIE & OREBUERNEE CTERNEGL LT, REY XA THT
5.6% (8/143 f5il) . 77 EHREET 2.8% (/72 f5]) HESINTEY . KEBFROEE TE RO
DIA D EGIE DR BLRIIARFIBED R @ o Te, Z0 9 HLEEREIIEIX, XTIV A~ T7HET
RO LNTZEHIIE 1 BIORTHY . 77 v REEOHREIL R0 - 72,
F7o, 13 L ED AD BE Z x5 & LI ENFETHHRE (M525101-01 3RER) & OENE &
H3BR (M525101-02 385%) 1B WT, S IR ICI Y 2E ) X< 7 & OREEBRIEE
TE 7R E I U7 7 RYE 13, B EIE & L TR 0.7% (2298 ) . BPESME SR
B 0.3% (1298 fl) . B AR UAKIGEEFRIZ 0.3% (1/298 Bi) . FRGHMERYE 0.3% (1/298 i) .
JR% 0.3% (1/298 f51]) . ~/L~ S AHRIEGE 0.3% (1/298 1)) . B2 LA D EHLE & L TR IMIE 0.7%
(2/298 Bi) . FfiZE 0.3% (1/298 Bi) . 7 A /L AJEY 0.3% (11298 f5l) Th-o>7-, I F—HELTE
A 60mg > U DB G ITERE DWRIEE T ICBIZR L, BYMEN DB ALY A AL E
ITHZ &,

ENEMEHRER M525101-01 HER) RUERNRLARSHER M525101-02 XER) DEE A RBPIE EH" —&

FEHS - PERI HEFRES RTF—HEL | BREETORK R IR E TOHK
(R) (R)
46 7% « BE | HEK (TR IRSE 60™ i) 52
39 5% - Bk | BRK (G TR FE% Y 152 i) 18
3908 - Aotk | RSB RYYE fikie 265 [=18 38
J— TR KGRI IRIE 184 [Eif}e) 16
A 19 IRSE 188 [18 15
17 %« Bk A L9 Hik e 20 i) 73
53 7% - Ak fiti %% fikie 375 Eif}e) 16
3455 - Bk | BHESMERIEE K Hik e 390 i) 11
49 7% - BIE 2 FEi% M 408 [0S -
28 ik - Bk A LA Y %Y 419 [0S -
SUik » B |~V RIRREG fikie 393 Eif}e) 477

*1 0 I F—HEE L ORBEEMRDE E T X RWEEZRBYSENRD b fEF
¥ T TR ERES, SF-HREENLDOHE

11.1.2

IF—Hitk Mebie PIL-31IRA B/ 7 u—F bR TH Y . EWFIRFNGEL T D08, —
WA A AR O 5 CIXEERLBFEUENRE TV A7 R8H5 Z ERMbNATWN5D,

13 %L B AD B3 x5 & LIZENBIFHRBRICB W T, X TV X~ 7 L ORBEERNE E
TERWVEEZBBUE L U CHBMERIER 0.3% (1/298 ) iR bz, BKRER TIX, *
FYV R TICELDT T 74 7RISR D LN TV WS, I F—HE FEH 60mg VU
VUBRHICX 0T T 4 Tk v— (ERT, MEREEE, SRS SFOEEREBUEN D D
OIDAREMERH 2O T, BHHITEBFEOREZ HICBIZ L, BREPRBO LNIEAICIT
EHICEAEZRIEL T, WYRAEEITI Z &,

78



(SF—HRTEH30 mg /x4 7IL)

1.1 EXLEER
11 EELGREE (WHERH)
TANA, HIE, BEEICLDIEERBIENDH DN END D,
11.1.2 EEGIBEAE (HERH)
TF7 4 7% — (MERT, FERRE, SE%) 2 EORBRBEIENH bbivd Z L1 dH
%o
(fi#EsL)
1LM6%U¢A3%$%@AD%%%ﬂ%&Lth%mmﬁ%(Mﬂﬂm04ﬁ%>@*Egﬁ&ﬁ
WK (Part A) 1B\ T, 1RBRIE L ORIRERE M D72 W ERYYEN RE Y A~ T7HT 15.2%
Wmmw\77ﬁfﬁfmﬂ%®mﬂw\%%%k®l%%Mﬂ FIE T & 72V B YE A R
EY X TRET 43% (2/46 ). 7T BARREET 2.3% (1/43 ) CTHE SNz, RKJELIS ORY:
JEIZ DWW TIE IRBRIE & ORI EBHRZ DR NERE LT, REY XA 7 HET 21.7% (10/46 1)
7T RARHET 11.6% (5/43 fil) & 7o, 1B L OREERNEE TE 20 FRITFR
e o 72,6 LA _E 13 AR D /NE AD B3 2 %15 & U772 [E NS AR RER (M525101-04 3X05k)
IZBWT, IRBRIEL OREBEBENEE CERWEERBRMEIFIRE Y A THTRD LR
PIBEDO 1 FIORTHY, 7T ERHETOREIL R T,
Flo AR 3 LA ED/NRO PN B Z x5 & L=2EWNE I/IARRER (M525101-11 3X5R%)
DO_EEREGHIE (PartA) IZBWT, 1RER¥E L OREBRZ MW FRGYEN R E Y X
~ 7 30mg BET 104% (8/77 H), FEV X~7 60 mg BT 9.2% (7/76 ), 7 F L HREET 18.4%
(14/76 f5]) . 1RERIE & ORI FEBIRENEE TE RV FREN R E Y X~7 30mg #T 1.3%
(1/77 ). %V X~7 60mg BT 1.3% (1/76 ). 7T BREET 2.6% (2/76 ) WA Sh
Too FEREUANDRBRGLIEIZ DWW T, BRI L OREBEBREZMDRVWELRLE LT, XTIV AT
30 mg FET 13.0% (10/77 B) . FE VU X~ 7 60 mg FET 5.3% (4/76 1) . 77 B HREET 6.6% (5/76
B) WA SN0, TEEREE & ORFEIRNEE T & 72\ K LA O [ <0 L 72 YT O
:w%h&#oto:% TR TFEM 30 mg A 7T AFEGZITEE OREE 512852 L.,

W“fﬂ AL A T I A LR AT 5 = &,
EREIAEHE M525101-04 HED) OBELBLE FH —k
Bl - PR EERG ST WRE | RRECOAK | B | BRECORK
() ()
11 i - Bk s Ik 450 il 46

*1: ITF—HHEE L ORRBERNPEE TERWEEREIMENR D b IISES]

ENEE I/MAEFER M525101-11 HER) D EE LKL
A% E B L

) 15— ﬁ&?&%ymgﬂ47»@% LENTEROHREIE, 7 bE—MHRERICHED £ 55
DGEE. 6 Ml 13 Ao/ iz%)xv7(Lm%mﬁx)kal@ymg%4ﬁﬁ®ﬁ
BCRTHEET D, ] ThO, EEMEFEESIIE A, AR 13 8L Eo/NRIZIZREY X~ (B
et z) & L CHIENS 60 mg 7 K2 5L, uhlﬁﬁm%%4HW@W%T&T&5T6JT
H5,

11.1.26 5% LA E 13 R o/NNE AD BE 2 x4 & L EWNFEIFERR (M525101-04 585r) KO8, B A
KON 13 Ll Eoo/NE oo PN BB 2t & Uz ENE /IR (M525101-11 3BR) Tix i
F—HZ X D EE 2R EUE! mmghfw&wm\\? ﬁ&?&%ymgn47w&5
D774 7% — (IWEKT, @wl% = )ﬁ&@i%&ﬂﬁﬁ#&%bhéT
WRdH DT, BehFIXEEORELZ 5 ﬁéb\ﬁ DR SNTEAIIT T BICHER
ZHIEL T, @UeLEEITY 2k,
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(2) £ D DEIER
(EF—AERTIR60O Mg YD)

1.2 Z Db DEI1ERA

5%LL 1 5% AT HAEASEH
7 ME—HEEER (18.5%) |WBEBIE, ALBE, FRZ, 2, | BERiEZ . BB, RER
2 NE SUE. BE, SEMEE. BX

TERAEIER & 2. V&R
BLEREGIE (ARG, | BR. RS

(18.8%) . L&UEZ
ot TESFERALAS (PNHEIL, FEBE,
/EE'—J'HB'ﬁL Eiﬂﬁ%)

3% TARC b5, AFEREREENN, | T, FFHSRE M i B
SER . RAHIVERIE, 7L —
Z DAh PERE S ik, G0 . S SR
[ElEEPE oD F U IfH CPK 0,
EPRBRIMIE, BN

(fign)
13 7RLLED AD BFE 255 & U7 E NS AR & ONE R 5530 TR EL LI RERBIR NS E
TERVWAEFREZICISEH LT, IF—HEFHEM 30mg /31 7 /L ORFIRERER CHr7 12380 bl
EEI ,ﬁzﬁﬁ%—fﬁrrfﬁ}: L/T F‘EA' L/fu.o

(SF—HRTEA30 mg/81 T7IL)

1.2 ZDHDE|ER
5%LL E 5% A A E A
iz, ALBE, EERE BB, 7 bE—MEEER, =k | REIE, THE. B, &
F2 g B, KER WIETEES ., A FIRAEME R S
%, W
- R (B, ~ A~ | BRil%, Tk, %k
EAIE R, W)
e VESRHERL RIS (RIBE, 7 9 FERE,
VRS M)
fiE TARC L&, T, FAHEEE | iFEREREE N, BEJR . RAEME
AR RE. 7 L — Mg
Z DAt K. K, TEIE. BRI
F#RfE D F vy, M CPK
BN, EIREAMIE, FEEL
(fgEn)

6 LA b 13 AR /N AD B A%t & L2 ENE AR (M525101-04 3450) KON, B K&
O 13 5k LL EO/RNR O PN B 2%t 5 & U7z [ENE /ISR (M525101-11 i5R) TROLILZE
OORIER X, 2% 5 T2 HILL FICRO SN REBBROGE T RWEEEFRICESET
#H LT,

7ok, AKX N3 L B/ PN BF Z x4 & L EWNG /ISR (M525101-11 #6k) @
EEMRBEGHM (PartA) ([ZFBWT, 1BEREE & ORFEEMR 2 Bb e W iEEiEEZ o AL (ﬁm&r@*)
T, X FY X<=THBE91% (717761, 77 BREE15.8% (12/76 ) THY ., TDH b, IRERIE L DK
REROEE TERWAEEFRIL, XY A~TRET2.6% 2/776)). 7Z7BREET 6.6% (5/76 1)
EREFIV XTIV LT TR CHRIAEENRE N T2, RN AT HELETRO LN 2 BIOSE
Bl HEET D L, RE U XA~ 7K DRRI 2 JEER TIE7e < . TR R NBBLIL T 72 O E
TOFRFEEROENTHY, FEFY X7 DY A7 TlHRWEHIME L=, (R EER) ZEIE
HELTRE LN T2,
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SEIEREE—ERF

BIERBE—ER (RBHKET)

DTF—HETFTEAO mg Yoo
(7 FE—ERBRICHES 58

7
2 VERTAT S S E 115 298431
BIERS O BUERIEE (%) 172451(57.7%)
BIVE 38 B2 38214
- YL | FEBLEIS - YL | FEBLEIE
RIfFR % | @ RlfER% W | o)
JYLIER L OB A BUE B A B i B % 1 0.3
22.8
68 i [ e~ L~ 2 1 0.3
B 12 4.0 Y 7 R N 1 0.3
iz 8 2.7 HHEEPESN PR 2% 1 0.3
-IREES 8 2.7 B, B X O AR
TRV KIERRFR S 6 2.0 OFEY (Bla LORY 2.0
LS 4 1.3 —7EETe) 6 il
B~ L~ 2 4 1.3 2 Jis 7L BE s 4 1.3
HORS IS 4 1.3 BRHEVE R AR ER I 1 0.3
(122 3 1.0 i ML BRI Y . 03
S G 3 1.0 ] (MALT %) ‘
NESA 2 3 1.0 il e SANOINZAA === au R ] 0.3
A MILE 2 0.7 U 2 RHiR 1 0.3
Ji 2% 2 0.7 REB L OREREE 2 4 0.7
FHeE 2 0.7 75 R I 1L 2 0.7
ES R 2 0.7 TE A E 2 {5l 0.7
AN W 2 0.7 FR 1 T 1 0.3
o ek P 2% 2 0.7 3 O 1 0.3
R R e 2 0.7 RIRAE 1 0.3
JRYME G2 2 0.7 AR R P 12 151 4.0
AR B A~ )L~ 2 2 0.7 BIEY 7 2.3
I S 1 0.3 TRENE D F 2 0.7
REB B E 1 0.3 TR 2 0.7
RUE R 1 0.3 JE R 1 0.3
YA M AT ALK . 0.3 JrEEYR 1 0.3
& ' KM= 2 — 1 XF— 1 0.3
o 1 0.3 FRARRER 1 0.3
FIE 0 1 0.3 R pEE 9 4 3.0
AR YRR e I 1 0.3 T LV F —PERE RS 5 1.7
ShER 1 0.3 7 LL ¥ — R IRk 2 0.7
INEES 1 0.3 AR Ag kLB 1 0.3
fiti 1 0.3 AR A 1 0.3
~A a7 T A<Mk 1 0.3 REP R 1 0.3
S 1 0.3 B LIOBkKEE 74 2.3
JE B EE 1 0.3 EERETIEIA 3 1.0
Rk 1 0.3 & B A 1 0.3
7 A L A Y 1 0.3 A = — LR 1 0.3
oA L AN B R Y 1 0.3 ZR A& PEHETE 1 0.3
RIEH K 1 0.3 B D RAE 1 0.3
V=AYV E B 47 1 0.3 i 2 {3 0.7
R 1 0.3 BoEREET T s 1 0.3
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< o[ < < AN
HITE o | I ol R
hiE 1 0.3 INSESw 1 0.3
m%f%% 2 0.7 BRI X OSSR o
g I 1 0.3 6 1 :
FAEME AR PE TR 1 0.3 B 2 0.7
BRNE N (L PSRN =] 40 L] 1 0.3
= 12 : 1 A 1 0.3
&E D RE 5 1.7 FEm 1 0.3
BN 4 1.3 VU R 1 0.3
Mt JE 2 0.7 BB L OURKEE 1 451 0.3
T LIV —ERRK 1 0.3 AR 1 0.3
mY R 1 0.3 AR X OSLEREE 3 1.0
H b 18 4 6.0 ' N B SEE 1 0.3
i3] 2 0.7 = NIEE 1 0.3
I 2 0.7 ASHLHIA #% 1 0.3
i ol 2 0.7 —i% - RHEEL LOEE
T 5 o5 AT DIRE 27 44 9.1
HARY—7 2 0.7 E =R 6 2.0
R38R R 2 0.7 2k 4 1.3
EEE/S 2 0.7 TESFERAL PN H 1 3 1.0
HE AN PR 1 0.3 TSR RS 3 1.0
T HE R 1 0.3 FEEN 3 1.0
5K 1 0.3 TSR ALBE 2 0.7
+ R ETE 1 0.3 I 2 0.7
B Wb 1 0.3 TESHERAT I R 2 0.7
A REE e 1 0.3 iobr 1 0.3
A LF 1 0.3 PRI AR 1 0.3
GBI 1 0.3 LR 1 0.3
B L OB RS 94 1) 31.5 PA) 2l 1 0.3
7 R R 55 18.5 TSI IR 1 0.3
E- /32 9 3.0 RSN Z 9 FEI 1 0.3
HLBE 8 2.7 KRB NEAR 1 0.3
EMERCE 8 2.7 TR ERNL AP 1 0.3
g 5 1.7 B R AR AT 27 1) 9.1
M B AE 5 1.7 A N A B 13 4.4
e 5 1.7 L EREREEE N 8 2.7
BLE R 4 1.3 fh 7 LT FURARR | L0
i B AiE 3 1.0 J—EH :
B2 i I i 3 1.0 747V D XA~ 5 07
Pl 52 Jeg 2% 2 0.7 — :
ST Bz I 9% 2 0.7 TR E AN 2 0.7
FTE 2 0.7 TS = T IR
S 2 0.7 VR T = 5 —BHIN ! 0.3
O FE AR BAE 2 0.7 FARGEUEET I ) b
Vi) 1 0.3 T AT =T —EHN ! 0.3
A= 1 0.3 1fn. HR R FEEE 0 1 0.3
SeRRE BN RS 1 0.3 DVEE [ B 1 0.3
(ESREN w52 1 0.3 OB EH T 1 0.3
a5 S 1 0.3 PR AR B 1 0.3
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- BB | BIEE - B | FBEIS
RIfFR% | @ RIfFR% | o)
FFFERE MR A i _E 5 1 0.3 5, EPﬁisctzﬁmlﬁé\ﬁ%ﬁ 03
15 :
P 1 0.3
* BIEA4 L. MedDRA/J version 20.1 D2 EBIKSFE, HEAFE A2 H
Q@QIF—HETER3I mg/s1 7L
(7 FE—MHRERICHS 58
(EETEED)
M525101-0473 5k M525101-1136%
L VR RN S SE 51155 8911 22501
RIVEH % O BUIEFEL (%) 2661 (29.2%) 88%1 (39.1%)
BIVE 38 B2 it 20914
M525101-04 AR M525101-11 #&BR
(7 P E—HERRERICEES 2 55 G i)
;3 AN ’d AN
BIE 47 S f)” STV f)” 2
JRYUER L OVFA BE 5 51 5.6 11 % 4.9
e BL% — — 3 1.3
HORIEE 1 1.1 1 0.4
ESRR — — 3 1.3
S H % — — 1 0.4
B RR Y — — 1 0.4
s M 5 — — 1 0.4
Jiin iz 2 2.2 — —
R G iR 8 i 1 1.1 — —
H R 1 1.1 — —
“R — — 1 0.4
TS RYA e IN—T7 A JL A — — 1 0.4
LEEERS — — 1 0.4
B, it X OSEARE OH A B B 4 04
Y (FRBLORY —F %25 :
B 15 FLEA IE — — 1 0.4
Mg LY R fEE = = 2 15 0.9
I BRI i — — 1 0.4
LB ERHE NE — — 1 0.4
P o0 WA — — 1 {1 0.4
N R — — 1 0.4
Rtk KOs REE — — 1 {51 0.4
K77 2 e — — 1 0.4
F e - = 1 % 0.4
N = — — 1 0.4
PR R R 1 {31 1.1 1 {1 0.4
AR — — 1 0.4
SHTR 1 1.1 — —
R s 1 {31 1.1 1 {1 0.4
IS i 2 e 1 1.1 — —
AR M B2 S wi A — — 1 0.4
MR 2. BEREs I OMERR R & - — 3 4l 1.3
M 2 — — 1 0.4
AN — — 1 0.4
Jiti PR — — 1 0.4




M525101-04 35k

(7 FE—PEBERITHE D £ 5 FE)

M525101-11 B

(REERTEFES)

3 AN % AN
BRI 4, T S I TV
MR BH - il — — 1 0.4
it 7K i — — 1 0.4
A b 1 {1 1.1 8 1 3.6
TR 1 1.1 3 1.3
HE AN PR — — 2 0.9
(EE7 — — 1 0.4
A IER — — 1 0.4
GBI — — 1 0.4
i JE IS — — 1 0.4
A N ER 1 1.1 — —
Mg — — 1 0.4
JHRESE R 5 1 {1 1.1 1 {51 0.4
FFFERE 25 1 1.1 — -
JFREE — — 1 0.4
FZ &S OV T R P 14 4 15.7 70 31.1
% 1 1.1 20 8.9
IR 2 2 22 14 6.2
HLEE 7 7.9 12 53
% 1 1.1 6 2.7
ZERIZ 1 1.1 6 2.7
FHAR 7 J& % — — 5 2.2
R %% — — 2 0.9
7 R R 2 2.2 6 2.7
liRZ A 1 1.1 2 0.9
=Y — — 2 0.9
I — — 2 0.9
I — — 2 0.9
FZ g R Z VRS — — 2 0.9
B — — 1 0.4
B2 v i J — — 1 0.4
BRIRALEE — — 1 0.4
i AL BE — — 1 0.4
TS — — 1 0.4
B & I — — 1 0.4
W7 R JiE — — 1 0.4
R B — — 1 0.4
TFRE %% — — 1 0.4
O FE AR BAE — — 1 0.4
W5 1 1.1 2 0.9
= 1 1.1 — —
SUERR L JE AR — — 1 0.4
A2 By P | JB P R i 2% — — 1 0.4
SR 2 — — 1 0.4
LI ALEE — — 1 0.4
E=RER 52 — — 1 0.4
HLEEE R 5 — — 1 0.4
LB IS Ve 2 — — 1 0.4
HINAEIEE — — 1 0.4
E RS R B K OV A H A = — — 3 1.3
B Ei — — 3 1.3
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M525101-04 5 M525101-11 B
(7 FE—PERERICHE D Z 5 5F) GREHVERES)
< FH A A < FH A A
B4 ol i | 0 (% /j)” T e e | ﬁ /:)” 2
—f% - RHEER L OBEGEAL
DI RE 1 % 1.1 10 %1 4.4
TESRFERAE S s 1 1.1 4 1.8
P Hi VR — — 1 0.4
TSR AL TR — — 1 0.4
TE SR ALEE 1 1.1 — —
TESFERALZ 9 I 1 1.1 — —
AR P — — 2 0.9
B PR R — — 1 0.4
iG] — — 1 0.4
FEEN — — 1 0.4
b PRAR AT 4 45 4.5 5 {1 22
ETA EIN 3 3.4 2 0.9
TIT=UT ) NI AT =
S~ 1 1.1 1 0.4
TANRTXUBT I N T
X7 w5 1 1.1 1 0.4
Y= NVEINVNNT AT 2T
Z v 1 1.1 1 0.4
I FRER BT I8 N — — 1 0.4
A 1 BR 0 — — 1 0.4
M/ INEREEE N — — 1 0.4

*#1 : M525101-11 BRI R E ) X~ 7 30 mg #E & R U X~7 60 mg BEOAF
#2 ¢ BIVEA4 1%, M525101-04 3X5% Tl MedDRA/J version 23.0. M525101-11 45 Ti% MedDRA/J version 23.1

DEERIRIIHA, FEAGE &

) IF—HETFEM 30 mg 31 7V OAGR S I ER ORI, fEETEEZ T TEE, AR T 13 5%

U EO/NRICEFREY X~ (EnTH#fiz) & L THIENC 60 mg % 5 TH#5 L, P 1 (A 30 mg % 4 38
MOMBE TR FT&E57 2,1 Tho,

&5



9.

FRRBRERRICRITITEE

<~-T- HETFTIEAMO Mg YD)

m.ﬁ&ﬁﬁﬁ%t&@#%%
AKEIDOEHIZ LY, 7T ME—HEERORIEIER & 13— ﬁbﬁw~kﬁ®mmnmcﬁ®iﬂ@m
OHNTWD, KA G —EWMITMmE TARC E%2 7 b B —MEEROEHHRE~— T —
ELTHHTERNWZ LICEETDH DL,

(fgsn)

SF—HAETHEM60mg vV P OFE#, AD ORIEFER & 13— L2 —1#PED TARC EO 52558
HHENTNDZ EDLEE LT,

ERNEMAEE (M525101-01 FXER) DIME TARC fh RIEDRZFFHERE

(ng/L)
6000 -

FS5tR [ REYRT TEH(n=67)
—— T XTI TH (n=139)

5000 - thR{E

4000

FRFEO 1 > - I
w
(=]
o
o

2000 4

1000 A
L |
KTSFERBAREY AT TS

04 8 1216 32 44 56 68 (&)
%5 HAR

BlEIE, Part BHRICBITLAEN o LFEYXITHE LA, TS5 ERES AIERVEER
¥: T5EAR/FEYAIITBREI6BAFTISAE. ThURERE) XX ITNOREET 1=

13%&L@AD%%%%%&LKIW%HW%%(MﬂﬂMOlﬁ%) IBWT, XEV A THETIX
e HBAME 4 %S 8 WZITHT TIfLiF TARC fEAY E&H- L. 32 BEICIIEHRGROEICR -T2, 77
TR TIE T 7 BAREG5HIIIME TARC ED FRIZERD 51, G5B 16 BRI T ERmnbRE Y
A2 TVWZEBR L TEGEZRBT D L, BHRME32 H% (T X~ 7 & 554k 16 %) (21 TARC &
DEFL, ZO®%RITKT L7, REV XA 7HECREHIG 4 %L 8 #%OM{E TARC E2 E5H L7
BEDZ% < TIL, EASI OE(LITFRD LN TE LT, AD ORIEMER & 1d—FK L2 —i@ o1 iE TARC
EOERLEEZOLND,

IF—HETEH 60mg vV o VEEBG)H—EHMILMIE TARC % AD OEHHHB~—H—L& L
THEATERWIEICHEETDZ L, $77, —HOHRETITAD OEARRBOLNTVDEZD, REIY X
< 7 GG TARC fEREEGRTE B L T ER L CWAIEA. HEEREZEFEERBIE L, KE
JEMRIZIS U@ b R g 2175 2 &)

(SF—HRT:EA30 mg /81 7 JL)

12. BRERREHRICRITTHE

(7 FE—MRERICHES Z 58

121 RFENOFEFIZE D, 7 b E—HEEFRORIELER & 13— L —@ Mo g TARC EO _EHH
BOHNTND, Kﬂ?@%%#% FEHIITMIE TARC % 7 b ©—PEEEL OGRS~ —h
— L LTHERATERWI LICEET D L,

(fiF7n)

RF—AETFEH60mg vV YL RO E Lz,

6 LA b 13 AR o /N R AD*%%ﬂ%&LtIW%mmﬁ%(MﬁﬁMO#%%) IBWT, xEUX

~ TRETIE, RGBS 4 MBS 12 WIS TILE TARC fE28 EH- L, ZO%ITREEAIIE T Lz,
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TS5 REETIE, 77 BRSNS TARC ED EFIZA b/ o 7=, $5EG 16 %5 R E
U R~ 7 D5 #BtGT 5 & W5BtE 24 B2 T TARC E2S EH U, #5-BA44 44 LRI
IIR—RAT A VL LVE TR L7z, 5B 16 Mk OMIEF RE U X~ 7REOFRAELLE K& O
BNz, FEBAME 16 HEDONDIR AT OELEMK N EASI G5t A a7 B{LR 2T L1-L 2 A, iE+
FEY A TREZDOPDLT, DDA KR VLB OREDRIZFRRE CTH -T2,

I TF—HETFEM 30 mg A T AEERIGD D — EHIHIX M TARC fE% AD OFEHHS~— T —& L
THEHTERNWIEIEET DAL, 2, —HOABAETITAD OEANBEDO LN TWNEH =D, XEU X
~ 7GR ME TARC EAEGRTE L CEA LTV AT, HEEREZERRSBIEL, KE
JEMRIZ IS U@ bR L E 2175 2 &)

ERFEMAEER (M525101-04 FHER) IMiF TARC H RIEDIFFHET

(ng/L)
2000 A
TS5t/ F2EBYXTTE*(n=43)
—— REYXTTEH (n=46)
g
1500 A
1fn
b
X 1000
R
C
B
500 | |
KITSERPEAREIXTITE RS
[ e e e s s T T T T
0 4 8 1216 20 24 32 44 56 68 GE)
B 5 HmE

7T/ ARBCEI AT Dz 44 FION 1B, Part A OHIFIZIR S CTRE Y X~ 70 1 L S/, SAF TIX,
WMHBREEXTY A~TREE LTI LT, L7223> T, SAF OWFRIE., TV X~ TR 46 B, 7T BREED 43 i &
otz

IR FEFY AT RETT I ERE, ZRUBIIREY A~ T OHRE &7 17,

10. BEKRE
BEEN TR
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M. ERLDIFE

(SF—HARTEHEGOmMg > o)

14 @ERLEDIFE

141 EXFFRBFOIE

VAN TaT7VTF o= oy (RROERNHZET) OFHIZHZ- TiE, BRO [HEiEHIE]
EAFTDH L, VI UUICHEENALNTIGAIITER LW &,

14.1. 2 VEfts ORI BT 70 B K 512, EEEHAIZ Eizmi) T 60 UL EERIZIEE 5 L, BfifSE
52 &, BHOWETERY RS DLE1T, BELAAICIREY L, BREIEDLZ L,

14 1. 3Rtk BEHICERGTHZ L, EHICRETE WA, |RIETHREFEL, 4 BEUNICES$
HT L,

14.2 ERIZREFDEE

14. 2.1 IAfRHE TR ORI BO~BEODIK & 25, BOCREMEROTZHAIIIHER Ly
Z &,

14. 2. 2 [AHHOEFEFLIMIFER L2 2 &,

14.2.3 BHEAITMEE., RERE X FRER e+ 5 2 &, F—MBir~ IR LERNTH 2 LI3ET 5 2
L

14. 2. A EF 72 2@ DAV T 5 2 &0 BREDBUERENL, RIEICHRE., TESCEOH 2800, v
RIED B D EALITITEF L2 &y
14. 2.5 RKIOFEHIZ1EIREY &L, FHAKRIIEETDHIZ &,
14. 3 BERIXTHDEE
HBENFETRETDHIHAIT. CBBELBHTITZDNABICANTZEERET I L O>OBETHZ &,
[20. & F]
(fiF7n)
14.1.1 —fRPREEFHELE LTRE L, VU U VR OEREHI R E RN W ERT 2 L, BERH D
LEIXRAIDNIRND ) A7 RS DHT=0, HHLRNT &,
14.1.2 TR FIEORG R O ERHA OSSR, 60 UL EIRE 5 T HAMER S HT-ORE LTz, WITKY
NHILIGEAICOWTITEERES Y9 T252 &,
14.1.3 Iaf#th . RTESMT: - 30°C, 1000 lux C 4 B TIIBUSICE A T2 Z E BRI TN D720
PRE LT,
14.2.1 ZEITMENENLL T D AREMENE L . EEREMDRO bNTHE/RITRETE VW=D, A6
RONE RO TG EIIIEA L2 &,
14.2.2 [RARE TIE7RWESE 2> THED RN E D ICT 572 DITEE Lz,
14.2.3 HEEALIE, EER. KEBESSOT BB E 32 2 & RI—@Epr~ 0 K LiERN T Z ST 5 Z &,
1424 XF—HEFHEM 60mg >V > POEEIZE O EHNEAMKSORITERRZED b TW\b, EF7
FZJ& DTN G- U, & OBUR IR 0O O B 2 TNL, TRNWRIED & 2 TNL~DFH- 1T L
ok, Fo, BEICE LTI Z ) FEER E ORI SIIEET S 2 &,
1425 XF—HEFHEH 60mg >V 2% | BUEHORAITH L5720, RIEIIFLEH LW THEET S
Nl
143 REEMRBOMER, HICALETHHT-ORE LT,
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(EF—HETERAI30 mg /N1 T7IL)

14 BRALDFE

141 ZFFARRFOIE

14. 1.1 3470 1 Rizxt UL CHBESHAK 0.9 mL Z2FEAT 5,

14.1. 2 oA TV RR S, ERTEMT 52 &,

14.1.3 VsfRth, EHICEET 52 L, EHITRGTERWEGAIX, SR TR L, 24 FEFRUAICE S
T5H L,

14.2 ERIZ5ROTE

14.2.1 F% ORI BA~EA DR L 205, BESRNEM 2RO HE IR LR2nZ &,
14.2.2 FRIZHEV, LERREFTEREICERRT 22 &,

& N
(REY X7 (EETHIRL) L L) | 00 PR

30 mg 0.6 mL

60 mg 1.2 mL

14.2. 3 F5EALIENEE., RIS UL B &5 2 & R~ 0 R LEST 2 2 S i3T5 2
k.

14. 2. A [EF 72 2@ O IERN 55 2 &0 REDBUERENL, RIEICHRE, FTESCEOH 2300, @
RIED B D EALITITESF Lgn 2 &

14.2. 5 AAIOFERIZ1IERY & L, A% EIERESTL Z L,

(fiF7n)

14.1.1 FEFHAK 0.9 mL CHEMLIZEKKEEDO O D, 0.6 mLIZEENDFEY AT OEN30mg £725
720, NAT1IARIZH L THBESHHAKOIML 2FHEATSHZ2 L, IF—HEFEM30mg /31
TNEITF—=HETEM 60mg vV POAEYFRIRIERITRIILTHRNZ Lnh, Bl
LWz &, (V. 4, FELOHEICBEET 2R OHESM)

14.1.2 — AR FEEFHE UTRE L, HHHKEZFEAZ, KFECHZH#< L9129 -< Y EFEILTHE
BT L%, fiET D2 L,

14.1.3 ¥&ff% . PRAFSRME  30°C, 1000 lux C 24 FR E CIIHMSICEAS T2 Z E BRI TN D20
E L7,

14.2.1 ZEITMENENLL TOWBAFEMENE L . EEREMDRO bNTHE/RIIRETE VW=D, L6
RONE RO TG AR L2 &,

1422 & Z ST BERREZERFEICERIT 5 2 £,30 mg & 532545133 7V 1 A0 5 0.6 mL,
60 mg 5T DAL, A TV 2 K545 0.6 mL & FEFENICEHRINT 5,

14.2.3 Fe53A0I%, JEE. RERES 1T ERa & 92 2 & [T~ 0 I LIERT 5 2 ST 5 2 &,

1424 X F—HE FEM 30mg /A TAOEHIZ L 0 EHEA LS ORIERRZED ST\ b, 1ER7
FZJ& DL G- U, & OBUR 25O 5s D & 2 TNL, TRNWRIED & 2 TN ~D G- 1T L
ok, Fo, BHICE L TTRBERZ ) FERR EOERN MM SITIEET D Z &,

142.5 XF—HETFHEH 30mg A 70k 1 BEHORAITH H7-0, FRIEITHMEH LW THEET S
Z&,

12. ZDHDEFE
(W EEFRERICE D CEH
BIE STV

(2) FEFERFAERICE D  1H#R
BES N TV

&9




IX. JFERIRERBRICBE I HIEE

1.

RIFAER
(1) AR

VI SOFEHICBIT 2 HE ) OHEM

(2) R EEHER

S U 7o e MR BRI T 5 L 72 o 7,

<BE>
B =7 A Y ATz 26 BRI RAE R TG HEMERER Do ¢, e T A —42 (P
Bk (PPRATEN FROBEREBLIES) . DiE R (OER R ONERIE) K OWEN R (R EGRIE) ) OREf
iTol-, FORE, KER FT&RE5IZXD 25mgkg £ TOHET, WTORZEMIREZA /T A
IZH, XY A TICEE L2 2E IR 5T, TIOREEBRFIREICBNTH, X EY X
TIWCEHE L7 B IEEO bR o T,

(3) Z DAth D FEIEEAER

1) BIRAOIEBRER (5

OFcy LE 7% =2k 2 3E Y X~ 7 OFEATENE (in vitro) 9

E RO =2 A PV Foy TR (FoyR) 12T 2 REFY AT "=V AT KR Y FT~vT D

WAERE ST AT BRIV HE L, B b FyRICHTEHREY AT ORI =Y bv
TNWCHARTREREIIFHEL, VY XTI THETEN- T2, I=7 A4 Y/ FeyR IZXHT 5 R E
VX< T OREB I =Y A~ T IR TRE I N 720, VY F v~ T L7284, FeyR Ia,

Ila (S), HIa (R)TIXE9N->7=2H DD, FeyR1lal, a2, Ma3, b TiLlA%I3HE T - 72,

@Y A~=7IZx¥ % Clq A TEMEORT  (in vitro) 7
XEY A=T | RV AR TRV YF =T Db b ClqiZHT 5 iEA1EM % ELISA 512 L 0 HIE
L7z, 3V AT D Clq i T 2RI =Y AT LRBRETHY, VY X~ T2 THM

277,

@Y X~ 7 OFUREIEEMLEE (LI T, ADCC) | izt minssE (LLF, CDC) . KT direct
cell death FFERE (in vitro) ®

bk IL-31RA A BFIFEE 87 AS49 {faZ AV s M MIaErE T SULIEGTE Flobid 5 %
FY AT I Y X ~7 D ADCC iEMEK TN direct cell death FFEREZ MM L7=, £7-. & b IL-
31RA BFIFEEL A549 M X% BALL-1 #ilaZ AW T, b MILEHFEE FICB T 5 32EY A~7 LY
VXU~ O CDC IEVEEFHE L=, ML OFRIE & U ChsaE By O fLFe ik BRI T L
770 BY F o~ TIERMIMEZMIIEE T T IL-31RA EEIFEH A549 Mz 59 % ADCC &M% 7=
L7z —F. XEU X7 D ADCC #EMHI mm%m&#otoJ/#/v7iBMLlﬁ% X
% CDC {EMEZE R L7223, #E VU X< 7 ® IL-31RA B FIFEI AS49 MIfIZXT3 5 CDCIEMEITERD Hh
@#omkj%/v7xiz%JXV7®$@@ﬁfim3mAﬂ%%ﬁmwm%_ﬁﬁéww
cell death FEREITZRD DR o T2,

HEHER
(1) BElix 5= EHER

AR L

<Zj%—>59)

SETEMEICEE T ARHmIE, 13 BFRRER G EERBRIC K T 2 0EIE G5% 14 H £ TOBIE LS FER
TIZL VAT T, 4T OB LTe =7 A Fv (HERES 4 BI/RE) ZHWT, 0 (BB, 1. 5 &
W25 mghkg DHE TR T#HG L, —REBIE., (KENE, MEFma, Mg by romd. riﬂi
FRE RS, KA IIA &) 7= ) XA Y /7&Uﬂu{ﬁ HH o I\jm’ VHIE & S L7z, FETIEGR
LHT. WTHOREIZEN TS, FFETREFEEFNEMITRO bR o7z, BIROBIE&E
X >25mg/kg ThHoT,
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2 RE®RSE

PEELER

i fd
(PER, n/EE)

P 510
BRI

P A%
Behf
(mg/kg/
2 i)

AU

(mg/kg
/2 38)

ESyI)

h=7 AW

(MertE, 45 4 1) 0

13 1 [H

BT
0. 1.
5,25

25

- B HACBE T D 2 DO REITFERD b
T, HCORAEL DT, KRR
O Smg/kg BETH A BT FHfkICE
2 HAZ IR T O R BE K OVFS B FE /8
25 mg/kg BETHOTMITE - T,
-1 mg/kg BEDME 1 511 e O 5 mg/kg FE D
2 B ClE, FEERRIT ADA B STz,
*ADA DBEAENF 5 =B & Bru > Tl
HeEE HIZT R TOREGEIZBWTREE
WZEEB] U 72 Conax 2 OV AUC 140 DEEINAIFE
LORSY W
* ADA DFEENT L IVIZEN) Tld, ADA
DREEDTr B IV o T B2 b~ i 4
HREY X 7 RENMIMEEZ R LT,
s WA S TIET R ToOREEIZBWT
MEHEZE TR R Do T,

cMEEE HICT R TOREETRERE
ks Cmax))—llo\ AUCy.144 @fmbuﬁ) LD %
iz,

h=r7 AW

(MR, 45 5 1) O

26 1 H]
[17 1]

BT
0, 1,
5,25

25

c B HC BT 2 25 ME O REIIRD 5
N, EOREL R -T2,

-1 mg/kg FEDOHE 3 WJ&U“L&E 1 51,5 mg/kg
FEORE 1 B L OME 1, I TONT 25 mg/kg
FEDOME 2 F1TIE, ?&:%-Q?& ADA kit
Entz, 2095, 1 mgkg BEOHE 2 6 K
OVHE 1 511, 5 mg/kg BEDORE 1 451 K O 1
i, AT 25 mg/kg BEOME 1 Tk,
FOIEPEDS fERR S L7z,

CHEREE HIZTRTOBREGEIZBWLWTE
H8IZ A U 72 Crmax & OV AUC 149 DIE N
DR BT,
< P56 [ H £ TIX, ADA OFEANH D
MBI 2 B\ CHERE & BT R T o
5T Crax &L OV AUC 149 D B8 IR [7] 23 3R
oz, #4556, 11 LOV13 [EH TlE
Crmax 2TV AUCo.14q 1T RERTITIZEZE L
7o FEH 11 OV 13 B H TIETXTOHK
B THO Crax XL NAUC s EL D B
KR Z2 R Lzt o0, BT
BE R ia‘«f@ﬁﬁ a0 il S I
THLREEITRD Lo T,
%jﬁwmmszvcm\ﬁﬂﬁfaﬁﬁim
BOTIEFRE) X~ TREN R IZ

B L, &#&FEE% 119 Blizk\wTaesy
BREE SRR S L T- DI 4 1) & I 2 5] T
HoT,

*ADA O ELENH LNTITIET X TOHE)
Y. ADA DPEAINTA B2 Do -8
IZHERIMAEH R U X~ 7 O Le 358 H

-7,
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Q) Bin=MtHER
B R L

<HE>
FEY AT, HFEOREVE MEE /) 70 —F AR THY . £ 7 o—F LHEHN DNA R
DGR CEEA EAEAT 5 L 13E 22 W2 &b, B et I I L Ty gy o,

4) B A R ER
B R L

<HE>

B =7 APk W 26 B E TORERGEMERBRICES T 2 WA EORAEOR R, HEiEvEH
BROHIN AIREITIRD B o 1o, MRFAIRRE ., IRAEFERRE, T MREFEETURSOR RO
B G ek - 1S AR OB I ME O RN 51X, 2R GEEREDIK T 2 Rgd 54
(BIZRD DN ol FT. =7 A PrZ iz 26 U k185 30k & O ePPND R I3
W, RLEUCBEER 2 TRET 5B L LR b o T,

IL3IR %2/ v 77 7 b Lle~ T AT, AR~ T A LT, AROKRE, AR, MKFORE.,
MR AR, 2 E DI ER SICRE IR S o T, B o - o —¥5 0> 38 if % i BRI
HZ 3N T R DM D 72 v 5 72 6 D D | BRI H O AR BRI/ MR . 7 DAt o ik 4
FRE A1 SR hr o 72 ),

Mz T, 2TV A~ T PNEHEMZRT D=7 A VLT, DR 27 23+ 5708 LT
WO TIERNWEEZLND Z L 1gG 7 7 ADHFURDIEE B IRIZBASFEED U 2 71372 Lk,
FE U X< T OMNAFHC BT 2 BE R &I UL 28 AJEPERRBR 133206 L Cuhiauy,

(5) ETEHEEERER
AR ILIEEN ) . I - BRERAR OHARDOREIZE 2 5 EBIZONWT, h=7 A4 ¥z
ePPND #ERICB W THET L 72,
MRS =27 A4 (16 Bl/EE) ZHWT, 0 GFED . 1 LDV 25 mgkg DHET2 MIZ 1 B, #REFAK
OGNS HPEE T (IR 20~174 HH) MK TG Lz, £/, XEV XA~ 7 OHAERICR T
LR O E~OEBIZOWCEHET 57295, 0 GEBE) . 1 & 25 mgkg OHET 2@ 1[E], 4
%35 HE» O 26 B (GF 14 [8) 8L F# 5L,
AR N OV B I3 2 REEM O — iR iE, (RE., BERRUL, MER B3, BRI OBE ERAE, ik
FIIRE L O IRA L FZIREICB W TR E Y A~ T HRG5ORELE 2 5 b HEFOELITRD
LI o T, RICKT 2 3E Y AT HRGOEBIIFRO LN, HAER~OEGZ LG LI-4A%
35 H HME S TOAFRBIL. 0 GREE) . 1 &0 25 mg/kg BETZENER 13, 10 OV 11 6] & [FFERE T
HoT,
MAERDOXEY XAv 7RG ICEE L7 — KB, RE, ARLKOVEKRRE, BRI KLKOBERER T,
RHA-HZEVRRIZSHE ., MR, MIRA(LFRRE, KA & 7= 2 XA 07 T K
FEMEPURREAE . IRBH AR, OB, SR A, 285 E R E & OV B 7RO C R IX
R LN h o T,
1 mg/kg BEDOEENY 4 K VA 2 Bl W T, BEZIT ADA B S, WIhomRikizisny
THHPRIEMHESHER Sz, 25 mgkg BEORENM) 3 H] Cld, BEFEKIZ ADA BRI Sz 2, WwWin
ORI TS FRITEE IR S oo 7z,
R8I ClE, ADA OPFELENL LN B3 Z RN T, G EBITIZIZHHS] L7 Cru 2O AUCq.120 D HEN
RO BTz, 6 [FIH KO B HEF G55 D Cpax KON AUCq 144 12, FIIEIEEG-1% & PRl LT @&V MEF %2
L7z, #GHIRAKT LIZHEZOREIM TIX., T RrT ) A~ 7 RENMLIETLIEZ 00,
1 mg/kg #ETlL ADA DFEAENH S NI-E %2R TIHE 35~91 H B £ CTERENTHER S, 25 mg/kg
FECIIME 63~147 H H £ CREENMEE I, HAERICBW T, A% 7 A HOEh RE Y X+
TIRENREY O MBTRE SIZFZFRRETHY | XE Y A~ T DREY OGRS RSB L TRIEICE
T35 2 L& iz, #58A% O HARIZIIT D Chax X OV AUC)14q (13 [B1H BEH-#2) 1. ADA
DFEAENHLNT-E ZBRN T, 52T B L7285 b iz,
FLt P RE Y X~ 7L, MAEDEE IS LT 0.2~0.5% (ADA BPEOEEZERLS) THY ., I =
I APFNMCBTHREY AT OHARZWITDOT N TH D Z L BRB I,
Db ARBEClE T ) A~ TR GICER T 2 BEEHIA TN T o 5ERICBNTHLR O LT,
Ry K ORI o AR, W ONS AR OABEEICHT H mEERIL, Wb 25 mgke2 8
LEZ LN,
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<BE>

SRR RIT TN TR, MR L= =7 A4 vz vz 13 BRI TG 3rEalin &
W26 FRIMEE F#5EEREBRICI T, MEAERGICEEFZNE TR b ho e, 7RE,
R =7 A v Tz 26 B R ER T B G- ERER T, Miﬁ‘xﬂé‘ﬁ% BT 25HIIEE (H#E
JEHL, KR, R A KHIE K QAR DA FRIRRA) 1T\ T, TR LITRE D bt/
N,

(6) 5 T ik 14 S B O
FE Y A~ 7K (100 mg/mL) O v X% FHWZ BRI TG X5 Rt & £ L7,
MM Y 6 BIlOEMIEERRZ FIZ 100 mg/mL D FE VY A~ TIEIE % 0.9 mLAMLO R E T, AIIEE
B TFICARRIE R A Bk G U, &S5 o2 maBlg Uiz, B5% 3 KON 14 BIZ4 3 filico
WC, GO IR AOBLEL L QYR B AR =R & 520 U 7=, AMBURE ., SRR O & 55 R T 08l
R OYR B O A ORER, 2 E ) X~ 7RG ICEET 22 (biEA 6T, R FR5I2X5
TSR Bl ino 7z,

(N Z DD SN ©®
1) FRRA Z= SO TERER  (in vitro)
FEY A= T O invitro ML EGEMEE ., B REOD =7 A4 FCEIT 5, T2 35 BEOIER
RO A (4% 3 BIAERR) 2 AW TG LT,
FE Y AT OREBRISTER A L - B MR T, B E LCIR (AROERERTE LR, &
B (HERERYLER) .. M il RS, MRl GEE) . &E (FRoOERERLZ, T8,
%W(A/%wd%®i,ﬁﬁﬂ% APk Gl S e o BEERE Y ER) . miscig (R, BiSZERE
REORBAT R . RE. Bt BT L) . 78 (FENEOIR LR, EMoEEREER) &,
L&ﬁﬁ&bf%mw(%%%\mﬁﬁxf%%m%\%@77m77 CThol, W= AW
MERIZHBOWTYH, B MR &R R ORE B SUSPEN 2 BTz,

2) A N AA VHHEERED in vitro TD U A7 Tl

b MIBTDHERGEEDOS A N A CBHEBEREDORIEY A7 2 TFRIT 5720, 2V XA~v7 &
YERLEFER) 1L AV A M hA UHHEICET 5 invitro BRER & . EEERLA 10 il &8s 21 %
AW TiTo 72, FMiEREHZ R T Y X~7 (0.1~100 pg/mL) ZFM L, 24 FFfIEE#E#% O IL-8, IL-6
K OVEBIESEIN 7 (LLF, TNF) 2 L7z, BRIZCBWTY A M A Ui 23R L —EOiER %
BT ZERNMBNTWDHUREIRT L &Y X~ 7 LT TGN1412 ([F—EFIHUR) Zm ) A7 %t
ML LT, N2V AT Z2R) 275 L L CHWE,

R 7 ik 2 10 419 2 Bl O MPEEEHZ IS W T R E U A~ 713 IL-6 # L < 1% TNF O %3

KU A7 %I TH D /=Y A~ T T \mm¢lmfﬁﬁ\m6&UﬂW®ﬁM%%§btcm
VA THLT LAY X<T 1310 FlF 10 FITIL-8, IL-6 XIZTNF 55, i< b 1o
PLEOBMZFFE L, TGN1412 & 10 fFild 5 T IL-8, IL-6 XIZTINF D5 H, b &b 1 2Lk
O % FHE LTz,

UEXY ) X=T7OYEEGREDY A NI A VIRHIEEREORIE Y 2 713 &) A7 &FHREE (7
LAY AT E) ICHR_RTRWEEZ b,
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X EBMNEIEICEAT SIEH

1. REIX5
® F o IF—AETFEHA60mMg >V Y IF—HRETFEH30mg /N1 7L
AL ISR, LT S

E)EE—E% EDILVFZEC i@ﬁ%fé:k
BHRIESY « 2 Y XA~7 GBI z) ; BIER

2. BxhEIME
RF—HETFEH60mg >V Y 36 %A
RF—HETFEH30mg N1 7V 1 24 & A

3. BRRETOITE
RF—HETFEH60mg vV Y SRR
I F—H T 30 mg /31 T/ : 2~8°C IZARAF

4. BV LEDEE
(EF—HETFTERAOMg L)oo, SF—ARTERAI mg/ N4 7))
20. L EDEE
AFIPERITEE L TREFT D 2 &, [143 2]

THRUXIF—HR FEN 60mg > U DI

(fiFL)
M EMERBROME R, AR LETH DI2ORE Lz, (1IV.6. RAIOSFEN: TR 2 LZENM] DA
ZH)

5. BEMITEM
BENEELTA RN HY
<FVoLEY : HY
Z DD BE T ER
X TF—HEERENDF~—T FE—MEERDON DI — I F—H 2 S5 ~— s —
(RMP DV A7 Fe/MUETEEBN D 7= OB S VT2 EH)
UMuﬁEﬁ%K%LT%ﬁ?&%%ﬁLmel%®@®%@§ﬂj®%5%)
R F—HHOERIA KT v
(TXI.2.% Ofth DB EE R DOIHSHR)

. 7 - RzhE

[Fl—R 3 72 L

M %) A7 rFE—MHREXRIZESZFS5E)
Fabt~T7 (BEFHERZ). UREFFoTKM, T uyvF=T, JaFx Y T o)
UK, TV A~V AR, TS AF UERIE, An 2 D UERRE, s aLT
=TI LA VUMBE, AXFT
(FEETEEED)
T aEN~T (GBaTH#z)

1. EfEEERB
202243 428 A (AA)
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8. BLERTARFABRVEARES. EMAERFEFAR., RETHBLFAR

Woe4 REMR T KGR H B AR FEAMEYEN A B | loeBRsA4EH B
> ?‘Wjj&?/fﬁﬁ 202243 H 28 H 30400AMX00175000 | 202245 H 25 H |20224-8 A 8 H
60mg >V ¥
RTF— AR TEM
30 mg /51 7L 2024 %3 H 26 H 30600AMX00116000 | 2024 45 H 22 H

9. BEEXIIHREM. AERUVASEZEFEEMENERAARUZOARNE

SF—HETFEM30mg /AT L

ZhiE - DFBIME ORIEREBMN  BEFRR COHRAR 2727 SE—MEERICHES 2 98 (6 mklh k13
AT O /N | BRI CRORA 0 2 i (AL OV 13 3% LA B/ 02024 43 A 26 H

10 BEEHFER, BiMEERAREABRUZTDOAR
AR OANA

1. BEEHM
7 ME—HERERICED Z o5 (13LE)
84 (202243 H 28 H~203043 H 27 A)

7 R E— AR RICHE D 55 (6 mRLAE 13 R . AEHIPERES |
(2024 4£3 H 26 H~203043 H 27 H)

12. RERHFEHIRICEE I 5 15k
RN

13. ZfEa— K
. JEAE G B HEAMG e | RIS = — N - o Lt 7 N ERLE
W44 I S o — [ (Y] 2— 1) HOT (9 #1) &= N
ST _\jj & T {Eﬁﬁ 4490408G1028 4490408G1028 199200701 629920001
60mg >VU ¥
ST jj BRI 4490408D1021 4490408D1021 199298401 629929801
30 mg /XA TV

14, RIgHET LDTE
(1) IF—HETEM 60mg >V > P ROREE FEM 30mg /31 7 /TSN TIE, Fol i HaET A~
T A TR, AIER ORI 2 HHR H &R 2 £ TOR, ARAIOREEZR 2T D
LRI SN BEITH LTHEMT S L LIz, BEMS IR LICBICBEL Gz & 5 Z 2]
REZR —E DB 2N 7= T EREBE THMAT 2 Lo +oRET L 2 &,
(2) 7 FE—MERRERICHED £ D5
ABUFN D3 5-BARIT Y T2 > TL, ROFIHZ 2RI HE O EMICRER T2 2 &, el ARG O
HfEs G2 M 7o o Tk, B G-BRARIE D15 & 72 AR A 5 oD 1 B L Rl 2 2 &
1) WIZH/ITDEMOEED 5B, ARANCET DIRROEEE L L TRESNL TV L2ENELETLH
O (TEEEMET ] D TEEEEY ] ETO O BIEET 56 D& HE)
T OBAT ME—MEREREE N T PR REE ST A5 A Tho T, BRI
38 2 FEOYIIHE ZE T L2, 5L EO KBRS OBKRIHE 217> T\D Z &,
A AT bE—EREREFICELSTHHETHo T, ERIRIFRGHE 2 FOYBIHELZET L
72T 6 FELL EOBRIRREBAA L, ZDHH 3FEL LIET FE—HEERE ST LV -2
WOFRRIHE 21T > T\ D Z &,
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7 NET R EREBE IR ET A Tho T, ERIFIREGH% 2 FOIFHEAZE T L
72112, 34ELL Eo/NERZIEORRIMER N3 ELU o7 he— M RERZ ST LILX—2
WROEREIHE 2 & 6 FELL FOBIRRBRZA L TN Z &y

2) ARHIRG-RTOTEFE DRI
7 6L DT NE—MEREREETH ST, AFIBEGRIICAT oA RAHE (A ke 77 TR
PLE) gk =a—Y IHENAIRAIT - 2 1B (4 BRI U7 > TR WEEIT
F o)
A4 6L EDOT PE—HEEREBE TH - T, AFF GNP E A X I VI IHT LV —3K(Z
X DNARIGIR & AT - T2 1R (2 8 RBEERG SUIAT > T WA 1T O H)

3) Bkl o7 E—MHEEREEICEGTH5A . BERIEEMEORN E LT, WIZEIT HTXTO
HEOME, 72720, 7EOAIZOWTIE, ARAIRGB 2 Haio b ARKIBGRIGE o 3 HIFAT
DIEZTEHRT L L,

T % 9B VAS XIEF 9 EE NRS

A PyHLAaT

7 EASI A=7
4) 6 Ll B 13 RO 7 b E— SR BF RS T H5E . EAGEEORR E LT, RIZEIT S
TRTOHEBEOE, 72720, TIZ oW T, ARAIBGBLE 2 HAl) DAKIERGAE o 3 HRE4E
TOEERETHZ &,

Vo =t

A4 EASI 227

(Gfe6H S AH21 B fRIEEFR 052152 5)

3 FrR FHEE RO —HSOEICHE S HEFHIZOWNT
IF—HETHEH60mg > o
(1) AEFNIIREY A~ T7TH-AITHY . KEF OB CHERZIT> TOLEF I L TREEH 2T 72
Brerid. MM O FE L (VR 20 FRIRAETBE S5 59 5) BIRE—ERDRSRM R (T
MEREHGER) L o,) KaES [C101) fEEH CEFBSEHE A RETCE 50 THDH &,

(2) ABFNIEAG —HEOF v b TH LoD, EREEEX3ES [C101) (£ H CIEFEEEHE
ERET D6, ERAEEKSES [C151) EARNRIEETER20VWEDTHDL Z L,

(FfS4ES A31H RIEFK 053153 5)

(R R B e OVERAB R I OV R L U | R S & AR 5B K AN E 0 5 3R FIESE O —#idi E 25 (2D
T) (BF545 H 31 BFHTREZT 0531 453 5) OO 3 Z2KD L HI12tkd b,

72720, S 412 A 31 BLaEGC, R 5 1EOKGRF IR — A HAGRET O A 2 VW TITh - iR
BT 2EHDOEOEEIZOWTL, RBIEAOBICE Dz vz LET,

3 R FHES RO YR ) EFHIZOWT
RTF—HETFEM60mg >V Y
(1) AFNTRE) XA~T7RATHY, ARA OB LEHEZITH> TV EFICK L THEEEH 2T
Yreid, 2 O FETE CEk 20 FRAE 5788 SR 59 75) BIERFE —ERRRmE A sE (CUF
MERLGEFE Ev),) KoEs [C101) AEHCHEHEEEHEZ2HETE2b0THD Z &,

(2) ABFNISHTEAZ AR DOX v N THDHD, ERVEEERSES [C101) EEH OEFRYE
BHEZHETET 256, ERSEEXSEES IC151) FEAZME RO TC153]) HEAZSHESEHINE X
RETERWVWHLDOTHDZ &,

(BFSE1L A29H HRER 112951 %)

2 FEAGIEHED —FRSIE I S B EFEEIZOWT

R TF—HEFEH 30mg /N1 TV
OA&EAZ [BEAAIRE CORA T S E8EEZ ] ICTHWASAIL. REFIOZE TN T, TRANC
DT D+53 72 55 & IR B OTE R O FN - B2 b OEMNEHN T 52 &, ). £72. 2RIz
WCBET 2 ERICBW T, TERFOBETA NI A4 VEE5E I, BRIERE RS RBIZE SV TR
DREJEHRB L DERZITHZ L, ] LENTNWD Z EnD, FEEIMEES ORM L ORI L 72 ER
Db LT, RYF OG- EE) & W S DEGNIHEH LIZGEICRVBEETEL2HDOTHD Z L,
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QOARA|Z THEFIEE CRORAR 0 kG E8EEES | ICHW AT, eI BRI 2 EICE
W, M7 RS OEONEZBHE L, BERBRICEAAN DB 052 5B LT-
LT, AT A FAHBIEOTRIESNRAFI R OPLE A X I VHIEOHR T LV —HNZ X DY) 275 %
—EHRHEAT L Ch., BTS2 TR TDIRENLH L, BEOWMNMIC R SEEICERETSZ L,
EENTWHDO T, KEIF|I OB GBI Y 7= > Tid, IROEIE 2 2RI E O R EM I8+ 5 =
s

7 OBETRIRE L UCHEA LT 2 3KA o b4 R OVE IR (BEfFIAH# & L TRl 2 H L CuZan

AT OFLH)

A B 5 BRMERE O FEB ST EL

v 5B O IR AL

 BH5BRBKOZ O ERaT
QOARBIANT, THRFEEER] OF 10 56 1 BICHET 2B 20 555 2 5 b R OYEHELHES 20
KFEI T NOEAFBRENED DRBRENHKGT D ENTXHENETHL (T X~ 7 A
WM T o0, TR O EE L] CER 20 AFRRAG B SR 59 5) BIERE —ER SRR
BEX &S [C101) fEEH OEFREEIEEHIFAE TE RV &,

(HFf6F5H 21 H fRIEF 0521 551 5)
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NG S F—HR FEM 60mg >V > 2Bk [20210802-1001]

FENERE : R F— AR A 30 mg 31 TV ZEMRER [20240222-1001]

FENEER : S F—HETEM 60mg >V > iR Oz EMRER [20220422-1008]

KPR : X F— AR TR 30 mg /3 A 7V VRS O EERR [20240222-1002]

FERNER: IF—TRTFTEM 60mg vV Y EFERAKROT b — PR REE x5 & LI

B GaR (2022 4F 3 H 28 H7KFE. CTD2.7.6.1) [20220224-1002]

FEPEERE . X AR TR 30 mg S TV NRT b B VRS REE A5G L LIS AR LRI

HaABR (2024 43 J1 26 H/&ARE, CTD2.7.6.1) [20240222-1004]

FEANEEE : S F—H BT 30 mg /A TV KEEIVERES BB TR S 58 I/ FR sy = iikise 452 5-

Bk [CTD2.7.6.5] (2024 423 H 26 H7&&&. CTD2.7.6.5) [20240305-1003]

HRNER: S F =R TFEM 60mg U Y AT bE—VEEEREH 235 & L5 TAHER
(2022 -3 H 28 HA&GR, CTD2.7.6.2) [20220228-1003]

FENEEE : STF—HETEM 30mg A TV fEEMEEZEE 2R E LcH Ta MR (2024 4

3 H 26 HA&R, CTD2.7.6.4) [20240222-1003]

FENER: SF—HETFEM 60mg vV >y 7 hE—MEREREE 25 & LB LE R

ke G-akliR (2022 47 3 1 28 HIKRE, CTD2.7.6.3) [20220228-1001]

FENERL: I F— TR THEM 30mg N1 7 v /NET b E— M RERESE 2 x5 & LI ENEIFET

/= Wifkie i G-k (2024 45 3 A 26 A7KER. CTD2.7.6.3) [20240305-1002]

HNEE: S F—HETFEH60mMg >V vy 7 FE—PER R R 25 & Lz 8536k (2022

53 A 28 A&, CTD2.7.6.4) [20220228-1002]

Zhang Q, et al.: Cytokine Growth Factor Rev. 2008; 19(5-6): 347-356 [11111111-0005] (PMID : 18926762)

Nemoto O, et al.: Br J Dermatol. 2016; 174(2): 296-304 [11111112-7406] (PMID : 26409172)

Oyama S, et al.: Exp Dermatol. 2018; 27(1): 14-21 [11111111-0086] (PMID : 27714851)

FNERE . ITF TR TEH 60mg vV v FEBEERER « 20 ) 2 BAHT 238G (in vitro/in vivo)
(2022 43 A 28 A&GE, CTD2.6.2.2) [20210802-1013]

FENEE: S F— TR THEMH 60mg >V > EEARIEHER 8 5508 (2022 423 H 28 H KR,

CTD2.7.2.2.2) [20210802-1022]
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61)
62)
63)
64)

65)

R . S F—HEFIEM 30mg XA 7L ERRIRBEAER « BAEIBE 58k - ROE B G BR (2024 4F

3 H 26 A&, CTD2.7.2.2.2) [20240222-1005]

FNER . IF—TETEH 60 mg U ¥ BARIKERE - )KEHR 5B (2022 423 A 28 HK

8, CTD2.7.2.2.2) [20210802-1023]

FHNER: IF—TETHEH 60mg >V > ERARMEHERER - FH4ER PK fi#4T (2022 423 A 28 HIK

7. CTD2.7.2.2.3) [20210802-1021]

FENEEE 0 I T — R TNEH 30 mg /N1 TV ERARSEEEER - REER PK fENT (2024 423 H 26 AKX

78, CTD2.7.2.2.3) [20240222-1006]

FENEER: STF— T TFEH 60mg vV >y BRI - 3Kp@hae . WU (2022 453 A 28 HK

78, CTD2.7.2.3.1.1) [20210802-1015]

FENERL: I F—HETEM 60mg >V ¥ SEYEREaER « WIL (B =2 A %) (2022 4-3 H 28
H&GR, CTD2.6.4.3) [20210802-1014]

HWNEE : S F—HRFEM 60mg >V >y RYEhEeRER oA « ko (W=7 1Y)
(2022 4= 3 H 28 H7/&FR, CTD2.6.4.4) [20210802-1016]

FNER . ITF TR THEH 60mg >V > EWEhiEakx . o040 - pRmEsxR (1 =2714%n1)
(2022 43 H 28 H&FR., CTD2.6.4.4, 2.6.5.7) [20210802-1017]

FENEE: S F—H R TEH 60mg > U v Syl Jat : Lt ow (=21 %) (2022

3 H 28 HKZE. CTD2.6.4.6, 2.6.5.7) [20210802-1019]

FENER . ITF— TR THEH60mg >V v FRARIKEERE - SEmEhRe . 3 (2022 423 A 28 HK

7. CTD2.7.2.3.1) [20210802-1018]

FENERL : SF—HETEHA 60mg >V ¥ BRRIKBERER . JKEIRE « PRt (2022 423 A 28 HIK

7. CTD2.7.2.3.1) [20210802-1020]

FENERE : ITF— TR TFHEM 60mg >V v BRRIKBERER « WIRPEZR OFAG (2022 423 A 28 H

KGR, CTD2.7.2.3.3) [20220224-1001]

FENERE . I F A FHEM 60mg >V vy SREEEER 222 ME3RERER (2022 453 A 28 HIARR,

CTD2.6.2.4) [20210802-1009]

FNER: S F—FRETFEM 60mg >V >y FEEER - RIRIRIERER . & N ROV Fey 2K

~OFEEIEME (invitro) (2022 423 H 28 H&AFR, CTD2.6.2.2.1) [20210802-1010]

FENER: I F—HRTIEM 60mg >V > SEEEER : BIRAVIEERER : & b Clq ~DOfEETEME (in

vitro) (2022 /-3 H 28 H7KGR, CTD2.6.2.2.1) [20210802-1011]

HNEE: S F— TR TFEH 60mg U vy KEHRE  BIRASEEER : ADCC 5, CDC JEME K

O\ direct cell death FFEAREDO RN (in vitro) (2022 43 A 28 H/&KRS, CTD2.6.2.2.1) [20210802-1012]

FENER: I F— TR THEM 60mg >V Y FERER MR EEERR (=271 %1) (2022

3 A 28 H7&FR. CTD2.6.6.2) [20210802-1007]

NG SF =T TEH60mg >V >y bR . KERGFEERR (=719 1) (2022

43 H 28 AR, CTD2.6.6.3) [20210802-1008]

FENEERL : SF—HETEM 60mg U v HERER - BEEMERBR (2022 4 3 A 28 HKGR.

CTD2.6.6.4) [20210802-1004]

FHNER: IF—TETEH 60mg v U v BMERER - SAJRMERER (2022 4 3 A 28 HIKRR,

CTD2.6.6.5) [20210802-1002]

FENEEL . I TF—HTETEH 60mg U v BB - AR AEHEERR (W=7 11%1) (2022

43 H 28 A&, CTD2.6.6.6) [20210802-1006]

FHNER: I F—HRTFEM 60mg >V >y mtEER . FETig R (743 %) (2022 43 H 28
H&RS. CTD2.6.6.7) [20210802-1005]

HNER: S F—H R FHEH 60mg vV >y 3k« 2 oftho @RS (2022 43 H 28 A&,

CTD2.6.6.8) [20210802-1003]

2. ZDHDSELH
AR L
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ERRIE S AR (RMP EHS)
» DEIEEA A A R
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BT &R
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SF—H.RTER60mgIUYY

FSUT—- TSI —-
aOwgA OwJB

\

Vit ;-

SERDRFR A (kRN Tak
Thad vy () \
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FEFry T (E8) VUVIEE  FIRFPUVS TR
L | | |
UL FSoPe—
o — — » \\ FueT) - -, \
BERFCEENSF1 7L Fron— | D SHEE LS. 28istE
YUY (DCS) #BUHL. DCS KU O IFTLIEEW
EHISHCEENBRLNESRLIEETN SUVUSEREE FICUTH S ES SRR EIU VY
N — SEERIC. D EEIDA BT AHBAS . BISB<1ES
C a7 wAN=2 = by A2
T ®HEH 274~ 1/242F (13mm) FCLODEBLED,
WEHBICIAHOTLREVED | e7)La—LE e
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