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(57) Abstract: In a non-limiting embodiment, a pharmaceutical composition for the prevention and/or treatment of atopic dermatitis
is provided, the pharmaceutical composition containing an IL-31 antagonist as an active ingredient, wherein 0.1-1000 mg/body/1
day-12 weeks, preferably 0.1-1000 mg/body/2 weeks, 0.1-1000 mg/body/4 weeks, or 0.1-1000 mg/body/8 weeks, of the IL-31 antag-
onist is repeatedly administered in equal amounts at the same dosing interval to a subject who has contracted or is at risk for con -
tracting atopic dermatitis.
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Bl # &

FEADHZ/R -

|L=3 179X 2BHHDELTERETS. 7hE—HREX

DF R KT,/ XX E5R FH EZEH R
P filg 43 BF

[0001] SERREMND—ERICEWT, AXBERIE, IL-31T7U9 TR N 2BYRD &
LTE&ET S, 7hNE—MEREROFHARY XISEEREEERI R E
ICEY %,
B Rl

[0002] 7 hE—MREXIE. T, B BERLEOAMRIKICE > TEZICTIE
FBIH2&PHON. ZHOFEOHH® LLIIEBIREEZEWAREEER
S2TW3, 7hE—HERBLAIE., REORKE. D3N, Xk, BPE2ET 2
KETHY., FEH (FIF) +RBHUETIEHOREERETH D, ERICH
RINBIEEBERLAVY, [IEIHMEPTLILF—MHEK FLILF—
MEERAEEBILYTVWTLILXF—FE (7 NE—FRA) OLIC, #Ka
BRABAMO > TRETZEEZIOLNTWVWS, 7 hE—MEREBROREAH
ZZALIRREREICIFBIAINTWRWD, B THRE. HEEKRHD BV
IS AEERE EICFEET BFce SRMAEDIGEIC K 23RE. KU EFNICH D FEL
DOFER. ThAICEE LY A MAa4 > (IL-4, IL-130 IL-5%) &7 I AL A
FA4I—49— (ERYIY, ZOMZVE) OERPBEIELIEHNEEEE
AbhTWa,

[0003] 7 hrE—MREROBEEICIEK. X704 K, MIEAYIVE FOMO
REMEEDM. WA (EARAR) ZRHAT 2PIVARESEABICEIONTWS
o LDOLANSL, CTNETOBREETIE. #H, 1 HEE., XE28ALY.
HDWIE, BEBMIIBGLATNIERST, BOMASNCEGTNHRE
BERYBTEL, T, RAREEDIZES. BIC1~20% O@RENINE S
BYE, BEOBREESEEEAYETE L,
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[0004]

[0005]

[0006]

T, PhE—MRERQEDERRICHITZEFDRIEIF. EXASYIVE
DOREDHICEDED TRV ENREINTEY GERFEHFXXHENT) . #
TR VERAFICE DK 7 NE—MRERDEEFIOREFENM G IN TV S,

IL-31 (Interleukin-31) (&, THIRRY A bH4A 2 THDB, IL-31%BFFK
RBIFLERNS VRV IZY Y - ITATHE, ZOEPT7 MNE—MRBRICEE
Ll 2 EERKERDRET 2 EPMONTWS GERFEFXE2) . £k
IL-3AEE T B2 RMAIE. IL-31RA (Interleukin-31 receptor A) &O0SMR
(Oncostatin M receptor) AT OF A I —THBDIENREINTEY (
Rk 1) o IL-3MREBEZERGEN L THIRRICY V7 FHILERZ %, 7 h
E—MREXRBEOIEELALREICEWVWT, £ MNL-3IRAOHERBEAFTHE L TWL
ZIENBEINTWVWD GEREFER3) &

INETI, IL-N7PUH T 2AVWTT7 FE—HRERFTIEENIC
SYELBZEIEDHREEZHAZY ., BWEINLIENMRFEINTWVWS, &
foo IL-317 09 T2 b & LTOIL-31FAE P IL-31RAFRFIFL A AR E X
nNTWws (EFxm2~16) , LAHL. 7 hE—MREAEREDIEICS
WTIL-319 /R EPmRNADEIR L RIVAEF L TWB EDW|ENHZ—F
T GERFEF@t4. 5) . PhE—MHERERBEEBBERAOEBICHSWTI
L-31TORBL ARIISEWERShABRWEDHREL H 2 (RFEFXE8) o
FeATHR AT SCHR
R SCER
REEFSTAERT : W02004,/003140
FEEFSTAR2 : W02005,/079566
ReEF SRS 1 W02006,063864
R EFSTAERS : W02006,/063865
RS SRS : W02009/071696
RS SCHRG : W02006,088855
R EFSTART : W02006,/088955
RS SCHRS : W02006,/088956
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FEADOBE
FALNFRL LD & T 2RE
FERMEME—RBRBRICEWT, FRTOENIE. 7 ME—ERERDT
FERC/ XILERICNT 5, JYBRNBREL I AY &55TE) ICED
CEERHERMEERHTZIEICH D,
FAERRTBIDODFR
FEREME—RBRBRICEWNT, RBESIE, FLELERBFICEDKT
NE—MEBROFHARY/ XISERAEZERYZRELTELN 2
NICHRTZ &L, BEORORABAEVCERGEEZERL T, 8F
DOLDOMEICEYEMTES LD, SYDRHBEBEL I AV EIFERL,
RFICOEYSGEMEREZRE L TE L,
TR, BRI ZEIIREDT NE—MERBROBEETILERTE
b ofe, FYUMRMBERELIAVERK L,
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[0010]

FEREN R —ERERBHRICE W TARBERIBUATICET S :

(1] I-N7PYS T b2BAMHAELTEET S, 7 hE—UERE
ROFHAKRY/ XILERAEREMERITH > T,

BISEIL-317 >4 T=Z Mk, 0.1mg~1000mg/body/25&. 0.1mg~1000mg,/bo
dy/48B. Xid. 0.1mg~1000mg/body/8IHT. 7 bE—MERERICESR L=,
XiF., BBLTLWRRBNOHIFRICEEN ODEA—DRSERTRERSEX
N, EFRBEED,

(2) ®IERIL-317 Y49 T=X bid. 25mg~100mg/body/4BTHRE XN D

(1] ICEEEHDEZEHER,

(3) ®IERIL-317Y49 T=X bid. 50mg~100mg/body/4BTHRE XN D

(1] XiF (2] ICEEEHDEFEHER,

(4] I-N7PYST_b2BAMHAELTEET S, 7 hE—UERE
ROFHAKRY/ XILERAEREMERITH > T,

BIEBIL-31 7> 4 T2 Mi&, 0.01mg~10mg/kg/2:8. 0.01mg~10mg/kg/458
. X, 0.01mg~10mg/kg/8i BT, 7 hE—MEEBRICEZ L. Xk, BR
LTWBBNOHEIHRICEFEHN DEA—DOBRSERTRERSINDS, EX
AR,

(6] RIBIL-317>YHT=X M, 0.2mg~2mg/kg/HBTHRE I N B,
(4] ICEEEDEZEHER,

(6] RIERIL-317>4T=X MiE, 0.5mg/kg/4HBATHE I D, (4]
XiE (5] ICEEHDERMEKD,

(7] 7ME—MEBRICE>TELZZEDEEOFHRART XIEHE
BAD., (1] ~ (6] OWThHI—IRICEHDOEZHERY.

(8] RIBZEDHEEICL>TEITRIINIERREEOREAD., (7
) ICEEE D E S,

(9] RIGEEEEOXRESN/AERNLREFZ TCORBEZEMNIES28
D, RO/ XU, ERERN (BEREZEEIZ TORE) ZEEIE2200,
(8] ICEEEDEZEHK,
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(10) ®IRBIL-INFUYHY TR, L3NV TFIVERET AT
Hd. (1) ~ (9] OWThh—IHICEEHEDEZMBRA,

(11]) RFIEEHGED. IgR2OHEEERFEEINOT I/ BERKE S H,
LTI/ BEREKRRIRAYIGOHHEE BHEFERS (BHNES: 15) II8
WTHILIC TN S VB (EUF VN V) &EH.

Z ZT. RIgcHAlE. RIEE419NI D7 X/ BEEUANE T I/ BEIIAE—
THDRAVIGRZOHEEEBPEIN 2 ECSRNAF LB LT, BALAM
FHRNCEEART. (1 0) ICERHOEZMERY,

(12]) gIEINMEIE. BIERMLICHITETIVLY I VEEADT X/ EEER
ICE2EER (pI) OETICLYIBRLANEFEEHERT, (11)
ECE D EZEAR.

(13) BIRMNMOT7I/BEEUNIEA—TH D RABIIGC2OHEE
BHEBENESUCSRNFESCERERY E LR L T, BALLLEHY
BHZRMET 200, (1 1) XiF (1 2) ICESOERER.

(14) RIEHREDLS. VR Sy b RETHFOVWTHOIL-31RAIC
WL THERERMEETRIAWL, [(10) ~ (13] OWTFhHh—IEICEEEH
DEZEME Y.

(15) RiEHRED. MIL-3NPMAAE L IERIL-3RARIAETH 5

(10])] ~ (14]) OWThH—IBICEEEDERMBER,

(16] RIEHMIL-3RARFITIAD,

(1) BEHES : 1ICEEEDCDRY, EEHIES : 2/ICEEEHDCDR2, & L CEESI
#FS : SICEEHOCIRIZSUHFERI LM, ROTIC. BEIIES - 4 ICEBEHD
CDR1, EEHIZES : 5ICEEHEDCDR2, H L UEFIES @ 6 ICEEEHDCIRIZZLL
SRR % 2 OTIL-31RATLE ;

(2) BLIIHES : 7 ICRBOHHETEMRY., LU, BHES : 8ICHHODL
SHAIZ R % EOMIL-31RATE ; i,

(3) EEHES : QICEEHOHHE., LT, BEHNES: 1 OIKEHDOLEEZS
CHMIL-BIRAFOWT N TH B, (1 5) (CEREDEZMERA,

(Z
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(17) 7rE—HEEBRICLIYELD. RiF B B, ZE B
WR. RUBEEINLLQZELYBIRINZDRCES 1 DOEREISEIT
270, (1) ~ [16) OWTFhh—IHICEEEHOEFMEMRM.

(18) 7HrE—MHEREEDN. AREERICHERTSS LIEBEMHED
BV, REEXIZEEDOT? hE—MREXRTHS., (1) ~ [(17] OWT
NN —IEICE B O EZAARY.

(19]) ®mIEARBES. ABRT0O4 REIXEHABRANLYZ2 - Y
BAEHICLZBETHD. (18] ICREDERMEMR,

(20) RIEIL-N7PYHT=RIPETFHESINSD. (1] ~ [(19])
DWW —IHICEDE O BRI,

(21) RIB7hE—MRELES. I3V TFIICRERTZ 7 bE—
HEXTHD. (1) ~ [20) OWTFhH—IHICEEEMOEZMERY.

(22]) HABRXTFO4 REXBABAN S =Z2—") VEERIEHAT S
fo®, (1) ~ [21]) OWTFhA—BICEHOERERY TH> T, Bl
RIL-3NT7YH TR M, FIEEABRT0O4 REIIGRIEAB ALY Z2—
) VRBREFIDOKRSE (BfFED) . 85 (Bh) SRR XEH5% (B6%
) IK/EINBEERHHET D, EEERY,

(23] ®IRBIL-3N7Y4 TR b ERIBARRTOA REIXIZRIZEHA
AN Za—) VEHERENIBERIEEARFICKREINS &2 FHET 5,
(2 2] ICEEHOERMBR.

(24) RIBABRTO4 REIXERIRARALYZ2—Y VHERA
AIRIL-3 7S IR MEHBLTHESTZ I &ICEY,. ABRF7O4 N
XEABANY Za—) VIHERIOEF TOMGERS (BF) RBELELT
. FIRABRZRTOA REIXIFFIEAB AL Za—Y) VEEFOHAROF
58 (BfFE) 2RV TES, (22) XiF (23] ICEHOEEBERY,

(25] (1) ~(21]) OWFhH—HICEHOERMBEY & B R
TO4 REIXIZABAILYZa—1) VEHEHR & DOHEAEDHE (combination)

(o)
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(26] 7HhE—MRERICEBRELEL XE BELTWEERNOHD
WRICIL-NTF VA T_A N 25 T22 280 PhE—ERBROFR
RO/ XILEEAETH > T,

BISEIL-317 >4 T=Z Mk, 0.1mg~1000mg/body/25&. 0.1mg~1000mg,/bo
dy/48B. Xid. 0.1mg~1000mg/body/8IHT. 7 bE—MERERICESR L=,
Xid, BELTWARNOHEIHERICFEN DOA— DR SERBTREHRS T
nd. Hik

(27] 7HhE—MRERICEBRELE XE BELTWEERNOHD
WRICIL-NTF VA T_A N 25 T22 280 PhE—ERBROFR
RO/ XILEEAETH > T,

BIEBIL-31 7> 4 T2 Mi&, 0.01mg~10mg/kg/2:8. 0.01mg~10mg/kg/458
. X, 0.01mg~10mg/kg/8i BT, 7 hE—MEEBRICEZ L. Xk, BR
LTWBBRNOHEIHRICEFEN DEA—DOBRSERTRERSINS, FiE

(28] 7hE—MREROFHRV XILERDHDEZEDREIEIC
BF5, IL-3NFUSTZXAMDERTH> T,

BISEIL-317 >4 T=Z Mk, 0.1mg~1000mg/body/25&. 0.1mg~1000mg,/bo
dy/48B. Xid. 0.1mg~1000mg/body/8IHT. 7 bE—MERERICESR L=,
Xid, BELTWARNOHEIHERICFEN DOA— DR SERBTREHRS T
nd. &,

(29] 7HhE—MREROFHRV/ XILERDHDEZEDREIEIC
BF5, IL-3NFUSTZXAMDERTH> T,

BIEBIL-31 7> 4 T2 Mi&, 0.01mg~10mg/kg/2:8. 0.01mg~10mg/kg/458
. X, 0.01mg~10mg/kg/8i BT, 7 hE—MEEBRICEZ L. Xk, BR
LTWBBNDHEIHRICFEN DE—DORSERTRERSINDS, FH

(301 (i) &&; () -7y T MEBMRDELTER
95, AIEEEASRNOERMENY ; Ao tic (i) AIEIL-17r4J=X b
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% . 0.1mg~1000mg/body/258. 0.1mg~1000mg/body/4:8. XiZ. 0.1mg~1000
mg/body/8 BT, 7 hE—MRERICEB LA, Xid. BELTWERIOH
DRRICHFEN DA—DREFERTRERS T2 E2HEBRITEINELZT
. B

(3 1] (i) /2&; () IL-NFPUHIT=RMNEEBXDELTER
95, AIEEEASRNOERMENY ; Ao tic (i) AIEIL-17r4J=X b
(&, 0.01mg~10mg/kg/2;E. 0.01mg~10mg/kg/4H, Xik. 0.01mg~10mg/kg/8
BT, 7hE-MERERICER L, g, BELTVWIBNDOHHIHRIC
EENDRA—DHRSERTRERSTDHIEEETTINEZZC. &l

(32) IBIFPYHT=RbeBUERELTERTS. 7 hE—MR
BROFHARY/ XISEERERHERYPTH> T, ILHITRT NE—MRE
BRICLE>TBIZRIINIEREZEOREAD. EZFEMEMRM.

(33] AIGERESEN PMNEC—MRERICL>TELSEDEREI
LoTHIERIIND, (3 2] ICEBOERER,

(34] AIZEREEORENARISREELZ TORBEZEBEMIESL
HO, RO/ XiF, EREBR (BEREERI TORE) 2E8BEIE5200
. [(32) XiFx (3 3] ICEEHOERMERY,

(35)] 7rE—MEBROFHERY/ XILEBEEICERINDIL-31T7Y
HST=ZZANTH>T, 0.1mg~1000mg/body/1H~1258, FF L <IE. 0.1mg~
1000mg/body/2:8. 0.1mg~1000mg/body/4E. XiZ. 0.1mg~1000mg/body /818
T, PhE—MRERICBELEL. XiE, BRELTWSRRhOHIHRICE
ENOR—-ORSERTRERSIND, IL-317YS TR b,

(36] 7hE-MREBROFHRY UBBRICERINBZIL-317 Y
HT=ZZANTH>T, 0.01mg~10mg/kg/1TBH~1238. #FF L <IE. 0.01mg~10
mg/kg/2i&, 0.01mg~10mg/kg/4E. Xi&. 0.01mg~10mg/kg/8BT. 7 hE—
MRERICBRLL. Xk, BRELTVWSIRNOHIHRRICEFENDE—O
BREBERTRERSIND, IL-31T7V9 TRk,

EE (1) ~ [(36]) OVWTIHICERED 1 RIFEROEREH (element
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[0011]

) O—EXITLEAERBICHAGDLELEDE, BRMTEHBMICE DV THRMM
ICFEEY. DOXRICK LARWRY., ARRICEEFN S,

Lieht>T, HEEIE A, TPANE—EREBROFHERT XIEHE
BICEAINBIL-3N 7YY TR NTH> T, 25mg~100mg/body/48, Xi
. 0.2mg~2mg/kg/HBT., 7 hE—MRBRICBR L. Xid. BELTW?
BNOHIHRICEFEEN ODE—DIRSHEBETRERSINS, IL-3N7049T
ZAMNTH->T, HEZ7 PE—MREBREARBRATOA FRIXIEABDILY
Za—Y VEEAICL ZBEICDRA TS L RBBRMEORL, REEX
BREEDOT7 NE—MEERTHD, IL-3NFPUITZR b, | REDZHARE
fEfEtR & BEN D —BMICHAICBETE 2,

[ T oD i B4 7 5 R

[BIFEDT hE—tERE# (AD) BEEZWRE L. CIMBIXIE TSR
DELBRTRE5ZD, £OEOMERREVASICEODWVWTRLAERKTH 3,
[B2]FED T hE—MEREBRAEBEETRE Lz, CIMBIIE TS ROEMD
BET#HE5%D. HERXONEWR%E. EASIZOAFICEDVWTRLANTHS
[BI3IFEDT hE—MERBRABEERRE Lz, CIMBIIE TS ROED
RTFHE5%O, £F0E (L) omLtoaES, BEMEREEEZEE LTRL
THTH D,

[B4IFEDT hE—MERBRAEBEERRE Lz, CIMBIIE TS ROEMD
HET#HE5%O. ABX70O4 K (O34 K) OEBRE%#RLEMTH S,
[BIS]FED T hE—MEREREBEETRE Lz, CIMBIELOR FH5ED.,
MERCIMIBLREDHB AR LARTH 5,

[B6]1H =% A HILiC0.2 mg/kgDCIM33N % BE| T4 5% DIL-31FHKZ > F
TEOR %= R~ITETH S,

[R71H =04 FILICT mg/kgDCIM331 % B[O T 5& DIL-315FRH T D FE1T
FO#HernIBETH D,

[B81xAITVR - AVFUXEZALLHEBHBTETVETRT, BH. &
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[0012]
[0013]

[0014]

[0015]

[0016]

EFEUTERT : X: ETRSEATOEYE, X;: AFRIV/A—KXV B
ICHBITHEYE, X KOV /IS— MY MIBIT2EYE, FiN1FT7RS
SEYT 14—, kptFRIAVNR=KM AV MDSLRBIAV/IS— M XY bADEY)
BITEEEH, ki REIVIR—K AV MDSFRROV/IS— KXY MADEY)
BITEEEH, ko RIGEREER, k. FFREMEOEEREESR, VPRIV
NR=IAY NORHEE, VW 2 TOZBREERENES LREOREDMER
EE, K EHMEREON%OMREFBET 2MEEE, C REBE.
[E9ICIM331D & b MFBEHREHR FRERT,

[B1011 TV /8— b XY M EFILERWVWLCINBIOEBRSEDY I 2L —

AVICBITARECERBEOREREEZTRIETH 2,

[E11]indirect turnover model% FAULN/=CIM33 RS 1FEZRDEEIND E D
FEVASERT
FAEERET 57-HDOIEE

UTIC. RRTROFFE LWIHERENRERZHRIAT 5,

BT ZAERBICEBINDH W DEERIRIZ. KFTFHEOHEFIL
EREHTIEICHITD. REANICEBRONBTERENICHERLLO ELEDS
WAV P ETE. 1BE. ERFORIRICEOND Z &< KN THRBEE
T 2-ODOHE] ICBVWTHERFICEHRINTWVWDEHRAILHAARIND T
EEBHLTEHINDS,

IL-31 (Interleukin-31) (& THERAY A N h4 > THY. IL-31%BFFKIR
IEAENSVRIIZVY - IVATIE, 7RE—HERBRICELUT Z2HE
RERIERDFE L. FRMNASI>BETENRONDZRE, ZHEICEST
52 EDRMBENTWS,

b MIL-31DKBEEINE LT X /BESIE. ThEN. RefSeqEimzESNM
0010143368 & URefSeq B4R HESNP 0010143584 LTHESNTWS,

IL-31 DS E&EIE, IL-31Z2R{KA (IL-31RA) & A Y ARYFUNSHEEK (0S
MR) OATFOSF A T—DOFKEINS (Nat Immunol (2004) 5, 752-60) , I
L-3TRAIINRIO & I, BRODRTSA SV TN) 7o M H B &EHH
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[0017]

[0018]

[0019]

HnTW3 (W000/075314) , RS54 >/ 7> MIiE, NR10. 1T (652
7I/B8) . NR10.2 (25277 X /BR) . NR10.3 (66277 X /B, IL-31RAv4E %
Mg 3) . IL-31RAV3 (7647 X JBE) MENMONTWE A, FFE L WIL-
31RAE L TIENR10.3 (IL-31RAV4) & K U IL-31RAVZZHIZ IEZEIF B &N T
X%, & MIL-31RA (IL-31RAv4) DORMEEECHIS L U7 X/ BRECSIIE. ENE
1. RefSeqB4RFESNM 0012426388 & URefSeqB$RESNP 001229567& L T
HEAS5hTW3B, b MIL-31RA  (IL-31RAv3) D#ZEEECHIH L VT I/ BRECS!
IZ. FNEh, RefSeqBERFESNM 1390173 & URefSeq 43 ESNP 620586 &
LTHHOENTWS, £/, & NOSMROKERECTI B L7 = / BRECTIIZ. %
NEN., RefSeqZsRZTESNM 0039993 & VRefSeqEHZESNP 003990 L T
MonTWa,

ABERICBFRIL-N Ty TR b EE, —BRICBWT, IL-31T& S
THIZFRIINDIMERY T FIVEEZIFIH D WNIEET 5{LE5 % Bk
L. ShIIL-3Y T HIVERET 2LEMEEVRIZIEETES, TO
EOBRMEEMIRARICEET2LEMTH>TELWV L, ATHICERT N
FAEEMTH->THE LW, T, BOFEEMTH>THELWL, 42/%0
BOLIBREAFLENTH>TH I,

MREAICEET BIL-311E, MBRREICEET 2IL-31%28F (IL-31RA&0S
MROAFOYA<T—) ZN L THERNY JHIVGRELZSIZRIT IS
NTWws (Nat Immunol (2004) 5, 752-760) , IL-31ZREDOHIEN KX 4
VICIL-3EA RX A U AEENTHEY., ZIKIL-3AEET S &, IL-31%
BEDIIFBEICEENEIY., ZOR/RE LTIL-IZEEOMAER KX 1
VNIRRT FIEENREBEINS,

HBEEMHIL-BIL TFINEHETEHNEINE, H2—D2DHEELT
. FOEYMDIL-NEIL-BNERAEEDBEEEBETEINEINERANRSL
EILLYHERT B ENTES, TOLOBAEEZTOIEOHDAEE LT, E
LISA 70 —H4 "X N)—%2FABLET7Yy A4, KBS XEVHIFEEZF
ALET YA REEBIFRIENTED, FIZIFELISADBEA. JL—hE
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[0020]

[0021]

ICIL-312A/E (F7/2IXIL-31RA) UV EEEHRIEL T, 2ICEET 3]
L-314 VIV BOE%R, BREBRINARIL-3HEREDZRAGETHRET
2£02BFR%ZAELT. ZIIKEMERMLUAEBEIC. REINBIL-314
VINJEOENRDTEINEDIDERNET S EICE>T. HEEEMHIL-
NEIL-NERAEEDFBEEBEE LN E I D EFTMT 5 ENTE S,

T, BIOAEE LT, HBIEEMHIL-31L T FILEHRET ZHED M
IL-3AMERRICER T A SIS K o TBIZRB I I N B EEEMNZDILEY
ICLYBEEINZNE DD EZRARDL I EICL>THBRT DI ENTES,
RIESEIREMIE. MO DFRICLY EENH D WIEEEMISHETE 27E
MTHNITRICRE I AW, MRIBEEEY S VU8 ) VERIEIEM.
BLF /I VNVERRFETUREEZETLHIENTES, A RE
ICIL-3TSBHREFIR L, AL SOIL-31REBICIE U TEEEENFESI h
L0 MBEABRLT. EIIEEMERMLARZEIC, IL-831HTLYEFESE
INSMEEEEMET T2 E DN ERET B &ICL > T H&ZlbE
MNIL-B1S T FINEBRELENEI D ZTMTEENATES, TOLOA
MRS LT, EXRMICIL-INZRFERE L TV XRAOHMBEEAVWTE L
WL, ATRRIL-3NSEFZHREI LB FHBEZMEZAVTE LW,
BEFHRBEAMBEOFEREE LT, IL-3NSREEZRIBS H/-Ba/F3E%
BIFPZENTES, . IHAZFDAEZEE LT, Dillons5DXHE (Nat
Immunol (2004) 5, 752-760) ICEEED A E=RAWVWDIEHTE D,

ARETICEVWT, I3 7Yy T MPIL-3NV T F L ABEET 2 RE
 REINGWH, DRCEHT0%LE, FFELIF20% £, 30%LAE, 4
0% L, 50%LLE. 60%LA L, 70%LAE, 80%LLE. RFICHFZE L < 1390%LL
. 95%BAE. 98%LLEFRE L TH L\,

ARTICBEWT, ILBIY T FILEZHEET2LEMOEFF LWEKRE LTI
I3V T FINEHET BRIV VEERITEIENTES, 2ITOYH Y
NRUEEG, IL-NFLEIL-NSREICBENICES T 2HEEAET 29 VR
JETHNEBICIREI NV, FFELWHIE L TIEEPHERSF (Cur
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[0022]

[0023]

r Opin Biotechnol (2006) 17, 653-658, Curr Opin Struct Biol (1997) 7,
463-469, Protein Sci (2006) 15, 14-27) #ZFB &EMNTE B, iRl
ik, B/ oO0—FIHE (B A IEI6, IgM, IgE, IgA, IgDA ) . /Ky nO
— ik, WERGE BIZIEF A STE. b Meink, BHEBERE W09
9/64342, W000/61739) 70 &) | #ikBrF (Bl (EFab, F(ab’ )2, Fv, CDR%:
E) . ZEREMTRG BIARZEREERGARE) . JvYasy— Mk

FIAERYTFLYFY - (PEG) . BEMERMHES L < IEE PR EN
MEIhizfih) REVWHARIREEEEND, —A. BERSITORE L
TiZ. DARPin (W02002/020565) . Affibody (W01995/001937) . Avimer (W02
004/044011) . Adnectin (W02002/032925) & A ZIFB I ENTES, LY
FELWORIL-3NY TV EZBEET 2METH D, T I3V TFIL%E
FEET 29/ VEDRIDIFF L WHIE LT, IL-3IRADKREA R XA V% &
LY VIRTE, HDBWEIL-31ZEK (IL-31RAE0SMRDAFOSF AT —) D
BHIEARAA VEESQY VNV EEEIFEIENTE S,

AERICBWT, I3V I ERET 5HAOFE LWEKRE LTI,
IL-3NCHEET B EICEL > TIL-BIY FHIVERE Y 24 (IL-314F4n
) . HEIWRILNZERIHEE TSI EICL>TILBY T F I EZHET
it (RIL-BIZREPANRGE) 2282 &N TE S, MIL-31ZR/EH
FMFRICIE. IL-31IRAICIEAR T2 & ICE > TIL-3Y FF L RET itk

(FLIL-3TRAFRFIHFIA) . OSMRICHEE T B Z &ICL > TIL-3NY I I EHE
F DR (FOSMREEANLIA) . 22 WXIL-31RAEOSMRDAF O Y 1 ¥ —ITHE
BITBIEINE>TIL-3NY T FIVEBEET 2548 (FIL-31RA/OSMRAFT O 4
1 T —HhfliGk) AENEEND, IhSORIL-3NZREFMHREDOHTE
. B E U IFRIL-31RAFRFNIAIA R IEHLIL-31RA/0SMRA T O 4 1 ¥ — R F1L A
THY., FYFFELEMIL-BIRAFFIETH 5,

I 5% —EEERRXIEBIOEFERKRICSIT2EARARDIL-3N1Y T FIL &R
£ FIE. [gR2OHEEHEEREINOT I /BEEREEH. UXT I/
B EAFIIRATIGG2DOHHE BRIRKECT] (BLFIES : 15) ICBWTAIML
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[0024]

WKITNE IV (BUF2RN) 0 T) Z2800NMFELV., 2OL D BWER
fRi. BIEEA19RID T I VBRERUAEI T I / BEERSIHD B — T 5 RIRFUI962
DOHEE B4EHERI 4 SUCSBMA S LB L T, BALOEFEEIEERT
DTHENTHD, BOBIERLULMEAERIIE. RIEEAIMLICE T B TILY

SVBADTI/BEBRICEISEFER (pl) OBETICLIYELLINALESE
Zbnhd (REREF2) .

Liedt> T, —RERBRICE T 2AXRAROERMBRAIE. FIEE4MOT 2
JBERLUANIE—TH B RAMIGRDOHEEE BRI 2« 20 RKE S
U (BR) EXRMEARYPELERL T, BALANEFEBHEERET 2200
EZMERMICET 20 TENTH S,

COBEICBTHFE LV—REBRICE T 2RHAROIL-31Y F LA
£ 5HMAEIE. UTOVWTNHDHRIL-3IRARFFETH 5,

(1) BEHES : 1ICEEEDCDRY, EEHIES : 2/ICEEEHDCDR2, & L CEESI
#FS : SICEEHOCIRIZSUHFERI LM, ROTIC. BEIIES - 4 ICEBEHD
CDR1, EEHIZES : 5ICEEHEDCDR2, H L UEFIES @ 6 ICEEEHDCIRIZZLL
SHPIEEIS & ST IMIL-31RAIE ;

(2) BBHIES : 7ICEEHOHHETERE. BLU. ©BIES : 8ICEHEDL
SHPIEMEIS & SUMIL-31RATIE ; XId.

(3) EEHES : QICEEHOHHE., LT, BEHNES: 1 OIKEHDOLEEZS
LI IL-31RATLIE,

AEAHIE CHRTRICEEH LAWHZEETH > T B2, XRICK LARWRY
CEESR (p) s EREFEAR. XiE. ERMICAELASEEROVTH
TH>TELIWT ENEEI N, BT Tpl] &EHHIN D,

Bz, SEROEIR. HEBICAMOFEAEIAKIMLIYVRAET S
EDFRETH D, T, BRFERDEIF. BLEFHLUT I/ BECTIAEN
Y7 b7 (GenetyxF) ZAWVWTEETHIENTES, HBHWE ¥
A, Sy b UHE A X Y, B MNEOMESEBWEAOEYENRE
RBRAEML., HEEICAMOAE, Bz IE, BIACORE, HERRIEIET v 4.
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[0025]

[0026]

[0027]

[0028]

[0029]

ELISA, EIA (BERGEAIER) . RIA (RAGREAER) XIEHAREZE M
HEDHESZIETRHEATRETH %,

TI/BEE (WE) ORI TRAOMFRLHEBI BRI NHENE
CXYTVAL DY R UHF AX YL, E NFEOMBELRAVTHEEL
MOFETHEOENSRHR AT & TRIELTLW,

W2 Z DX 55 —RMEREMRIEFDEREKICHS T ZABROIL-31>
FIERET 25K, E NRTHDZ I A4 HFILDIL-3RAICK L TRERIGGE
ERTEN TR Ty b RETVBFOWTIODOIL-3IRAICH LTH (X
BMIC) RERGEETRIAWVWI EFF LU,

MAZERT IAERHEZBICLCHALONTWVWSED, FIZENAT) R—
<% (Nature (1975) 256, 495) 77—k S 4 75 )ik (Nature (199
1) 352, 624-628, J Mol Biol (1991) 222, 581-597) IC& Y E&LT 2 &A%
TES, IL-B319 VN IERIL-NZREY VN VEREEZRERE LTHAW
ik, ThSOFEICE YRIL-BRACRIL-NZEFRAE SHEUST 5
ENTES, ILHI, IhoDmAFEOHENS, LEDIL-31 JHIILEBRE
TER2EEMERBTIHAEERVWTRY ) —Z U 7%= 21E MIL-314070H
FEPRIL-NZREPNRFEERET 22 &N TE S, L3RI REFR
EDYVNIBRLAEZBICRAMOBLFIFMFEICIVRERELTE LW,
BAHRMICIE. MDY VN8 01— NI HEGETFEREANIVI—ICHEAL
T, TNEBEYRBIMBICEALLE, ZOBIMRYH I WVIEETOEE
MRS LERICRIE LAZBNOY VRV BEARBET DI &ICL YRART
22EMNTED,

FIL-31hFADFE LW ElE LTk, W02006/122079, W02008/028192%
UW02009/071696ICEBFDIMIL-31EZEIFH I &N TE S,

BREIG X naund, RIL-3IRARFIFADEF & L \WHl& L T, W02007/142
325(CECEDIIL-31RA (NR10) ik, W02009/072604(CsCH DIHIL-31RA (NR1
0) #ifk. W02010/064697(C S8 DHIL-31RA (NR10) Hilfk7aE&ZEIFH Z &
TZ %,
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[0030]

Fro. BIOFFELWIIE LT, ik MIL-31RA (FFFD) MEHLSBIFLHh, B
HEICIE. B MIL-3IRAD KX A VIRT/ XIE KX A 2% 5884 2HIL-31R
A(RRDIMAEZEITDENTES, T TE MIL-3IRAD R XA U 1& I, B
FES: 1 1ICEEOT I /BENICSITH3FBOT7I /BHILI2EFEF D
7 X /BITOMRES (LPAKP~LENIA) %39, F/ho PXA22&i3, BIHE
F: 1 1ICEREOT7 I /BEINCHITHIB8FEDT I /EBHINS25IFEDT
I /BRE TOMEE (KTEPP~EEEAP) Z\\ 5,

[REFINAWA, RIL-3RAFFIAEORTEH LY IFE L < 1. W02010/0
64697ICHEEINT WS, EIES : 1(CEEHDCDR, EIES : 2(C58H
(MDCDR2, H L VERFIES : 3ICEFHDCIRIZZLHHEE (FH) ATLMHEE. &b
WICELSIES « 4 (ICECEDCDRY, ELSIES @ 5 ICECHEDCODR2, & L VBIHIE

: 6ICEEHDCIRIZ BULEHAEMRIEZ ST HMIL-3RAATH Y, I HIC
FELIE BIES : 7 ICREBOHETESEE. L OEIES - 8ICEH
DLIR (FEH) TEBEBZSOHMIL-3RARMGETHY .. FICEFF L <& B3
FS : QICEEHOHHE. L URIES - 1 OICERHOLIEZ SOIIL-31RA
HBTH2,

F7/. COROEEDHEE L TIE. Kabat 5D AL (Sequences of Proteins

of Immunological Interest, 5th Ed (1991), Bethesda, MD) . Chothia
MD7E (Science (1986) 233, 755-758) . HiE —infkDiEfst (Contact) %8
BICED<CAHE (U Mol Biol (1996) 262, 732-745) & AESNTWS,
BEMICIE. BHEICLDRIZUTOLIICEREINS,

CDR  Kabat Chothia Contact
L1 L24-L34 L24-L34 L30-L36
L2 L50-L56 L50-L56 L46-L55
L3 L89-L97 L89-L97 L89-L96

H1 H31-H35B  H26-H32/34  H30-H35B (Kabat+ >/ /31 > %)
H1 H31-H35 H26-H32 H30-H35 (Chothiat> /1) > %)
H2 H50-H65 H52-H56 H47-H58
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[0031]

[0032]

[0033]

H3 H95-H102  H95-H102 H93-H101

ABERICHE T BHMIL-BIRARFIMAEDIFE L WHlE L TR, BBAIIES @ 71
ECELOHIE AT Z4EIICE £ BCDR1, CDR2, & & UCDR3, 725 ICERIIES :
8 ICERH DL T ESESICE £ BCDR1, CDR2, &L UCDR3%Z, Fh ZhHHC
DR1, CDR2, & & TFCDR3, 7@ 5TMCLEHCDRI, CDR2, H &L UCDR3IE L TELHI
L-31RAIIAZZEIF B2 &N TE S, TDL D BIMMAEICE T HCROEZDAE
i&. Kabat 5D JAE. Chothiab DA%, MR —HuiAD#EAR (Contact) HEIHIC
BEOKHEOWT IR > TH L, FB, ThoElAEDELAFEIC
>TH L,

FEEDHEHS L PLEHZCDRDEZS, HEES L CLEHAEBE ORI, Lo T
HifE L PLEHEROEI THREINARIL-BIRMAKER LI E b= TICHEE
T BHMIL-3TRAR B IR IL-31RAFRFILR & L TERICIFE LW, TER—T
ElE. MAEDLRH L THRETHINMEOREDEBEEMDI ETHY ., FED
RYRTFROFZEIZ. BE~IVEREOTI /VBNGAS, TEN-—TO
FER. MEREZHAELERTF REEKRT 2HE. BURENRAREES
MRICEAT2HE (BIZETLF=V TN EIVBRAFvy =Y, J Bio
L Chem (1995) 270, 21619-21625, J Biol Chem (2006) 281, 20464-20473)
MR -HFEEESHRORRIILZT I AEARE, HXRBILRANOAZEICEYIT
53 &N TED (Using Antibodies: A Laboratory Manual (1999), Cold Sp
ring Harbor Laboratory Press, New York) ., AERICEWVWT, ALK
N—TIEET 5] & 2BEOIMAEIMEETIIEN—THDR & —
MEETEHIEEZERT D, EHTIRER. REINQVWSA, DA et
0%LLE. FF L <I1320%LA L. 30%LLE, 40%LAE, 50%LA E. 60%LL L,
70%LAE. 80% AL, $FICHFF L IF0%ULE, FHFFLIX10%EET
5o

Fro. IL-3IRANDIEEH* LECDOHE S L ULEHECDRDEZF. HEE & &£ UL
ARREOES. 2O CICHES K UPLEEROESTHE S N HIL-31RA
FEFRET HHMIL-3IRAMME S, HIL-3RAFRFIFLIAE L TEMRICIEFE LW, 2
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[0034]

[0035]

BEOHANEWVCHEEST I EI DL, ELISAREA#FB LARSREET v
EAICLYTMT D ENTES, BEANICE, 2BEHZMEDI B, —F
DOIRFEBEARETFOEHL T, TORGF (BHinE) OME~NOHEES
BRHTI2REZARBL. ZIILEI—ADOEBEINTWAWRGE (EERE)
HEIHALBEEHBEIEAN >LBEEALER LT, BRAGHIHEL
B IEENMADOMEANDEEEMET LTV, WA & ZEHEIE
EEWIHATDEHMTEIENATED, ARERICEVWT. AT 5RE
ERICREINAWVWD, DA &H510%UE, FF L <I1E20%L £, 30%L4
. 40%LLE, 50%LLE, 60%LAE. 7T0%LAE, 80%LA L. HFICHFE L <139

0% E, 95%UE, BRULFEET D (TALE. MADREOREEELK
TX#3) .,

AFEROIL-31Y FFIILEREY A (BIA ., HIL-31HRMAEXIEHR]
L-31RAFRAIHLIA) 20— NT BIREBEIICT I /BEINITEEEICARDA
EICLYBBIENTRETH D, ABRRTEHINDIMAEDT X /BEEEHIIC
BENDT I /BIFERBICES BIAE NRiRoJ7LyIroEnsiLsy
IIMEICEBEQTILS I VEBEADEMITEEZICLSMONLEMTHD
) ERTBGEEEHBID. TDEDICT I /VBHIBREREMINLIEZETDH
>TH, BARDIERDPLARATRTREINTWE T I /BEIICEEFND

AARICET27 hE—ERBEBRIE. BREEINGWD, FF L < IKIL-31
STFIICERT 2D, IL-3NUIL > TEIERIIND T FE—HRBEATH
>TEWL, Fl IL3NTPUYI TR MILBDFHRY/ ILEEICH LT
HEMEERT 7 NE—MEERTH> TLL,

T, AERICBITEEDFEIR., PTNE—MEBRICE>TELDEDEE
THY. REEINAGWD, FF LFKIL-3Y T HIVICERT 5 H, IL-31
ICE > TBIERBIINBITIME—MEEBRICE>TELDEIETH>TL
Wo F/. ILBI7US TR MILB TR/ XIFTEEIIT L THREEE
Y. PhE—MEEBRICE>TELDZEDIETH> TLL,
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[0036]

[0037]

Fh, PhE-MERBRIE, FIZIE. AEEHSEEDT hE-ERBEX
TH>TEL, FFELLLIEF, ARBEICHRT T2 LCIFASELQRVLWD
 BENGARBRICHRF T2 LIREEEENGWD, HEWE, BE
MEAREREZERT D ENTEAW (BRELXERELT) . RHFEX
FREFEOT7 hE—MEREBRTH>TEW, JYIFFELLIE. HRBEEICHR
A0 L RBREDRN, FEEXFEEDTY hE—EREXTH> T
R AN

BIZIE, ARBEE LT, ABZX704 FEl (BIAE, L Rk=vOov
PEROINFYVRED, EILFIA RE LIZZOFEERF) PRE
WHEIFIE LCHSNAABANLYZa—) VAEE FIaE 420U LR
L EX7OVLR) BRHISNTWS,

7 hE—MEREBROBERERE LT, ABRA70A REICHARAILS =2
— Y VEBFRICMAT, Sl YoRRRY Y AMMLFHF—K (MTX)
 XBTYFFT)Y (AIA)  HBEWE MERSIVE (RERYIVE
Bl L TREBFRAEFDATONTEY., KELE, F—HEHRAMERIIVE
EEHAMERYIVEREIIHITONES) BENMMOSNTWVWS,

FYBGHMICIK., PME—MREROEBERSE LTI RERINAWH,
UTFD &S WEEENMNMOSNTWS (7P NE—MRERDEHA RSM Y
1 EI%. HESE 119 (8) , pp.1515-1534, 2009 ; TGuidelines of ¢
are for the management of atopic dermatitis: section 3. Management an
d treatment with phototherapy and systemic agents.] Sidbury R et al.
J Am Acad Dermatol. (2014), pp. 327-337) ; Saeki H, et al. J Dermat
ol 2009, 36, pp.563-77) ,

(> oA RY V&RE (HaBx4—3))

BE. RAIKIFY70RARY) & LTIHES3ng/kgZx 1H2EICH 1 TROK
59%, ERICLYBEEERT 201 HESmg/kgZ ARV &,
Q2704 FEEIRNER ERETL FZVOVEE)

BE. RAICIETL ROy & LTIHS~60mg (SEFIDIFE 1 ~ 1288,
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[0038]

BFIDIHZE0.5~69) Z1~AEICHEIL TROKST 2, Fih. ERICEYE

HIERT 5,

(3) LAMREE
—RICEN~2EDBRENABDEBEEEDNTWSE A, EELLIES - HA KRS

1 VIFEE LW,

(HIERS I VEF (BRETLTF)

BE. RAIKR 77XV 7Y VERIES LTIO6ong% 1 H2ERAOKS
T3, BE. TRULIZERBONEICE 7 FV I FIVERES LTI
[@30mg & 1H2E], 12@UAEDNRICIEZ7 XY 72+ I VIERRIEE L TI1E60
mg% 1 H2LE A% 5T %, ERICK YEEEBRT %,
G)ZA70O4 RARK (REELETILXS)

BE, 1B~ BEZEBEICERT 5, EBRICKYEEIBRT %,
B)ZFO4 RARF (BBELOI4 K)

BEIH1 ~BOEEZETT 5, ERICLYEEIERT 2,

(M4 o0) LAEH (®WRLTOMNEY D)

BE. RAICIETEI~20, BE%ZJBEICERT 5, 1EHLY ODBRHEILS
gEzTET 5,

@ EXsnY LAREA ("KLY TIV)
BEIVH2OEEZ*RBMT 5, ERICLYETERYT 2,
—ERHEREFRICBVWT, ABEROIL-3M 7Yy T2 b (B2 IEHRIL-314 4]

TR F 72 IZRIL-31RAFRRIFR) (&, ESRDOEEFEORERELAFESHBLT

BEINTHLW, REATROIL-3M 7Y T ME, BlzE, ABA70O4
REIEHBANY Z2a—) VEEFIEHBL THREINTH L, H=IL-

NFPUHT=ZME, ABRTOA FRIXIEARDIL Y Z2—) VEEFOD

%581 (BFRD . BE5 (BH) LAK. XEHRER (BHHR) IS, RHRIC

BEINTHLWL, BRD T (4—-5) CIMBINEABATOA REIEE DM

AREOMR] ICERIND LI, BIIARERSEHEROPar tAHIREICIXCI

M3BTDIREICL Y 2D FERBIRDTOROONICEBOLTHEANE
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[0039]

MRH+DTIEAD > BEICBWT, PartBRRHEIC, CIM33NTINX THREH
B2 WIHEZHEOHARARTOA FRIFEEZHALTHRELELE DS, itk
MM DBRZE L RERAESYRNIEIARZT IR LN,

BE, IL-NTUIYTZRMEABITOA FRIEARDLY Za - Y
PHEF & OHAKRESID, 5IR, #5513V 7, ThEThORELOHI
FICREINT, FRFDIL-BI7 VS T2 bOEREGERE (RRd %)
EETHY. »o. RiticAEOKSHER (25 0EMR) »FELLTE
BXZIhTwhidd v, EREOFF LWRBEBKRICEWT, AETRODIL-
N7V T_ZANEHARSETEZIEICLY, ABR7O4 REIXIZABA
Wy Za—1) VEHEFOEFR TOMRGIRS () FEUBRLT, #ALT
BEINBARZATAOA REAIREHARAIL Za—Y VIHERORE (%
B) ZRVTIERS (M4) . TORPVEE L TREICREIR I NV,
HRRATOA RREXBABANY Z1—") VEEXOSEF TOMGIRS (8
) &R LT, 5%, 10%. 15%. 20%. 25%. 30%. 35%. 40%. 45%
. 50%. 60%. 70%. 80%. 90%. 95%. 98%. XIF100%FHP»> I T L\,

AEBEZATOA RFELTR, REZXIhAWS, EROaLFV Y, TV
ZR L RZVOVRETH>TIW, ARANLYZ2 - VEEFRIE L
T, RERZINGWS, EXIOVLR, 470 LRRETH>TEW

PhE—MEREBROEER (BE. PFE, EELY) & HXE A
DEEEE#E RARTI2RENT7FOJRE (Visval Analogue Scale, VAS
) . &5 FEVerbal rating scale (VRS). European Task Force on Atopic De
rmatitis {Cd& D SCORing Atopic Dermatitis (SCORAD) . ¥[E Eczema Are
a and Severity Index (EASI) . @ %\ dstatic Investigator’s Global As
sessment (SIGA)R &M, HEFICAMD, RPEXIIWRHIBEL DEHDREE
HAATIETBDDERECEDVTOEINTLL,

Bz 1L, VASIZ100 mmDESR T, 0 mmAEFEAR L. 100 mEEEINE IR
BOEHELEBEIC, AEROIPHDOBRE 2R (BE) BHH0~100
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[0040]

[0041]

[0042]

[0043]

mDEICHRTRTEDTHDET A, BIZIE VASH40 nmd £ &FIEI i
HREFEENOLEEDT7 PE—MREBRICEBLTWSEREELTH LS
C —EEERICEWVWT, BRI VASIZA ml ETH oY, HDWIE, 50
ml E&E LTH LW, BHFIC. FIAIE VRSDBEICIE. [HREEDOHIPH]
UEICDEINERNREFEEHNLEEDOT7 FE—MREBRICERELTWDS
EFELTHLWL (Reich et al.2012) | HBWMEHIZIE, EASIANOLL L
. HBWE, SIGRZOTHBLULE, HEWIE. AROEEESNFEICEOWEH
ARUEEDEADEEDEMDEGET MU L EHEINLTREFEELNS
EEO7 ME—MREBRICBELTWSERELTELL, HHVIE. EW
RIEEHD RN FRABOFZ LA LTHIHREPEENSEEDT

NE—MREBRICBELTWSERELTELL, HDWIE. T TEISFL
BHOEEE, BE. —2FLIEHEAELELEOER/ LI NREFSE
ENSCEEDT FE—MEERICBBLTVWRERELTE LW,

AEFEEICSIT D TR & REINQWVWS, FELLIEEH. LY
FELUIIHIAE (DR Zy b, DF A4X YL BIRAEH=ZS
AHFI) . EMRETH->TEL, FIFFLLRERNTH>TEWL, ) T
HoTEW, B MIRA (1I8BZUL) THoTHLWL, MR (0F~18FAK
. Bz L6 B~18@ARmaE) THo>THLL,

—RBRICBWT, KRR, Il 7Yy IR MBS & LTED.
T7hE—MERBROFHARY  XITEERAEREXRY (b, TFHAK
U/ XISEERAERMER] . TFHEIRC XIFEEREF ICEWERZS
nTHEW, ) ICET B,

PO BIEE. BEKIL-3 7Y TR ME. UTICEERT 5. FEDHRSHE
[BCTAIEDHE (58) ICTEFENODA—DESHERTREHRSINSG
ERBBIN T,

—EREBRICBEWT, ARTOERMERDIE. 7 hE—HERERICEL>T
EULBEDFEEDFHARY/ XISEERBICAVWLNTEW,

I 55 —EREERNIZHIOEREBRRICEWT, NRATOEEERYIE.
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[0044]

[0045]

[0046]

[0047]

7 hE—MHERBRICL > TEIERIINIEREZEORERHICAVOLNTD
&<, T T, AIGCHERRFEESIIF. P ME—MRBRICE > TE LS T EE
IKE>TEIFRIINTE LW, HEEEREZSOHREZIE. I, ABRHLS
REFZ TORBEOEN RO/ Xid, BEEEBEN (BREERI TORE O
BHEICE>THEH DI LONTLL,

Wo Z ) X 5MNE—RERKEIIBIOEREERICSV T, ARROEZEE
BpE. 7 ME—MERBRICEYELD. R B B, FE BEE
. RUBEELNOAZHEIYBRINDDLRCES 1 DOEREIGFIT 57
HICAVWLNTE LW,

AETO—REERICEVWT, 7 hE—UEREBROFHRY IdEEE
&, BREFEINAWA, RIS, PhE—MMEBAXIEENICHEVWELDEL
DOEEIR Bz, D8, ik B BE5. 2B &R 28, LD
BF. & LKERETRE) 22l TVLWARHRICEFNSFEHR/EELT. Th
SOMERDIBEITER T E. R/ XiE, 7 E—HEREREXIE
FRICHVWE LA DERERE L TOWAEHRICEFIEERESELT. £
NODOERDIEXIIERORIRZRAICHELET 20, FEXREZFHIESZZ
EEVWSTHLN, 7hE—MEEBROFHRT XILEEEIF. 7 hE—
MEEXETNBRE FHRT / XIFTBETEAWEETH->TH, 7 hE—
MEERICHEVWELZ2E2DEROVTNIA—DTEREINNIE. FHK
U/ RUISABRICBERATH D EHIRISREINTSH LU\,

RERINQWVWA, PIE—HERBRICEBELTWSARNOHEIHREIE

7 hE—MREBRIGBRICERELTHY., ERIBRT2BNOHIHER
TH>THLWL, HDEWE, PFRE—MEREBRICEEL TWS E DX
TREDFEMFICTFINZAO, 7hE—MEEXEREL VWD E8EDN
TWBRRTH>THLL,

—EREBRICBEWT, P NE—MEBROFHEBRIIZEICEL > TRE
IKBINTHLW,

AEBOAICSITE2T7 PE—MERBRABEERFE LEIL-NNT7YHS T b
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[0048]

DEEETFHREHRTIE, IL-317 25 TR MESEHICE W TERMEDH
ENRD LN,

PhE—MRBRIZEDZENTERLERBTRLTLEBVEDOD, X
ZERBICNET 2ERE, BELEFBICKREILFEEZRIEYT, BHICEERER
HPEBHNAERTHY., BEOEFDE (W0L) 2=&F L {ETIHEDZNRLRK
BTHY. BEREDEDLDICEERENHITFOND EMEINT WS (Zuber
bier T, Orlow SJ, Paller AS, Taieb A, Allen R, Hernanz-Hermosa JM, Oc
ampo-Candiani J, Cox M, Langeraar J, Simon JC. Patient perspective on
the management of atopic dermatitis. J Allergy Clin Immunol 2006:;118
:226-32.) , Fleo BENNEDORE, BROALLTREE~ADEEE KX
T RFHFELVWLEEDCREDFREE . BAMGEZARLEICEL L.
BH1~2EOEEREN MELDLDRTVWSEWVWDHEEHS (Su JC, Kemp A
S, Varigos GA, Nolan TM. Atopic eczema: its impact on the family and
financial cost. Arch Dis Chil 1997;76:159-62.) .

Lieht> T BIOBEKRICEWT, FXRARE, IL-317 Y9 T2 M= ERK
DELTERETS, 7hE—MREROFHARY XIZEERBERHEXD
TH>T. IHIKRTMNE—HEREBRICEL > TEIERIINSEREES DN
ERD. EXRERMICET S, HDWIE. I SRR DORBERICE L
T. AR, PThE—MRBRICE>TEIERIINZ0LOBERD. E
ZHEXMICEE T 5, SEEREEOWREIE. AIZAE, ABR»SREEX TOR
BIOENM,. RO/ X, ERER (BRE. BRI TORE) OEMRICEL-
TREDIFLONTEW,

FRMEICSVT. FENODA—DRSERTORERS . —HkE
BRICBWT, ARARICBITZIL-3NT7 ST MO THRICKEIN D
®’E5E (FOBE) & ZORICBREINZREGERE (T4Abs5, Y0R8
ZREINLLUBICREL TRSEINIHAE) &A FETHY., »D. &
5k (BRE50EMR) 2F L LTHREINDEZERLTEL, T4

5. A FEAEDRSEICIBEDRIEAEDIRS & DOFEMR. HDW\IE
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[0049]

[0050]

cnEE (R EORE) OEREDRS EntIDBEO#RGREDRS &
OERENETELL, D, AEBNFETHIIEEZEKRLTLWL, H5
WIEZBIDRBEIRICEWT, FENDE—DRSHERTORERS &I, 11
CRAE:MEAZEENER>TWVWBIEWVWED, BERGHAENEETHY. H
D, BiEAEORSHER (BRS50OEMR) Z2F L LTHSINE L%
BERLTH LW,

mg/kg*Xmg/body CEEE I N3, ABERDIL-317V 4 T=X MDHE (&5
B) . FICERDIBLS RN OFBELAWRY, FOFE&#GEHRAE S
A—CTH3IEE2EBHLTWRIEAICIE. FIOREEMERECHEADRE
EELTWRERARBRINTEL, VORELMGAEBENERD 2R
LTW2HBEICIE., MEABZEL TVWSEHARINTEL,

REINIEEER (BIAE, B5EREZIEBERE LEFEICIFE. 4B
B/) ICBVWT, B¥SERICKH LT IEra%E] 1MEWE2 I ENMEEERIC
EHRICEEI N, YEBRYUEFTTHEELEERETE 2,

—RERRICSVWT, ARTICBWVWT, RERSOOHE LTE. fIxiE
. MEARICKEVT, BEAETOHRSEZ, REIRIhAWVD, HlxiE 10
~10000E A £, &Y EAFARICIFFAIZIE, 18], 2@, 3E. 4B, 58], 6@, 7

. 8[al. 9@ 10[El 1@ - - -15@a - - -20[@, - - -25@a, - - -3
&, - - -40Q., - - -50@., - - -60@., - - -70@. - - -80[@.
- 90, - - -100[E, - - -500E], - - -1000[@, - - -10000[c],

I EREBHRINT LWL,

—EREBRICBEWT, ARATOERERYXIEARARICSIFTBIL-31T70 4
J=—Z2bO#REERE LT, ROABEEITBU E~RABEIIFI12EEUTT
HdIEMNEHINh, BENICIE. FlzE 18, 2H. 38, 48, 58, 6H
« LEE. 108, 28fE. 3:BEE. 48F. 5EME. 6ER. 7:HE. SHEE. 9BME
V0ERE. 105E[E. 128[E. 1h B, 288, XIF3ABTH->TLW, ik,
BEERIIBIORBETRT ZEATE, flzE 1HICIE~128RIC1E & 58
BWITDEHTESLL. HHWE, 1BHE~12EBEBEREHITSIIEHTES

o
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[0051]

[0052]

AERICBWT, IR5E (A8) & Hlxidng/kgbAHict. REHRERE
ICHEET HEERE (mg/body) . HBWVWRHRKREERERE (ng/m) 2ET
RLTHLLW,

PIZIE, AERICBIBIL-NT VY TZA M7 FE-—ERBRICERERL
foo g, BBLTWERNOHEIHRICH L TEEAE (mg/body) THRE
THIENBRINZHEICR., ARARIKSIFBIL-31T7 9 T2 ~O#K%E
E%. mg/kgh omg/body~NBRE L. BHLRKRSE (ng/body) ZERELT. X
RIHEELTEHELL, O mg/kgh Smg/body~DIEO Ty U & L TE
 RERINGWA, HEERFMOAYV Y VZAVWTEERELTEW, £
D&H8OY vy ID—HlE LTEUATAEZLONES :

AERICBIFZIL-IN TS T NOREBHMFFRE EHEAIZET (B
B MFHRRENMFEETIEREL. COREHBEICIERIL-3TI 7S IT=
ANMRENMMREICOIDIDLTR/OND L DI, mg/kgDi%SED Hmg/body D
BREENDEREZRELTELWV, FOLDBNRIE, BIZIXAFEH100kgKTH
XIF120kg KRB THEIRRTH > TL W, RERINGEWVWD, SHE BIZE
AEH100kgEEX 1F120kgi#B) DR RICX L Tldmg/body TDIRSEZIFAICL
YIBAIETH LW, Tk, BEEDO/NERAOKRSEIEng/body TIXBRENZ
LLIBRT ZHREMDH BIFEICIE. mg/kgTOHESERET L TH LU,

FREND—ERBERICEVNT, PrE—MREBRICBBR LA, X, &
BLTWBRRNOHEIHR. HIZIE. E FORAKRTNRICIE, 0. 1mg~1000
mg/body, A IE. 0.2mg~360mg/body, #F&FE L <id. BIZIE. 10mg~100mg/b
ody, 10mg~75mg/body. 10mg~50mg/body, 10mg~40mg/body. 10mg~39. 5mg/
body, 10mg~39mg/body, 10mg~38. 5mg/body, 10mg~38mg/body, 10mg~37.5
mg/body. 15mg~100mg/body, 15mg~75mg/body. 15mg~50mg/body, 15mg~40
mg/body. 15mg~39. 5mg/body, 15mg~39mg/body. 15mg~38. 5mg/body,. 15mg
~38mg/body, 15mg~37.5mg/body. 17.5mg~100mg/body, 17.5mg~75mg/body
. 17.5mg~50mg/body, 17.5mg~40mg/body, 17.5mg~39. 5mg/body. 17.5mg~
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39mg/body. 17.5mg~38. 5mg/body. 17.5mg~38mg/body., 17.5mg~37.5mg/bod
y. 20mg~100mg/body, 20mg~75mg/body. 20mg~50mg/body, 20mg~40mg/bod
y. 20mg~39. 5mg/body. 20mg~39mg/body, 20mg~38.5mg/body. 20mg~38mg/
body. 20mg~37.5mg/body, 22.5mg~100mg/body, 22.5mg~75mg/body. 22.5m
g~b50mg/body. 22.5mg~40mg/body, 22.5mg~39. 5mg/body. 22.5mg~39mg/bo
dy. 22.5mg~38.5mg/body, 22.5mg~38mg/body, 22.5mg~37.5mg/body. 25mg
~500mg/body, 25mg~200mg/body. 25mg~120mg/body. 25mg~110mg/body, 2
5mg~100mg/body, 25mg~90mg/body, 25mg~80mg/body. 25mg~79mg/body, 2
5mg~78mg/body. 25mg~77mg/body. 25mg~76mg/body, 25mg~75mg/body. 25
mg~74mg/body, 25mg~73mg/body. 25mg~72mg/body, 25mg~71mg/body. 25m
g~70mg/body, 25mg~50mg/body. 30mg~50mg/body, 30mg~75mg/body. 30mg
~100mg/body, 30mg~150mg/body. 30mg~200mg/body. 30mg~250mg/body. 3
Omg~300mg/body, 40mg~70mg/body. 40mg~71mg/body. 40mg~72mg/body, 4
Omg~73mg/body, 40mg~74mg/body. 40mg~75mg/body, 40mg~76mg/body. 40
mg~77mg/body, 40mg~78mg/body. 40mg~79mg/body, 40mg~80mg/body. 40m
g~90mg/body. 40mg~100mg/body. 40mg~110mg/body, 40mg~120mg/body. 4
2.5mg~70mg/body. 42.5mg~71mg/body, 42.5mg~72mg/body. 42.5mg~73mg/
body. 42.5mg~74mg/body, 42.5mg~75mg/body. 42.5mg~76mg/body, 42.5mg
~77mg/body, 42.5mg~78mg/body. 42.5mg~79mg/body. 42.5mg~80mg/body

. 42.5mg~90mg/body, 42.5mg~100mg/body. 42.5mg~110mg/body. 42.5mg~
120mg/body. 45mg~70mg/body. 45mg~71mg/body, 45mg~72mg/body. 45mg~
73mg/body. 45mg~74mg/body, 45mg~75mg/body. 45mg~76mg/body, 45mg~7
Tmg/body, 45mg~78mg/body. 45mg~79mg/body. 45mg~80mg/body. 45mg~90
mg/body. 45mg~100mg/body, 45mg~110mg/body. 45mg~120mg/body. 47.5mg
~70mg/body, 47.5mg~71mg/body. 47.5mg~72mg/body. 47.5mg~73mg/body

. 47.5mg~74mg/body,. 47.5mg~75mg/body, 47.5mg~76mg/body. 47.5mg~77
mg/body. 47.5mg~78mg/body, 47.5mg~79mg/body. 47.5mg~80mg/body. 47.
5mg~90mg/body. 47.5mg~100mg/body. 47.5mg~110mg/body. 47.5mg~120mg
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/body. 50mg~70mg/body, 50mg~71mg/body. 50mg~72mg/body, 50mg~73mg/
body. 50mg~74mg/body, 50mg~75mg/body. 50mg~76mg/body. 50mg~77mg/b
ody, 50mg~78mg/body. 50mg~79mg/body, 50mg~80mg/body. 50mg~90mg/bo
dy. 50mg~100mg/body., 50mg~110mg/body. 50mg~120mg/body. 50mg~150mg
/body. 50mg~200mg/body. 50mg~250mg/body. 50mg~300mg/body. 52.5mg~
70mg/body. 52.5mg~71mg/body. 52.5mg~72mg/body, 52.5mg~73mg/body. 5
2.5mg~74mg/body. 52.5mg~75mg/body, 52.5mg~76mg/body. 52.5mg~77mg/
body. 52.5mg~78mg/body, 52.5mg~79mg/body. 52.5mg~80mg/body, 52.5mg
~90mg/body, 52.5mg~100mg/body. 52.5mg~110mg/body. 52.5mg~120mg/bo
dy. 75mg~100mg/body., 75mg~150mg/body. 75mg~200mg/body. 75mg~250mg
/body. 75mg~300mg/body. 100mg~150mg/body, 100mg~200mg/body. 100mg

~250mg/body., 100mg~300mg/body. 150mg~200mg/body, 150mg~250mg/body
. 150mg~300mg/body, 200mg~250mg/body. 200mg~300mg/bodyZE D FH 51E
RINDZ—RDFEE%E, ARRICBIFIBZIL-NT7UyHAYT_ZANOHRESEEL
TERLT, LR LABRSERT, FE0DOA-OHRSERTRERS LT

LW, BB, BELEBITDLHICEEEET BH. HlZIE, 0. Tmg~1000mg/body

EERFINDIFA, 0.1mg/body, 0.2mg/body, 0.3mg/body, 0.4mg/body,

- - 49, 9mg/body. 50mg/body. 50.1mg/body. 50.2mg/body. - - - 99.8mg/bo
dy. 99.9mg/body, 100mg/body. 100.1mg/body. 100.2mg/body. - - - - 199,
9mg/body, 200mg/body. 200.1mg/body. - - - 359.8mg/body. 359.9mg/body

. 360mg/body, 360.1mg/body, - - - 999, 8mg/body. 999.9mg/body, 1000mg/
body&Wo 7=k HIC. 0.1mg/bodyDEEIE T, 0. 1mg~1000mg/body D fE IS

BINDHOLWBKREEN. EREANICKRBHEESICEHEINTVWS &N

EHINhTWS, LE>T, HIZAIE. 50mg~200mg/body DECH: I it 7= 24

13, BEEHND—FEMIC, HIZIE, 50mg/body, 50.5 mg/body, 51 mg/body
. 51.5mg/body, 52mg/body. 52.5mg/body. 53mg/body. 53.5mg/body. 54mg/b
ody, 54.5mg/body. 55mg/body. 55.5mg/body. 56 mg/body. 56.5 mg/body, 5
7 mg/body. 57.5 mg/body. 58 mg/body, 58.5 mg/body. 59 mg/body. 59.5 m
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g/body, 60mg/body, 60.5mg/body. 61mg/body. 61.5mg/body. 62mg/body, 62
.5 mg/body. 63 mg/body. 63.5 mg/body. 64 mg/body. 64.5 mg/body. 65 mg
/body, 65.5 mg/body, 66 mg/body. 66.5 mg/body., 67 mg/body. 67.5 mg/bo
dy. 68 mg/body. 68.5 mg/body. 69 mg/body. 69.5 mg/body. 70 mg/body. 7
0.5 mg/body. 71 mg/body. 71.5 mg/body. 72 mg/body. 72.5 mg/body. 73 m
g/body, 73.5 mg/body. 74 mg/body. 74.5 mg/body. 75 mg/body. 75.5 mg/b
ody, 76 mg/body. 76.5 mg/body. 77 mg/body. 77.5 mg/body. 78 mg/body.

78.5 mg/body. 79 mg/body. 79.5 mg/body. 80 mg/body. 80.5 mg/body. 81

mg/body. 81.5 mg/body. 82 mg/body, 82.5 mg/body. 83 mg/body. 83.5 mg/
body. 84 mg/body, 84.5 mg/body. 85 mg/body. 85.5 mg/body. 86 mg/body

. 86.5 mg/body. 87 mg/body. 87.5 mg/body, 88 mg/body. 88.5 mg/body. 8
9 mg/body. 89.5 mg/body. 90 mg/body. 90.5 mg/body. 91 mg/body. 91.5 m
g/body. 92 mg/body. 92.5 mg/body. 93 mg/body. 93.5 mg/body. 94 mg/bod
y. 94.5 mg/body. 95 mg/body. 95.5 mg/body. 96 mg/body. 96.5 mg/body.

97 mg/body. 97.5 mg/body. 98 mg/body. 98.5 mg/body. 99 mg/body., 99.5

mg/body. 100 mg/body., 100.5 mg/body, 101 mg/body. 101.5 mg/body. 102

mg/body. 102.5 mg/body. 103 mg/body, 103.5 mg/body. 104 mg/body. 104.
5 mg/body. 105 mg/body. 105.5 mg/body. 106 mg/body, 106.5 mg/body, 10
7 mg/body. 107.5 mg/body, 108 mg/body. 108.5 mg/body. 109 mg/body., 10
9.5 mg/body. 110 mg/body. 110.5 mg/body. 111 mg/body. 111.5 mg/body.

112 mg/body, 112.5 mg/body. 113 mg/body. 113.5 mg/body. 114 mg/body.

114.5 mg/body, 115 mg/body. 115.5 mg/body. 116 mg/body. 116.5 mg/body
. 117 mg/body, 117.5 mg/body. 118 mg/body. 118.5 mg/body. 119 mg/body
. 119.5 mg/body, 120 mg/body, 120.5 mg/body, 121 mg/body, 121.5 mg/bo
dy. 122 mg/body, 122.5 mg/body. 123 mg/body. 123.5 mg/body. 124 mg/bo
dy. 124.5 mg/body. 125 mg/body. 125.5 mg/body, 126 mg/body, 126.5 mg/
body. 127 mg/body. 127.5 mg/body. 128 mg/body, 128.5 mg/body. 129 mg/
body. 129.5 mg/body. 130 mg/body. 130.5 mg/body. 131 mg/body. 131.5 m
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g/body, 132 mg/body. 132.5 mg/body. 133 mg/body. 133.5 mg/body. 134 m
g/body, 134.5 mg/body. 135 mg/body. 135.5 mg/body. 136 mg/body, 136.5
mg/body. 137 mg/body. 137.5 mg/body, 138 mg/body. 138.5 mg/body. 139
mg/body. 139.5 mg/body. 140 mg/body. 140.5 mg/body. 141 mg/body. 141
.5 mg/body. 142 mg/body. 142.5 mg/body. 143 mg/body. 143.5 mg/body. 1
44 mg/body. 144.5 mg/body. 145 mg/body. 145.5 mg/body. 146 mg/body. 1
46.5 mg/body. 147 mg/body. 147.5 mg/body. 148 mg/body. 148.5 mg/body
. 149 mg/body, 149.5 mg/body. 150 mg/body. 150.5 mg/body. 151 mg/body
. 151.5 mg/body, 152 mg/body, 152.5 mg/body, 153 mg/body, 153.5 mg/bo
dy. 154 mg/body, 154.5 mg/body. 155 mg/body. 155.5 mg/body. 156 mg/bo
dy. 156.5 mg/body, 157 mg/body. 157.5 mg/body. 158 mg/body. 158.5 mg/
body. 159 mg/body. 159.5 mg/body. 160 mg/body, 160.5 mg/body. 161 mg/
body. 161.5 mg/body. 162 mg/body. 162.5 mg/body. 163 mg/body. 163.5 m
g/body, 164 mg/body, 164.5 mg/body. 165 mg/body, 165.5 mg/body, 166 m
g/body, 166.5 mg/body. 167 mg/body. 167.5 mg/body. 168 mg/body, 168.5
mg/body. 169 mg/body., 169.5 mg/body. 170 mg/body. 170.5 mg/body, 171
mg/body. 171.5 mg/body. 172 mg/body, 172.5 mg/body. 173 mg/body. 173
.5 mg/body. 174 mg/body. 174.5 mg/body. 175 mg/body. 175.5 mg/body. 1
76 mg/body, 176.5 mg/body. 177 mg/body. 177.5 mg/body. 178 mg/body, 1
78.5 mg/body. 179 mg/body. 179.5 mg/body. 180 mg/body, 180.5 mg/body
. 181 mg/body, 181.5 mg/body. 182 mg/body. 182.5 mg/body. 183 mg/body
. 183.5 mg/body, 184 mg/body, 184.5 mg/body, 185 mg/body, 185.5 mg/bo
dy. 186 mg/body, 186.5 mg/body. 187 mg/body. 187.5 mg/body. 188 mg/bo
dy. 188.5 mg/body. 189 mg/body. 189.5 mg/body. 190 mg/body, 190.5 mg/
body. 191 mg/body. 191.5 mg/body. 192 mg/body, 192.5 mg/body. 193 mg/
body. 193.5 mg/body. 194 mg/body. 194.5 mg/body. 195 mg/body. 195.5 m
g/body,. 196 mg/body. 196.5 mg/body. 197 mg/body. 197.5 mg/body. 198 m
g/body,. 198.5 mg/body. 199 mg/body. 199.5 mg/body. 200mg/bodyZE D& A
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[0053]

BRI EAFEMICEHEINTWDS Z &2 HRICEET S,

HDWNE, FREMLBIDOEREBRICEWT, 7hE—MHRERICBRL
oo XiE, BBLTWRBNOHZNR, FlZIEE bOMRICIE, 0.0Tmg~1
Omg/kg. B Z (£, 0.05mg~7.5mg/kg. 0.075mg~5mg/kg. Xix. 0.1mg~3mg/k
g. FFELL L, BxIE, 0. 1mg~0. 25mg/kg. 0. 1mg~0. 3mg/kg, 0.1mg~0. 5m
g/kg. 0.1mg~0.75mg/kg. 0.1mg~1mg/kg. 0.1mg~1.5mg/kg. 0.1mg~2mg/kg
. 0.1mg~3mg/kg. 0.125mg~0.25mg/kg, 0.125mg~0.3mg/kg. 0.125mg~0. 5m
g/kg. 0.125mg~0. 75mg/kg. 0.125mg~1mg/kg. 0.125mg~1.5mg/kg, 0.125mg
~2mg/kg. 0.125mg~3mg/kg. 0.2mg~0.3mg/kg. 0.2mg~0.5mg/kg, 0.2mg~0
.75mg/kg. 0.2mg~1mg/kg. 0.2mg~1.5mg/kg, 0.2mg~2mg/kg. 0.2mg~3mg/k
g. 0.25mg~0. 3mg/kg. 0.25mg~0.5mg/kg. 0.25mg~0.75mg/kg. 0.25mg~1mg
/kg. 0.25mg~1.5mg/kg. 0.25mg~2mg/kg. 0.25mg~3mg/kg. 0.3mg~0.5mg/k
g. 0.3mg~0.75mg/kg. 0.3mg~1mg/kg. 0.3mg~1.5mg/kg. 0.3mg~2mg/kg. 0
.3mg~3mg/kg. 0.5mg~0.75mg/kg. 0.5mg~1mg/kg. 0.5mg~1.5mg/kg. 0.5mg
~2mg/kg. 0.5mg~3mg/kg. 0.75mg~1mg/kg. 0.75mg~1.5mg/kg, 0.75mg~2m
a/kg. 0.75mg~3mg/kg. 1mg~1.5mg/kg. 1mg~2mg/kg. 1mg~3mg/kg. 1.5mg
~2mg/kg. 1.5mg~3mg/kg. 2mg~3mg/kg. 0.15mg~2.9mg/kg. 0.2mg~2.8mg/
kg. 0.25mg~2.7mg/kg. 0.3mg~2.6mg/kg. 0.35mg~2.5mg/kg. 0.4mg~2.4mg
/kg. 0.425mg~2.3mg/kg. 0.45mg~2.2mg/kg. 0.475mg~2.1mg/kg. XIZ. 0.
bmg~2mg/kg. HDWIiE. FIZIE. LYFF L <IX0.5mg~1.5mg/kgDHM S
BIRINZ—mOBRSEE. ARERICBIFRIL-N TS T MNDERESEE
LTGEBRLT, ERULAERSERT. FENDE—DHREARTRERS L
TdW, BB, RE|Z BT D7OHICHHET B HIZIE, 0.01mg~10mg/kg &
HEIN55E4S, 0.01mg/kg. 0.015mg/kg. 0.02mg/kg. 0.025mg/kg. 0.03mg/

kg. 0.035mg/kg. 0.04mg/kg., - - - 0.125mg/kg. - - - 0.49mg/kg. 0.495mg
/kg. 0.5mg/kg. 0.505mg/kg. 0.51mg/kg. - - - 0.98mg/kg. 0.985mg/kg. 0.
99mg/kg. 0.995mg/kg. 1mg/kg. 1.005mg/kg. 1.01mg/kg. - - -. 1.49mg/kg

. 1.495mg/kg. 1.5mg/kg. 1.505mg/kg. 1.51mg/kg. - - - 1.98mg/kg. 1.985
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mg/kg. 1.99mg/kg. 1.995mg/kg. 2mg/kg. 2.005mg/kg. 2.01mg/kg. - - - 2.
99mg/kg. 2.995mg/kg. 3mg/kg. 3.005mg/kg. 3.0Tmg/kg. - - - 9.98mg/kg.

9.985mg/kg. 9.99mg/kg. 9.995mg/kg. 10mg/kg&\N>7=& DI, 0.005mg/kg

DOEFET. 0.0Img~10mg/kgDEICEBZINDH WP ZIHE5EN. BEREHE
BUICABBMIZ ICEEEBINTWA ZENBERINTWS, LEN>T. HIAEFE

. 0.1mg~3mg/kgDECEICAIN - HEEIZ, BN D—FMIC, HIXIE 0.1m
g/kg. 0.11mg/kg. 0.12mg/kg. 0.125mg/kg. 0.13mg/kg. 0.14mg/kg. 0.15mg/
kg. 0.16mg/kg. 0.17mg/kg. 0.18mg/kg. 0.19mg/kg. 0.2mg/kg. 0.21mg/kg.

0.22mg/kg. 0.23mg/kg. 0.24mg/kg. 0.25mg/kg. 0.26mg/kg. 0.27mg/kg. 0.2
8mg/kg. 0.29mg/kg. 0.3mg/kg. 0.31mg/kg. 0.32mg/kg. 0.33mg/kg. 0.34mg/
kg. 0.35mg/kg. 0.36mg/kg. 0.37mg/kg. 0.38mg/kg. 0.39mg/kg. 0.4mg/kg.

0.41mg/kg. 0.42mg/kg. 0.43mg/kg. 0.44mg/kg, 0.45mg/kg, 0.46mg/kg, 0.4
Tmg/kg. 0.48mg/kg. 0.49mg/kg. 0.5mg/kg. 0.51mg/kg. 0.52mg/kg. 0.53mg/
kg. 0.54mg/kg. 0.55mg/kg. 0.56mg/kg. 0.57mg/kg. 0.58mg/kg. 0.59mg/kg

. 0.6mg/kg, 0.61mg/kg, 0.62mg/kg. 0.63mg/kg. 0.64mg/kg. 0.65mg/kg. 0.
66mg/kg. 0.67mg/kg. 0.68mg/kg. 0.69mg/kg. 0.7mg/kg. 0.71mg/kg. 0.72mg
/kg. 0.73mg/kg. 0.74mg/kg., 0.75mg/kg. 0.76mg/kg. 0.77mg/kg. 0.78mg/kg
. 0.79mg/kg. 0.8mg/kg. 0.81mg/kg. 0.82mg/kg. 0.83mg/kg. 0.84mg/kg. 0.
85mg/kg. 0.86mg/kg., 0.87mg/kg. 0.88mg/kg. 0.89mg/kg. 0.9mg/kg. 0.91mg
/kg. 0.92mg/kg. 0.93mg/kg., 0.94mg/kg. 0.95mg/kg. 0.96mg/kg. 0.97mg/kg
. 0.98mg/kg. 0.99mg/kg. 1mg/kg. 1.01mg/kg. 1.02mg/kg. 1.03mg/kg. 1.04
mg/kg. 1.05mg/kg. 1.06mg/kg. 1.07mg/kg. 1.08mg/kg. 1.09mg/kg. 1.1mg/k
g. 1.11mg/kg, 1.12mg/kg. 1.13mg/kg. 1.14mg/kg. 1.15mg/kg, 1.16mg/kg.

1.17mg/kg. 1.18mg/kg. 1.19mg/kg. 1.2mg/kg. 1.21mg/kg. 1.22mg/kg, 1.23
mg/kg. 1.24mg/kg. 1.25mg/kg. 1.26mg/kg. 1.27mg/kg. 1.28mg/kg. 1.29mg/
kg. 1.3mg/kg. 1.31mg/kg. 1.32mg/kg. 1.33mg/kg. 1.34mg/kg. 1.35mg/kg.

1.36mg/kg. 1.37mg/kg. 1.38mg/kg. 1.39mg/kg. 1.4mg/kg. 1.41mg/kg. 1.42
mg/kg. 1.43mg/kg. 1.44mg/kg. 1.45mg/kg. 1.46mg/kg. 1.47mg/kg. 1.48mg/
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kg. 1.49mg/kg. 1.5mg/kg. 1.51mg/kg. 1.52mg/kg. 1.53mg/kg. 1.54mg/kg.
1.55mg/kg. 1.56mg/kg. 1.57mg/kg. 1.58mg/kg. 1.59mg/kg. 1.6mg/kg. 1.61
mg/kg. 1.62mg/kg. 1.63mg/kg. 1.64mg/kg. 1.65mg/kg. 1.66mg/kg, 1.67mg/
kg. 1.68mg/kg. 1.69mg/kg. 1.7mg/kg. 1.71mg/kg. 1.72mg/kg. 1.73mg/kg.
1.74mg/kg. 1.75mg/kg. 1.76mg/kg. 1.77mg/kg. 1.78mg/kg. 1.79mg/kg. 1.8
mg/kg. 1.81mg/kg. 1.82mg/kg. 1.83mg/kg. 1.84mg/kg. 1.85mg/kg., 1.86mg/
kg. 1.87mg/kg. 1.88mg/kg. 1.89mg/kg. 1.9mg/kg. 1.91mg/kg. 1.92mg/kg.
1.93mg/kg. 1.94mg/kg. 1.95mg/kg. 1.96mg/kg. 1.97mg/kg. 1.98mg/kg. 1.9
9mg/kg. 2mg/kg. 2.01mg/kg. 2.02mg/kg. 2.03mg/kg. 2.04mg/kg. 2.05mg/kg
. 2.06mg/kg, 2.07mg/kg. 2.08mg/kg. 2.09mg/kg. 2.1mg/kg. 2.11mg/kg. 2.
12mg/kg. 2.13mg/kg. 2.14mg/kg. 2.15mg/kg. 2.16mg/kg. 2.17mg/kg. 2.18m
g/kg. 2.19mg/kg. 2.2mg/kg. 2.21mg/kg. 2.22mg/kg. 2.23mg/kg. 2.24mg/kg
. 2.25mg/kg. 2.26mg/kg. 2.27mg/kg. 2.28mg/kg. 2.29mg/kg. 2.3mg/kg. 2.
31mg/kg. 2.32mg/kg. 2.33mg/kg. 2.34mg/kg. 2.35mg/kg. 2.36mg/kg. 2.37m
g/kg. 2.38mg/kg. 2.39mg/kg. 2.4mg/kg. 2.41mg/kg. 2.42mg/kg. 2.43mg/kg
. 2.44mg/kg. 2.45mg/kg. 2.46mg/kg. 2.47mg/kg. 2.48mg/kg. 2.49mg/kg. 2
.5mg/kg. 2.51mg/kg. 2.52mg/kg. 2.53mg/kg. 2.54mg/kg. 2.55mg/kg. 2.56m
g/kg. 2.57mg/kg. 2.58mg/kg. 2.59mg/kg. 2.6mg/kg. 2.61mg/kg. 2.62mg/kg
. 2.63mg/kg. 2.64mg/kg. 2.65mg/kg. 2.66mg/kg. 2.67mg/kg. 2.68mg/kg. 2
.69mg/kg. 2.7mg/kg. 2.71mg/kg. 2.72mg/kg. 2.73mg/kg. 2.74mg/kg. 2.75m
g/kg. 2.76mg/kg. 2.77mg/kg. 2.78mg/kg. 2.79mg/kg. 2.8mg/kg. 2.81mg/kg
. 2.82mg/kg. 2.83mg/kg. 2.84mg/kg. 2.85mg/kg. 2.86mg/kg. 2.87mg/kg. 2
.88mg/kg. 2.89mg/kg. 2.9mg/kg. 2.91mg/kg. 2.92mg/kg. 2.93mg/kg. 2.94m
9/kg. 2.95mg/kg, 2.96mg/kg, 2.97mg/kg. 2.98mg/kg. 2.99mg/kg, 3mg/kgZF
OENMEREFMICEEHINT WS Z &2 BARICIERET 5,

ZDEIICLT, AERICEFBIL-3NTYI TR MDD, FIEQCERSER
RUREOCHE (H58) TOFENDOEA—DHREERTORERG DRERK
ELTHRE. T0.1mg~1000mg/body/1H~121B] THREINTLW, TI T,
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ABEMEZICHWT, HlAE. T0. 1mg~1000mg/body/1TBH~1281 &, 0. 1mg
~1000mgD AN SBRINZ —RDBEEL. AERICEITBIL-31T7U 45T
ZAMDREE (BIAE100mg/body) & LTERL. 1H~12BD S 558
RINBZEARO—ROBERARE. KARICBIT2IL-3174 T2 hD%
5@k (Hlxid4E) & L TGEBRLT, IRICH L TEEHDOE—ORSEMR
TREBRSINZ I ENMEEEIND, flm& LT, 100mg/body/481 &I
. 100mg/body DARRICH T BIL-31TF V4 T=Z A ABBICHRICEED
DE—DERESERTREZSIND ZENEHINTWVWS, REFI NGV
B, RRRICBIFBIL-3T7UYS TR D, FMEDHREGERRUVFAEDHE
(1 58) TOFENDPRA—DRSHBRTORERSODRERKSE LTIE. 0.1ng
~1000mg/body/2JB~8BTH 2 Z ENFFE LK. ThEFHIZIE, 0. 1mg~1000
mg/body/25E. 0.1mg~1000mg/body/4:&, 0.1mg~1000mg/body/638. X [£0. 1m
g~1000mg/body/8BTH > TL\L, H DL, 0.2mg~360mg/body/218~81E
THBZENFIYTFELL, FNIEH AL, 0.2mg~360mg/body/2;8, 0.2mg
~360mg/body/4:8. 0.2mg~360mg/body/6:8. XiL. 0.2mg~360mg/body/8E
TH>TEW, HBWIE, —fFlE LT, 10mg~200mg/body/2;B~8BTH 3 =
EHWVSFEIFFELL. FRIEHIZIEL. 10mg~200mg/body/2:8, 10mg~200mg
/body/4:E, 10mg~200mg/body/6:8, XI&, 10mg~200mg/body/8:BTdH > T &L
W, HBWE, —fBl& LT 10mg~100mg/body/2B~8BTH D Z &h' & Y L
SEFIFFELL. FNIEHEZIE. 10mg~100mg/body/2;8. 10mg~100mg,/body/
4B, 10mg~100mg/body/638, X{L. 10mg~100mg/body/8BTH > Tk, H
BWE. —flE LT, 25mg~100mg/body/4:H, 25mg~80mg/body/4:8. 25mg~
75mg/body/43H, 50mg~100mg/body/4:H, 50mg~80mg,/body /48 {£50mg~75m
9/body/4B. & %\ &, 10mg~50mg/body/ 258 X 1&20mg~40mg/body/ 28T &
>TEW, FRENL—EBERICSWVNT, FhIEFIZIE 50mg/body/4E,
50. 5mg/body/4:E. 51mg/body/4:E. 51.5mg/body/4:8. 52mg/body/458. 52.5m
g/body/4B. 53mg/body/4:8. 53.5mg/body/458. 54mg/body/43E. 54.5mg/bod
y/4:8. 55mg/body/43E. 55.5mg/body/43E. 56mg/body/4:E. 56.5mg/body/4:8
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. 57mg/body/43E. 57.5mg/body/43E. 58mg/body/43E. 58.5mg/body/4:E. 59m
g/body/4:&. 59.5mg/body/43E. 60mg/body/43E. 60.5mg/body/4:E. 61mg/bod
y/4:8. 61.5mg/body/4E. 62mg/body/43E. 62.5mg/body/4:E. 63mg/body/4:8
. 63.5mg/body/4:E. 64mg/body/43E. 64.5mg/body/43E. 65mg/body/4:E. 65.
5mg/body/4:8. 66mg/body/458. 66.5mg/body/43E. 67mg/body/4:E. 67.5mg/b
ody/4:E. 68mg/body/4;E. 68.5mg/body/4:E. 69mg/body/43E. 69.5mg/body/4
A, 70mg/body/458. 70.5mg/body/4:E. 71mg/body/43E. 71.5mg/body/48E, 7
2mg/body/4:8. 72.5mg/body/45E. 73mg/body/4:E. 73.5mg/body/4E. 74mg/b
ody/4:E. 74.5mg/body/45E. 75mg/body/4:E. 75.5mg/body/4E. 76mg/body/4
A, 76.5mg/body/43E. 77mg/body/4:. 77.5mg/body/4:8. 78mg/body/4@E. 7
8. 5mg/body/438. 79mg/body/458. 79.5mg/body/4:E, 80mg/body/4:E. 80.5mg
/body/4:8. 81mg/body/4:8. 81.5mg/body/43E. 82mg/body/4:E. 82.5mg/body
/438, 83mg/body/43E. 83.5mg/body/43E. 84mg/body/4:E. 84.5mg/body/4:8

. 8bmg/body/43E. 85.5mg/body/4:E. 86mg/body/43E. 86.5mg/body/4:E. 87m
g/body/4:&. 87.5mg/body/43E. 88mg/body/45E. 88.5mg/body/4:E. 89mg/bod
y/4:8. 89.5mg/body/4E. 90mg/body/43E. 90.5mg/body/4:E. 91mg/body/4:8
. 91.5mg/body/43E. 92mg/body/43E. 92.5mg/body/43E. 93mg/body/4:E. 93.
5mg/body/43E. 94mg/body/4:E. 94.5mg/body/45E. 95mg/body/4:E. 95.5mg/b
ody/4:E. 96mg/body/4;8. 96.5mg/body/4:E. 97mg/body/43E. 97.5mg/body/4
A, 98mg/body/45E. 98.5mg/body/4:E. 99mg/body/43E. 99. 5mg/body/4:, 1
00mg/body/4:A. 100.5mg/body/43E. 101mg/body/43E. 101.5mg/body/4:E. 10
2mg/body/4:8. 102.5mg/body/4:E. 103mg/body/4:E, 103.5mg/body/4:E, 104
mg/body/458. 104.5mg/body/45E. 105mg/body/438. 105.5mg/body/45E. 106m
g/body/4:&. 106.5mg/body/4:E. 107mg/body/4:E. 107.5mg/body/4:E. 108mg
/body/43E. 108.5mg/body/45E. 109mg/body/45E. 109.5mg/body/45E. 110mg/
body/48. 110.5mg/body/43E. 111mg/body/43E. 111.5mg/body/4E. 112mg/b
ody/4:. 112.5mg/body/4:8. 113mg/body/4:E. 113.5mg/body/4:E, 114mg/bo
dy/438. 114.5mg/body/43E. 115mg/body/45E. 115.5mg/body/458. 116mg/bod
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y/4:8. 116.5mg/body/4:&. 117mg/body/43&, 117.5mg/body/43E, 118mg/body
/438, 118.5mg/body/43E. 119mg/body/43E. 119.5mg/body/43E. 120mg/body/
438, 120.5mg/body/43E. 121mg/body/43E. 121.5mg/body/4:E. 122mg/body/4
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170.

5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.

123mg/body/438.
125mg/body/438.
127mg/body/438.
129mg/body/438.
131mg/body/438.
133mg/body/438.
135mg/body/438.
137mg/body/438.
139mg/body/438.
141mg/body/438.
143mg/body/438.
145mg/body/438.
147mg/body/438.
149mg/body/438.
151mg/body/438.
153mg/body/438.
155mg/body/438.
157mg/body/438.
159mg/body/438.
161mg/body/438.
163mg/body/438.
165mg/body /438,
167mg/body/438.
169mg/body /438,
171mg/body/438.
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125.
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129.
131.
133.
135.
137.
139.

141
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147
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159,
161.
163.
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167.
169.
171,

5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.

. 5mg/body /4.
143,

5mg/body /434,
5mg/body /434,

. 5mg/body /4.
149,

5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.

124mg/body/4
126mg/body/4
128mg/body/4
130mg/body/4
132mg/body/4
134mg/body/4
136mg/body/4
138mg,/body/4
140mg/body/4
142mg/body/4
144mg/body/4
146mg/body/4
148mg/body/4
150mg/body/4
152mg/body/4
154mg/body/4
156mg,/body/4
158mg,/body/4
160mg/body/4
162mg/body/4
164mg/body/4
166mg,/body/4
168mg,/body/4
170mg/body/4
172mg/body/4
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198.

5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
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173mg/body/438.
175mg/body/438.
177mg/body /438,
179mg/body /438,
181mg/body/438.
183mg/body /438,
185mg/body /438,
187mg/body/438.
189mg/body /438,
191mg/body /438,
193mg/body/438.
195mg/body /438,
197mg/body /438,
199mg/body/438.

173.
175.
177.
179.
181.
183.
185.
187.
189.
191,
193.
195,
197.
199,

PCT/JP2016/061859

5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.
5mg/body/418.

174mg/body/4
176mg/body/4
178mg/body/4
180mg,/body/4
182mg/body/4
184mg/body/4
186mg,/body/4
188mg,/body/4
190mg/body/4
192mg/body/4
194mg/body/4
196mg/body/4
198mg,/body/4
200mg/body/4

BETH>TEW, HEWE FRENL—EFEEBERICEVT, ThiZHIZ

(£. 50mg/body/63E. 50.5mg/body/63E. 51mg/body/6:&. 51.5mg/body/658. 5
2mg/body/638, 52.5mg/body/6:8. 53mg/body/6;8. 53.5mg/body/63E. 54mg/b
ody/6:E. 54.5mg/body/658. 55mg/body/63&, 55.5mg/body/63E. 56mg/body/6
J&. 56.5mg/body/638. 57mg/body/6:E. 57.5mg/body/6;8. 58mg/body/63E. 5
8. 5mg/body/63E. 59mg/body/6;E. 59.5mg/body/63E, 60mg/body/63E. 60.5mg
/body/63E. 61mg/body/63&. 61.5mg/body/6:8. 62mg/body/63E. 62.5mg/body
/638, 63mg/body/63E. 63.5mg/body/63E., 64mg/body/6:E. 64.5mg/body/658

. 65mg/body/63&, 65.5mg/body/63E. 66mg/body/63E. 66.5mg/body/6:E. 67m
g/body/63&. 67.5mg/body/6:38. 68mg/body/63E. 68.5mg/body/6:E. 69mg/bod
y/63E. 69.5mg/body/6:8. 70mg/body/6:&. 70.5mg/body/618. 71mg/body/6:8
. 71.5mg/body/638. 72mg/body/63E. 72.5mg/body/6:E. 73mg/body/6:E. 73.
5mg/body/63&, 74mg/body/63E. 74.5mg/body/63E. 75mg/body/63&. 75.5mg/b
ody/6:E. 76mg/body/6:E. 76.5mg/body/63&8, 77mg/body/63E. 77.5mg/body/6
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JE. 78mg/body/63E. 78.5mg/body/6:E. 79mg/body/6:E. 79.5mg/body/6:E. 8
Omg/body/63&, 80.5mg/body/63E. 81mg/body/63&. 81.5mg/body/6:E. 82mg/b
ody/6:E. 82.5mg/body/6;8., 83mg/body/63&. 83.5mg/body/63E. 84mg/body/6
1. 84.5mg/body/63E. 85mg/body/6:E. 85.5mg/body/6:E. 86mg/body/6:E. 8
6. 5mg/body/638. 87mg/body/6:E. 87.5mg/body/638. 88mg/body/61E. 88.5mg
/body/63E. 89mg/body/63&. 89.5mg/body/6:E. 90mg/body/63E. 90.5mg/body
/638, 91mg/body/6:8. 91.5mg/body/6:E. 92mg/body/6:E. 92.5mg/body/6:8

. 93mg/body/63&. 93.5mg/body/638. 94mg/body/63E. 94.5mg/body/6:E. 95m
g/body/63&. 95.5mg/body/638. 96mg/body/63E. 96.5mg/body/6:E. 97mg/bod
y/63&. 97.5mg/body/6:8. 98mg/body/6:&. 98.5mg/body/618. 99mg/body/6:;8
. 99.5mg/body/63E, 100mg/body/6:&. 100.5mg/body/6:E. 101mg/body/65E.

101. 5mg/body/658. 102mg/body/63E. 102.5mg/body/63E. 103mg/body/63A. 1
03. 5mg/body/658. 104mg/body/6:E. 104.5mg/body/63E. 105mg/body/63E. 10
5. 5mg/body/6:8, 106mg/body/6:8. 106.5mg/body/638. 107mg/body/63E. 107
. bmg/body/63E. 108mg/body/63&. 108.5mg/body/63E. 109mg/body/6;8. 109.
5mg/body/63&, 110mg/body/63&. 110.5mg/body/63&. 111mg/body/6:E, 111.5
mg/body/658. 112mg/body/6;E. 112.5mg/body/638. 113mg/body/6:3E. 113.5m
g/body/63&. 114mg/body/63&. 114.5mg/body/6:&. 115mg/body/63E. 115.5mg
/body/638. 116mg/body/63E. 116.5mg/body/63E. 117mg/body/6;8. 117.5mg/
body/638. 118mg/body/63E. 118.5mg/body/63E. 119mg/body/6:E. 119. 5mg/b
ody/6;8. 120mg/body/6:E. 120.5mg/body/6:8. 121mg/body/63E. 121.5mg/bo
dy/638. 122mg/body/6;8. 122.5mg/body/6:8. 123mg/body/63&. 123.5mg/bod
y/63E. 124mg/body/63E, 124.5mg/body/63&, 125mg/body/63&. 125.5mg/body
/638, 126mg/body/63E. 126.5mg/body/638, 127mg/body/65E. 127.5mg/body/
6:E. 128mg/body/63E. 128.5mg/body/6:E. 129mg/body/63&. 129.5mg/body/6
3E. 130mg/body/658. 130.5mg/body/638. 131mg/body/6:8. 131.5mg/body/6

3. 132mg/body/658. 132.5mg/body/638. 133mg/body/6:8. 133.5mg/body/6

JA. 134mg/body/63E. 134.5mg/body/63E. 135mg/body/6:&. 135.5mg/body/6
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&

A Y

&

A Y

136mg/body/638.
138mg,/body/638.
140mg/body /638,
142mg/body /638,
144mg/body /638,
146mg/body /638,
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136. 5mg/body /63,
138. 5mg/body/63&.
140, 5mg/body /63,
142. 5mg/body/658.
144, 5mg/body/658.
146, 5mg/body /63,

PCT/JP2016/061859

137mg/body /638,
139mg/body /638,
141mg/body/638.
143mg/body/638.
145mg/body /638,
147mg/body /638,

137. 5mg/body/6
139. 5mg/body/6
141, 5mg/body/6
143, 5mg/body/6
145, 5mg/body/6
147. 5mg/body/6

&

. 148mg/body/63A. 1

48. 5mg/body/63&. 149mg/body/6:&. 149. 5mg/body/6:&. 150mg/body/63E. 15
0. 5mg/body/63&. 151mg/body/63&. 151.5mg/body/63&, 152mg/body/63E, 152
. bmg/body/63E. 153mg/body/63&. 153.5mg/body/63E. 154mg/body/6;8. 154.
5mg/body/6:8. 155mg/body/63E, 155.5mg/body/63E. 156mg/body/658. 156.5
mg/body/638. 157mg/body/6;E. 157.5mg/body/638. 158mg/body/63E. 158.5m
g/body/638. 159mg/body/63E. 159.5mg/body/6;8. 160mg/body/6:E. 160. 5mg
/body/638. 161mg/body/63E. 161.5mg/body/63E. 162mg/body/6;8. 162.5mg/
body/6:8. 163mg/body/6:E. 163.5mg/body/6:E. 164mg/body/6:8. 164.5mg/b
ody/6;8. 165mg/body/6:E. 165.5mg/body/6:8. 166mg/body/63E. 166.5mg/bo
dy/638. 167mg/body/6;8. 167.5mg/body/6:8. 168mg/body/6:&. 168.5mg/bod
y/63E. 169mg/body/63&, 169.5mg/body/63&, 170mg/body/63&. 170.5mg/body
/638, 171mg/body/63E. 171.5mg/body/638, 172mg/body/65E. 172.5mg/body/
6:8. 173mg/body/6:&. 173.5mg/body/6:8. 174mg/body/63&. 174.5mg/body/6
3. 175mg/body/658. 175.5mg/body/638. 176mg/body/6:8. 176.5mg/body/6

177.5mg/body/638. 178mg/body/63E. 5mg/body/6

5mg/body/63&. 180mg/body/63E. 5mg/body/6

5mg/body/63&. 182mg/body/63E. 5mg/body/6

5mg/body/63&. 184mg/body/63E. 5mg/body/6

5mg/body/63&. 186mg/body/63E. 5mg/body/6

5mg/body/63&. 188mg/body/63E. 5mg/body/6

5mg/body/63&. 190mg/body/65E. 5mg/body/6

&

. 177mg/body/638.
. 179mg/body/638.
181mg/body/638.
183mg/body/638.
185mg/body/638.
187mg/body /638,
189mg/body /638,

178.

&

179. 180.

181. 182.

i

183. 184.

i

185. 186.

i

187. 188.

i

189. 190,

i
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&

. 191mg/body/638. 191.5mg/body/638. 192mg/body/63E. 192.5mg/body/6
. 193mg/body/638. 193.5mg/body/638. 194mg/body/63E. 194.5mg/body/6
. 195mg/body/63@. 195.5mg/body/638. 196mg/body/63E. 196.5mg/body/6
A, 197mg/body/63E. 197.5mg/body/63E. 198mg/body/6:&. 198. 5mg/body/6
3. 199mg/body/638. 199.5mg/body/638. 200mg/body/65BZ Tdh > T L\,

HDWE, FEREMNR—RBEKRICEWNT, ThIEF XL, 50mg/body/83E.,

50. 5mg/body/83&. 51mg/body/8:&. 51.5mg/body/8:E. 52mg/body/83E. 52.5m
g/body/838. 53mg/body/83E. 53.5mg/body/858. 54mg/body/83&. 54.5mg/bod
y/83&. 55mg/body/83E. 55.5mg/body/83&. 56mg/body/8:E. 56.5mg/body/88
. 57mg/body/83&. 57.5mg/body/83E. 58mg/body/83E. 58.5mg/body/8:&. 59m
g/body/83&. 59.5mg/body/8E. 60mg/body/83&. 60.5mg/body/8:E. 61mg/bod
y/83&. 61.5mg/body/8E. 62mg/body/83&. 62.5mg/body/81E. 63mg/body/8:8
. 63.5mg/body/83&, 64mg/body/83E. 64.5mg/body/83&. 65mg/body/8:E. 65.
5mg/body/8:E. 66mg/body/85E. 66.5mg/body/83E. 67mg/body/81E. 67.5mg/b
ody/8:&. 68mg/body/8E. 68.5mg/body/83&, 69mg/body/81E. 69.5mg/body/8
A, 70mg/body/83E. 70.5mg/body/8:&. 71mg/body/83@E. 71.5mg/body/8&, 7
2mg/body/8:8., 72.5mg/body/838. 73mg/body/83E. 73.5mg/body/8E. 74mg/b
ody/8:&. 74.5mg/body/85E. 75mg/body/83&., 75.5mg/body/83&. 76mg/body/8
A, 76.5mg/body/83&. 77mg/body/8:&. 77.5mg/body/8E. 78mg/body/83&. 7
8. 5mg/body/83E. 79mg/body/83E. 79.5mg/body/83&, 80mg/body/83E. 80.5mg
/body/83E. 81mg/body/83&. 81.5mg/body/8E. 82mg/body/83&. 82.5mg/body
/838, 83mg/body/83A. 83.5mg/body/83&. 84mg/body/8:&. 84.5mg/body/8E
. 8bmg/body/83&. 85.5mg/body/83E. 86mg/body/83E. 86.5mg/body/8:&. 87m
g/body/83&. 87.5mg/body/8E. 88mg/body/83&. 88.5mg/body/8:&. 89mg/bod
y/83&. 89.5mg/body/8E. 90mg/body/83&. 90.5mg/body/81E. 91mg/body/88
. 91.5mg/body/83&. 92mg/body/83A. 92.5mg/body/83&. 93mg/body/8:&. 93.
5mg/body/83&. 94mg/body/83&. 94.5mg/body/83E. 95mg/body/8:&. 95.5mg/b
ody/8:&. 96mg/body/8E. 96.5mg/body/83&, 97mg/body/81E. 97.5mg/body/8

TH|
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A, 98mg/body/83E. 98.5mg/body/8:E. 99mg/body/83E. 99.5mg/body/8:&, 1
00mg/body/8A. 100.5mg/body/8E. 101mg/body/83E. 101.5mg/body/8:&. 10
2mg/body/8:@. 102.5mg/body/8:&. 103mg/body/83&, 103.5mg/body/83&, 104
mg/body/83E. 104.5mg/body/83E. 105mg/body/83E. 105.5mg/body/83E. 106m
g/body/83&. 106.5mg/body/83&. 107mg/body/83&. 107.5mg/body/83&, 108mg
/body/83E. 108. 5mg/body/8:&., 109mg/body/83&. 109.5mg/body/8E. 110mg/
body/8&. 110.5mg/body/8E. 111mg/body/83&. 111.5mg/body/83E. 112mg/b
ody/8:&. 112.5mg/body/8:&. 113mg/body/83&. 113.5mg/body/83&, 114mg/bo
dy/83&. 114.5mg/body/83&. 115mg/body/83E. 115.5mg/body/85E. 116mg/bod
y/83&. 116.5mg/body/8:&. 117mg/body/83&, 117.5mg/body/83&, 118mg/body
/838, 118.5mg/body/83&8. 119mg/body/83&. 119.5mg/body/83&. 120mg/body/
8:&. 120.5mg/body/8:E. 121mg/body/8:&. 121.5mg/body/8:&. 122mg/body/8

A, 122.5mg/body/83E. 123mg/body/83A. 123.5mg/body/83A.

&

. 124,
126.

i

128.

i

130.

i

132,

i

134,
136.

i

i

138.

i

140.

i

142

i

&

. 144,
146.

i

148.

i

150,

i

152,

i

5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

. 5mg/body /83,

5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

125mg/body/83A.
127mg/body/83A.
129mg/body/83A.
131mg/body/83A.
133mg/body/83A.
135mg/body/83A.
137mg/body/83A.
139mg/body/83A.
141mg/body/83A.
143mg/body/83A.
145mg/body/83A.
147mg/body/83A.
149mg/body/83A.
151mg/body/83A.
153mg/body/83A.

125.
127.
129.
131.
133.
135.
137.
139.
141,
143.
145,
147.
149,
151,
153.

5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

124mg/body/8
126mg/body/8
128mg/body/8
130mg/body/8
132mg/body/8
134mg/body/8
136mg/body/8
138mg,/body/8
140mg/body/8
142mg/body/8
144mg/body/8
146mg/body/8
148mg/body/8
150mg/body/8
152mg/body/8
154mg/body/8
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&

. 154,
156.

i

158.

i

160.

i

162.

i

164.

i

&

. 166,
168.

i

170.

i

172

i

174,

i

176.

i

178.

i

180.

i

182.

i

184.

i

186.

i

188.

i

190,
192,

&

. 194,

&

. 196.

M
n\

=

TH|

198.

5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

. 5mg/body /83,

5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

42

155mg/body/83A.
157mg/body/83A.
159mg,/body/83A.
161mg/body/83A.
163mg/body/83A.
165mg/body/83A.
167mg/body/83A.
169mg/body/83A.
171mg/body/83A.
173mg/body/83A.
175mg/body/83A.
177mg/body/83A.
179mg/body/83A.
181mg/body/83A.
183mg/body/83A.
185mg/body/83A.
187mg/body/83A.
189mg/body/83A.
191mg/body/83A.
193mg/body/83A.
195mg/body/83A.
197mg/body/83A.
199mg/body/83A.

155,
157.
159,
161.
163.
165.
167.
169.
171,
173.
175.
177.
179.
181.
183.
185.
187.
189.
191,
193.
195,
197.
199,
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5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,
5mg/body/ 814,

156mg/body/8
158mg/body/8
160mg/body/8
162mg/body/8
164mg/body/8
166mg/body/8
168mg/body/8
170mg/body/8
172mg/body/8
174mg/body/8
176mg/body/8
178mg/body/8
180mg/body/8
182mg/body/8
184mg/body/8
186mg/body/8
188mg,/body/8
190mg/body/8
192mg/body/8
194mg/body/8
196mg/body/8
198mg/body/8
200mg/body/8

BETH-o-TLW, HBWIE, FEREMLR—EREEBRICHWT, Thidfx

(£, 50mg/body/105E.
1. 52mg/body/10:8,
. 54mg/body/ 1038,
8. 56mg/body/ 1038,

50. 5mg/body/ 1038,
52.5mg/body/ 103,
54, 5mg/body/ 1034,
56. 5mg/body/ 1038,

51mg/body/10:.
53mg/body/ 103,
55mg,/body/ 103,
57mg/body/10:/.

51. 5mg/body/10
53. 5mg/body/10
55. 5mg/body,/10
57. 5mg/body/10
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&

. 58mg/body/1034.
60mg/body /1038,
62mg/body /1038,
64mg/body /1038,
66mg/body /1038,
68mg/body /1038,
70mg/body /1038,
72mg/body /1038,
74mg/body /1038,
76mg/body /1038,
78mg/body /1038,
80mg/body /1038,
82mg/body /1038,
84mg/body /1038,
86mg/body /1038,
88mg/body/ 1038,
90mg,/body/ 103/,
92mg,/body/ 103/,
94mg,/body/ 103,
. 96mg/body/10384.
. 98mg/body/1034.

58.
60.
62.
64.
66.
68.
70.
72,
74,
76.
78.
80.
82.
84.
86.
88.
90.
92.
94,
96.
98.
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5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,
5mg/body/ 103,

PCT/JP2016/061859

59mg/body/10:8. 59. 5mg/body/10
61mg/body/10:&, 61.5mg/body/10
63mg/body/10:E, 63.5mg/body/10
65mg/body/10:&, 65.5mg/body/10
67mg/body/10:&, 67.5mg/body/10
69mg/body/10:E, 69. 5mg/body/10
71mg/body/1038. 71.5mg/body/10
73mg/body/10:8, 73.5mg/body/10
75mg/body/10:&, 75.5mg/body/10
77mg/body/ 1038, 77.5mg/body/10
79mg/body/ 1038, 79. 5mg/body/10
81mg/body/10:&, 81.5mg/body/10
83mg/body/10:&, 83.5mg/body/10
85mg/body/10:&, 85.5mg/body/10
87mg/body/10:E, 87.5mg/body/10
89mg/body/10:E, 89. 5mg/body/10
91mg/body/10:8. 91.5mg/body/10
93mg/body/10:8. 93.5mg/body/10
95mg/body/10:8. 95.5mg/body/10
97mg/body/10:8. 97.5mg/body/10
99mg/body/10:8. 99. 5mg/body/10
JE. 100mg/body/10:E, 100.5mg/body/10;8. 101mg/body/103E.
/108, 102mg/body/10:&, 102.5mg/body/10:8. 103mg/body/10:&. 103.5mg/b
ody/103&. 104mg/body/10:E,. 104.5mg/body/10:E. 105mg/body/10:E. 105, 5m
g/body/10;8, 106mg/body/10:&. 106.5mg/body/10;8,. 107mg/body/10:&, 107

.5mg/body/10;8. 108mg/body/10:&. 108.5mg/body/10;8. 109mg/body/10:.
109. 5mg/body/10:&. 110mg/body/10;E. 110.5mg/body/10:&. 111mg/body/10

A, 111.5mg/body/103&, 112mg/body/103E. 112.5mg/body/10:&, 113mg/body

101, 5mg/body
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/108, 113.5mg/body/10:&. 114mg/body/10:8. 114.5mg/body/103&, 115mg/b
ody/103&. 115.5mg/body/10:8. 116mg/body/10:&. 116.5mg/body/10:E. 117m
g/body/10;8. 117.5mg/body/10:E. 118mg/body/10:8., 118.5mg/body/10:8, 1
19mg/body/1038. 119. 5mg/body/10:&, 120mg/body/10:E. 120.5mg/body/10:&
. 121mg/body/10:&, 121.5mg/body/10:8. 122mg/body/10:&. 122.5mg/body/1
038, 123mg/body/10:8. 123.5mg/body/10:&. 124mg/body/10E. 124.5mg/bod
y/10:8. 125mg/body/10:&. 125.5mg/body/10:8. 126mg/body/10:&, 126. 5mg/
body/10:&. 127mg/body/10:8. 127.5mg/body/10:&, 128mg/body/10:E. 128.5
mg/body/10:8, 129mg/body/10:8. 129. 5mg/body/10;8. 130mg/body/10:&, 13
0. 5mg/body/10:&. 131mg/body/10:8. 131.5mg/body/10;:8. 132mg/body/10:8
. 132.5mg/body/10:&. 133mg/body/10;8. 133.5mg/body/10:&, 134mg/body/1
02, 134.5mg/body/10;8. 135mg/body/10:&. 135.5mg/body/10;8. 136mg/bod
y/10;8. 136.5mg/body/10:E, 137mg/body/10;8. 137.5mg/body/10:&. 138mg/
body/10:&. 138.5mg/body/105E. 139mg/body/10:&. 139. 5mg/body/103E, 140
mg/body/10:&. 140. 5mg/body/10:&. 141mg/body/10:&. 141.5mg/body/105&,
142mg/body/103&, 142.5mg/body/10;8. 143mg/body/10:&. 143. 5mg/body/10
JA. 144mg/body/103&. 144.5mg/body/10:8. 14

5mg/body/10;8. 145.5mg/body/10:&, 146mg/body/103E. 146.5mg/body/10:&
. 147mg/body/10:&, 147.5mg/body/10;8. 148mg/body/10:&. 148. 5mg/body/1
038, 149mg/body/10:8. 149.5mg/body/10:&,. 150mg/body/10;E. 150.5mg/bod
y/10;8. 151mg/body/10:&. 151.5mg/body/10;8. 152mg/body/10:&, 152.5mg/
body/103&. 153mg/body/10:&, 153.5mg/body/10;8. 154mg/body/10:&. 154.5
mg/body/10:8, 155mg/body/10:8. 155.5mg/body/10;8. 156mg/body/10:E,. 15
6. 5mg/body/10:8. 157mg/body/10:E. 157.5mg/body/10:8. 158mg/body/10:8
. 158.5mg/body/10:&. 159mg/body/10:E. 159.5mg/body/10:&, 160mg/body/1
018, 160.5mg/body/10;8. 161mg/body/10:&,. 161.5mg/body/10;8. 162mg/bod
y/10;8. 162.5mg/body/10:E, 163mg/body/10;8. 163.5mg/body/10:E. 164mg/
body/10:&. 164.5mg/body/10;8. 165mg/body/10:&, 165.5mg/body/10:;E. 166
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mg/body/10:&. 166. 5mg/body/10:&. 167mg/body/10:&. 167.5mg/body/105E,

168mg/body/103&, 168. 5mg/body/10;E. 169mg/body/10:&. 169. 5mg/body/10

A, 170mg/body/103&. 170.5mg/body/1038. 171mg/body/10:&. 171.5mg/body
/108, 172mg/body/10:&, 172.5mg/body/10:8. 173mg/body/10:&. 173.5mg/b
ody/10:8. 174mg/body/10:8. 174, 5mg/body/10:8, 175mg/body/10:E, 175. 5m
g/body/10;8, 176mg/body/10:&. 176.5mg/body/10;8., 177mg/body/10:&, 177
.5mg/body/10;8. 178mg/body/10:&. 178.5mg/body/10;8. 179mg/body/10:.

179. 5mg/body/10:&. 180mg/body/10;E. 180.5mg/body/10:&. 181mg/body/10

JA. 181.5mg/body/103&, 182mg/body/103E. 182.5mg/body/10:&, 183mg/body
/108, 183.5mg/body/10:&. 184mg/body/10:E. 184.5mg/body/10:&, 185mg/b
ody/103&. 185.5mg/body/10:E. 186mg/body/10:&. 186.5mg/body/10:E. 187m
g/body/10;8. 187.5mg/body/10:E. 188mg/body/10:E, 188.5mg/body/10:8, 1
89mg/body/ 1038, 189. 5mg/body/10;8. 190mg/body/10:8. 190. 5mg/body/10:8
. 191mg/body/10:&, 191.5mg/body/10:8. 192mg/body/10:&. 192.5mg/body/1
0. 193mg/body/1038. 193.5mg/body/10:&,. 194mg/body/10:E. 194.5mg/bod
y/10:8. 195mg/body/10:&. 195.5mg/body/10:8. 196mg/body/10:&,. 196. 5mg/
body/10:&. 197mg/body/10;8. 197.5mg/body/10:&, 198mg/body/10:E. 198.5
mg/body/10:&. 199mg/body/1058. 199.5mg/body/103E. 200mg/body/10:8Z T
HoTEW, HDWE FREMNL—EBEERRICENT, TNIEAFIZ L, 50m
g/body/1258. 50.5mg/body/12;8. 51mg/body/12:A. 51.5mg/body/12:E. 52mg
/body/1238. 52.5mg/body/12;8. 53mg/body/12:8. 53.5mg/body/12:8. 54mg/
body/12:&. 54.5mg/body/12:&. 55mg/body/123&. 55.5mg/body/12:&. 56mg/b
ody/1238. 56.5mg/body/125E. 57mg/body/12;E. 57.5mg/body/12;E. 58mg/bo
dy/12:8. 58.5mg/body/12:8. 59mg/body/12:E. 59. 5mg/body/12:E. 60mg/bod
y/12:8. 60.5mg/body/12:8. 61mg/body/12;8. 61.5mg/body/12:8. 62mg/body
/1238, 62.5mg/body/12:8,. 63mg/body/12;8. 63.5mg/body/12;8. 64mg/body/
1238, 64.5mg/body/12:&. 65mg/body/123E. 65.5mg/body/123E. 66mg/body/1
2:8. 66.5mg/body/12:8. 67mg/body/12:&. 67.5mg/body/12:E. 68mg/body/12
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69mg/body /12384,
71mg/body/ 1238,
73mg/body/ 1238,
75mg/body /1238,
77mg/body /1238,
79mg/body/ 1238,
81mg/body/ 12384,
83mg/body/ 12384,
85mg/body /1238,
87mg/body /12384,
89mg/body /12384,
91mg/body/12:/.
93mg,/body/ 123/,
95mg,/body /123,
97mg/body/12:/.
99mg,/body/ 123/,

69.
71,
73.
75.
77,
79.
81.
83.
85.
87.
89.
. 5mg/body/ 1258,
93.
95,

9N

97.
99.
100. 5mg/body/12:&, 101mg/body/12;8. 101.5mg/body/12:&,. 102mg/body
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5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,

5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,
5mg/body/ 1234,

70mg/body/12
72mg/body/12
74mg/body/12
76mg/body/12
78mg/body/12
80mg/body/12
82mg/body/12
84mg/body/12
86mg/body/12
88mg/body/12
90mg,/body/12
92mg,/body/12
94mg,/body/12
96mg,/body/12
98mg,/body/12
100mg,/body/12

/128, 102.5mg/body/12:&. 103mg/body/12;8. 103.5mg/body/12:&, 104mg/b
ody/123E. 104.5mg/body/12:8. 105mg/body/125E. 105.5mg/body/12:E. 106m
g/body/12;8. 106.5mg/body/12:8,. 107mg/body/12:8. 107.5mg/body/12;8, 1
08mg/body/12:8. 108.5mg/body/12;8. 109mg/body/12:8. 109. 5mg/body/12:8
. 110mg/body/12:&, 110.5mg/body/12;8. 111mg/body/123&. 111.5mg/body/1
238, 112mg/body/12;8. 112.5mg/body/123&. 113mg/body/12:8. 113. 5mg/bod
y/12;8. 114mg/body/12:&. 114.5mg/body/12;8. 115mg/body/12:&. 115. 5mg/
body/12:&. 116mg/body/12;8. 116.5mg/body/12:&,. 117mg/body/12;A. 117.5
mg/body/12:8. 118mg/body/12;8. 118.5mg/body/12:&. 119mg/body/12;8. 11
9. 5mg/body/12:8. 120mg/body/12:8. 120.5mg/body/12;8. 121mg/body/12:8
. 121.5mg/body/12:&. 122mg/body/12;8. 122.5mg/body/12:&. 123mg/body/1



WO 2016/167263 47 PCT/JP2016/061859

238, 123.5mg/body/12;8. 124mg/body/123E. 124.5mg/body/12:8. 125mg/bod
y/12;8. 125.5mg/body/12:8,. 126mg/body/12;8. 126.5mg/body/12:8. 127mg/
body/12:&. 127.5mg/body/12;8. 128mg/body/12:&, 128.5mg/body/12;@. 129
mg/body/12:8. 129. 5mg/body/125E. 130mg/body/12:8. 130.5mg/body/1254,

131mg/body/123&. 131.5mg/body/12:8. 132mg/body/12:&. 132.5mg/body/12

JA. 133mg/body/1238. 133.5mg/body/12:8. 134mg/body/12:&. 134.5mg/body
/128, 135mg/body/12:&. 135.5mg/body/12;8. 136mg/body/12:&. 136.5mg/b
ody/1238. 137mg/body/12:8. 137.5mg/body/12:E. 138mg/body/12:&. 138. 5m
g/body/12;8. 139mg/body/12:&. 139. 5mg/body/12;8. 140mg/body/12:&, 140
. bmg/body/12:8, 141mg/body/12;@, 141, 5mg/body/12;8, 142mg/body/12:8,

142, 5mg/body/12:&. 143mg/body/12;8. 143.5mg/body/12:&. 144mg/body/12

JA. 144.5mg/body/123&, 145mg/body/123E. 145.5mg/body/12:&, 146mg/body
/128, 146.5mg/body/12:&. 147mg/body/12;8. 147.5mg/body/12:&, 148mg/b
ody/123E. 148.5mg/body/12:8. 149mg/body/12:E. 149.5mg/body/12:E. 150m
g/body/12;8. 150. 5mg/body/12:8. 151mg/body/12:8. 151.5mg/body/12;8, 1
52mg/body/12:8. 152.5mg/body/12:8. 153mg/body/12:8. 153.5mg/body/12:8
. 154mg/body/12:&, 154.5mg/body/12;E. 155mg/body/123&. 155.5mg/body/1
238, 156mg/body/12;8. 156.5mg/body/123&. 157mg/body/12:8. 157. 5mg/bod
y/12;8. 158mg/body/12:&. 158.5mg/body/1258. 159mg/body/12:&. 159. 5mg/
body/12:&. 160mg/body/12;8. 160.5mg/body/12:&, 161mg/body/12;A. 161.5
mg/body/12:8. 162mg/body/12:8. 162.5mg/body/12;8. 163mg/body/12:&,. 16
3.5mg/body/ 1238, 164mg/body/12:E. 164.5mg/body/12:&. 165mg/body/ 1238

. 165.5mg/body/12:&. 166mg/body/12;E. 166.5mg/body/12:&, 167mg/body/1
2:8. 167.5mg/body/12;8. 168mg/body/12:&. 168.5mg/body/12:8. 169mg/bod
y/12;8. 169.5mg/body/12:8,. 170mg/body/12;8. 170.5mg/body/12:8. 171mg/
body/12:&. 171.5mg/body/12;8. 172mg/body/12:&, 172.5mg/body/12;@. 173
mg/body/12:8. 173. 5mg/body/12:8. 174mg/body/12:8. 174.5mg/body/1258.

175mg/body/123&, 175. 5mg/body/12:E. 176mg/body/12:&. 176. 5mg/body/12
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[0055]

A, 177mg/body/1238. 177.5mg/body/12:8. 178mg/body/123&. 178. 5mg/body
/1238, 179mg/body/12:&. 179. 5mg/body/12;8. 180mg/body/12:&. 180. 5mg/b
ody/123E. 181mg/body/12:8. 181.5mg/body/12:E. 182mg/body/12:E. 182. 5m
g/body/12;8. 183mg/body/12:&. 183.5mg/body/12;8. 184mg/body/12:&, 184
.5mg/body/12;8. 185mg/body/12:&. 185.5mg/body/12;8. 186mg/body/12:/.
186. 5mg/body/12:&. 187mg/body/12;A. 187.5mg/body/12:&,. 188mg/body/12
JA. 188.5mg/body/12:&8, 189mg/body/12:E. 189. 5mg/body/12:&, 190mg/body
/128, 190.5mg/body/12:&. 191mg/body/12;8. 191.5mg/body/12:&,. 192mg/b
ody/1238. 192.5mg/body/12:8. 193mg/body/12:E. 193.5mg/body/12:E. 194m
g/body/12;8. 194.5mg/body/12:8. 195mg/body/12:8. 195. 5mg/body/12;8., 1
96mg/body/12:8. 196. 5mg/body/12:8. 197mg/body/12:8. 197.5mg/body/12:8
. 198mg/body/12:&., 198.5mg/body/12:E. 199mg/body/12:&. 199. bmg/body/1
238. 200mg/body/123BZETdH > T L\,

IEFREM A —EFEEEREICH W T, 25mg~100mg/body,/43E. 50mg~100mg,/bod
y/4E X 1350mg~75mg/body/HBTH B Z E AT E LW, FEREM DI DER
ERRICHBWT, 10mg~50mg/body/ 258 X 13:20mg~40mg/body/2BTH % Z & H'
FE LWL,

HBWIE. ARRICBITZIL-3TUyHI T2 ND, FMEDOHKRSERER VT
EOHE (I58) TOFENODA—DRSHERTORERSDREKRE LT
(& 10.01mg~10mg/kg/TH~121B] THREINTLW, T I T, FEBEHEIC
BFWT, HIZIE, T0.01mg~10mg/kg/1B~128] &iZ. 0.01mg~10mgD A H
LBRINZ—mOBRSEEZARRICBIBZILIN TSI T_ANOEREELE
LTERL, 1BH~12BD D 5L BIRINSZERO—ROBSEREZ. AFH
NMCBIFBIL-NTU4 TR bOESER BIZIE4E) & LTERLT,
HMRICH L TEHFENODRA—DREFERTRERSINE I ENEEEIN S,
REXINABRWD, ABERICBITBIL-3T7Y TR MD, FIEDERSENR
RUMEDHE (IRE5E) TOZFENDODE—DRESERTORERS DRERK
E LT, 0.01mg~10mg/kg/23B~BETH B Z EATFE L. FREHAIEE
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. 0.01mg~10mg/kg/2:8. 0.01mg~10mg/kg/43E. 0.01mg~10mg/kg/6:8. X%
. 0.01mg~10mg/kg/8iB T > Tk, HDWIE, 0.1mg~3mg/kg/2:E~8E T
HDZENLYIFFLL., FNIEFHZIE, 0. 1mg~3mg/kg/2:8. 0. 1mg~3mg/k
9/48, 0.1mg~3mg/kg/638, XiZ. 0.1mg~3mg/kg/BBTH > TLW, HB W
iE. —fFl& LT, 0.2mg~2mg/kg/2B~8BTHD Z &N LYPFHE L, Eh
IEH Z 1L, 0. 2mg~2mg/kg/258. 0.2mg~2mg/kg/4iE. 0.2mg~2mg/kg/638. X
i&. 0.2mg~2mg/kg/8BTH > Tk, HBWIE, —fHl& LT, 0.5mg~1. 5mg
/kg/4B~BBTHBD I EDNF YW EFIFE L. TNEHIAIE, 0.5mg~1,
5mg/kg/4@E, 0.5mg~1.5mg/kg/6:8, Xid. 0.5mg~1.5mg/kg/8BTH > T &
W, FEREMDR—EEEBRICEWVWT, TNIEA AL, 0. 1mg/kg/4E. 0.11mg/
kg/4:8. 0.12mg/kg/43E. 0.125mg/kg/4E. 0.13mg/kg/4:E. 0.14mg/kg/4:8.
0.15mg/kg/418, 0.16mg/kg/4:E. 0.17mg/kg/4E. 0.18mg/kg/4B. 0.19mg/kg
/438, 0.2mg/kg/4E. 0.21mg/kg/4iB, 0.22mg/kg/4iE. 0.23mg/kg/4iE. 0.24
mg/kg/4i8. 0.25mg/kg/4:E. 0.26mg/kg/4:1B. 0.27mg/kg/4HE. 0.28mg/kg/4:HE
. 0.29mg/kg/438, 0.3mg/kg/4:E. 0.31mg/kg/4E,. 0.32mg/kg/4iE. 0.33mg/k
g/48, 0.34mg/kg/4:E, 0.35mg/kg/41E, 0.36mg/kg/4E, 0.37mg/kg/4iE, 0.
38mg/kg/43E. 0.39mg/kg/4:E. 0.4mg/kg/4@E. 0.41mg/kg/4:E. 0.42mg/kg/4
W, 0.43mg/kg/4iE. 0.44mg/kg/4iR. 0.45mg/kg/43E. 0.46mg/kg/4E. 0.47m
9/kg/4B. 0.48mg/kg/4B. 0.49mg/kg/4B. 0.5mg/kg/4B. 0.51mg/kg/4:B.,
0.52mg/kg/43E. 0.53mg/kg/4E. 0.54mg/kg/4:E. 0.55mg/kg/4:E. 0.56mg/kg
/438, 0.57mg/kg/4:E. 0.58mg/kg/4:E. 0.59mg/kg/4:E. 0.6mg/kg/4E. 0.61
mg/kg/4i8. 0.62mg/kg/4:E. 0.63mg/kg/4i8. 0.64mg/kg/4E. 0.65mg/kg/4:E
. 0.66mg/kg/4E, 0.67mg/kg/45E, 0.68mg/kg/4iE,. 0.69mg/kg/4iE. 0.7mg/k
g/48, 0.71mg/kg/4:E, 0.72mg/kg/41E, 0.73mg/kg/4E, 0.74mg/kg/4:E, 0.
75mg/kg/48. 0.76mg/kg/43E8. 0.77mg/kg/4:E. 0.78mg/kg/4@E. 0.79mg/kg/4
1. 0.8mg/kg/4E. 0.81mg/kg/4:E. 0.82mg/kg/4:E. 0.83mg/kg/4E. 0.84mg
/kg/4:8E, 0.85mg/kg/4iE, 0.86mg/kg/4:E, 0.87mg/kg/4iE, 0.88mg/kg/4iH,
0.89mg/kg/4iE., 0.9mg/kg/4H, 0.91mg/kg/4E. 0.92mg/kg/4:E. 0.93mg/kg/
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438, 0.94mg/kg/4:E. 0.95mg/kg/4E. 0.96mg/kg/4:E. 0.97mg/kg/4E. 0.98
mg/kg/4B. 0.99mg/kg/4HB. 1mg/kg/4B. 1.01mg/kg/4B. 1.02mg/kg/4E. 1
. 03mg/kg/4E, 1.04mg/kg/4:E. 1.05mg/kg/4:E. 1.06mg/kg/4iE, 1.07mg/kg/
438, 1.08mg/kg/43E. 1.09mg/kg/4:E. 1.1mg/kg/4@E. 1.11mg/kg/4:E,. 1.12m
g/kg/438. 1.13mg/kg/4:8. 1.14mg/kg/4E. 1.15mg/kg/4:E. 1.16mg/kg/4:8

. 1.17mg/kg/4:8. 1.18mg/kg/4:E. 1.19mg/kg/4@E. 1.2mg/kg/4E. 1.21mg/k
g/48, 1.22mg/kg/4:E, 1.23mg/kg/41E, 1.24mg/kg/4E, 1.25mg/kg/4iE, 1.
26mg/kg/438. 1.27mg/kg/43E, 1.28mg/kg/43E. 1.29mg/kg/43@E. 1.3mg/kg/4

B, 1.31mg/kg/4B. 1.32mg/kg/4:8. 1.33mg/kg/48E. 1.34mg/kg/4:8. 1.35m
a/kg/4:8. 1.36mg/kg/4E. 1.37mg/kg/4@E. 1.38mg/kg/4:E. 1.39mg/kg/4:8

. 1.4mg/kg/48. 1.41mg/kg/48. 1.42mg/kg/4:@E. 1.43mg/kg/4:E. 1.44mg/k
g/48, 1.45mg/kg/4:E, 1.46mg/kg/4E, 1.47mg/kg/4E, 1.48mg/kg/4iE, 1.
49mg/kg/43E. 1.5mg/kg/4E. 1.51mg/kg/4:E. 1.52mg/kg/4:E. 1.53mg/kg/4

&, 1.54mg/kg/4B. 1.55mg/kg/4:8. 1.56mg/kg/4@E. 1.57mg/kg/4:8. 1.58m
9/kg/4B, 1.59mg/kg/4H, 1.6mg/kg/4E. 1.61mg/kg/4iH, 1.62mg/kg/4:H,

1.63mg/kg/4E. 1.64mg/kg/43E. 1.65mg/kg/4iE. 1.66mg/kg/4E. 1.67mg/kg
/48, 1.68mg/kg/4B, 1.69mg/kg/4B. 1.7mg/kg/4B. 1.71mg/kg/4B. 1.72
mg/kg/4i8. 1.73mg/kg/4B. 1.74mg/kg/41B. 1.75mg/kg/4HE. 1.76mg/kg/4:E
« 1.77mg/kg/4:8, 1.78mg/kg/4E, 1.79mg/kg/4:E, 1.8mg/kg/4iE, 1.81mg/k
o/4E, 1.82mg/kg/4E, 1.83mg/kg/41E. 1.84mg/kg/4:E. 1.85mg/kg/4E, 1.
86mg/kg/4:8. 1.87mg/kg/4:E. 1.88mg/kg/4:E. 1.89mg/kg/4BE. 1.9mg/kg/4

. 1.91mg/kg/48. 1.92mg/kg/4B. 1.93mg/kg/4E. 1.94mg/kg/4E. 1.95m
a/kg/4:8. 1.96mg/kg/4B. 1.97mg/kg/4@E. 1.98mg/kg/4E. 1.99mg/kg/4:8

. 2mg/kg/4iE, 2.01mg/kg/4E, 2.02mg/kg/4E, 2.03mg/kg/4E. 2.04mg/kg/
48, 2.06mg/kg/4E. 2.06mg/kg/4i8, 2.07mg/kg/4H. 2.08mg/kg/4:@. 2.09
mg/kg/4E. 2.1mg/kg/4:E. 2.11mg/kg/4:E. 2.12mg/kg/4iE. 2.13mg/kg/4HE

. 2.14mg/kg/4B. 2.15mg/kg/4E. 2.16mg/kg/4B. 2.17mg/kg/4:E. 2.18mg/
kg/4:E, 2.19mg/kg/4E, 2.2mg/kg/4:E, 2.21mg/kg/4E, 2.22mg/kg/4:H, 2.
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23mg/kg/48. 2.24mg/kg/4E. 2.25mg/kg/4B. 2.26mg/kg/4E. 2.27mg/kg/4
B, 2.28mg/kg/4B. 2.29mg/kg/4E. 2.3mg/kg/4E. 2.31mg/kg/4E. 2.32mg
/kg/4B, 2.33mg/kg/4B. 2.34mg/kg/4:E, 2.35mg/kg/4E, 2.36mg/kg/4E.

2.37mg/kg/4:8. 2.38mg/kg/4E. 2.39mg/kg/4:E. 2.4mg/kg/4E. 2.41mg/kg/
48, 2.42mg/kg/4iE, 2.43mg/kg/4B. 2.44mg/kg/4:E, 2.45mg/kg/4E, 2.46
mg/kg/4:E, 2.47mg/kg/4E, 2.48mg/kg/4E, 2.49mg/kg/4:E. 2.5mg/kg/4E

. 2.51mg/kg/48, 2.52mg/kg/4E. 2.53mg/kg/4iE. 2.54mg/kg/4iE. 2.55mg/
kg/4i8. 2.56mg/kg/4E, 2.57mg/kg/4E, 2.58mg/kg/4E. 2.59mg/kg/4E, 2
.6mg/kg/4:8. 2.61mg/kg/4@E. 2.62mg/kg/4:E. 2.63mg/kg/4E. 2.64mg/kg/4
&, 2.65mg/kg/4BE. 2.66mg/kg/4E. 2.67mg/kg/4E. 2.68mg/kg/4E. 2.69m
9/kg/MB, 2.7mg/kg/4B. 2.71mg/kg/4B. 2.72mg/kg/4H. 2.73mg/kg/4:H.

2.74mg/kg/4E. 2.75mg/kg/4:E. 2.76mg/kg/4E. 2.77mg/kg/4E. 2.78mg/kg
/4B, 2.79mg/kg/4B. 2.8mg/kg/4iB, 2.81mg/kg/4iH. 2.82mg/kg/4@. 2.83
mg/kg/4iB. 2.84mg/kg/4iE. 2.85mg/kg/4:M. 2.86mg/kg/AH. 2.87mg/kg/4B
. 2.88mg/kg/4E. 2.89mg/kg/4E. 2.9mg/kg/4E. 2.91mg/kg/4E. 2.92mg/k
g/48, 2.93mg/kg/4:E, 2.94mg/kg/4iE, 2.95mg/kg/4E, 2.96mg/kg/4iE, 2.
97mg/kg/4iB. 2.98mg/kg/4E. 2.99mg/kg/AB. 3mg/kg/HBEFETH > TLLN,

HBHWE, FEREMAR—ERBRRICEWNT, ZNIEAFIZIEE, 0. 1mg/kg/63E, 0
.11mg/kg/6:8. 0.12mg/kg/63E. 0.125mg/kg/6:E. 0.13mg/kg/63E. 0.14mg/kg
/63, 0.15mg/kg/63E, 0.16mg/kg/6:8. 0.17mg/kg/6:8. 0.18mg/kg/63E, 0.1
9mg/kg/61H, 0.2mg/kg/61E. 0.21mg/kg/6:H, 0.22mg/kg/6:H. 0.23mg/kg/6:8
. 0.24mg/kg/6:E. 0.25mg/kg/6:E. 0.26mg/kg/6;E. 0.27mg/kg/63&E. 0.28mg/
kg/63E. 0.29mg/kg/65E. 0.3mg/kg/65E. 0.31mg/kg/63E. 0.32mg/kg/6iE, 0.
33mg/kg/65E. 0.34mg/kg/63E. 0.35mg/kg/63E. 0.36mg/kg/63E. 0.37mg/kg/6
B, 0.38mg/kg/6i8,. 0.39mg/kg/6iE. 0.4mg/kg/6iE. 0.41mg/kg/6iE. 0.42mg
/kg/638, 0.43mg/kg/638, 0.44mg/kg/63H, 0.45mg/kg/6iE, 0.46mg/kg/63A.

0.47mg/kg/638, 0.48mg/kg/63E, 0.49mg/kg/63E, 0.5mg/kg/6:E,. 0.51mg/kg/
6:E. 0.52mg/kg/6:A. 0.53mg/kg/6:&. 0.54mg/kg/6:E. 0.55mg/kg/6;E. 0.56



WO 2016/167263 52 PCT/JP2016/061859

mg/kg/6i8, 0.57mg/kg/6:8. 0.58mg/kg/6iE. 0.59mg/kg/6:E. 0.6mg/kg/6:E

. 0.61mg/kg/6:E, 0.62mg/kg/6:E. 0.63mg/kg/6:E. 0.64mg/kg/63&, 0.65mg/
kg/63@. 0.66mg/kg/63E. 0.67mg/kg/6:E. 0.68mg/kg/6:E. 0.69mg/kg/6:E, 0
. Tmg/kg/638. 0.71mg/kg/6:8, 0.72mg/kg/6:H, 0.73mg/kg/6:H. 0.74mg/kg/6
M. 0.75mg/kg/6i&. 0.76mg/kg/6iE. 0.77mg/kg/6iE. 0.78mg/kg/63E. 0.79m
9/kg/631A, 0.8mg/kg/6:8. 0.81mg/kg/6:E. 0.82mg/kg/6:iH, 0.83mg/kg/63H,

0.84mg/kg/6:A. 0.85mg/kg/6:&. 0.86mg/kg/6:E. 0.87mg/kg/6;E. 0.88mg/kg
/638, 0.89mg/kg/638. 0.9mg/kg/6iE, 0.91mg/kg/63HE. 0.92mg/kg/63@. 0.93
mg/kg/638. 0.94mg/kg/63E. 0.95mg/kg/63E. 0.96mg/kg/65E, 0.97mg/kg/6i8
. 0.98mg/kg/63E, 0.99mg/kg/6:E, 1mg/kg/6iE, 1.01mg/kg/6:E, 1.02mg/kg/
6;8. 1.03mg/kg/638, 1.04mg/kg/6;8, 1.06mg/kg/6:iE, 1.06mg/kg/6i8, 1.07
mg/kg/63E. 1.08mg/kg/6:&. 1.09mg/kg/6:E. 1.1mg/kg/63&. 1.11mg/kg/6:E

. 1.12mg/kg/63&. 1.13mg/kg/6:8. 1.14mg/kg/6;E. 1.15mg/kg/63&, 1.16mg/
kg/6:@, 1.17mg/kg/63E, 1.18mg/kg/6:E, 1.19mg/kg/63E, 1.2mg/kg/6:H, 1.
21mg/kg/658. 1.22mg/kg/63&. 1.23mg/kg/63A. 1.24mg/kg/63E. 1.25mg/kg/6
W, 1.26mg/kg/6i&. 1.27mg/kg/6iE. 1.28mg/kg/63E. 1.29mg/kg/63E. 1.3mg
/kg/638, 1.31mg/kg/638, 1.32mg/kg/6:8, 1.33mg/kg/6iE, 1.34mg/kg/63E.

1.35mg/kg/658. 1.36mg/kg/65E. 1.37mg/kg/65E. 1.38mg/kg/65E. 1.39mg/kg
/638, 1.4mg/kg/63E. 1.41mg/kg/6:&. 1.42mg/kg/63AE. 1.43mg/kg/6:E. 1.44
mg/kg/63E. 1.45mg/kg/6:&. 1.46mg/kg/6:E. 1.47mg/kg/6;E. 1.48mg/kg/61E
. 1.49mg/kg/6:&. 1.5mg/kg/63E. 1.51mg/kg/6:&. 1.52mg/kg/63A. 1.53mg/k
g/638, 1.54mg/kg/6:E, 1.55mg/kg/61E, 1.56mg/kg/6:E, 1.57mg/kg/6iE, 1.
58mg/kg/6:8. 1.59mg/kg/6:B. 1.6mg/kg/6:8. 1.61mg/kg/6:8. 1.62mg/kg/6

W&, 1.63mg/kg/6iE, 1.64mg/kg/63E, 1.65mg/kg/63E, 1.66mg/kg/65E. 1.67m
9/kg/6:8. 1.68mg/kg/6:8. 1.69mg/kg/6:B. 1.7mg/kg/6:8. 1.71mg/kg/6:8.

1.72mg/kg/638. 1.73mg/kg/6:8. 1.74mg/kg/6;E. 1.75mg/kg/63&. 1.76mg/kg
/618, 1.77mg/kg/63, 1.78mg/kg/638. 1.79mg/kg/6:8. 1.8mg/kg/63E. 1.81
mg/kg/6i8, 1.82mg/kg/6:8. 1.83mg/kg/6i8. 1.84mg/kg/63E. 1.85mg/kg/6:E
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. 1.86mg/kg/638. 1.87mg/kg/63E. 1.88mg/kg/63E. 1.89mg/kg/6:8. 1.9mg/k
9/638. 1.91mg/kg/638. 1.92mg/kg/6:8. 1.93mg/kg/6:E. 1.94mg/kg/6iA., 1.
95mg/kg/63H, 1.96mg/kg/6:8, 1.97mg/kg/6:E. 1.98mg/kg/6:8. 1.99mg/kg/6
1, 2mg/kg/6iE, 2.01mg/kg/638, 2.02mg/kg/6:E, 2.03mg/kg/6iE, 2.04mg/k
g/638, 2.05mg/kg/6:E, 2.06mg/kg/61E, 2.07mg/kg/63E, 2.08mg/kg/6iE, 2.
09mg/kg/6:8. 2.1mg/kg/638. 2.11mg/kg/6:8. 2.12mg/kg/6:B. 2.13mg/kg/6

A, 2.14mg/kg/6E. 2.15mg/kg/6:E. 2.16mg/kg/63A. 2.17mg/kg/63E. 2.18m
9/kg/63iA, 2.19mg/kg/6:H. 2.2mg/kg/6:B. 2.21mg/kg/6i, 2.22mg/kg/63H.

2.23mg/kg/63E, 2.24mg/kg/63E. 2.25mg/kg/63A. 2.26mg/kg/6:E. 2.27mg/kg
/638, 2.28mg/kg/63B. 2.29mg/kg/6:B. 2.3mg/kg/6iE. 2.31mg/kg/6:E. 2.32
mg/kg/6i8. 2.33mg/kg/6:8. 2.34mg/kg/6iB. 2.35mg/kg/63E. 2.36mg/kg/6:E
. 2.37mg/kg/638, 2.38mg/kg/63E. 2.39mg/kg/6iE. 2.4mg/kg/6iE. 2.41mg/k
9/638. 2.42mg/kg/638. 2.43mg/kg/6:8. 2.44mg/kg/63E. 2.45mg/kg/6iE. 2,
46mg/kg/6:8. 2.47mg/kg/6:8. 2.48mg/kg/6:E. 2.49mg/kg/6:iH, 2.5mg/kg/6

A, 2.51mg/kg/63E. 2.52mg/kg/6:E. 2.53mg/kg/63E. 2.54mg/kg/63E. 2.55m
9/kg/63E. 2.56mg/kg/65E. 2.57mg/kg/6iE. 2.58mg/kg/6iE, 2.59mg/kg/63iE

. 2.6mg/kg/63E. 2.61mg/kg/6:E. 2.62mg/kg/6:E. 2.63mg/kg/63A. 2.64mg/k
g/638, 2.65mg/kg/6:E, 2.66mg/kg/61E, 2.67mg/kg/63E, 2.68mg/kg/6iE, 2.
69mg/kg/638. 2.7mg/kg/6:8. 2.71mg/kg/6:B. 2.72mg/kg/6:8. 2.73mg/kg/6

A, 2.74mg/kg/6E. 2.75mg/kg/6iE. 2.76mg/kg/63@. 2.77mg/kg/63E. 2.78m
9/kg/63i, 2.79mg/kg/6:H, 2.8mg/kg/6:E. 2.81mg/kg/6i, 2.82mg/kg/63H,

2.83mg/kg/63E. 2.84mg/kg/6iE. 2.85mg/kg/63E. 2.86mg/kg/65E. 2.87mg/kg
/638, 2.88mg/kg/638. 2.89mg/kg/6:8. 2.9mg/kg/6iE. 2.91mg/kg/6:E. 2.92
mg/kg/6i8. 2.93mg/kg/6:8. 2.94mg/kg/6iB. 2.95mg/kg/63E. 2.96mg/kg/6:E
. 2.97mg/kg/638. 2.98mg/kg/638. 2.99mg/kg/68. 3mg/ke/6BHE T > T&
Wo HBWE. FFREMNQ—EREEBRRICEVN T, ZNILH

ZiE. 0.1mg/kg/8E. 0.11mg/kg/838. 0.12mg/kg/8E. 0.125mg/kg/83E. 0.1
3mg/kg/8i. 0.14mg/kg/8:8. 0.15mg/kg/8:8. 0.16mg/kg/8:E. 0.17mg/kg/8
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B, 0.18mg/kg/8i8. 0.19mg/kg/8iE. 0.2mg/kg/8iE. 0.21mg/kg/8iE. 0.22mg
/kg/83E, 0.23mg/kg/8iE. 0.24mg/kg/8:E, 0.25mg/kg/8iE, 0.26mg/kg/8iE.

0.27mg/kg/81E. 0.28mg/kg/83E. 0.29mg/kg/83E. 0.3mg/kg/8iE, 0.31mg/kg/
8:&. 0.32mg/kg/8A. 0.33mg/kg/83&. 0.34mg/kg/8:E. 0.35mg/kg/8E. 0.36
mg/kg/8i8, 0.37mg/kg/8:E. 0.38mg/kg/8iE. 0.39mg/kg/8:&. 0.4mg/kg/8:H

. 0.41mg/kg/83E, 0.42mg/kg/8iE, 0.43mg/kg/8:E, 0.44mg/kg/8:E, 0.45mg/
kg/8iE. 0.46mg/kg/8E. 0.47mg/kg/8:H, 0.48mg/kg/8iE. 0.49mg/kg/8iE. 0
.5mg/kg/83&., 0.51mg/kg/83A. 0.52mg/kg/83E. 0.53mg/kg/8:&. 0.54mg/kg/8
M. 0.55mg/kg/8i&. 0.56mg/kg/8iE,. 0.57mg/kg/83E. 0.58mg/kg/83E. 0.59m
9/kg/8iA, 0.6mg/kg/8:8. 0.61mg/kg/8:E. 0.62mg/kg/8:iE, 0.63mg/kg/8:H,

0.64mg/kg/8A. 0.65mg/kg/83&. 0.66mg/kg/8:E. 0.67mg/kg/8E. 0.68mg/kg
/838, 0.69mg/kg/838. 0.7mg/kg/8iE, 0.71mg/kg/83H. 0.72mg/kg/8:@. 0.73
mg/kg/8i8, 0.74mg/kg/8@. 0.75mg/kg/8iB. 0.76mg/kg/83E. 0.77mg/kg/8:H
. 0.78mg/kg/83E. 0.79mg/kg/83E. 0.8mg/kg/8iH, 0.81mg/kg/8iH. 0.82mg/k
9/88. 0.83mg/kg/85E. 0.84mg/kg/8E. 0.85mg/kg/8iE, 0.86mg/kg/8iH. 0.
87mg/kg/838. 0.88mg/kg/8:8. 0.89mg/kg/8E. 0.9mg/kg/8:E. 0.91mg/kg/8

A, 0.92mg/kg/83E. 0.93mg/kg/8:E. 0.94mg/kg/83E. 0.95mg/kg/83E. 0.96m
9/kg/8iA, 0.97mg/kg/8:H, 0.98mg/kg/8:8. 0.99mg/kg/8:E. 1mg/kg/8:. 1.
01mg/kg/83A. 1.02mg/kg/83E. 1.03mg/kg/8:&. 1.04mg/kg/83A. 1.05mg/kg/8
W, 1.06mg/kg/8i&. 1.07mg/kg/8iE. 1.08mg/kg/83E. 1.09mg/kg/83E. 1.1mg
/kg/8B. 1.11mg/kg/8B. 1.12mg/kg/8:E, 1.13mg/kg/8i, 1.14mg/kg/8:H,

1.15mg/kg/83&., 1.16mg/kg/8:E. 1.17mg/kg/8E. 1.18mg/kg/83&. 1.19mg/kg
/838, 1.2mg/kg/8@E. 1.21mg/kg/8:&. 1.22mg/kg/83@. 1.23mg/kg/8@E. 1.24
mg/kg/8i8, 1.25mg/kg/8:@. 1.26mg/kg/8iB. 1.27mg/kg/83E. 1.28mg/kg/8:H
. 1.29mg/kg/83&. 1.3mg/kg/8@E. 1.31mg/kg/8:&. 1.32mg/kg/83A. 1.33mg/k
g/8i8, 1.34mg/kg/8:&, 1.35mg/kg/81E, 1.36mg/kg/8:@E, 1.37mg/kg/8:&, 1.
38mg/kg/818. 1.39mg/kg/8:8. 1.4mg/kg/81. 1.41mg/kg/8:8. 1.42mg/kg/8

A, 1.43mg/kg/83E. 1.44mg/kg/8:E. 1.45mg/kg/83@. 1.46mg/kg/8E. 1.47m
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9/kg/88. 1.48mg/kg/8:8. 1.49mg/kg/8B. 1.5mg/kg/8:E. 1.51mg/kg/8:8.

1.52mg/kg/83&. 1.53mg/kg/8:E. 1.54mg/kg/8E. 1.55mg/kg/83&. 1.56mg/kg
/81, 1.57mg/kg/8iE. 1.58mg/kg/8:8. 1.59mg/kg/8:8. 1.6mg/kg/8iE, 1.61
mg/kg/8i8, 1.62mg/kg/8:@. 1.63mg/kg/8i8. 1.64mg/kg/83E. 1.65mg/kg/8:H
. 1.66mg/kg/8:@8. 1.67mg/kg/83&. 1.68mg/kg/8:&. 1.69mg/kg/8:E. 1.7mg/k
g/88. 1.71mg/kg/8@E. 1.72mg/kg/8:E. 1.73mg/kg/8:@. 1.74mg/kg/8:E. 1.
75mg/kg/88. 1.76mg/kg/8iE. 1.77mg/kg/81E. 1.78mg/kg/8:H. 1.79mg/kg/8
&, 1.8mg/kg/8E. 1.81mg/kg/8:E. 1.82mg/kg/83&. 1.83mg/kg/8:E. 1.84mg
/kg/8iH, 1.85mg/kg/8:E. 1.86mg/kg/8:8. 1.87mg/kg/8:B. 1.88mg/kg/8:1H.

1.89mg/kg/83&. 1.9mg/kg/8E. 1.91mg/kg/83&. 1.92mg/kg/83E. 1.93mg/kg/
8:&. 1.94mg/kg/8E. 1.95mg/kg/8:&. 1.96mg/kg/8:E. 1.97mg/kg/8:E. 1.98
mg/kg/838. 1.99mg/kg/8:8. 2mg/kg/8i. 2.01mg/kg/8:E. 2.02mg/kg/8:8. 2
.03mg/kg/83E. 2.04mg/kg/8E. 2.05mg/kg/8:E. 2.06mg/kg/8iE,. 2.07mg/kg/
8:8. 2.08mg/kg/8E. 2.09mg/kg/8E. 2.1mg/kg/8:8. 2.11mg/kg/8E. 2.12m
a/kg/8E. 2.13mg/kg/8E. 2.14mg/kg/8:E. 2.15mg/kg/8iE, 2.16mg/kg/8iE

. 2.17mg/kg/83. 2.18mg/kg/83E. 2.19mg/kg/8@. 2.2mg/kg/8i. 2.21mg/k
g/838. 2.22mg/kg/8E. 2.23mg/kg/83&. 2.24mg/kg/83A. 2.25mg/kg/8@E. 2.
26mg/kg/8E. 2.27mg/kg/83&, 2.28mg/kg/8:E. 2.29mg/kg/8E. 2.3mg/kg/8

A, 2.31mg/kg/8E. 2.32mg/kg/83E. 2.33mg/kg/83A. 2.34mg/kg/83E. 2.35m
a/kg/8E. 2.36mg/kg/8E. 2.37mg/kg/8:E. 2.38mg/kg/8iE. 2.39mg/kg/8iE

. 2.4mg/kg/83E. 2.41mg/kg/8E. 2.42mg/kg/8:E. 2.43mg/kg/83A. 2.44mg/k
9/8i8, 2.45mg/kg/8:@, 2.46mg/kg/81E, 2.47mg/kg/8AE, 2.48mg/kg/8iE, 2.
49mg/kg/83&. 2.5mg/kg/83E. 2.51mg/kg/8:&. 2.52mg/kg/83A. 2.53mg/kg/8

A, 2.54mg/kg/83E. 2.55mg/kg/8iE. 2.56mg/kg/83E. 2.57mg/kg/83E. 2.58m
9/kg/88. 2.59mg/kg/8:B. 2.6mg/kg/8i. 2.61mg/kg/8:8. 2.62mg/kg/8:8.

2.63mg/kg/83E, 2.64mg/kg/83&. 2.65mg/kg/83E. 2.66mg/kg/8E. 2.67mg/kg
/81, 2.68mg/kg/8iB. 2.69mg/kg/8:8. 2.7mg/kg/8iE. 2.71mg/kg/8:8. 2.72
mg/kg/8i8, 2.73mg/kg/8:@. 2.74mg/kg/8iB. 2.75mg/kg/8iE. 2.76mg/kg/8:H
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. 2.77mg/kg/83. 2.78mg/kg/83E. 2.79mg/kg/8E. 2.8mg/kg/8i. 2.81mg/k
9/8i8, 2.82mg/kg/8:E. 2.83mg/kg/8iE, 2.84mg/kg/8:E, 2.85mg/kg/8iE, 2.
86mg/kg/8i8. 2.87mg/kg/8:8. 2.88mg/kg/8E. 2.89mg/kg/8:iE, 2.9mg/kg/8
A, 2.91mg/kg/83E. 2.92mg/kg/83E. 2.93mg/kg/83A. 2.94mg/kg/83E. 2.95m
a/kg/8E. 2.96mg/kg/8E. 2.97mg/kg/8:E. 2.98mg/kg/8iE. 2.99mg/kg/8iE
. 3mg/kg/BBETH> TV, HDWIE, FRENA—EBERICSWVT,
FhIEE ZIE. 0. 1mg/kg/1038. 0. 11mg/kg/1058. 0. 12mg/kg/1058. 0.125mg/
kg/10:&, 0.13mg/kg/10:&. 0.14mg/kg/10:&. 0.15mg/kg/10:E. 0.16mg/kg/10
. 0.17mg/kg/10:8. 0.18mg/kg/10:E. 0.19mg/kg/10:E. 0.2mg/kg/10:8. 0.
21mg/kg/10:8. 0.22mg/kg/10:8. 0.23mg/kg/10:&. 0.24mg/kg/10:&, 0.25mg/
kg/10:&, 0.26mg/kg/10:&. 0.27mg/kg/10:&. 0.28mg/kg/10:E. 0.29mg/kg/10
. 0.3mg/kg/10:8. 0.31mg/kg/10:&. 0.32mg/kg/10:8. 0.33mg/kg/10:8. 0.
34mg/kg/10:8, 0.35mg/kg/10:E. 0.36mg/kg/10:8, 0.37mg/kg/10:E. 0.38mg/
kg/10:&. 0.39mg/kg/10:&. 0.4mg/kg/10:E. 0.41mg/kg/10:&. 0.42mg/kg/10
1. 0.43mg/kg/1058. 0.44mg/kg/10:E, 0.45mg/kg/1038, 0.46mg/kg/10:E, 0
.47mg/kg/10:8, 0.48mg/kg/10:&. 0.49mg/kg/10:&, 0.b5mg/kg/10:E. 0.51mg/
kg/10:&, 0.52mg/kg/10:&. 0.53mg/kg/10:&. 0.54mg/kg/10:E. 0.55mg/kg/10
1. 0.56mg/kg/10:8, 0.57mg/kg/10:E. 0.58mg/kg/10:&. 0.59mg/kg/10:8, 0
.6mg/kg/10:8. 0.61mg/kg/10:8. 0.62mg/kg/10:E, 0.63mg/kg/103E. 0.64mg/
kg/10:&, 0.65mg/kg/10:&. 0.66mg/kg/10:&, 0.67mg/kg/10:E. 0.68mg/kg/10
1. 0.69mg/kg/10:8. 0.7mg/kg/10:E. 0.71mg/kg/10:8. 0.72mg/kg/10:8. 0.
73mg/kg/10:8. 0.74mg/kg/10:8. 0.75mg/kg/10:&. 0.76mg/kg/10:&, 0.77mg/
kg/10:&. 0.78mg/kg/10:&. 0.79mg/kg/10:E. 0.8mg/kg/10:&. 0.81mg/kg/10
1. 0.82mg/kg/10:8. 0.83mg/kg/10:E. 0.84mg/kg/10:&. 0.85mg/kg/10:8, 0
.86mg/kg/10:8. 0.87mg/kg/10:E. 0.88mg/kg/10:8. 0.89mg/kg/10:E. 0.9mg/
kg/10:&, 0.91mg/kg/10:&. 0.92mg/kg/10:&. 0.93mg/kg/10:E. 0.94mg/kg/10
1. 0.95mg/kg/10:8. 0.96mg/kg/10:E. 0.97mg/kg/10:E. 0.98mg/kg/10:8, 0
.99mg/kg/10:8. 1mg/kg/10:8. 1.01mg/kg/10:8. 1.02mg/kg/10:E. 1.03mg/kg
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/108, 1.04mg/kg/103E. 1.05mg/kg/10:E. 1.06mg/kg/10:&. 1.07mg/kg/10:&
. 1.08mg/kg/10:8. 1.09mg/kg/10:E. 1.1mg/kg/10:E. 1.11mg/kg/10:8. 1.12
mg/kg/10:&. 1.13mg/kg/10:&. 1.14mg/kg/10:&. 1.15mg/kg/10:E. 1.16mg/kg
/108, 1.17mg/kg/10:8. 1.18mg/kg/103E. 1.19mg/kg/10:E. 1.2mg/kg/10:8

. 1.21mg/kg/10:8. 1.22mg/kg/10:@. 1.23mg/kg/10:E. 1.24mg/kg/10:E,. 1.2
5mg/kg/103@. 1.26mg/kg/10:8. 1.27mg/kg/10:E. 1.28mg/kg/10:&. 1.29mg/k
g/10:8. 1.3mg/kg/10:8. 1.31mg/kg/10:8. 1.32mg/kg/10:&. 1.33mg/kg/10:&
. 1.34mg/kg/10:8. 1.35mg/kg/10:E. 1.36mg/kg/10:E. 1.37mg/kg/10:E,. 1.3
8mg/kg/10;8. 1.39mg/kg/10:8. 1.4mg/kg/10:&. 1.41mg/kg/10:E. 1.42mg/kg
/108, 1.43mg/kg/103E. 1.44mg/kg/10:E. 1.45mg/kg/10:E. 1.46mg/kg/10:E
. 1.47mg/kg/10:8. 1.48mg/kg/10:E. 1.49mg/kg/10:&. 1.5mg/kg/10:E. 1.51
mg/kg/10:&. 1.52mg/kg/10:&. 1.53mg/kg/10:&. 1.54mg/kg/10:E. 1.55mg/kg
/108, 1.56mg/kg/103@. 1.57mg/kg/10:E. 1.58mg/kg/10:&. 1.59mg/kg/10:&
. 1.6mg/kg/10:8. 1.61mg/kg/10:8. 1.62mg/kg/10:E,. 1.63mg/kg/10:E. 1.64
mg/kg/10:&. 1.65mg/kg/10:&, 1.66mg/kg/10:E. 1.67mg/kg/10:E. 1.68mg/kg
/108, 1.69mg/kg/10:8. 1.7mg/kg/10:&. 1.71mg/kg/10:8. 1.72mg/kg/10:8

. 1.73mg/kg/10:8. 1.74mg/kg/10:8. 1.75mg/kg/10:E. 1.76mg/kg/10:E, 1.7
Tmg/kg/10:8. 1.78mg/kg/10:8. 1.79mg/kg/103E. 1.8mg/kg/10:E. 1.81mg/kg
/108, 1.82mg/kg/103E. 1.83mg/kg/10:E. 1.84mg/kg/10:E. 1.85mg/kg/10:&
. 1.86mg/kg/10:8. 1.87mg/kg/10:E. 1.88mg/kg/10:8. 1.89mg/kg/10:8. 1.9
mg/kg/10:&. 1.91mg/kg/10:&. 1.92mg/kg/10:&. 1.93mg/kg/10:E. 1.94mg/kg
/108, 1.95mg/kg/103E. 1.96mg/kg/10:E. 1.97mg/kg/10:&. 1.98mg/kg/10:&
. 1.99mg/kg/10:8. 2mg/kg/10;:8. 2.01mg/kg/10:8. 2.02mg/kg/10:E. 2.03mg
/kg/10:8. 2.04mg/kg/10:&. 2.05mg/kg/10:E, 2.06mg/kg/10:&. 2.07mg/kg/1
028, 2.08mg/kg/10:&. 2.09mg/kg/10:&. 2.1mg/kg/10:&. 2.11mg/kg/10:E, 2
.12mg/kg/10:8, 2.13mg/kg/10:&, 2.14mg/kg/10:E. 2.15mg/kg/10:E. 2.16mg
/kg/10:8, 2.17mg/kg/10:&. 2.18mg/kg/10:&. 2.19mg/kg/10:&. 2.2mg/kg/10
A, 2.21mg/kg/ 1038, 2.22mg/kg/10:8. 2.23mg/kg/10:E. 2.24mg/kg/10:E, 2
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.26mg/kg/10:@, 2.26mg/kg/10:&, 2.27mg/kg/10:E. 2.28mg/kg/10:E. 2.29mg
/kg/10:8. 2.3mg/kg/10:8. 2.31mg/kg/10:8. 2.32mg/kg/10:E. 2.33mg/kg/10
A, 2.34mg/kg/10:E. 2.35mg/kg/10:E. 2.36mg/kg/10:&,. 2.37mg/kg/10:E, 2
.38mg/kg/10:8, 2.39mg/kg/10:&. 2.4mg/kg/10:E. 2.41mg/kg/10:E. 2.42mg/
kg/10:&, 2.43mg/kg/10:&. 2.44mg/kg/10:E. 2.45mg/kg/10:E. 2.46mg/kg/10
A, 2.47mg/kg/10:8. 2.48mg/kg/10:E. 2.49mg/kg/10:E. 2.5mg/kg/10:E. 2.
51mg/kg/10:8. 2.52mg/kg/10:8. 2.53mg/kg/10:8. 2.54mg/kg/10:8. 2.55mg/
kg/10:&, 2.56mg/kg/103&. 2.57mg/kg/10:&. 2.58mg/kg/10:E. 2.59mg/kg/10
A, 2.6mg/kg/10:E, 2.61mg/kg/10:8. 2.62mg/kg/10:E. 2.63mg/kg/10:E. 2.
64mg/kg/ 1018, 2.65mg/kg/10:E,. 2.66mg/kg/10:8. 2.67mg/kg/10:E. 2.68mg/
kg/10:&, 2.69mg/kg/10:&. 2.7mg/kg/10:@. 2.71mg/kg/10:&. 2.72mg/kg/10

A, 2.73mg/kg/ 1038, 2.74mg/kg/10:8. 2.75mg/kg/10:E, 2.76mg/kg/10:E, 2
.77mg/kg/10:8, 2.78mg/kg/10:&. 2.79mg/kg/10:&, 2.8mg/kg/10:E. 2.81mg/
kg/10:&, 2.82mg/kg/10:&. 2.83mg/kg/10:&. 2.84mg/kg/103E. 2.85mg/kg/10
A, 2.86mg/kg/10:E. 2.87mg/kg/10:E. 2.88mg/kg/10:&. 2.89mg/kg/10:E, 2
.9mg/kg/10;:8. 2.91mg/kg/10:8. 2.92mg/kg/10:E. 2.93mg/kg/10:E. 2.94mg/
kg/10:&, 2.95mg/kg/10:&. 2.96mg/kg/10:&. 2.97mg/kg/10:E. 2.98mg/kg/10
B, 2.99mg/kg/1038, 3mg/kg/10BETH > TLW, HBWE, FREG—
EReRERRICH VT, FhiIF 2 iE, 0. 1mg/kg/1258. 0.11mg/kg/1238. 0.12mg
/kg/12:8. 0.125mg/kg/12;8. 0.13mg/kg/12;8. 0.14mg/kg/12:E. 0.15mg/kg/
12:8. 0.16mg/kg/12:8. 0.17mg/kg/12;8. 0.18mg/kg/12:A. 0. 19mg/kg/12:8

. 0.2mg/kg/12:8. 0.21mg/kg/12;8. 0.22mg/kg/12;8. 0.23mg/kg/12:&. 0.24
mg/kg/12:@. 0.25mg/kg/12:8. 0.26mg/kg/12:E. 0.27mg/kg/12;E. 0.28mg/kg
/128, 0.29mg/kg/12:8. 0.3mg/kg/12:8. 0.31mg/kg/12:E. 0.32mg/kg/12:8

. 0.33mg/kg/12:8. 0.34mg/kg/12:E. 0.35mg/kg/12:8. 0.36mg/kg/12:8. 0.3
Tmg/kg/12;8. 0.38mg/kg/12;@. 0.39mg/kg/12:A. 0.4mg/kg/12;8. 0.41mg/kg
/128, 0.42mg/kg/12:8. 0.43mg/kg/12:8. 0.44mg/kg/12:8. 0.45mg/kg/12:@
. 0.46mg/kg/12;8. 0.47mg/kg/12:8. 0.48mg/kg/12:E. 0.49mg/kg/12:E. 0.5
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mg/kg/12:@. 0.51mg/kg/12:&8. 0.52mg/kg/12:8. 0.53mg/kg/12;8. 0.54mg/kg
/1238, 0.55mg/kg/1238. 0.56mg/kg/1258. 0.57mg/kg/12:8. 0.58mg/kg/12:8
. 0.59mg/kg/12;8. 0.6mg/kg/12:E. 0.61mg/kg/12:E. 0.62mg/kg/12;E. 0.63
mg/kg/12:&. 0.64mg/kg/12:8. 0.65mg/kg/12:E. 0.66mg/kg/12;E. 0.67mg/kg
/1238, 0.68mg/kg/1238. 0.69mg/kg/12:8. 0.7mg/kg/1258. 0.71mg/kg/12:8

. 0.72mg/kg/12:8. 0.73mg/kg/12:8. 0.74mg/kg/12:8. 0.75mg/kg/12:&, 0.7
6mg/kg/12;8. 0.77mg/kg/12;8. 0.78mg/kg/12:E. 0.7

9mg/kg/12:@E. 0.8mg/kg/12:E. 0.81mg/kg/12:E. 0.82mg/kg/12;8. 0.83mg/kg
/1238, 0.84mg/kg/1238. 0.85mg/kg/1258. 0.86mg/kg/12:8. 0.87mg/kg/12:8
. 0.88mg/kg/12:A. 0.89mg/kg/12:A. 0.9mg/kg/12:E. 0.91mg/kg/12;8. 0.92
mg/kg/12:&. 0.93mg/kg/12:8. 0.94mg/kg/12:E. 0.95mg/kg/12;E. 0.96mg/kg
/1238, 0.97mg/kg/1238. 0.98mg/kg/1258. 0.99mg/kg/12:8. 1mg/kg/12:8. 1
.01mg/kg/12:8, 1.02mg/kg/12:&8. 1.03mg/kg/12:8. 1.04mg/kg/12;E. 1.05mg
/kg/12:8. 1.06mg/kg/12:&. 1.07mg/kg/12:&, 1.08mg/kg/12:&. 1.09mg/kg/1
228, 1.1mg/kg/12;8. 1.11mg/kg/12:8. 1.12mg/kg/12:8. 1.13mg/kg/12:&, 1
.14mg/kg/12:8, 1.15mg/kg/12:&8, 1.16mg/kg/12:8. 1.17mg/kg/12;E. 1.18mg
/kg/12:8. 1.19mg/kg/12:@. 1.2mg/kg/12:@. 1.21mg/kg/12:8. 1.22mg/kg/12
A, 1.23mg/kg/1238. 1.24mg/kg/12:8. 1.25mg/kg/12:8. 1.26mg/kg/12:E, 1
.27mg/kg/12:8, 1.28mg/kg/12:@. 1.29mg/kg/12:&. 1.3mg/kg/12:E. 1.31mg/
kg/12:8, 1.32mg/kg/1238. 1.33mg/kg/12:E. 1.34mg/kg/12;E. 1.35mg/kg/12
A, 1.36mg/kg/1238. 1.37mg/kg/12:8. 1.38mg/kg/12:8. 1.39mg/kg/12:8, 1
.4mg/kg/12;8. 1.41mg/kg/12:8. 1.42mg/kg/12:@. 1.43mg/kg/12:8. 1.44mg/
kg/12:8, 1.45mg/kg/123&. 1.46mg/kg/12:@. 1.47mg/kg/12;E. 1.48mg/kg/12
A, 1.49mg/kg/1238. 1.5mg/kg/12;8. 1.51mg/kg/12;@. 1.52mg/kg/12:A. 1.
53mg/kg/12:&, 1.54mg/kg/12:&. 1.55mg/kg/12:E. 1.56mg/kg/12:E. 1.57mg/
kg/12:&. 1.58mg/kg/12:&. 1.59mg/kg/12:&. 1.6mg/kg/12:8. 1.61mg/kg/12

A, 1.62mg/kg/12:8. 1.63mg/kg/12:8. 1.64mg/kg/12:8. 1.65mg/kg/12:8, 1
.66mg/kg/12:8, 1.67mg/kg/12:&. 1.68mg/kg/12:&8, 1.69mg/kg/12:&. 1.7mg/
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kg/12:8, 1.71mg/kg/12:8. 1.72mg/kg/12:@. 1.73mg/kg/12;@. 1.74mg/kg/12
A, 1.75mg/kg/1238. 1.76mg/kg/12:8. 1.77mg/kg/12:8. 1.78mg/kg/12:&, 1
.79mg/kg/12:8. 1.8mg/kg/12:8. 1.81mg/kg/12:8, 1.82mg/kg/12:E. 1.83mg/
kg/12:8, 1.84mg/kg/123&. 1.85mg/kg/12;E. 1.86mg/kg/12;E. 1.87mg/kg/12
A, 1.88mg/kg/12:E. 1.89mg/kg/12:8. 1.9mg/kg/12;8. 1.91mg/kg/12:A. 1.
92mg/kg/12:8. 1.93mg/kg/12:8. 1.94mg/kg/12:8. 1.95mg/kg/12;8. 1.96mg/
kg/12:&. 1.97mg/kg/12:&. 1.98mg/kg/12:8. 1.99mg/kg/12:E. 2mg/kg/12:&

. 2.01mg/kg/12:8. 2.02mg/kg/12:8. 2.03mg/kg/12:8. 2.04mg/kg/12:&, 2.0
5mg/kg/12:@. 2.06mg/kg/12:8. 2.07mg/kg/12:8. 2.08mg/kg/12:&. 2.09mg/k
g/12:8. 2.1mg/kg/12:8. 2.11mg/kg/12:8. 2.12mg/kg/12:&. 2.13mg/kg/12:&
. 2.14mg/kg/12:@8. 2.15mg/kg/12:@. 2.16mg/kg/12:8. 2.17mg/kg/12:&, 2.1
8mg/kg/12;8. 2.19mg/kg/12:8. 2.2mg/kg/12:8. 2.21mg/kg/12:8. 2.22mg/kg
/128, 2.23mg/kg/1238. 2.24mg/kg/12:8. 2.25mg/kg/12:8. 2.26mg/kg/12:E
. 2.27mg/kg/12:8. 2.28mg/kg/12:8. 2.29mg/kg/12:8. 2.3mg/kg/12:A. 2. 31
mg/kg/12:@. 2.32mg/kg/12:8. 2.33mg/kg/12:8. 2.34mg/kg/12;E. 2.35mg/kg
/128, 2.36mg/kg/1238. 2.37mg/kg/12:8. 2.38mg/kg/12:8. 2.39mg/kg/12:&
. 2.4mg/kg/12:8. 2.41mg/kg/12:8. 2.42mg/kg/12:8. 2.43mg/kg/12:8. 2.44
mg/kg/12:@. 2.45mg/kg/12:&8. 2.46mg/kg/12:8. 2.47mg/kg/12;8. 2.48mg/kg
/128, 2.49mg/kg/12:8. 2.5mg/kg/12:8. 2.51mg/kg/12:8. 2.52mg/kg/12:8

. 2.53mg/kg/12:@. 2.54mg/kg/12:@. 2.55mg/kg/12:8. 2.56mg/kg/12:E. 2.5
Tmg/kg/12;8. 2.58mg/kg/12:8. 2.59mg/kg/12:A. 2.6mg/kg/12:E. 2.61mg/kg
/1238, 2.62mg/kg/1238. 2.63mg/kg/1258. 2.64mg/kg/12:8. 2.65mg/kg/12:8
. 2.66mg/kg/12:@8. 2.67mg/kg/12:8. 2.68mg/kg/12:8. 2.69mg/kg/12:&, 2.7
mg/kg/12:@. 2.71mg/kg/12:&. 2.72mg/kg/12:8. 2.73mg/kg/12:8. 2.74mg/kg
/128, 2.75mg/kg/123@. 2.76mg/kg/12:8. 2.77mg/kg/12:8. 2.78mg/kg/12:&
. 2.79mg/kg/12:8. 2.8mg/kg/12:8. 2.81mg/kg/12:8. 2.82mg/kg/12:E. 2.83
mg/kg/12:@. 2.84mg/kg/12:8. 2.85mg/kg/12:E. 2.86mg/kg/12:E. 2.87mg/kg
/128, 2.88mg/kg/12:8. 2.89mg/kg/123A. 2.9mg/kg/12:E. 2.91mg/kg/12:8
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. 2.92mg/kg/1258, 2.93mg/kg/1238, 2.94mg/kg/1258, 2.95mg/kg/125@. 2.9
6mg/kg/ 1238, 2.97mg/kg/1258. 2.98mg/kg/1238, 2.99mg/kg/1258. 3mg/kg/1
QBFETH>T L,

[0056] ABIRICHIFBIL-BIFPYy TR M, EROARAEDR SRR OFTED
AE (B58) T, 7hE—MEEBRICBELL. Xid. BELTWSRN
DHZIHRICEFENODEA—DRESERTREHZSINDET, 7hE—K
BRERRV/ XIEZFNICHEWELC @2 OER (BIZIE. TOE. RBiF B
=, 5P, FE. BRE. 28t. QLOET. © LIXERRAES) DlE
XIGEBEFGEICHE S LIZNET DI ENTES, FETHRSIND
KREEE. A—ER2850BIE. AIZIENRPREMEEER L TRES
na,

[0057] —EBEEFRICEVWT. ARTOEZRERYMOTRADERSHEE LT,
ROBEGFLIIEROKS 5 BIRTZ I ENAETH S, REIF IRV
 HBEWICIE. BYURSDMES FIEEMOBEIRROKRESXIFIHFRAKSET
HoTEL, BRFLEMDFZEIIIERO/REIFE LWV, FROKSDOH
ELTR, ERNEES, Baks, Bks, BRESQENFTFSH, 35
ICEROBIE LTIE, BRIRAESR. BRREN, BIERESN. R ERQE
NEFLNE, INODEREFEICLY., AERDOEEERD=2E F 13
BICIRE T2 ENTES, fIAE, R ERICLDIRTHRSI/FEZ LWL

[0058] —EBEEFICEVWT., ARTOERMERMIE. BMROTHZIL-31TVH
A MEEENICHFBLE2REEEHAEDLET. ThHERRMDAEE
THEULT B2 ENTRETH D, HlzlE. IL-31T7 V4 TR M, EEHNIC
HELBZHEESE LIRERE. Az, BREKPEERIEK, E¥H. 2k
Fl. BBH. REEMA. RER. BRF. BEE. Reo, BHER. &
BFIREEFEEEAEDLE TEFLLTLWL, BEOHE LTIE. BEEK
A, AKE BRELVO—R Vb=, TVTY, AL AO—H
Wb, ANAO—ZRFMNYD L EROF>TOELEIO—-R, ER
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[0059]

[0060]

OF>7O0ELAFILELO—R, RYVEZLTEI—IWIIFLTI/T
r—h. RUEZLEOQY K>, €5F >, REEBHEBN) TV ESM4 R
ARUFFOIFLUEBLEETTH60, B ALARFIAFILEILO—R
A=V R —F, BRIERLREABIFIIENTED, TNOHEFICST
2EMROOEIR. BRIINAEOHBEANTERRET 2 &V ARETH
oy

BID—ERERKICEWT, AR, 7NE—MRERICERZ L. Xi&

BELTVWABRNOHEIHRICIL-3N T VI TZZA 25T Z 5230
. PRE—MEERDFIHERY/ XILERAEICET 3,

MIMBBEE. FIEIL-317 >y T=X Mk, 0. 1mg~1000mg/body/1H~12:8
CBFFE L IE,. 0. 1mg~1000mg/body/25E,. 0.1mg~1000mg/body/4E. NiZ. 0
. 1mg~1000mg/body/8BT, 7 PE—MRERICEZ L. Xi&. BELTWV

2BNODHEINRICHFENDA—DREERTREH/ZSEINTH LV, H5
Wik, BISEIL-317 Y49 T=Z MiE. 0.01mg~10mg/kg/1H~12:8, #FF L <
(Z. 0.01mg~10mg/kg/2:A. 0.01mg~10mg/kg/4:E. XiL. 0.01mg~10mg/kg/8
BT, PrE—MHREBRICBELL, XiE. BELTLWBRNOHZHRIC
ZENDA—DIREEARTREXRSINTHE LWV, IHIC. MHIBFHEY
S RUTEBEREICSWT, RIBIL-317 Y4 T2 M, ABEZX 704 RFHIX
BHARANYZa—) VEEFROKRSA]L. 5 ERE. XIFR5RICEBRES
nNTHLW,

BIDEERRICEWT, ABTRIK. D es. (1) B (B2 IEEHE)

; () IL-3N7PUH TR M2EPRADELTEET S, RIEEHFRNDESR
KRR 5 T (i) RIRBIL-317Y ¥ T=X h%&, 0.1mg~1000mg/body/
1H~1258, X, 0.01mg~10mg/kg/1H~123BT., 7 hE—MEELICESR
Lz, Xid, BELTWARBRNDOHEINRICFEHNDRA—DORSERTRE
B’ETHIEEETRTINECRCHMNERMT 5, HEEMITIE., O
IRV, EREL EFS. BEMICHFEINZEE. 7LD -LEER.
BIEE %, BE. Ny r—YLTHELLIEETED, Fald. AIZIER ML
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[0061]

[0062]

[0063]

[0064]

[0065]

[0066]

C ASRE. RISGERBETHY. HI ARG TSI AF Y IDOL D Bkke i
MBTHEZZENTES, BRIDEEZERYHPNEIL TS Y, HAYO
EHIAETLRTHAINTWS, BRICIE. FIZITERHERYIBERI N
FRROFHPHBEICERIND I ENTRINTVE SN INTVWS
o WESNILITKEK, BAICLY., IL3I7YST=2A MEABARTOA RFEIX
BHARANS Za—) VEHEFEHB T Z2ERERIEHINTVWTH L,

APHEICBVWTEIAIN 2 TORMXEIE. ZRE LTEOLELK
BIMIERICEATI NS,

APEMEICSWVWT., TRY/XIE] OBZBOERRIE. BE TRUY/XiE] ©
AIRDOREOHEETH>T. TR & IXIF] MEEEAEDINLDH
LWWBHEEEEEVEEBBAINDS

AEAMETHAVWONSHEIR. FEOERRERKRZIRIBATILEDICAVLN

. BPAEZRET 2EME L TEBEINTREALAW, EQZ2ERSBARIN
TWAWRY, KBETHAVWON 2 AR (RMBERURZEREZET,
) . ARERDPET AIRMOBFICHSITHIHEEERICL>TLELIEREIND LD
CFEURKAEEITZHHEDE LTHERIW, iDo, BELIh, XiE, BEIC
EANLGRKRICBEWTHERINERETIRAW,

AEAMETHAWONSHE 801 &, XIRLBALNMIELZEMEE TN
XBEERE, BRINAEE (B, IR BER BES) IEETSZC
EEERTZEDTHY. ThUADEIE (B, IR BER HFS) N
BFET D EEHR LAV,

AETOEREEBIRISERXAHNASB L O DOMBAINIGZENH DN, K%
BAFEIC T B2 DICERINTRIRINZBZENH S,

AEPMEICEROBEIX. IRICK LAWRY . BEXZORMEBRICHK
T. —EDREETHETHD EBBINTIW, FIZE MNngl OEHIE T
Wingl LEHBEINTWEHDEIEBEIN., ABMEORH KRV HEEE DM
BRICEDWT—EDEHELZETETHH0E LTEEIND, . KB
HMEICBEWT, BIZIE. T1~5[E] &BEHEINTWBIFE, XIRICK LW
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[0067]

BRY. M@, 2@, 3@, 4@, 5] &. ThEFhOEHIERNEFENICEEHS
NTWBHDOERBINTEN, T, APEHEEICSVWT, HIZIEE. 1200
o ocor s 25[O) EREEINTWAEE. XIRICK LAWRY., 20E, 216
. 22[@), 23[@, 24[@, 25[@]] &. FhEhOENMEREFMICERI L TWY
2HEDEEMINTELN, T, XPHEICHEWT, I [1~5000 pg/
ml] EEHEINTWBREE, XARICR LAWRY, REGRINQWA, HIZ
(. T1 pg/mL, 2 pg/mL, 3 pg/mL. 4 pg/mL, 5 pg/mL, 6 pg/mL. 7 pg/mL,

8 pg/mL. 9 pg/mL, 10 pg/mL, - - -15 pg/mL, - - -20 pg/mL, - - -25
pg/mL, - - -30 pg/mL, - - -35pg/m., - - -40 pg/mL, - - -45 pg/mL
« * 50 pg/mL, - - -55pg/mL, - - -60 pg/mL, - - - 65 pg/mL,

- -70 pg/mL, - - -75 pg/mL, - - -80 pg/mL, - - -85 pg/mL, - - -9
0 pg/mL, - - - 95 pg/mL, - - -100 pg/mL, - - - 150 pg/mL, - - - 200
pg/mL, - - -250 pg/mL, - - -300 pg/mL, - - -350 pg/mL. - - -400 p
g/mL, - - -450 pg/mL, - - -500 pg/mL, - - -600 pg/mL, - - - 700 pg
/mL, - - -800 pg/mL, - - -900 pg/mL, - - - 1000 pg/mL, - - - 2000 p
g/mL, - - -3000 pg/mL. - - - 4000 pg/mL. - - - 5000 pg/mL] &EEEX
NTWEEDEEBINTEW, T, FHIZAE 110 pg/mL, - - - 15 pg/m

Ll EBBEINTVWREE. XMRICKR LAWRY ., 110 pg/mL, 11 pg/mL, 12
pg/mL, 13 pg/mL, 14 pg/mL. 15 pg/mL] &. ZFNZNOEHERIEEKEIC
BREINTWDLDEEBINTEIW, LN >T, HEEHIF. A, T1
~5000 pg/mL| DEEEA DS, BN D—FMIC, FIZAIE 100 pg/nl, 224 pg
/ml, 1500 pg/mLEDEMEREFEMICERINTWS Z &2 LRICIERT S
o ABAMEZICEBMOBEIL. XIKICK LARWRY, BE. RERICHERRI N,
BRRIC. TNETNDENEEI D —FRWICEREEMICEHINTVDHD
ELTHEFICHARICEFINTLL,
K5

AR, AREREEBGICL Y BEMICERAYT 25, AR I 5 EEHE
ICHIRI N2 DT,
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[0068]

[0069]

[0070]

[0071]

[=Hef1]
b ~IL-31RASLIA D EE%Y

W02010/064697(C & EEMI N T W B MIL-31RAFIATH HCIM33T (HEE,
RHES : 9 LiH, BHIES: 10) %, RIGEKIXEOEHICHK> T, H
EERNRMOFETER L /=, W02010/064697I(CH ECHEHDEBEY . CIM331idE MIL
S3IRARU A= 4 HFIVIL-3RAICH L THIEM 2B T 5.

[EHef 2]
nEO7 2/ BEREORE

TEDEESR (pI) METT 2L D ICHAORAICEL LTIV ED
1207 I /BEENAEINRTVWS, ik (LT, TpMETHME B W
D) & BIZIE, W02009/041643ICEHE L IFTRIND & 5 IC. MRRAAD
TUADHE Y AADMET LIE. H2WIE MEFALSOHRAEDEREELE LRI
%, bk MIL-31RAfLIATH B CIM3311d, W02009/041643(ZECE Dpl % IEIE A
BERCDRD 7 X / BRFZRED > SEBDOBEM 2B L THER LA (BIRIE HEE
R ZESREIRIC SV TKE20, K64Q, G65D ; LEEPI A 481 IC 35UV TR24Q, N27aD, L54
E (Kabat+ /Ny > 4) )

PlEERIEHHEE LT, MAEERBICNT 57 I /BREEDER
IKE>THEARTHD I EDNRERHINT WS, ZOLDQFEIF. BIX
(EW02014/1451591CRBEH I T W S,

MAEEBRFICNT 27 I/ BEEOBIRICL ZpINDOREZERT 2
HIC, e MNgEMAEESEERGI1 OFEICLYER L, BERNICE, B
fH& L TADIH (BBAIES : 1 2) . BeHE LTALIL (BEESIES : 13) 2
0%, BREEOMAETH DA ZFHRL .

IO BESELERADOERSES (pI) OEH %, GENETYX-SV/RC Ver9. 1.
0 (GENETYX CORPORATION) ZF3\W\T. HEEHICAMDITEICE > TTo7% (Sk
oog, B. and Wichman, A. 1986. Calculation of the isoelectric points o
f polypeptides from the amino acid composition. trends in analytical

chemistry, vol.5, No.4.,82-83) , A, MAESFRICEWVWT, £ETOV R
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[0072]

[0073]

[0074]

TAVORERZTANT 4 REEZEBELTWSEEDE L. Y AT VI
DpKaDEFSIFRAN L TEHEEZENME L 72, AbIDIEHRpLIF6. 77 TH > =,

ERLI NcAbliZ, EFMEEE LT PRARIWGIZBT2MAETHD, T
CT. AbTDEHETH DATHDOFCERIZICHE W T, EUF /) V J238FED S
OYYETRNRSFUVRRIC, BUL2BBEEOE) VETSZVICHRET S
& T, AbTH-PBOOZVER L7c, T 51T, Ab1H-P6OODFctEIE T, EfTEHFIA
WP/ BAS, EERA2BTDT7I/BADERTHD, MK (EUF/N
> T) OERAEATSHIET, FeiEARESEERF 1 OFETHERL
7= (Ab1H-P850) , BRH& L TIFADIL (BS5UES 1 13) A#FEA L.

EBII NT-Fct Z & (Ab1H-P850) ZZLHAICE LT, Biacore T200 (GE
Healthcare) Z#FAWT. AREE MFcyR2b ( Tk NFcyRIIb) F 7=k ThFc
YR2b] EHWD) EME-MAEEEREORERRET o>, ARE L M
YR2blk, HEEICAHMDEZETHIsY T2 5 Lo FHE LTER LA,
% —F v SCM5 (GE Healthcare) E(CHis capture kit(GE Healthcare)
ERAWTCT7IVAy ) v 7EThHisiAZBYEEEL L. £I~E Me
YR2DEFIR I B/, RIS, ME-MEEEGRES V=V TNy 77 —(BRA
BELOEAVI ML, BV —Fy TEICHIRIE/E FFeyR2bE
MEERItER, =071y 7 7—11d20 oM N-(2-7& b7 X K)-2-7
T)ITHVRIEVER. 150 mM NaCl, 1.2 mM CaCl,, 0.05% (w/v) Tween20,
pH7. 4% R\, EAEE MFeyRIIbOFBIRRICH BNy 7 7 —DMERI N,
oY —F v TOBEICIEI0 aMT Y & >-HCL, pHILSA BV Sz, BIEIE
£T25 CTEEINL, HAETELON Y Y-S LD LEHIN/bind
ing(RU) % & & ICERAT A 1T\, PEOOTOREEES1.00& L/ROBERETRL
T2 INS X —H DEHICIE Biacore T100 Evaluation Software (GE Healthc
are) ARAWVWLNT,

Z DFER. AbTH-P600 & AbTH-P850 & A Lh#8d % &, BiacoreDtz > H—F v
7 EICEAE S hzhFc v R2bICH § 2 S MDA TH-PES0TIER L TWB Z &N
~IN7z (AbTH-PEOOTODIEA1.00& L7/<3BAIC. AbTH-P850TDIEIL2. 22&
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[0075]

mofc) o 7$B. AbIH-P85QMDhFc ¥y R2bZ M BIXICK § % EHANME IZAb1H-P600
DhFcyR2bZF N BAEICHT T 2 |RAME & BF (comparable) TdH S Z & %Biaco
rea FAVWTHERLTWE (7F—49T737, ) o

BEQERICHRINDSI DT TIRABRWDS, COBREUTOL S ICHBET
2ZEEARETH D,

BiacoreDtEVH#—F v TRABFEBTUVTVWB I EA/HMLNTEY., 0
ERHARBIIMBEREICEELULTVWREER D ENTES, D&Y

B & ®m W Biacoredtz v —F v F EICEE XN /hFc ¥y R2bICH %
. ME-MAEESGAOREMNIE. UL AERE2T O MBIRREICELZT 5
hFcyR2bICX L T, MR-AEEESEIREETI2HRAEBULTWSD Z &N
BYXNh3,

C T, FCREIBDANLICH L Cpla LRI 2WEEE AL, FcERF
(Ab1H-P850) Z#ZL AL, WEZEAT HH] (Ab1H-P600ZE ZTHA) &
LB LT, FeBEA B L TW A ERAL Y EBFHAICR>TWS, TDRH
. Fc4BEl (E8%) &tvy—Fv 7L (AEH) O/—OVEEERD. p
[ZERIEE7I/BREICL>TRIE2LEEZIDIENTRETH D, &
5iC, ZOMRIZ. ALK AEFZE I 2HMREREICEVWTERKICED
BIENBREIND LML, EFRRICBVWTHMEBRANDERY AHRE %
IMET 2MRERT EHH/FIND,

WICED &, FeREHDAIMLICH LTplaETFIE2T7I/B (BIAE. 7

SEVEBEHL LTINS I V) ZEALLFCREGRZFABTSZIET
. WEEZBATBRIEE L T, FeEEAA L TWB BRI & Y BERAIC
RY. FcfBlg (BAER) SMREXRAL (AEH) O/—OYBEBEERD. p
IZETFTIEZT7I/VBREICL>THEFY., EARICSWVWTHHRAANDE
VIAAREABES ., MAOMRPERALBRAIEIPRETT &N
HIhd& D, Ad. Ablid, EBREFEE LTE MRARIGIZET KT
HBETH, MM (EUFV /) > T) 1E. B MRABIGE ~IgG4D W\ g il
BWTCETI/BREEFIITLIIY Q) THBZ 0D, Ig6DTEEICED

A
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[0076]

[0077]

59, UFBRIEERICERING D I ENHFRFICFBRTEL D,

CIM331D 7 X / BRECHIE. Gln (Q) 419Glu (E) ICBRINAT I/ BEE
=BT 5,

CIM331 DERARABRICIHI DIERRARICEE L T, BEINTEXRLER
AREINE, TAaDE, CIM3ID, YU R, v b, DHFORIL-3IRAL
DIME-MAEEERE UEEND A LA H W TBiacore (Biacore T100 (G
E Healthcare) ) TFHMMiL7c. TDRR. CIMBUIT VR, Sv b UHFOD
IL-3MRAICRRERIGMEE I AW EHAHIBE L7/~ (Sakurai T, Esaki K. Cros
s-reactivity of CH5427227 with NR10 (IL-31RA) from mice, rats and rab
bits (Study No. T0X08-0198S). Chugai Pharmaceutical Co., Ltd. In-hous
e report, 2010.) .

Ledt> T, CIMBBIDE MIBIT2REELRESERICET HRBT 5
RELTE, HEEEWRES, CIMINAZERICE MRS L THESET 2D
CHBIVWE, RERBEERTENETIV (BIZIE. h=J45I) ITBRES
LEELTZORREZE MINLTAR TS ETHRETFRLBTNERS
ANV Sl (o
[k 3 Al
AZTAFINICEIFBIL-B1EFERE D FEICH T HCIM33T K RS OHHEIE)R

AZIVAFIICHZ I A FIVIL-31 2 iRARE L TERIND € 5K
THCIMBNE THREDRHE RS Lic, TOEIINT IRISHDERE LT
 EDETHOMERE L, EOETEBORIE. ETFAASICTRSEL
IV D1TE) (265E) ZERTEHREL., AIRXIIERTEHEO—E%5>1&<
B DETEIOE LTEHAILE, L. 1ERT2LITRTTEEDE
TENGBERNLBLEDTH D EEX. EOETHOEBD SBRAL K,

FPCIMBIRERIIC. H=V A YILIL-31FER SROEETE A E5 7 H 4
STHRELEL 2[E) . 0%, ETABEICIYEREL. LEOAEEZR
WTHZ 7 A HIVIL-313R 5D % 5 FETERIERZRE L 2.

A=V A FIVICCIM33T 0.2X1d1 mg/kgZz BEIE TG L. LTOLDICH
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[0078]

[0079]

ZOAFNVIL-313 5% 0% S ETHOHROREZITWVW,. CIMBIRTREDE
BATMUIE, H=U4HILIC0.2 mg/kgDCIM331 A B EF F1%5 L. CIM33]
RTFHERIRU R T 51%3, 15 28, 42, 56, 93H%EICT ug/kgDh=o 41
PIVIL-31Z 58RI S Lic, A=A PFNVIL-3188 5%, ETFTAXS%EZH
WTEGHRTEI 2SR L (2805@)  B#RIC. B=2 4 FILIZT mg/kgDCIM33
1Z8ORTHS5 L. CIMBIE THRSFIRUR TR 51%28, 42, 56, 77, 79,
81, 84, 93H#%ICT wg/kgDh=U A4 FIIL-31%ERANKS Lz, =V A
FIVIL-3138 5%, ETATHASERVWTREGTEZRE L 285 . 2
O, ETABEICLYERL. SIROAEEZRAVWT, A=74 HFILIL-31%
5% 0% 5 ETHOHRERE L,

CIMBURERIICIE A =7 A YFIIL-B31EICE Y. h=74 YIVIL-31#E
AIE LB L T, ZOETHEEAEBMLTHY., E2ENMNFERINLTVWSES
EWEREINZ, T, AZ VA FIICCINBI 2 BERTFHRET B &ICL
Y. A=A HFIIL-31 580 F 5 ETELBORED IHERI N,

AT AFIIC0.2 mg/kgDCIMIB £ B EIF T 5T B &Ik Y, CIM33T
DI SRENCLEE L. CIM331#S3HZRDFHHEICSE W TH= 7 14 FILIL-31# 5
BOZDFETHEHOEHEORIDHI/ERDL bh, 2BRBICEVWTHEH=V 1
PIVIL-311 52 0% 5 ETELROFHEEDR I IED o (B6) , F
721 mg/kgDCIM331 BB T4 5 TIZCIMIZR SETTRBICEWTE, h=4 1
HIVIL-3116 5B D % 5 FETEIRIHMOFEHHED R VI AROH LN (B7) .

EAADERSEREICYAY., CINBIOAEMMBHEES, h=V414 I
WA= A YNIL-31E8ET B EICLIYLEEDOEDEEZFERT Sin viv
ONZ VA FIWIL-INFREIEETINERAVAEBREREL Y KD, O
BT R—0OB=7 4 FILEEICKH L. CIM3N Z8#IRAZS L. TDHS
E%&3 ug/kgh o100 wg/kgFE TERFERIICIEM (3, 10, 40, 60, 100 wg/kg
) IEBZZEICLYMBFRREZBMI G, SERETOCIM3IREERIC
MmEFRCIMIBLREZRET 5DICRLT D EEHIC. 1 wg/kgDA=o 4
HIVIL-31 8RNI E T D EICL Y BRIN L SR20GB[ O £ 5 FET
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[0080]

ZETHBREL. TOEDETHLBEZEHAL L, O ETHOEL. EF
AAAZICTERFLALYINOTE (285EH) 2BRTHEL. AIRXIEEREKT
HEO—EEs > BLEWFEZ S FETENIEE LTEHRIL L, L, TERV2
BITRTITIEIETHIBRANLLDOTH S EEX. ZHFETHOEHEDL
SBRM L7z, CIM331 RN S L. ZOREEZEREMICEMIE S &
IC& Y, CIM331#& 5B OFHMFEHCIMIBLRE IZIRSEITKRE L TEREN
WML 72, CIM331E, COAh=J A4 FIVIL-3ZFERMEE D EICH L T, 40
ug/kotg 5% (S5EHOFHMEBFIREIL670 ng/mL) LA THR S AN
SRER L, COFHEMBAHIRESTO ng/mLix B MIH T BCIMTDERI
BREEREE L, EMNEAZ VA FNICE T 2MEOFEREBIIELIL
TWBIZEMNREINTWS (Jennifer Q. Dong et al., Quantitative Pre
diction of Human Pharmacokinetics for Monoclonal Antibodies. Clin Pha
rmacokinet 2011;50(2):131-142 ; Jie Ling et al., Interspecies Scaling
of Therapeutic Monoclonal Antibodies: Initial Look. J Clin Pharmacol
2009:49(12) :1382-1402 ; Rong Deng et al., Projecting human pharmacok
inetics of therapeutic antibodies from nonclinical data. mAbs 2011:3(
1):61-66)  TDH. H=7V 14 FILPKEERRICH (7 5 METHCIMIBUREHR
T—X DIEFFHEEMICE > THEONEPKIRS A =4 %, & MIHITBPK/ARS
X—8FRMEE Ulc, FRIRMETICIE, BB8ICRTIATYR - X VT UR
EEANLIIERHERET N ZB W,

H=U4H)LIZ0.04 mg/kg. 0.2 mg/kg. 1.0 mg/kgCCIM331 & EIRA K
BRT#5%0OmFEHCIMBUREHBOREDEEEZ LEETIVICERHET
IEOL. JRBEGNSA—FEBH LT, BON/NASX—F &R, CIM331
ZE MIRES LEGEOMBHREMBZ TR L, £ NI mg/kgTHRE L
=ima. CIM331DE MIBIF2BEWMEFHEIRE TH 5670 ng/mLLL DI
EHRREZ6AMMIET 2 & FRIINA(K9), CIMIAREICTy BEML
IL-3Y T F N EHET 2MREMBITETHEBEINDT ng/ka%. F1EER
REBEREE L1,
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[0081] [==HE%I3 B]

[0082]

[0083]

PhE—ERERBEENRE LELBEORTRE

FBIEEORSHBROEREEICSVWT, UTOREIIEN TS 7 ME—1&
HEAREBLZICH LT, AEHYCIM331IEEE0.3 mg/kg., 1 mg/kg, 3 m
g/ kg WL TS EROWTIAE, 1BEH-YIRICH L TENRETN, BE
ICHEEBITE ™ ’E LT,

CIM3N %159 o 0KRBEE LT, ABRTOA RFICK 2BFZ 12
PUERRL TERLTWSICHEDLLTUTOEEEHET 7 ME—%EE
RB|BEEBRL

- Eczema Area Severity IndexAN10LA L., DN DBUWKIEA D RENERE
FEMDS%LA E

- BEROEEESRICETWEBRRUOCEREDOEA DRZE OO S ET 4L
£

© % 3 FEVASSEH9{E = 50mm

BB, BRRE. 1 alFIC100 ngDCIMBIREAESE T SR nLEFEL
tD, HEVWIEFRICIYEBHORSREICLELDZRAW:, TR
FEERRKERWE,

(3—1) FHMHIEE : %55

FHEDOERX DML, Visual Analog Scale (VAS)IC & YWiT- 7=, VASIZ1
00 nmDEFF T, 0 mMAEFEAL L, 100 maRELNT FE—HEEA TREIC
BRLEEVRWVEAE LEBEIC. BRERUMERICSIT 2N PHDA
TEBEBEN0~100 mOBICRTTRTEDOTH S, BEGHBRBE+ER
EERE1T o1,

TOW™R., T ERETIL20NEEDE T TVASHHR L2DIZx L. CIM33
W SBETIRWThOREFICBWTHRSRERHNOVASHMET L. %548
BB REEDETIM R I (K1)

(3—2) FMIEE : REXR

Eczema Area Severity Index (EASI) X7k, 7 NE—MHEXDERE
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[0084]

ERUVHEBEEZAET 2HODY—ILTHD, RRUVRBIBOESORERT
SO 58 E%,. BRRE. L. ABRRUCTROMEFEDZENTNRICOWT, F
&~ (f31) . BT (FEfE. B8, FE) . 0215 (BRE) RUEEL
DEEZ, 2L (0) . 8&F (1) . 7FE (2) . 58 3) THMLL, A&
BREAREAR, DERXIZ2ZBEICIBOMEE CEMAHIEZ1T o/, RELBRE
RONR—ZZ4 VHASLOEASIZ A7 DEHELEE., BE5LBRICEIT2%ED
FEVASZ A7 DFPER (Tabhb, HOEINORFDEEE. 505 LDE)
ICHRRT L 72,

FTOFER. £DFEVASZ O 7 DR ADERAL0RAEDEETIE, EASIZ O 7 DE
BELEIE-11.5R14 Y FTHY, S0RBOBEXIEI TS REELER LB
BIC, ESIZO7DEVENKRED 2L (M2)

(3—3) FHMIEE : £5FEDE (Q0L)

(3—3—1) ER

Actiwatch (BEFER) K. FEICEE L. 2F0BIDEREERLLFEHOD
BT EBRTH T CHIIR L. BERVREFT 5 & D ICRE S NAIFHRIREA
MR TH D, 548% (Week 4) T THWREIIZOBWBREEE L, AR
HMOREF TOEROKE. BRER. BERYIXZIVCZTOMD/INSA—F
EEREMNQAETAE L, BEDREIUTOXNTEE L,

[#01]

5 PR OD B AR FEF ]
EEERZE =

Ny K (fl) THEIZE > TUL=FE
Z DGR, HEIRSIERIE, REICBVWT. BSAIIL60%FZE TH > /=H, CIM3
BSHESETIRWITNORAEFHICSVWTH, BELERD SERMEDOHEHER
HoHN, HE54HE%R (Weekd) ICIFBORRE L THELL (M3) ,
(3—3—2) DLQI
Dermatology Life Quality Indexid. RZEFIFMDQOLELfH Y —/LDLOI (Finl
ay et al. 1994) THY. 10OEBTERINS, DLAIOERIZUTDEIEE
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Ko iR - BB BEEE. KRB 58 - IR ABRBR AE
. REMIERORI7 A5 LTI Z XD B, mAIL30, RNMIOTH S,
THEWIEQQLIMETLTWS,
BEIILEEH D WVIARBICEEKET o, TORR., BEHBRICBITS
ZibIE 7S RETIETHE0. 7R, Y hOBETFTH>7<DICx L. CIM33IEET
(& 1H5.4-6. 3R 1 >~ NDIETARDH S5 r,
[0085] (3 —4) FFMIEE : ARRTO4A FOFERE
AEZRTFO4 K (B34 F (BHEE ; EROJLFYUVEBEBIRATI
) BWIThOEBETEHA L, £/ ABX704 ROEREIR. BFOD
REICL Y BEEBRTREE L,
ZTORR. O34 FOFERER. 77 REEETIHEMERTH >0
I3 LT, CIMBBUESETIRWTNOREFICSVWTHIRSBED SR ME
mznrLi (K4) .
[0086] ; : CIM331 D IMEH D : BBIRSX—H{E
BAAT7 hE—HREREEDIMBEHRCIMIBUREOHZ 2K 6 IC, EYE)
BARSA—FEERTICRT,
[0087] [&1]

AUC,, AUC,, | CL/F C,. MRT t, T,

AT oS
(H*pg/mL)|(H*pg/mL)| (mL/B) | (pg/mL) | (H) (8) (8)
C-1(B&EA, 0.3mg/kg)| 49.2 45.7 408 2.20 19.9 12.6 5.66
C-2 (H&FA, 1.0mg/kg)| 161 158 368 6.50 22.1 132 4.87
C-3 (H&EA, 3.0mg/kg)| 489 484 459 19.4 237 14.6 4.46

[0088] ZD#ER. CIM331MDI%54.46~5.66H% (EHE. LUITEE) (T, CIM331
EmMEPREIGEL. T0O%. MBEFHERFERE (1) 12.6~14,6HT
BN GERER U, 0.3mg/kgBf. 1mg/kgBE K U 3mg/kgBE¥DC,ild. ENE
. 2.20, 6.50K% 9. 4ug/mLTHY., AUC +E. FNETN, 49.2, 161KRTV48
IH*ug/mLTdhH>7, Fr. CIMIBIELIFZ TR GEFDAUC, ;. AUC .o R TV Cpbd
BESEICHAILTEM L2, MFEROCIMBURE L. AEMKENIC. H5
—EULDOREL MR T 2HBOEREANRO SNz, £/ CIM3IKE
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[0089]

[0090]

ICE 2 %F D FEOMFEIRIRIG, RNEHERTIXRE & ORBEMENIRERICIT A SN
27,
BH. KR, BRABRENETIUTZERT 2,
AUC;; = BREI0D S HEFREFRE & THHE L 7ZAUC
AUC,., : BEREI0D 5 MIRHIRE ER A BEE S R & TOAUC

CL/F : HNMNTDY ) TSR

- EelFiRE

MRT : T B A

Ly SHREBH Too o MARE EERE

(3 —6) REMFMBE : Bt

INLDF/RICELY., CIM3BE, 7hE—MRERBEDEDE. REX
 RUQLZWE LA EFREI N, AEBRIE, IL-317 29T MY
PhE—MERERICE>TELDEIEICH L TENITHE TR LY
DEERERRERE THD, TnickY., CIM3314% Itch Scratch Cycle®d
BT E WO LWERBFICE DX, PAE—MREICE>TELDZDE
DHEHT, REBARVWLOBEEZ L L LEDIEVHFTE S, b
EDEEHDIEORIE. RPEBILIESIEEBERFTHEIENMONT
BY., TOHWMICIYREDBBHEE 2RI TN PTHREMET L. RK%
B L TRALEARFRICE Y RERISIIERI N, RERXROBERVE
DEDEBEEILT, COLDBEIR—KREREBIL—FDEBLLOERER
l&. Itch Scratch Cycle& LTEISTTWS (B A L. Wahlgren CF. J Derm
atol 1999;26:770-9 ; Homey B, et al. J Allergy Clin Immunol 2006;118:

178-89) ,
[EHef4 ]
PhE—MEREBREEENRE LERERTRE
(4—1) BIEREHSHER
FBIIEREBRSHBROBREFICEVWT, ARBRIHRTT2E LR
BEMORWN, PEERVEEDY bE—EREREBEN0ZZTRIC, KL
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[0091]

[0092]

[0093]

TOEFETCIMBIXIE T ROWT IO EIEERICKE T% 57 %, CIM3310D
REHLY OBREERCIRERBREIILUTOEY & L. AEHY20 1l /kg
DRETW > Y EHET S, BREDODFEMN20kgZHE A 2HFEICITHEE
120 kg& U TERRELZRART 5, Ad. AEREIE. 1 nLZ100 mgDCIM33T
HAEEETBHRE1/NA TILICDE1,53 nLRiE L ERE RS B8 %,
ERBAKTAREL THRES®RE L, SRR EALISEREAREFERL TS
SHICFERLTENDERSEREICT 5,

[#&2]
CIM331D i & (mg/kg) CIM331#& 5 IEE (mg/mL)
s s
2.0 100
CIM331 %359 2 REBEE LTE, ABRTO04 REIXIEARAILS =

1—Y)UEER%E. BEORETHEFLU LR L TERL TE+9A%RL
Bonah ok, HBWE, BENLARERICE L TBBEIRVWESE,
FLIGBENLOARAEEERTZIENATERVESE (BR%) T, UTF
DE#EAEHTT7 NE—MEERBEZBEIR LT,

- Eczema Area Severity Indexn 10LL E

- sIGAZ 37 H'3LU E

+ % 5 FEVAS = 50mm

REERRII2DD/S— N THERIND, Part AiZ, SV L. —E5H. 7
AN, WITEELERERTH D (Week 0~Week 12) , Part BiZ, “&E
BRI SHMGIHETH Y. FICS2BBICH T Y #ERE ~ DCIM331#% 5 A%k i
Iz (Week 12~Week 64) , Part ATDMHEREM250L%1:1:1:1:1DLL T4
D DMEREREE (REHS0R) RUTStRE (W508) owFnhmicsS vy
LIZEIY ST =,

Part A

- CIM331 (0.1 mg/kg) . HEE T EICE TS5 (Day 1. Week 4K UWeek 81C
#%5)
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[0094]

- CIM331 (0.5 mg/kg) . 4EBE T & ICK TS5 (Day 1. Week 4% UWeek 8IC
®5)

- CIM331 (2.0 mg/kg) . 4B T EICK TS5 (Day 1. Week 4% UWeek 8IC
®5)

- CIM331 (2.0 mg/kg) . BB T & ICK TS5 (Day 1Kk UWeek 8ICHES, X
SicWeek M TS REHRS)

- TS5 REABECEICETHRS (Day 1. Week 4% UWeek 8ICH5)

Y BEHICIE, Part AICBWT, BREH D WL TS EROBRE AT
L2 7-8E1326461 T, FS5tR, 0.1mg/kg. 0.5mg/kg, 2.0mg/kgD4BERE
TEICET®RET R, RU2.0ng/kgE BRI & ICK TS T 2ET. Th
N5, 536, 541, S2HI KR U261 TdH > =
Part B

Part AT S5 EREEICEIY T SN BRE L, Part BICHULTCIM331 (0
.1 mg/kg. 0.5 mg/kg, 2.0 mg/kg) #AHBETEICKH TS THEICBES Y
FLICEIYITON S,

Part ATHRERERICS V¥ LICEIYNIT SN mERE I, Part ALEUH
SRICEEZIY T 5N, Week 12LIEL R UAERAET 2,

- CIM331 (0.1 mg/kg) . &BBE T &ICK %G, &52:BME

- CIM331 (0.5 mg/kg) . 4BBE T &ICK &G, &152:BME

- CIM331 (2.0 mg/kg) . &BBE T EICK &G, E52:BME

- CIM331 (2.0 mg/kg) . 8BE T & ICKE &S, 515218 (Z DEEOWERE
ICIKCIM33N & S 2R Z4MBEBICKEILRS T 5, )

(4—2) BEEBE

Z D EVASUE B REIR DB NGRSO SR WHERE TR L. #WIEHE 548
LB ISEROYM CTHARRERELAEE LTHERTI I 52B05, [HE
DEROLNBWN] DERHIF. (1) XR—F 4 VRN HSIGAR I T ICHED
E LY (RANAN
(2) sIGAX 7 H3LUE,
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[0095]

(3) R=S5A VEHISDF D EVASHERN10%ARHE. BEEDF D FEVAS
HY50 mmBL_E

DIRTE/ETHZEET D,

(4 —3) FHIEH :

- FDEOWRI OELAMHIL. Visual Analog Scale (VAS) (Furue et al.2013)
ICEYTTD, VASIZ100 mmDEHRT, 0 mEEFEHA L, 100 mzEBEINED
REDEHKE LEGAIC, BEUFEICSITEINMPHDEI ZBZEEH N0~
100 mDEICHRTRTEDTH D,

- F5EVerbal rating scale(VRS)Ix. mpHAL (0) . AL WH (1)
 FEEOHNDH (2) . vEWVWHLRA (B) . XiF. FERBIZVGEWVWDLRBAH (4
) DSEXBEDVRS (Reich et al. 2012) THEELFFEHRDZ D FEDEE & HKER
EHEHFMET 5,

- Eczema Area Severity Index(EASI) 27k, P NE—MHEEROEEE
RUOEHEHZRNET 5DDY—ITHD, RKRULXBHLOEBLOEERTE
H2EE%E. BERE. LK. ABRRCTROMBREDZNETNIIOWVWT, FHiR

(fI3) . BEX (B, &P, FE) . 0-2»3F (BRE) RUEELOD

BEZ 2L 0) . 8% (1) . #%FE (2) . 8F Q) THMET 5,

- SCORing Atopic dermatitis(SCORAD) X BB DEE R VEEE A LMT 5 7/-
HDERK'Y — )L Td 2 (European Task Force on Atopic Dermatitis 1993)

- static Investigator’s Global Assessment (sIGA)Ik. clear D Svery se
vere disease F TOOEEME (0 = clear, 1 = almost clear, 2 = mild disea
se, 3= moderate disease, 4 = severe disease, 5 = very severe disease
) T, #IH, BE, EP, BHRUHEOBRBREFEZBVWT, FMEEROHK
EMREEE AT 5.

- 7 M- ERIBEERMBody surface area(BSA) XL H D > LHEERD
HHBEEETRT,

- BRERFEEVASIE, TEEROBEQL] (0) 5 [2<KERD I ENTEAD
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o721 (10) FTOVAS (Furue et al. 2013) TRE24BREFRDERESOD
REZHRRENTMY 5.

- Dermatology Life Quality Indexik, FZERIAMQOLFEAH Y —JLDLQI (Finl
ay et al. 1994) THY. 10DEBTHEMINS, DLUIDEMIZLATDEIER
IKaTons :
R - BB, BEEE. RIB. 5@ - FR. ABRR. AK, 2EMEEO
A7 %&HEt LTI =Kk B, H&KIF30, RNMIOTH B, AAT7HBHWE
EQLAMET L TWB,

TIOT47574

Actiwatchid, FHICEEL. EHBOEETDHEFRLLALFEOEET 2 BHT
BT CHIEL. BRRVERET D LD ICHKESTINHFFRIANERSETH S
o AIERREAERIBERD DWeek 4AX THBEIL C DORBEEET 5, ABRLDL
REFTOEROKE. BEER, BERVIEEZETEZOMONIA—F9%2ER
BN FETREY %,

(4 —4) FRITSFER, FRATHESE -
CIMBNZ4BEIC L ICE THRET2HICEVWT. EEFMEBE L. ¥5HRB
1281 D E D FEVASOIR SRBIF S LEE L 2WEX S L. 4EEIC1[EICIM331#%
SOEAERO TS ERICNT 2EBHEMN - BUMEHEDRT 5, TEQENA
sEE LTI, D84 (Analysis of covariance, ANCOVA) #FHwW3, &
REICIE, BERB12B% O F D FEVASDIR SRR & LhE L - WEE A IR
BEE L, SBERBZEESR. BRERBIEOT S FEVASRUg (B4, ERM
KB EREEELAEETNEDHTID S, TEMBTTIE. REDBERK
HEIFFAO. 025%AWV, FAREFIHORIEBICESVWTIEHREN LFERH
2B 1T D T & T, MEDRYRLICL 22EMAEERT 2, TELME
MRRERE LT, BREETEEN SDEKRRREARD DN-KEBRED
—E8. BHIICERZ I LARERE,. RUEINITERASBRELZRESN
F-EREE &R\ fzper-protocol (PP) EFABAWS, BEABEEZIF LK
ICAELET—9 5T RTEBA L, RIEEALOCF (Last Observation value
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[0098]

Carrying Forward after baseline) C&kYERT 5,

Part ATBBREH DV TS EROREEZITLBED DS, TELHEN
WRERIZ 7SR, 0.1mg/kg, 0.5mg/kg. 2.0mg/kgD4BEE T & ICHE s
5. RU2.0mg/kgZ8BEE & ICKE TS T 28T, TNEh46Hl. 464
. 4565, AT R TASBITH - F=,

LEBCEDBREFHICBWVWT, TEFTMEBTHS. I1E5RKI2ZBEDED
FEVASORIBIEL S DHEXR (RNZRTH) OTSEREDEF. 0. 1mg/kg
. 0.5mg/kg. 2.0mg/kgTENEFN-21.39% (p=0.0027) . -41.16% (p<0.0001
) . —40.39% (p<0.0001) TH>7=,

T, AE[RBRRANLBEREARTH 570, TELBTLUNICHE
R EREL. MEMICKREEZRNTHIENTED, TOKRIE,
BRI TREHZ2EDOD. REODERKEELHMO. 02558%ET
3, REIFERLAWA., BE{E&BICIE, ANCOVALLAIZ. Mixed-effects model
repeated measures approach(MMRM) DFIFE>, ETFT IR S B WERKIETE
D&, BRERSZOREFARRTHESNIFNATRERIATOT—4
A \WizIntent-to-Treat (ITT) FEMTNREHDFIA. BHEEELZITLE
WCHIE LT —9 OFIA. H2WERIBEEZFETLARVETORBR 2 BEEMHE
R, SEMICKRET L TEW, Tk, TOEVASICH LT, B5mRB12B%LL
AOBRROFE. HEWE, HE5HRBIKFEERULAEREBRICHIGT 2ELE
FEEFBEFEROEZFBALT, TNODERETLITHIEEEZEEL L
WE LEFDESEREBEHE LEETIUVERBAMERE LTELWL, &
D& D BEETICH L, EELBOEHEERTDHIENTED, £ DFEVASH
N DORIRHB MRS © RIRICAT L T LU,

CIM331 A8 BB T & ICH TS T 2B DWW TH ARICERI BB %17
ZENTES,

- E LR E QRIS : % S FEVAS, EASI, SCORAD

HEIEIIR—Z M VD LRIFRE TIC25%, 506K V755D WME % 53
R EDEEEELT D,
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[0099]

[0100]

Part AD4ARERE Z & DI/REEICH T HHERIE. PPEEICEVWTHFAREZR
FEBISAELET -9 22 THRA LRIBEZLICFL THTE LS, 5
FREA 128 ICH W TE D FEVASDS0SDWE % RO - WBREDEIEIZ. F5¢
REETAYTH>=—H. 0.1mg/kgB%, 0.5mg/kgE¥. 2.0mg/kgd¥TE N Zh4l
% 67% 5N TIH >z IWDUEARDIIFREDEISIX. TS wRBEETI2%
T#Ho>7—7. 0.1mg/kgE¥. 0.5mg/kgB¥. 2.0mg/kgB¥ TEN TN 14%, 49%. 4
A9 Tdh > T

FRRIC. BRE5RBI12B%ICEVTEASIDSSDHEA RO HREDESIE
. PSRBT THo-—H. 0.1mg/kgE¥. 0.5mg/kgE¥. 2.0mg/kgE¥T%
NeEN4A3%, 51% AN%THo7, 15ADHEERDI-HEREDEIGIZ. 5t
REETI1TH>7=—7h. 0.1mg/kgB%, 0.5mg/kgB*. 2.0mg/kg®*TENEh23
% 37% 22%TH >,

%5 RR128% 125V TSCORADDSOY DN E % RO HEREDEIEIZ. 75
ERBETISNTH o —7F, 0.1mg/kgB¥, 0.5mg/kgB¥. 2.0mg/kgB¥TENEN
18%. 3%, 3% THol, 1UDHEZRDHEREDEISIZ. TS5 RET3
¥THolc—75. 0.1mg/kgB*. 0.5mg/kgR¥. 2.0mg/kgB¥ TENEMNON. 155, 1
I%TH > T
2D P L EERE DEIS : sIGA, F D FEVRS

BIEEHOR—Z5M4 VENLERFAETIC2HULERE L LBEREDES %
BHT 5,

Part ADAER Z & DREEFHICHITHRERIZ. BEFABIZAERICEWNT, sl
AN 2 A LERE L BREBDEIGIE. TS5 RETIZNTH>7=—7H. 0.1ng
/kgB%. 0.5mg/kgB*f. 2.0mg/kgB¥FTENEN21%. 30% 22%TH>7=,

BERBI2ZBRICBVWT. D ERSA2EMU EWE L HBEDSIE.
TS RETH TH 27—, 0.1mg/kgE%, 0.5mg/kgE¥, 2.0mg/kgBETZh
ENn14%. 47% 30%TdH > T,

- INEE - F D FEVAS, EASI. SCORAD, sIGA, 7 b P—MRERBEEFOBSA
« T D FEVRS, BEARFEZEVAS
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[0101]

BEEADOR—ZAS( VENMSERRE COREE LB BRMEHCLIYENT
oy

Part AOAERBE Z & DIRGEICH T HHERIE. PPERTREAEEZS(T-%
WCRAIE LT — 922 TRALEBE. TOEVASOBRERI, BE54E8%T
TS RETIZNTH 27—, 0.1mg/kgB¥T39%. 0.5mg/kgE¥T55%, 2.0mg/
kgB¥ TARDWE AR LTz, REI12BR TR S ERET2U5TH>/—F, 0
. 1mg/kgB¥T47%. 0.5mg/kgB¥T68%, 2.0mg/ kot TOIXDHERTH o 1=,

E#kIC. EASIDIR 5128 DNERIZ TS REF38RICH L. 0. 1mg/kgZ¥T
34%. 0.5mg/kgB¥T54%. 2.0mg/kgBfT48%Tdh 7=, SCORADMDIZ 512581 DK
EX(F. TS EREF20H L. 0. Img/kgB¥T37%. 0.5mg/kgB¥ T45%, 2.0mg/
kgBETATR CTH o Too SIGADIRFIZEHRDWEERIZ TS EREIPITH L. 0.1
mg/kgE¥ T25%. 0.5mg/kgB¥T34%. 2.0mg/kgB¥T28%Tdh 7=, BSADIE12@E
BOWERIE TS ZRENRIT L, 0. 1mg/kgBET25%. 0. 5mg/kg* T26%, 2.
Omg/kgE¥ T3P TH o 7o £ D FEVRSDIRF12BEDBERKIZ TS wREFI8%IC
xf L. 0.1mg/kgB¥T42%, 0.5mg/kg#¥ T58%. 2.0mg/kgB¥TH8YTdh >z, HEER
[EEVASOR S 12BH%ORERIE TS ZRENHIH L. 0. 1mg/kgBET57%. 0.
5mg/kgE¥ T65%, 2.0mg/kgE¥ TOIYTdH > 7=,

- RIS E TOBER : %5 FEVAS, EAST, SCORAD, sIGA

% D FEVAS, EASIKUSCORADICHWT, N— A VBh 525%, 50%. 75%
WEIHETZETORERB., HUIC, sIGAICBVWTR—RS A VEHIS2HNE
T 5 FETORFE ZKaplan-MeieriE EBE% AW TRIMNORBREERE LTE
Y3,

Part AQAEE C & DR GSEICH T DERIE. EIEVASICEWT, 50%D
BENMR—S M VEEHI 525%. 50% T5%NEIET DF TOEBIEIS SR
BETrThThnIER—. EXRET. ERE T THo/-—7H. 0.1mg/kgBETEN
Th2EE. 4BE. ZEMRET. 0.5mg/kgB¥TENEN2E™[. 2:EE. 5EME.
2.0mg/kgBETENTN2ERE. 4BE. EXE T TH>o7%, /. Kaplan-Meie
rEEEZ WIS ERBBRIZBICE T B2 R—XF 4 VERh 525%. 50%. 75%
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WEDENRKIZ. TS ERETENRETN2% 38% 22%TH>7=—7H. 0.1mg/
kgB¥ TENEN84%, 66% 38% 0.5mg/kgB¥TENENI5% 80% 68% 2.0mg
/kgBEETENENI), T, 48pTH > T,

E#RIC. EASTICE W T, 505D BEMNR— 5 A VB 525%, 50%. 75%2K
EILETI2IETORBARE TS ERETENTN6ER. 128/, ZEFRETTH
o7e—%. 0.1ng/kgBETENETN2BMAE. 4B, EKE Y. 0.5mg/kgB¥T%
NEN2ZEFE. 48FE. 128/, 2.0mg/kgB* TEZNEN2EME. 6BE. ZFRE
FTHol, Fhe, Kaplan-MeierlEEEZ AW RSRIARIZBRICE TS
N—2 54 VBFH 525%, 50%. T5XHEDEKEIZ. T ERETENETNG6S
% 51% 23pTH>7/=—Ah. 0.1mg/kgBF TENENT1%. 66% 37% 0.5mg/kg
BETENTNEA. 73%. 53%. 2.0mg/kgB*F TENETNI3%. 67% 28%TH -7

SCORADIC BT, S0RDBENN— 5 A VBN 5256, 50%, 755N E ICE
TH5ETORBIZTSERBETENRTN6GER. ERET. ERETTHo L
—75. 0.1mg/kgB¥ TENETN2AM. ERE T, ZERET. 0.5mg/kgB*TEN
ZNIHBME. 10:BE. FERET. 2.0ng/kgBETENETN2BEE,. ZEHRET. ZE
BREFTTHo7, F/. Kaplan-Meier#E(EE B W/ ESBBRIZBRICS
FBR—5 4 VBEMN5H25%. 50% T5hNEDZERKIZ. TSERETENRT
N57%h. 40%. 6RTHo7—7. 0.1mg/kgB¥FTENENT8h. 46%. 9%, 0.5mg/k
gBETENETNTN. 55%. 30%. 2.0mg/kgBETENEFNNE(BEHTETY). 46%.
250TdH > 1=

SIGAICBWT, 50D EENNR—IS A VEsHL2RBAET 5 X TORFEIE
75 R 0.1mg/kgB¥. 0.5mg/kgB¥ KR U2. Omg/kgBED W TN H12BHE T
ICEMRINAN -7, /. Kaplan-Meierit EE% W18 5EA1%128%
ICBITER—ATA VEDNL2REEDEREKIE. TS ERBETINTH >
—7%. 0.1mg/kgB¥T36%, 0.5mg/kgB¥ TA4Th. 2.0mg/kgBFT3BRTH o7,

- BUEBE A 2T 2 £ TOHRE]

FFEEE ST D TOHIRB %Kaplan-Meieri BB % AWV TIRBGH A RIS
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[0103]

[0104]

[0105]

[0106]

RERE LTENT S, BHAEREZIRD > IBEREIL. Part ADWeek 12
TORBE (XidPart BDWeek 64 TDRERR) . H 25 WITEROEIHIERFDOW
THOREWATHSYY &7 5,

Part ADABE Z & DIRSEICH T HERIF. SOWDBENR—Z S 1 VB
MNOREBEEZITDETORBIE TS ZREE. 0. 1mg/kgB¥, 0.5mg/kgB¥ K%
U2.0mg/kgBEDWVWITNEHI2BERFITICELRZEL D o7z, /259D EBE AR —
A4 VIR OREREEZITS £ TOREIE TS 2AREE 0. 1mg/kgB%, 0.5
mg/kg¥. XU2.0mg/kgB¥TENENGER. SEE. FEEY. RUGEET
ol
- BOFEEAEZ T TV LHREOES

BEATHRELAEEZIT TVWAIBREDCLE S AEHT 3,

Part ADARRE C & DIRSEICH T2 ERIT. BHELEEREZII-HREDE
Bl T ERETININTH>LDITFH L. 0. 1mg/kgBET26. 1%, 0.5mg/kg
BXT24.4%. 2.0mg/kgB¥T29.8pTH o /o,

TO2T4 7574

Part ADABRB CEDIREEICBIT DTV T4 7571 DFERMS. ABRD
SEEFE TOERORREIE, H548%ICEWT, TS5 RETT.3ISEMT
HoEDICH L. 0. 1mg/kgBET49. 5338 hN. 0. 5mg/kgE¥T5H3. 14330, 2. Omg
/kgBETA8. 2318 L 7=, BERRERS (BREREERI CTORME) &, 548
ILBWTC, TS EREBETLIDEETH/=DITH L. 0.1ng/kgB¥T17. 65052
#&. 0.5mg/kgB¥T14.83%a#E. 2.0mg/kgB¥T12. 7935@ME L 7=,

F/z. PartADCIM331 Z8BICIEIRE T HEICEVWTIE, WEEAREZZITL
BICAELET -9 &I RNTRHALABREI12BEDZ 5 FEVASORBEN 5D
WERDEHEILTONTH > 1=,

T34 ) =TV RRA Y b THBERE12BEED % S FEVASOFER. EASI,
RUSIGAZ DR ERIEEICRET ZPart ADZNSDERM S, 0.5mg/kg/4E
DEREGHETEDERVEBRADMRIIFRRIGELTWSEEZ bR,

- FEEESE0OIal—vay
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[0107]

[0108]

BEEICDWT, BERSFEMOHREOHERNL. BREHLY DIRSED
LEEAECOEBREREAETV VI &Y 32— a3 v aEhE L
L7z,

FUOHICKREL LY DAECEERAEDEREBLER TV, EMEROHRI
NOEBEREAEEAMRET L, CIMNDIMBETEYBRE X URIRIGEBTEE 4D
1A= XY MNETWVICRBLS HTIEE o7, FBEEEHREEE L Callo
metryRZEFAWTETIV/ISSA—FICHAAATL, ETININSIA—FZLUITIC

ZANE: N

[%3]
Parameter Unit Estimate  Bootstrapped

90% interval

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

FIERIIV/IR— R XY M EFTIERWT I aLb—YavaERL, AEE
BREORMBMEEZBRT1 0ICR LA, EAROAIZ0. 5ng/kg ZF 7= 142mg/ kg% 585 D78
EXINHBEEA L. HFHDB, CRUDIEEFNENS0, 75% U100mg/bodyt% 5
ROBEINZIEEZRL. HPOSRRIE2ng/kgDBEINBZFEED LR
(1060 wg*day/mL) R *0.5mg/kgDERED TR (44 wg*xday/mL) %7,

B E5EH50mgEE DIFE IS A E100kg R THE120.5 mg/kgTDEEED TR
HHADEBREIN, £HL100mgEEDIFE IFIERAERFIC2ng/kgDIRED LR
EHADEREIN, T, T5mgEEDIHEI30.5ng/kg F 7z id2mg/kg TR
LNIBEOHBHERICADEEBEINL, oDl &LY, 50mgEE (27
LAE100kgtBDIZE13100mg) 4 5 \WMIT5mgEE TABICIERE T 5 2 &1C

. BIIEERTEONLCEELCRAKROBRENEOND EEX LN,
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[0109]

[0110]

[0111]

[0112]

T, PK-PDEBAFICEL Y. FOEEVASICDWTCETY VP&V I al—Y
aVEERLE, FOEVASOERSICIEindirect turnover modelZE AL, R
T E%aTolk, ETIFAMERERNEZRSEML TWS I & D HER
TN, BHINEETMNRAS A=Y EUTICRT,

[FR4]

Parameter Unit Estimate  Bootstrapped
90% interval

Kout 1/day 0.0710 0.0578 - 0.0839

Placebo effect - 0.554 0.400 - 0.769

Imax - 0.893 0.490 - 1.50

1C50 pg/mL  3.21 0.956 — 9.43

Inter-individual variability

Variance for kout - 0.581 0.396 — 0.809

Variance for Placebo effect - 0.983 0.737 - 1.46

Variance for Imax - 1.81 0.712 —3.01

Residucal variability

Additive error - 0.0276 0.0193 - 0.0354

Proportional error (CV) % 25.9 23.3 - 28.7

EFILNEAVWTYIalL—YavEERELE, BEINSCIMBIKRE1EE
DZDIEVASER 1 1ITRT,

LEHT=Y OEERSEH25mg/body L £, #F 5 L < 1£50mg/bodylh EDIFE
ICIE. Z D EEVASIZ0. 5mg/kg F /= 1d2mg/kg & R DIEZRT D EBEI N

(o)

(4—5) CIMBNEAHRTOA REIZFEOHARS DR

PartATIZRIZEFIUAD Y hE—ERERICN T 2AREOHALHFEI L
TWAWD, PartBTIEMILIICHRINZARBATAA M (e kAILFY
Y. TYZR FLRzZVOYeE) ARANYZa—) VESH (EX
70VLR, #70VLRRE) RUMEZAYIVA (BIAE7zFV T
TIVVRE) OHBAVHFEINL, ARATOC REDS > U558, NICE
Guideline CG57 "Atopic eczema in children: management of atopic eczem
a in children from birth up to the age of 12 years"A#EICHA. XEOD
ATHEAINTWIHEFIEEMUEEZRIT /2, PartAEIRICIZCIMI3I DS
KLY D ERBURDPTDROOLNALICENIDIDL T, RERAEBHRN
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[0113]

[0114]

+ P TIEARN > BEICSWT, PartBEAKICCIMI3TICMNA T, BHEH S
WEHEHBEOARZATOA4 RFIZEOHBICKY . gL DIRELREL
WENRIRD LN,

BIMEREHRSHRTIE, CIBINDHZREICLY, EIEEZIETEIET
 EBIRRICL BN THRBEE T S ARMEDBAIC & 5 RERIGDIBE—>K
BRBIESZDEDBEORBREZMBUIZ I ENTE, RERXDOBEMR
NEbnrz, £/, CIMBIDKREICE Y +070%F D FEASIRNRHOHOLNT
HEEBRBEMRA+OTRVEZICOWVWTIL, CIMBIDR ST A EHRA
OHARBATO4 REIZFDOHAICEY REXDORRMNAWENF O, o
T, CIM33NT & Y Z D FEAFHAICHFEI L AN S, ABEZXT04 REIOHA
IC& > TIREORERGZIE T NiXItch-Scratch Cyclell & BEF /A7 ~
E—MREXRDEREHE., JYDRHNLEERBENEOND I ENRE
Ihi,

(4—-6) FHRIXNZFREEFRLHE

4BEH D WNIEABOCIMINORERSICE Y., MBEFRCIMIBLREIXER
REEICRY, R, 7 NE—MRBREBEDZ DEICNT 2R HKiE
TXES, T, TOEREWROMR. T4 BItch Scratch CycleERTIC
U, EERI’RETREE QY. T, OLOWENTREE 45, B5T64EHE
ILBT2RPOBMETO 7 7 1 LD HERTE 2,

I LT, B, 4BEH 2 WIESEEDCIMBIN O KBRS & W o a5 AE
BRI, 7 MNE—MREBRORROLEAEAEN,. 1 BHE. XERALY
 BEZBBICBTHLATNERST. HBEWE. BAREEDFZEICITIRICT
~2B1 DBRENMNEERYBBLIEILEATH, BEOEDIRBAEYERNR
BIEEAZE L BRBLBZ2CEVHFETE, BEOWLOMEIC—BEMLE
%,

(4 —7) AB%OCIMI3I D—EHERERE

FREIEINAQAWD, CIM33TE, AFBEICHRRAT20E LLEBBHEDOA
WHEERVEEDT NE—EREREBHICERSINTLW,
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CIM331id. BIZ ., 2B~128E. BAMICIE. BIZE, 288, 3BE. 4
B, 5EE. 6BE. TEE. 8BE. 9BE. 108E. 1188, ©t L1258
BICIE. H5WE 1B, 2RE. t LUIBABICIE. KTICEFEDRS
ETHOR—DESERTREREINT L,

CIMIDHUEHIY OREERVRERRE L. BIIERERSHBRIER
PENUADOHBRBERFICETWTEERELTE LW, fIZE 7 hE—
MEERBEDERENMW0kZEA BIFEICIKEEZ120kgs L TREREZR
HLTHLW, T, CIMNZ7 FE—MERBEBREBEICN L Tng/body TR 5
T2 ENBRINDBEICIKE, FIERERSHRERSEDL S, CIM3310D
#®’E58%. mg/kg5mg/body~NBRE L, BEUINORZLRIEE (mg/body) %
EELT BEINTH LW, DR mg/kgh Smg/body~DBEOT v &
ELTE. RERINGWS, UMTOOY Yy 7 ZRAWTHEEN ERERET
XDHENEREINLD,

CIMBBIDREAVIMEFIRE ERABE (B MBERREIFET S &
REL. CORESHEICIMERCIMIURBENMEEICIIDLLTHELOND LD
. mg/kgDFREEH Smg/body DIXRSENDEE % BITHEHABRDIER, SRE
T2, F. BAEO/NERADIZESEIEng/body TIHXBRENEZ L CIEXRTZH
BRMEDNH DD, EDIFEIEIN/kIgTORESERTT 5, MEEBL TWDEE
IIEEBROBRLI L. REAVMEFRE ERABSMBIFRREZRE L.

EERDEDICEEBEETDADIEITELY,. ng/body~DEHEITWED

FEREME—RBBRICEVNT, RAXRBNEOT7 NE—HERERBEIC
I&. 0.1mg~1000mg/body. 15z (£0. 2mg~360mg/body. #F=E L < (& 10mg~200m
g/body, 10mg~100mg/body, 25mg~100mg/body, 50mg~100mg/body, X I£50m
g~75mg/body DHMN BRI N GEE —UER L T, L LAKESHEMRE
THRTICEENDA-—DOHRSERTRERS L TLW, 4. REZRITD
7eHICBHEE T B 8% BIAIL. 0.1mg~1000mg/body & ELEL I M B35 A, 0. Tmg/b
ody, 0.2mg/body., 0.3mg/body. 0.4mg/body, - - -49.9mg/body. 50mg/body
. 50.1mg/body, 50.2mg/body, - - - 99.8mg/body. 99.9mg/body, 100mg/bod
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[0115]

y. 100. 1Tmg/body. 100.2mg/body. - - - - 199.9mg/body. 200mg/body. 200.
Tmg/body. - - - 359.8mg/body. 359.9mg/body, 360mg/body. 360.1mg/body
. - - +999, 8mg/body. 999.9mg/body. 1000mg/body& \WN>7=k HiZ. 0.1mg/
body DZEIE T, 0.1mg~1000mg/bodyDEICEZINDH 5P DIHE5EN,
EREFNICEEINTWS I ENBHINTWS, LD >T, KEHIC
- LEeE i E FAE 0. Img~1000mg/bodyDEEE M S, BEiEHM D —FEM
1T BIZIE. 55mg/body*>56. 5mg/bodyZE DB HMERIEMETIC AR FERICECE
INTWE I EEHRICERT B,

HBHWE, FERENBBDERREIRICEWT, NMNEOT7 NE—HRERSZ
ZIZiE, 0.01mg~10mg/kg, 5% (£, 0.1mg~3mg/kg. F=F L < 1£0. 2mg~2mg/
kgDHDHEBRINDBEEZ —RBERL T, L LARSERTETICE
ENDORA—DORSERTREZRS LTIV, 4B, RZ:LEIT 50 ICHEE
358 BRI, 0.01mg~10mg/kg & EEH I N 5B &, 0.01mg/kg, 0.015mg/k
g. 0.02mg/kg. 0.025mg/kg. 0.03mg/kg. 0.035mg/kg. 0.04mg/kg, - - - 0.1
25mg/kg. -+ - - 0.49mg/kg. 0.495mg/kg. 0.5mg/kg. 0.505mg/kg. 0.51mg/kg
. - - -0.98mg/kg. 0.985mg/kg. 0.99mg/kg. 0.995mg/kg. 1mg/kg. 1.005mg
/kg. 1.01mg/kg. - - - 1.49mg/kg. 1.495mg/kg. 1.5mg/kg. 1.505mg/kg. 1.
5Img/kg. - - - 1.98mg/kg. 1.985mg/kg. 1.99mg/kg. 1.995mg/kg. 2mg/kg.
2.005mg/kg. 2.01mg/kg. - - -2.99mg/kg. 2.995mg/kg. 3mg/kg. 3.005mg/k
g. 3.01mg/kg. - - -9.98mg/kg. 9.985mg/kg. 9.99mg/kg. 9.995mg/kg. 10m
g/kg&EWo 7k DI, 0.005mg/kgDEEHE T, 0.01mg~10mg/kgDEICETZ E
heaHow315E8N. BEREFNICEHINTVWEZENBHINTWS
o LD >T. ABHICHNZHZEEIL. HIAIE, 0.01mg~10mg/kgDEEHEH
5., BEMD—FEMIC. BIZIE 0.75mg/kgX° 1. 245mg/kgZE D& HME B E A #
ICAERBICREEINTWS Z &2 URICIERT 2,

[ZERHkE 1]
I9GHL A DFIR & 1EH
MEDORBIILUTOREEZBVWTITHNE, & MAEBEMEEHRHEK293H
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#k (Invitrogen) %10 % Fetal Bovine Serum (Invitrogen) % & ¢>DMEMESHh
(Invitrogen) ~E&& L. 5~6 X 10°#Efa/mLOMMEEE CEREMEAT 1 v
2 a (BfR10 cm, CORNING) DET 4 v aA10 nLgDiEE #0024 > F

aN—4— (37C, 5 % 002) NT—BREEELLRIC, BHERBIBREL.

CHO-S-SFM-II (Invitrogen) 1EH16.9 mLAEFIM L7z, AELAETSZXI K%L
ipofectiomZIC L YHIREANEA L, BONALBEELFEZENLE. ED

2Rt (#2000 9. 5. =R) L THREZREL. I5120.2um7 1LY

—MILLEX(R)-GV (Millipore) Z&@L THE L THEELEERL, BoON/E
&= F3&EICrProtein A SepharoseTM Fast Flow (Amersham Biosciences) % FH

WTHREBICAMDFETHRR L, BREKDREIR. 2HAEFTZRW

T280 nmTORNEEAE LTz, BO5N/{EHL SProtein Science 1995;4:24
N-2423ICEE I NTEICL Y BRI N ARARBERVWTHRAREZEH L
fes
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[55KIA1]

[553K1R2]

[553KIR3]

[553K1R4]

55 3KIR5]

[E53KIR6]

[553KIR7]

[53K1R8]

[553KIR9]

Fm R DEIH

IL-NTPYHTZA N BIRDELTEET S, 7 hE—MRE
ROFHARY/ XIERAEEHEXD TH > T,

BIEEIL-317 >4 =2 M. 0.1mg~1000mg/body/23&. 0.1mg~10
00mg/body/4E, ik, 0.1mg~1000mg/body/8 BT, 7 h E—IERE
RICBBLE, XE, BELTWERNOHIHRICEERNDR—D
BE5EBETREHRSINDS, EEHBEKY.

BIECIL-3177> 4 =X Mk, 25mg~100mg/body/ BB TSI N D
. FARIE 1 ICEEE D EFEHE M.

AIEEIL-317 V4 T= R ~iE. 50mg~100mg/body/4BTREIND
. EERIE N XL 2 ICEEE O ERER.

IL-NTPYHTZA N BIRDELTEET S, 7 hE—MRE
ROFHARY/ XIERAEEHEXD TH > T,

BIEBIL-31 74 TR MiE, 0.01mg~10mg/kg/2:8. 0.01mg~10mg
/kg/4B. Xik. 0.01mg~10mg/kg/8 BT, 7 hE—MREERICEERL
oo Xid, BBLTWSRBNOHEWRICEENDRI—DIRSHERT
REHSEINS. EFEHER,

RIEEIL-31 74 T=Z ME, 0.2mg~2mg/kg/HBTHEG I N D,
RIF 4 [CEEHE D E R,

RIECIL-317 >4 T= hE, 0.5mg/kg/HB TG I NS, FEKRIE
4 XL 5 ICEEE D EFEMEKD.

PAE—MRERICLE>TELBEDEREDOTFHRART XIFEE

D. FEKRIE1~6DWIFNH—IRICEEH D EZEHER,

AIEEZ DEEICL > TBIZRI SN HEREEOHREAD. HKRIA
7 |[CECE D E FEAE A,

AISCEREEOHREN ARSI OREFI TORBEZEMIE 500
R/ XIG, BBERER (BRRERI TORE) 28ESE5:0
M. BRI 8 ICEEHDEREMR,

anh
il
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[55K1R10]

[55KIR11]

[55K1R12]

[55K1R13]

[55K1R14]

AISRIL-3N PV TR MIL-B31V T FILABET 2HETH Y.
WD, IgR2OHEEHBEENDT I/ BEEKREEH. UK
7 X/ BEEERIERABIOHEEBRIZES (BIES : 15)
IKEWTHILICTILEY I VEE (EUFVNY 2V T) ZEH

C . RIESHEIE. RUGEA19GID 7 X/ BEEE ML 7 T / BREC
FIHE—Td 5 RATEIgG2DHEETE BIEREL T 2 ST S RINE & L&
LT, BARLAMFEREFEERT.
BRIE1~90OVWT A —IAICEEH O EEMERY.

RIECIAIE. BIECA19GIICE T2 VLY I VBEAD T I JBRBHRIC
FBFESR (pI) OETICLYBRLANERERHERT. BFKRIE
1 O ICECE D E MMM,

HAATOA REIRIEABANY Za— VEHEFEHBT 0
D, BRE1~11OVThA—IBICKRHOERERM TH > T, &l
RIL-31 7Y T2 MM, RIRBABRTOA REIXIERIEAB AL
YZa—Y VREHOKRSR. H5 AR XIFR5ZICEEIND
EERFHMET D, ERMERY.

RIEARA 704 REIXGRIEARHIL Y Za—) VEEFIZHIR
IL-NFPUdT=ZMEHALTRETZ LKLY, ARRTOA
REISUSHAB ALY Za—"1) VEEFIOEFTOMREIR S & LR L
T, AIEEARRATOA REIXERIRAB AL =2 —"1) YBEEXOH
RO SEERBD TES, BEXRIE1 2ICBMOEZEMEKY.

RIECIA A RIL-31RAFRFIAA TH Y . HUEKIIL-31RAFRFITE S,
(1) BESIES : 1ICEBEDCDRY, EEHIHES : 2/ICEEHDCR2, H&
VERHES : 3ICEEHDCIRIZSOHEEMEE., oI, BEIE
= 4 (CEEHEDCDRI, ELHIES : 5 ICEEEHDCODR2, & L VEIIES :
6 ICEEE (DCDR3%Z 2 LU LIH AR MR & U HIL-31RAGTK ;

(2) BBHES : 7ICEHOHHETELREE., LT, BHIES : 8IC
SEEDOLIEFIZMEIE = 2O HMIL-31RAGLAE ; Xid,
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(3) ERHES : QICEEHOHE. LU, EBHIES : 1 0ICEHODL
HZ 2OHIL-3IRAfLE
DODWITNNTHB, B XKE10~1400WThh—IBICEEEHOERM
B4,

[553RIR15] RIS, DR v b RUDHFOWT OIL-31RAICH
LTHRERBEZERIQRV, FKIE 1 4 ICRHOEZRMEK.
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