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BT SN
T &,
1.1 EXEEER
11.1.1 BEZAE (35%)
Mo, Wik (=2 —FY AT 1 Alif% &), FHRKS
HE. e, B (VA7) THEMERFEL R ST, B
D EE &m%ﬁ(ﬁﬂﬁm YERET) L bh
EWdH D, B, WEICESEMDS L 1X. RYE
LHDTHo7, [11. 121, 21, 911 2]

11.1.2 ##&% (0.3%)
ﬁF@% . BSOS H S bR SRR D S, F
i hbatiA% (R H’]Hﬁ ) U NEE) bbb 2
kﬁ%%:k#%%@ﬂ EED T EE LR TS 2
ko [11, 122, 22, 82, 912%1177]
%*11.1.3 EE &infusion reaction (0.6%)
vav s, TFT74TF T — (UL, G4 S0RseE,
ELFA. MWERT., WEFE. 777 —¥, KBEIE. %
B, HMEEOEELZEWEN) ., EEPH5bNL I DD 5,
it infusion reactionlZ5| &t X M, KiZEDSH & b
NLZEeENHb, [131, 23, 86, 88, 917, 1422 &IE]
11.1.4 BgERER (0.1%)
LS MERIALRE . BLMRE2S . MEITER#IZE, ¥5 > - N —
SEEHSENDH S5bNLEZ DD b, (11, 14, 24, 914 =
18]
11.1.5 BEEMME (05%)
FEE, LK, ﬂ?”]f(l%ﬁ £ DRI ZHIE IR 4312 { JES‘L
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BN g5 & S L Bar i e il & 7 & o TERI A S

TU\ o [84, 915%wn]

11.1.6 FF#EERES (0.1%)
AST. ALT. y-GTP. LDHZH®O¥ L\ LR %) EEL
R 5 b N D 2 E D Do

11.1.7 BHEMBEEE (06%)
A, 5895, S8, LM, €. T - EHEE,
W REEE, ERRIE. WHEENE . SRR AR AR RS EBEOE (3
Hug’:&i}@?&) WhHOLbNLZENH S, [132. 2.3, 86,
017 I

11.1.8 HidsDNAFIFE DB % £ 5 L — 7" X HIEMREEE (04%)
PLdsDNAFUAD FH AL L. BIETE. R, BB 0EIR
BHOELNDLIEDRDHDL, ZDL) RGEICIL, &5 %%
352 &,

11.1.9 EELIMAEEE (0.1%)
PLIMER A /RG> . ek A BORLER A, IER
BEAEBERE, M/MORATERBER S S b b 2 e 0d b,
[9.1.6 1]

11.1.10 #EEBAE (HERH)

iy, MW, CKES., MR RPI A 7oy kA
WCHEBEL. 20X RIERDED L bNYA IS h
L. YR EYITH 2 &
11.2 Z Db DEIER
5%LLE | 19%P) E~5%Aii 1% A i SHEEAT]
A - |BEE T E O F | TEEAIUR, RAE| S 5
HhRER W G B T, S A R E
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1%L I AR ZMIUE. BOUE, U
T BRI E, DA
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SEGE B R X
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25, FFIER. &e
VY ME
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RN 7N R R L PR RO I ER B
. IRFPEE | SR, 2 LT T
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B ICFE DG, &
FEhR, BT, B
R =7, Bl
R 2% . BB AN
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KR 13895 (M| e, BoRg o8| KR, &, K
R AN SRR C A AN 3 N
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5. Waw. 95| %
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R 2IE,
PN, 2
AN
FEPHIEIE, 1

ke FhR A4
AFILA, BIER
Tiﬁﬁﬂﬂﬁ i
2% o3 e
(EIWT)
AR
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& BHOTHE, HR

HERIE I SH
VR BT
JiE)

e RERN, A
WA R
M, Ve R —RaR,

AR

14, BRHEDEE
141 ZRFARBOXEE
14.1.1 BEHE
?fﬂci)ﬂfi;ﬁﬁ@k T5Z & (AMEIML NI HRS B
HT &,

(1) T2z y ) — VS THR L%, 21-Gh L 0ITE
SIS 2 LT, 13 74720 10mLo HF
AR (HRABAEER S ) 2#»IEAT S
it TOMEIZ

(2) /XA T IV % AR SR A SRR PIER L (eﬁ@fé‘em

MEEST S Lo MUAREADNERET L2BINDH L7290
FLTHLCIES T, BFMIRY BTV L,
BHBH O T, BREOMERE LT, EEH S HEEG
LOFHAGBZ LTBY, #EhridoEEHOMK T % &
LI EDH LN DEICRE v, B, B, =
DD FH % 38072 b D iﬁ)ﬂ Linz &,
(4) BERAEOFRBOTHER LRI RN &,
14.1.2 HRF&E
BHEORENY72) CRIME L2 LEE % B AE#H250mL, 148
T3 25kg A O /NRIEFI50mL, 25kg bl o> /NEIZ#I100mL
O H FAEB AT ’zﬁ‘ﬂﬁ“é Lo RED100kg% W2 5 &
NG T HEGEIIE, ARBEOA 7)) %22 TREN
4mg/mL%EK&\z‘ £, HRAFERKROREAET S
C ko 7R BRSNS 2 G o H R A B DIAE o 13 5t
WIEHWARWZ & HRAERAEE CHNT LBE. HF
WEBEICHEAL, BEOBESEH»IZIT) 2 & MRHED
4 7)) XY TEEIL 04~4dmg/mLETAH Tk,
14.2 R/ EBEOEE
1421 R E5HRE
AKFNIER - A O 227 —DAVFA VT AN —
(R7HA X123 270 YUTF) #HOTHRGTLZ L,
14.2.2 BERBRBRUBRESRE
RENIML L7z T4 S THRG T 0L L, MojEgHE,
s & IRA L&wyk<7kvﬁﬁﬁﬁ$@mméhé
FHHE T OMAZALD R I N T VL 720) F 72, B
2H%ﬁa‘iui%ﬁxbif%ﬁfﬁc:‘ﬁiﬁiﬁiﬁzﬁ“é Zk,
B, 6L L%, I E TOH G Tinfusion reaction
SRRSO LN AU, S EE & FF C i R & A
HIENTED, 72720, FHIHAEIZIHFMYD
Smg/kgx 59 HMEE M2 RV & (BRRHRICB VT
B GHEBRA R\ ) o
¥ 72, JHIEEER & 455 L 72 B I2infusion reaction?SER® S
7o E ik, RIEIDEOFG-Cld, Sk % A 371
59452k, [131. 23, 86, 88, 9.1.7. 11.1.3 ZH]

15. ZOMDEE
15.1 ERER{ER ICE D < &3k
15.1.1 RAI ORI, BRI CIxe28M (148) T, #ykcid
102:HR (248) FCOMIMTEBEIN TS, 72, KH|
OEMHE RN B3 2 R i H ORI AN 1L 24E M £ TO MM T
%ﬁfﬁéﬂ’(b‘%o S O & 2 7o AR H o B G-
EPEITFET L T,
150f§|JU)EP EEEPOEED ) omliLTé®$% (fe A
F35%LL T Ty NYHAUHEREAFHIL/IVEE) 12, 78RN
O AAI5, 10mg/kgx #Ilal, 28, 68! 3@?151,1(&
M CTORERABRZ M L 720 ZORR. KRR GHE., FFIC
10mg/kgi 12 B W CUARERER O EAL K OFE A5 =2 7R
OOLNTE OW|EDD L PTG E28HIF I B VT
10mg/kghECT36, Smg/kglfE CIHIDIL TN RO HIL, 7T
Y ARBETIRICTEENI R o7 Ty SEREALIC X 5 AR
X, 10mg/kghES1BIH 1160, Smg/kghE506IH 3%, 77 &
REEAIFIAFBBICTH o720 S 51T, VEBROFHIIC BT H5E
. 10mg/kghfEC8BITH - 7-D 124t L. bmg/kghf &
T T RETIEZENZIUGTH -7z, [25 ZE]
15.1.3 2R 12 BV T ARHF & SRR DU BT O 4 B ik
L OB i’TT%ﬁfMi}:’“/‘lé IFEL L T (A
HRERDS 2 6

3

15.1.2

[EFEIRRE TR N, TIVIIER L w2 &y

15.1.4 AH O [ RS O IR 3R T 12 34F [ JLIT B4R 0 18 BF

A BWTC, BN oo E, FUE. BalE. BT REE.
g B A NaNE J OVEZ 8 55 251696 12 iy S T v
2o AHIEG & EMIEE RSB OMENEE BT 5720, E
RE A RN 95 A3 52 & 72 B NSRBI 2 77— & X —
A SHE L7z —15 52 A 5 — kB> 5 0T RFIE
ZHRI~BIR L. ZoTRBIEIE, SEBEEOLE, 4,
JBEM S X ) NIH SEER7— 4 X— A (National Institute
of Health (NIH) Surveillance, Epidemiology, and End

Results (SEER) database) ﬁ‘%?@%tf:fﬁf%ﬁijb\f:o #1
D7 0— VIFERFETOIRKTIE, REFKGHEIC

955 > F 011 £514.49%1
7T REEIZBWT

i

WITHo7z, [11. 87 ZH]

BT B EN

W2k LR BIEE2160CTdH - 720 —
TIVETFBI40.2060 120k L BRES B4

E10 10— VLR OB O BEIIEL O F B
75 & R 5Bl
U= VARG [ SPTRHIIN] EUEE | B
(N-4F) | BiEeE | T
afEMEY) v NIE 97 0 0.01
b I 5 1 9% 1 NA
C. LRI B 9 1 0.19
BHEET atc) *| 9% 1 020
L3Ih— 5
0= UIRERE [SPURHIN] EEE | T
(N-45) | BEeIE | T
all k) > oNE 4094 2 0.65
.3 5 P 4085 8 NA
c. FRC DAY O FEEIE S 4055 19 13.85
EMRES RN (atc) 4055 21 14.49

¥a BRI

LA VB AL T OB = 5T

%D

ST lEREAE

EN

HT L7z u— vhaakBro BRI o % OS34E ] o B i)
: NIH SEER databaselZ & F 1T 720 W IR0l Bz i 9 12

Bgi ) v~ T O EAMEIE S O BUSEHI B0 07l

B2 FR21R L7z AREGHE TP BIE52.37601 2% L

BIEGIEII50H,. 75 v REETIR. THIBIEL3.616112h0 L
FZEBIEBIL10BITH - 720
FR2.BE Y v~ F BT O EMEIEE O BB EUL O T B 5L
7T & R
BAER Y v~ F Al | pla i | FE
(A - 48) BIgI TR
M) SR 1626 0 046
b IR 0 8 1611 6 NA
ERE DAV O RS 1604 10 13.16
EME ST (atc) * 1604 10 1361
L3 — F#540
RIS 7~ FAaBRt | B | TR VRN
(A - 4F) BEHI FHE%
alEME) v oNEE 6391 9 1.79
b IR R S e 6357 24 NA
c. R DAY L o T e 6343 41 50.80
SR (atc) * 6331 50 52.37

Ma t BEICH T L72RBIER Y 7~ SR oD USRI IR o K O34T IR 3LI35
W ORI 4 IfFl_ETIpFJ*TO)"f,%J@%% Al

b
DWW

: NIH SEER databaselZ
TRt

GENTO AR WIEE@AIEN S

72, AEBRIRERBRIC 5\ B EALIE S o BLEE G100yl 61

BA& R3NTIR L7z RAFEG-HEOF B £105.18B0 125 L]

EHE0X10661. 7T 2 RBETIE TR £019.4661 12 %F L CHER

BHIED15HTH - 72
2 o @
m 5
55@‘“
]
el |
O o T
mo 1
@ @
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a : BELCHT L 72 3Rk o0 SRR R rp R OB4E R SUIES4E I oo B 4
SVRBIRRA T OSH IR R 45T
b : NTH SEER databaselZ & F 41T\ 70 W IR JE P B 95 12
DWTIZBRAE
15.2 FEERPREER ICE D < 153K
AFNTE P ROF 28 Y —DTNF a DA IFEATRE A L
Ty hRA =7 AT NVEO RIS EIERIE T Eh 58
MHEOTNF a LS LV, D720, DSA BRI Hi
ENTWVZR\,

16. M ENRE
16.1 MAEE
(7 a—>9%)

16.1.1 RIEEHREICH T 2EYEIRE
EA 27 0 — 2R BE AR H % 5mg/kg® & T3 (0, 2. 6
W) FRGE RN G2, T0OBEFEIRR (2R BAFRO bz
B % XS 1438 LIRS [ B CH - L 72 W 0 SEH) Bh RE % Feit
L7z SEMBERGFORGROMER A > 7 1) ¥ <7

B (ATT 2 RSNz,

2 10000

E

w1000

8%

> 100 "\‘ d\\ '\. ;

4

2 10

AN

I 01+ 1
e 02 6 o2 3 B 4 54
= tt ot

EHRSHIRE (week)
JO—REHEICL I — N 5mg/kg £ BHEIFRARNIES L1208
BRI SR OMBRT > 7 ) X7 TiEEHE (X7, n=831~38, 0,
22, AGAESRI S L UBRERT 1BEAEZLRR) 1 LIs-— &S

SEWFREINT A — & 0:8C1m |14:MCpre |30 Cpre| 5434
2| me/kg |l il |8042169| 31224 | 26521 | 20516
= (n=31~38) ATV 789 31 26 20
Cin @ #5# T 1R M. Cpre © #%5-8i11H (ug/mL)

16.1.2 ER 5B T 2EYHRE
5mg/kg S FEHET CTRIED MR T & 2 WHEE DSmg/kg
KHQMBOMIETA > 7 ) X< THEE (A7) I
030 ug/mLTH o728, INbDHEEIZI0meg/ kg %5 L
72354, 10mg/kgfk 5-8EBOMEN A > 7 F 3 < 7k
(A7) 13129ug/mLETCTERL7,

2 10000
75 b R 56 X
Sratig ZBLEHIN] B | B -
O\ -#) | BEms | Flek N , , )
a BV v SE 2906 1 0.72 @ \\
b IER Bl R o 2887 12 NA [N
c.ERUSOEIEIES; | 2877 14 1875 < .
EEESEN (at+c) ¥ 2877 15 19.46 % "0 4 8 12 16 20 24 28 3 3 40
L 37— PS5 f ! ! ! !
Gridlpra AR | R TEVERE S BEHMAT (week)
Ch-%) | BUmbIE | TR Smg/kg SIEMBIS THRIMITE B YOS HEECL IS~ K
Y o/ 3IE 17852 14 413 Ome i & A B AP U 1B QIR 7 ) % 5 v SRS
b.IF 50 i 1 7 i 17721 67 NA (AUT>, n=26~39, 0, 16BEIEEHH & URERT 1 BRELER)
c LSt oERES | 17720 92 10130 ST RS
EEESED (at+c) * 17707 106 105.18 BT ST A — & i iy by bih=s b b=

0:8Cpre| 0:HCin |8#8Cpre|16:HCpre| 4034

o

10mg/kg | FHfA + i (RE | 145+ 267 | 192824171 | 324 +5.10|373£585[4.10£558
(=26~30)| xT 7> 0.30 191.24 1.29 1.31 218

Cin @ #5588 T 1R 28, Cpre : #5955l (ug/mL)
16.1.3 B 5HRERE CH T 2 EYBhHEE

5mg/kg ST 5T RAMERT & 7\ 219611 25me/
kg GAMPEREG %77 & % OABHO M HEEL, %5
PG & e LC R L 7o % 72, IS (24038
3 TR RN,

1000
100
10 - ----.-----.----I\»-- @
1
0.1 +
0 4 8 12 16 20
ottt

MiEFA > 71 %7 TRE (ug/mL

24 28 32 36 40
LN S S A

4B S HITHRIE (week)
70— CREHEICL 37— K 5mg/kg % 4B THGAFRAERS L 780

MmiER1 > 7YX TIRERE (X072, n=4~19, 4BERKZSE
IR ERARELL) P LIT— RS

MBI § 7 A — 5 %

0:#Cpre | 0:HCin |438Cpre |8:HCpre| 4034

Smg/kg |+ FRERE| 183+274|8550 865 (649 +6.15|896+7.25| 1473920
(n=4~19)| X¥ T~ 0.80 86.75 490 6.90 870

Cin : Fe5-# T 1R 218, Cpre @ % 5-HifH (ug/mL)
X G RIRAERATE 20l & L CHERIL 72
16.1.4 BEI RV REHRE(CH T 2 EYENE

Smg/kg®D HIAIFH G- CldHEMAiEE (Cmax) OHIfiiid
118 ug/mL. 3 AZEAE (VAfiE) ok yufEiZ3.00, HkFK
WIE95H TH - 720 BRRERICBWT, BEOM. £,
RE, R OBERREES O 5t OEYBENREN 72 2 1X500 &
Nhhore BIBEERVE VI ZMEHL-BETE., f#
AL WEEIH L CVUEO A Z 2B (17%) A3 5
Nih. A ERNVE VP BRENT » ANHET S
2ol WA ME LR e Z 2 5172, bmg/kgdD
HAP 5% 20T 722060 CLE2BIN S ARFN RT3 2 Pk 2k i &
N7ze BILE T L T 2 B0 EBE ICARF5Smg/ kg% M 1Al
208, GHEMBICKEEG L BROEREI R0 o720 AFH
DZVTITAE, BEOZLTF=UMEdH D WITAST,
ALT EAHBIERE® 5109, BHREE - IR EE 1281 5
BHED IO SN Do 720 Smg/kg?D AR G- % 1) 72
3BT IBNIARFNI T PRt vz BHEAICE
T B A [88 ZH]

1000

=)
S

MmiFhA > 7Y% TiEE (ugm
- >

0.1 T T T T T T T T T J
0 2 4 6 8 10 12 14 16 18 20 (week)
ot t
t LI — 5 NBEETZ 70— REEIC
—@— : 5mg/kg (h=28~30) L 37— K& 3MiHEARAIES L 7
—A— : 10mg/kg (n=29~32) BOMEFRI 7 UX I TiRE

s (X% U7 > A fIfEEE)



SEWEIREINT A — % 0:Cin | 22HCpre | 6:8Cpre | 143
i 5mg/kg ATT / 168 337 21.8 54
; (n=28~30) | PUs-frfsssk | 113-206 | 26.7-464 | 138333 | 14-106
- 10mg/kg )< T . 3595 75.1 50.6 176
(n=29~32) | PUsfrfaEis | 274-419 | 54.1-93.7 | 31.7-69.1 | 9.3-236
Cun : B 5-# T 1R 2 Ml Cpre @ #5457 fil (ug/mL)

(BaEi ) v~ F)

16.1.5 REHESICE T 2 EYFRE

AMMLFY—=IHEHT (mg/#ALME) T, &HI3.
10mg/kgZ #lEl, 2385, 6 EZICKERG L s & ol
PRI ISR IR L CHiin L 22 (CEERILESRER) o
F720 M. EE, BISRERLVE S HVIFIEA T O A
FYEFLISERIE I X 2 RN OEWBEEOAZITA L L
Mo 2h5, B EE (BMI) OBSIIICRE - T il i pe A3
i$ 2D A Sz B EEELY A5 5 BE 12
HEWBRED IS D HPEPIEAITH 5o 3mg/kgD I
%% 2T 724960 TI1d260, 10mg/kgd KA % %) 72
g(a)@u]miwua:\ KRANZxF Y B Prfk ottt Sz, [72. 88
~HE

W

Z

)

E

o0

il

8 100

™

X

PR

N

A

<

H#+

01+ T T T T T T d

g o 2 4 6 8 10 12 14
t t t HEHIERE (week)

tiLIs—RiES
—O— : 3mg/kg (n=49)
—@— : 10mg/kg (n=48~51)

BEiV I FEBHEICLIST-FE

X bR FY— NMEAT GmgiBLLE)
SEFEARAES U 7B 0 MiE+
12TV TREHRB(XTUT )

SEWBENT A — 5 0:HCin | 208Cpre | 6:Cpre | 1438
| 3mg/kg | FIME £ S| 479113 115+4.1 | 56+41 | 08*1.1
; (n=49) AIT v 475 108 48 05
= 10mg/kg |F¥fiE iﬂ?'ﬁﬁ% 1684+486(356*152(223*137| 54*58
(n=48~51) ATV 168.3 33.7 20.6 3.6
Cim @ ¥ 5# T 1R M. Cpre © #&5-8il (ug/mL)

16.1.6 HEREICH T 2 EYENRE

AMMLFH =T (6mg/#LL L) T, A#FI3mg/kg
R, 28 %, GBI FIERIRMNTE S L. 5] &t & 3mg/
kg, 6mg/kgd %\ 1x10mg/kg% SHE M IR TIRERHG L7z &
& OIS TIFRE LT L7z (BEHER) .
3mg/ kgt G % 21T 729961 T13276), 6mg/ kgt 5-% %) 72
10461 Tl1x24%1, 10mg/ kg5 % 213 7210461 CTLX136012 .
KRENR T PR Sz, [7.2, 88 B ]

SEWENRE X T X — % 0:Cim | 143Cn |22:8Cpre| 5434

(n=86~99)

3mg/kg | TG = BN 57.77+14.23/6082+1360| 0.85+0.98
ATT Y 58.14 60.35 0.50

090+1.13
044

(n

Tl = (R | 5886+ 1174 | 11094 £2383 | 2.18 + 2.30
ATV 58.52 11341 181

2.88+2.80
2.28

6mg/kg
=91~104)

B 3§

10mg/kg
(n=95~104)

I + FRE R | 5823 £ 11.34| 1837043061 | 4.73+4.78
ATV 57.16 186.12 313

6.50 £ 6.26
547

C :

16.1.7

PeG# T 1R #4245, Cpre © & 5-Hifl (ug/mL)
AH3mg/kgd A\ d6mg/kg % SR CHREHR G- Lz L &,
P2 5-22:8 K 1 CACRIEHE20% 03 V2 3E L 72 o 72 FE BN )

LC. ¥%5MMEz 48580 L 2 aofEgiEm A 7Y

XU TEE CEWREOMBE T b 7E) D %,

3mg/kgT3.35 [0.83~1046]. 6mg/kgT7.19 [1.27~21.62]

wg/mL (gl D/ME~RKE]) Th o7z,

1) WERBoBE (32760, 510455) =r5E LR4E
W EIREMFNT (NONMEM version VI) (230 < 3
WEIRES T X —F Z WY I 2L —3 3 UiER

REHBREICH T B EYENRE

Wk g5 MAHRER (ATTRACTEER) I2BWT, A M ML F

F—MEHT (125mg/#ARE) T, A#FI3, 10mg/kg% ¥

B, 2. 6 IFREIRNIE G- L. 5] & X 480 e &

%\ 8 [ B T 1028 [ S AR 2 5 U 7 MERRG I & B

id7e < 2 L7c MG s 2 BRI D2 D iR+ %

CENEIEEE Nz, 3mg/kgD KAERES (4ERE) %20

727360 CiX10%). 3mg/kg® AEH S (SHEMFE) =) 7

7B CIE8HI. 10mg/kgd KAEHES (4@ %2\ 7274

BICIZ16. 10mg/kgd AR G- (8HEIEFE) % 5\F 7277

TN, AANZ T 2 it S 7z GHEIANIZ BT

LHEAE) . [72. 88 ZHR]

E2) ARFNORZE A EIZIE10mg/kgTH 5o

(N=F v MEICE 2HAMRARA L S BER)

16.1.8 RIEIREICH (T 2 EMENE

AHI5, 10mg/kgzgIlal, 2:85%, CHMBICHG L, 5] SHtS
Sl i i T46H £ F TRURE G- L7z & & DMl il 3 3% 5
EOMMIHE- TEL 2D L LI hiRIE 2 I H
2D DT A C LB SNz, RRERTIZ5, 10mg/
kg FAEFE G- % 24T 728612 B\ TARFNI K 3 B Hufidmih

Snahofz. (88 B

3
£ 1000

E)

2

100

a

~

>

X 10

R

N 1

A

hy 1

B T T S o
T 02 6 14 22 30 38 46 50 54
g Tt 1 t 1 1

t
EES %R (week)
tiLIT—-FEE
—O— : 5mg/kg (h=3~4)
—@— : 10mg/kg (n=3~4)

N=F 1 v MRIC & B EAMERE
RESRRBEICLIT—FE
HHEEHEFIRAIS U 280 M5+

127 )XIRTREHEB(X DT )

HWEEEIST X — % 038Cin |238Cpre |68 Cpre |30;Cpre| 5414
g Smg/kg [+ EERE]1149£203]|159+99(143+77| 6.7+45 | 68+47
,71 (n=3~4) ATV 119.0 15.7 133 6.3 7.0
= 10mg/kg | T+ MR 1931£172(325+227|260+176| 59+6.3 | 48*6.1
Tl =3~4)| AVT 185.9 329 32.1 52 26
Cin * 5 # T IRER 218, Cpre @ % 5-HifH (1 g/mL)

71:3) AH ORI & IX1FI5me/kg TH 5 o
()

16.1.9 REREICH T 2 EYHRE

VRO R & R Y B
2B, GERICHES L. §l&H

11 98 BB 12 A Kb meg/ kg% #) 1A
¢ X QM T2 % T TG
L7ze &, ZELIMETRELHRT L2 LD

Bl s

7o (MGEERIRRER B O kit 5-iXBR) o bmg/kgd MRS %

AT 7235BIHEIS . ARFNR T L PUAATIRIL S, BE
PRz S, SRR R R IRk Y OV
PEALR AE BB | O AR A5 me/kgZ WAl 208, 6IEMBICHES L.
Bl & ESHEMIETA6H % T TG L2k &, 1485790554
W% FE TORGEABEOIMEFRE (FhJuE) 12039 u g/mL
25227 p g/mLOFH THR L 72 (RIS . bmg/
kg® AEF. G- % 2\ 726451 h 19B1IZ . ARFNZ RS 5 PriEH
B sz, (88 2]

=
£ 1000

>
3

o

e
02 6 10 14 18 22 26 30 34 38 42 46 50 54 58 62 66 70
Tt 1 t t 1 t 1

HEHESHRRE (week)

MmEFRA > 70 %27 TRE (ugh

0.1

SEUEBREE L ERENHAREICLI - K
5me/ke & HEHERGEHIRNES U - & 2 O M+
1270V X I TREWMB (X V7, n=27~35)
tiLis— KBS

S BIREINT X — & 0:8Cin |14:8Cpre |30 Cpre| 7038

e 538

(n=27~35)

Il = iR
AVT v

9718+1940
98.33

3.34%295
245

216%218
148

2.22+226
2.09

5mg/kg

Cin - G T1IRER (2, Cpre © $5-Hi Ml

(ug/mL)

16.1.10 HER S5 (CH (T 2 XY H)E

5mg/kg SHEMHI FFH 5 CTRIEDHERF T & W aE R, W
WEERIET g5, IR RN . SRR B R O bmg/ kg -
SELDMB A > 7 ) XV~ 7 (AV7 V) LERR
FBo(01lug/mL) KiiTho72h TS EHIZ10me/ kg
5 L7e%4 . 10mg/ kgt 540081 (8 bEHS) DIk
RA 7)) F U TEE (AY7Y) 3110ug/mLE CTL
HL7



1000

100

miERA > 7Y %27 TIBE (ug/ml)
>

5 4 8 12 16 20 24 28 32 36 40
i t 1 i t
BRI (week)

5mg/kg 8 BRERRIRE THRIMIFTE L VEZRE
FIZL 37— F10mg/kg & BHEIFHEAIRAIES L
EEOMmMBERA T U TRERE (U7

>, n=44~51) t L I4¥— K5
B EE S 4 e e Y Fiy W
B ST A=2 0:8Cpre| 0:8Cin |8Cpre |16:8Cpre| 405
?; 10mg/kg | T + ] 145223 | 2095177 | 270 £4.05|3.18 £ 430 [3.60 £ 4.56
= (m=51~4)| AT T~ 0.00 23799 0.00 047 1.10
Cin & B 5-# T 1RE 4. Cpre @ #5-7i i (ug/mL)

16.1.13 RIEHRSICH T 2 EWEE

ACTIRERIZ B W T, KH5mg/kgZ Wnl, 238, 6812
FUEEIRANSE G- L. 51 & e % 8UEMIE C46:H % £ TG L 72
LA, CEELMERREL RO VRS2 L
MR SN Tz dSme/kgd KA G- % %) 7211660 TlE9BIc
E’-‘ﬁﬂjﬁfﬁﬂ}? LPuAA i s e (SHEL S BT S ) o
38 M

(BEBEAN—F v MR, BREN—F 1 v MR, MERN—

F v MR

16.1.14 RIEHREGICH T 2 EYH)E

AASmg/kgz ANl 2:8%, 6HERIHG L, 5] &fE &8
HIFECT46 1% £ TR G- L7z & &, BB A IEED 5
N LR LzME P iRE 2 MR 5 2 LB S N,
5mg/kg D FARH G- % =\ F 72186112 B\ TARHN K 2 Hifk
R S o7z, [88 ]

AR#HI5meg/kg SN FEHEG CRIEDHERF T & 2 WIBRE

xf LC. ARAl6mg/ kg% 438 W FE € AR G- L 72856 O

MR A > 70X~ 78E GEFREOMmMET -7 7

JE) 0%, 463 [000~37.69] wg/mL (FofE [FR/ME~

RME]) THo7z,

i4) WEREOEE (5861, 7904) ExHE L RER
W ERERAT (NONMEM ver. 7.20) 1230 < #H)
BTG A—F RV Ial—Ya JiER

(BEMEHER)

16.1.11 RIEHRESICE T 2 EYFHRE

AHl5mg/kge MMl 2, 6HRIHEG L, 5] S 6t & 654
W CA2: 1% £ THG Lok & 2w L7z M i B2 % At
F9 52 LB S NIz, bmg/kgdD AR % 515 723361
TIR2BNC RENIK T B PR T S 7ze [88 2]

— >
=] o
S S

MigshA > 7Y% TBE (ugml
=

E%S HEFR (week)

REMEFEXABEICL 37— Fomg/kg £ BEERF
A RARS L RO MEFR A > 7 ) %3 TiRE

#B(Xx 27>, n=32~33) 1 :L3Isy—FH#5
SWBHEINT A — 5 0:HCin | 24i#Cpre 485
?Ef 5mg/kg  [*FIEfH iﬁ%ﬁﬁ% 91.76 +21.10| 740+4.33 | 6.96 +4.48
= (n=32~33) ATV 86.28 701 7.37
Cin » Fe5-# T 1R 2 1H. Cpre @ 2 5-Hifl (ug/mL)

(BBHEKXER)

16.1.12 RIEHRESICE T 2 EYFHRE

AH5mg/kgZ AIAl, 208%., 6 EZICES L, 5l &k &8
M C22B% FE TG Lz &, 2% LI hik g % M
Fy b2 DR ENT/z, bme/kg?D ARG % %1 72104
BITIEI0BNAFN T 2 HiEA Ml S rze (88 ]

MR > 7 ) %7 TBE (ug/imL)

1
MERS %EEE (week)

BER, MERRUOERN—F 1y MRREICLIF—F
5mg/kg & EHEIHTARNES U ZBOMER( > 7 ) %
URTREHE (VT

tiLIfr— s

—@— [ BERAN—F v MR (n=7~11)
—A—HREIN-F 1y MR (n=23133)

—O— MEBMAN—F 1 v bME (n=3XI34)

BN —F v b

SEWBIREINT A — ¥ 03ECim |1438Cpre |30#8Cpre| 543
i__)—; S5mg/kg | FIME = AR | 1143642722 859+ 453 |6.72+ 398|651 +£3.96
= (n=8~11) ATV 104.55 7.78 7.30 6.77
Cin @ #5588 T 1R #2 8. Cpre : #%5-Hifl (ug/mL)
CHHRRTIAN—F 2y MR
HEIFEINT X — & 0:8Cin |14:8Cpre 3?;@55;8 (r514=1@2)
LA_X 5mg/kg | FHME + EEHEMRZE | 116052909 | 9.45 = 4.09 6.99 795
2| (n=2~3) ATV 130.00 840 6.99 795
Cin @ T 5-# T IRER 218, Cpre @ % 5-HifH (ug/mL)
BTN —F 2y MR
P EE T A — 5 0#8Cin |[14#Cpre|30:8Cpre| 54:H
z 5mg/kg | FIME = IEHE(R | 1270943800 | 8.86 +3.27 | 495+ 143|562+ 1.38
| (=4 ATV 117.69 818 473 590
Cin & 358 T 1R 20, Cpre @ #5-Hi il (ug/mL)

16.1.15 HERSICH T 2 XY

AFHl5mg/kg 8 H RS TRYRDHMERF T X R W HE IR —
F = v MREESFNIAH 10meg/ kg &5 L7z L & D8ERK

OILF PR, BEET & e LT L 72,

10mg/kg D5 % 3213 7236112 35\ > TARFNI 3 2 Hufkid i
HEN ol [88 ZH]
W BRE T A — 5% |0HECpre| 0:HCin |8HCpre ?ffi? (3165?)
E 10mg/kg | FHff = (RE | 4.38 =341 | 20695145 | 11512654 170.77 | 5.06
o (=1~3)| xT T 4.39 190.57 9.77 - -
Cin : e 5-# T 1R 211, Cpre © % 5-HifH (ug/mL)

¥ 1 10mg/kgfl % 5 % 048 & L CHERFL 72,

£1000

2

w 100

b

N0 A\.
>

Y

#* 1

IR

E 0 2 6 8 10 14 18 22 26 30
e Tt i i i

& MEESHEE (week)

RBIMABABEICL I 47— K5me/ke & HHEH
FHIARES L CBOMAT (> 7 £ < TRE
tiL3s— ks

(X7, n=62~104)

SEWEREINT X — ¥ 0;:8C1n |6:8Cpre

14:38Cpre

228Cpre

3028

ij 5mg/kg
o | (n=62~104)
i

TR + FRAE(RE | 9588+ 2150
AYT Y| 9372

11.09£7.19
10.88

345%398
231

252%2.73
1.46

246=2.73
1.46

Cin @ #5# T 1R M. Cpre © #&5-8i11l

(

ug/mL)

(N D SAEE)

16.1.16 BEEIRESIC & T 2 EWEHE

AKHISmg/ kg x BRI EIRNTEZ G L7z & & o s i i
(Cmax) 1369.80*9.26 1 g/mL CFIgflE + EHEMRA) . 69.73
wg/mL (hoefit) . 231793+ 71 2050 (P9l
= ) . 183.8KE] (hdifli) Td o7z, AFHIFx556H
glizepl 1Bl olnER A > 7 ) F U~ TIRENERT
PRAE (0.1 ug/mL) KiiiTH o 72o dbmg/kg? HIAIH G % %
LT]7’:161§U“GCi71§UOZZF§ULlﬂ‘f%?ﬁﬁiﬁ“frﬁﬂj'E\?I/Lf:o (88 &
HE

16.3 9%

t FTNFa M9 VAT 2= 7 <9 A RO REE R <
AT, BSHEREA 7 1) F < THR10me/ kg % HHIRNTER S L
7o & X OliEdE - AR RERE (V3L G, Bl e
W2 <y B, I, R R ORI AR, LS Tkt
KA > 720



16.4 X35
L FTNFa T VAV 22y 7= AIBSIERAA AL > 71) F
T2 7 H10me/kgx ERNTE G- L7z 2 A, MFEHICIEELE
L CRZALE MR S, AR S kb o7z E72,
b MgGr & FREICHIHE N R R A EE 12 & 0 RN o IR
ENHHDEMEHNSINS,
16.5 Bttt
v FTNFq b5 AT 22w 7= RS, SSESAA 7Y
F w7 H10me/kgx RN G- Lz 2 A, 51400 %
T ORI G BE R 0 2 -2 111.5% 5 U12.2%
PHEIE S . ARHRIEERI1X237% TH - 72,
166 FENEREE T 2EE
16.6.1 /N2
(rO—29%)
(1) A#%5mg/kgD & T3ME (0. 2. 668) FrHe#IRAES-
. T0BFEMNIE 2R AR S L7z B % RIZ1438 L
PEQE M PR T G- L 7z R O SR B RE % 5T L 72 S:ETHIFR
BGBIO¥RGHOMBEHA > 70 F < THEE (AV7
V) MRS Nz Smg/kgd RS- F %) 72 146012 B
WTAHNIH§ AHUE BRI S e o720 [88 2]
1000

s SN

VEHRS %R (week)

&R > 7 %27 TiRE (ug/ml

MR O—RBEICL I 7 — F5mg/kg & EBEFHARNIRS U /-8
DMFERA > 7 )XY TREHEE (XIT7>, n=8~14, 0, 22, 46
BIHESHS LUHRERT 1 BEZLRRT | LIF— KE)

SEYBHRE /N T A — 5 0i8C1n |14 Cpre|30:HCpre| 5434
z\ Smg/kg | + BLHE(R 2| 9119 1060(4.71 £3.36 | 4.28 £3.324.19 £ 3.69
o | (h=8~14) AT 91.48 4.54 3.75 3.62

Cin @ #5# T 1R M. Cpre @ #%5-811H
(2) EERSICH T 2EYENRE
AFISmg/ kg SRR 5- TR RAHERE T & v B H 56
ICAHIOmg/ kg #5- L 72 & & O8EHE O MLk i FE I,
HAERT & B LTI L 720 10mg/kgDF% G- % 5217 72561
Ll]io‘\/‘leiﬁﬂblﬂﬂ‘é?ﬁﬂiﬂiﬁﬁ ENehol, [88 &
HE

(ug/mL)

Tt T M o
0:8Cpre | 0:#HCin | 8:8Cpre 163
Eia

5 10mg/kg |*FIME + FEiE (R | 2.85£3.74 | 17387 +844| 457 +5.11 | 7.82£6.93
= (n=3~5) ATT Y 0.38 173.20 1.16 9.61

Cin @ #5# T 1R M. Cpre © #&5-8i1l
¥ 0 10mg/kg @ % G- % 008 & L THERFL 72,
(GEBMXE L)
(3) A#l5mg/kgz #lEl, 2%, 6EMEIZIZRT L. 5l EHi8

SEWBERE/ T A — 5%

(ug/mL)

PR T22:B 0% & TG L7z & &, g L2 M i
EHEFE T A 2 E DR E N2, Smg/kgD A& )
gZWU*@ciﬁﬁUb:ﬂT%Tﬁﬁi@ffﬁ&é’\h&#oﬁ:o (8.8
2]

%woao

100

85

™

Moo o

4

R

AN

2

£ 01+

£ 02 6810 14 18 22 26 30

g ottt

t t
PEHRS %R (week)

NEROEBEEABRAOWEREICL IS — K 5mg/ke
EEHAEESRNES L BONER > 7%
Y TREHMB(ATTL, n=14~21)t:L3Is—
K5

SEWFIREINT A — % 0:8C1x |6:Cpre |14:HCpre | 22:8Cpre| 3034
:j;% S5mg/kg | Tl + R 9618 1565|1234 751|330 =303 | 2.68 £3.02|2.74 £ 352
2 | (n=14~21) AT 97.17 10.35 2.58 1.54 1.34

=

Cin + B 57 T 1R 2 Ml Cpre : #5457 fil

(ug/mL)

17. BRERECIE
171 EIHUROCRESMHICET 255k
(70—
17.1.1 RS ITHE:E (BEERS)
WEM 7 o — v BEH R E L, AHIL, 3. 5.
10mg/kg% B[N L7z, AHK5mg/kgx #5- L7z HD ) ©.
IOIBDIR1E (% 5-48%OMENH G0 £ 0 2 ERA b L
CIXLELLT) TlEspIrh4s], CDAMEE (%5485 OMEHS
?)’z%ﬁﬁ)‘; NT0RA ¥ PLLEwA) CTlx4Bih 36234 %0 T
o] f:Z o
BIEHI 3R (BRI AT S % B B B <) 1k, ARH
5mg/kgtk G T71.4% (5/781) THho 7. FREIERIL.
IR5429% (3/761) TH -7z,
17.1.2 ERFE TR (HEiFRs5)
KH5me/kgz FIM, 2385, 6@ IS L10A £ Tlotd#
(CDAMEA25%LL LD 70K A > b UL EDgd) #3Beo7:
FEENSEEO 7 O — VIR EESTHIC6E LIS T
46:8 F THG- L. B H R L 7225832 DR R T
5038 % TG L 72o SAABOUIERIZ825% (47/5761),
s (CDAMEAS150A0M0) 1361.4% Td - 72 (4B FEH%S-
PATo 2B b E ). B, 4BBATH O R EEHEE: ot
HH(13833% (15/18%1), EfFEHRIZ556% (10/1861) TdH - 720
FIVEFISSBIBRE (X, 89.1% (57/6461) Tdh - 7z. T EINE
FHiZ. DNABUEREES3.1% (34/6461) Tdh o720
17.1.3 ERFENHERR (EEHRS)
AF5me/kg SHEMFEG TR EDSHFFTE vy a—>
JEEEIBI 2w G & L. AHI10mg/kg SHERMMET32:E £ T
L7, WMESHEENICBIT510me/ kg G-R7i 6D
CDAMED A& (FPyefii x OF3448 + HEHER ) 1395.0%
U1035*87.2 (3361) TH V. HEEA0MIEE TIX5.0
109.7+988 (2661) Td -7
BIVE S BIAEE (2. A#KI5mg/kg SHM FEH G- CT91.5%
(65/7161) JUA#I10mg/kg S8 FE+%5-# T53.8%
(21/3961) Tdh o720 EZEINERIZ. Smg/kght TDNAL
KB 1E25.4% (18/7161) . SMHEHZ22.5% (16/7161) .
10mg/kght THIFIE4£10.3% (4/39%1) . DNAFLARE 1
10.3% (4/39%1) T@H -7z,
17.1.4 ERHRER (EERS5EE) (MR)
AKH5me/ kg MM, 2385, 6B IS L10A F Tlotd#
(PCDAIZSI5R A >~ bR, 2203000 F) %R 7-ss
SED S EREDO/NBO 70— BB 145012658 DL 13 88 [
[ECT46:8 F T 5 L. &R WE Lo aE L&
10mg/kg % 8:E M FECT46:H F T G- L 720 b4BHOUEZRIL
91.7% (11/12%1). = (PCDAEASIOLLT) 13275.0%
(9/1261) To »>7- (10mg/kg SHEMMEIEG OHEFEHK G %
To 7R S &) AHISmg/kg SHEMFE CRIFAT TG L
72582 BT, AF10mg/kg SHEMME TS Lz & &, B
w8 D EFEIL60.0% (3/561) THo7z0
FIVERZEBUAHE 12, 64.3% (9/14B1) THo7zo EBEIEM
13, ZARDNASUARREES0.0% (7/1461) TH - 720
(PEEHLSEEDFHHICH S /70— KEE)
17.1.5 B E T/ MR (BERS)
BEFERE CHRA T EEE» b EEOWEBHNICH 2 7
U — YREEI, 7T R R ORASme/kgx Bk 5- L72,
ZFOMER. AR (540 %I2B 5 CDAIE D 51 £
V70K A » FULERA) 13T T REELT% (4/2448)) \ZkE
LT, bmg/kgBETIZ81% (22/276l) THh ., HEEIEE
HHNTY,
FIE I SS BB L. AR 58 T44.4% (12/2761) KO
Z b RBET24.0% (6/2561) Th oo EREWEMIZ. &FH]
%%ﬁ“@&) F\7.4% (2/2780) . HE5TIKTA% (2/276]) T
(o) f:o
17.1.6 B E IR (HiFR5) (ACCENTI &HER)
AH5mg/ kg Hilm# G- L, 281223 (CDAMEA25% VL 1
POT0RA >~ b ULERA) 29D 5 IEENY 2 0 — 2 E
BEIL, Zo0%k2, 6J8, DBEIZSERME 46 E TT I 1R
XAEAFHI5mg/ kg X 1£10mg/ kg & ¥ 5- L 720 € DS, #)Al
FEHRRITRD O NT R R LT 5 F TOWRIEARFHEE:
FETHZICELS (p=0002). Z0MTE 7T & RHEFFREL9
SIZRFL T, bmg/kg. 10mg/kgHEFlEClZZNE 388
(p=0002), 548 E (p<0001) TH-o729,
BIVE S BUBEE X . AFH|5mg/ kg FFRET65.3% (126/193
%) . AHI10mg/ kg8 T58.9% (113/19261), 75 £+
MEFRTET53.2% (100/18861) TH - 720 FaBIMEMIE.
5mg/kgHECHEM14.0% (27/19361) . AHEAE109% (21/193
Bl). 10mg/kgE THI16.1% (31/192%]) . B%H£10.4%
(20/19261) TdH -7,
GEEETH 70— REE)
17.1.7 B E N HERR CEES)
BB CRIREAR T e VEX T4 70— ViREHEIC,
7Tk R OARA5Smg/ kg 3E (A, 238, 6ARKk) #%
G L7:0 ZO8ER AxhE (G L7220 OB R 5L
L oBEILAEI) 137 T LREE26% (8/3141) 2K LT,
5mg/kghETI1268% (21/3161) TH Y. HEEHIRO LN,



RIS 12, AHI5me/ kgt 55 T484% (15/314) .
AFN10mg/ kgt 5-#:T53.1% (17/3281) . 77 L RHET
452% (14/31%)) Tdh o7z, E4FEIERAIE. Smg/kghf Tl
J16.1% (5/3181). 10mg/kght T 57 125% (4/32%]) <

2720

»
17.1.8 BB MAHRER (MEFFRS5) (ACCENT I &ER)

AHK)5mg/kgZx FIAl, 28, 6:EHZICHES- L, 1008, 148 T
e CRED EoSILAHE) 2RO b N IEEHT
ra—UREEIC, FORSHEERTHEE TSI LR
AHK5mg/ kgx G- L7z. O, 14 BLFEOR RN L F
TOME (hofl) 1279 v RHEFBE 14 IR LT,
Smg/kgifEFFIE (X408 M % 8 2 . bmg/kgiftFiE Tl 7 7+
RUEFFRE L I L CHEICESRZMEFTEL 2 LAUR
7 (p<0.001) 9,

BIVEFE S BUEEE 12 . AH5me/ kg HFRET47.1% (65/13841)
T OV T b RHERREET604% (87/14481) Td - 720 F74F
EFE. bmg/kghE THIKS8.0% (11/138%1) . #557.2%
(10/138%1) . Bl:65% (9/138%1) TH o770
(B8 < F)

17.1.9 EAE I/ TR

ANNLFF— MIHRERTGREE) v FREEE NS
L. AMMLFY—=MEHT (6mg/#EDE) T, TI%
KRR OAHK3mg/ kg% WA, 208, 6EHZICERS L7
(CZEEMILERER) . 2 ofH, 148 % 0 ACRIE#20%LL
REEERIE, 7T L RBE234% (11/4761) 12xf LT, AH
%ﬁ%z;iesl_z% (30/74961) TH Y, AEENBED LN (p<
0.001) o

T, COZEERILEGSBRICSM L 2B LT, =
EEMLERBEOHE 1ML S 5] 2 3mg/kg% 8]
W@ T4 5 L, 555438 £ TEHI L 72 (B350
B) o ZORER. it 5-8I % O ACRIEHE20% DL _F g5
1353.3% (24/4561) TH Y. HIVEOHEREDFRD S sz,
BIVERH S BB E (BEAEER) 1, AF3mg/ kgt 5-# T
49.0% (24/49%1) J N7 T & KET51.1% (24/47%1) T
Holzo ERBEIEM (BEEIR) 13, 3mg/kghf TIEE
12.2% (6/4961) TH -7z,

17.1.10 BB MR (EEHER)

ANMNMLFES—MEHT (6mg/#LL L) TARAS3mg/ kg%
wal, 2%, 6B L, 51 &% &3mg/kg. 6mg/kg
B 5\ 1X10mg/ kg% SHARMIBE T RIEHK G L72e BERIZLLT O
EBHTHo7,
(1) WEIZ X A% 4 BHBOACRNGE (P9 +SD) 11X
3mg/kghf (99%1) 51.3+32.1. 6mg/kght (104%1) 53.8=
344, 10mg/kglf (104%1) 583+31.3TH V. 10mg/kglt
Tld3mg/kghfloxf L THEZED RO SN (p=0.024),
10:8# 12 ACRIEHE20% VL EE T2l 72 X o 72 BB D
5408t O ACRIEHE20% VL F L #E= 1X3mg/ kgt 5-37.5%
(9/24f51) . 6mg/kgk5-61.5% (16/26%1). 10mg/kgi5-
61.5% (16/26%1) TH -7z,
RAENAESE DR 1L - BIEEER 2 TR R OXHEA 3
7 (Sharp Score) TP L 725, RAFES-HOIFM
DA a7 %EAbIE3mg/kgl0.00, 6mg/kghf048, 10mg/kg
FE0.00 (Wb pfii) Tho7z,
EIVEFHZS B 1, 86.1% (179/208%1) Td - 7z. LRl
EFX. DNAPUAR53.8% (112/208%1) TH - 72,

(2

~—

17.1.11 BHE T HEFER (ATTRACTHER)

A b MUFS— MR REA TR RE ) v T EE R
HEE L, AN MLFRY—MEHT (125mg/#LE) T,
77 R OARHAI3me/kgx A, 2:81%. 68 ICHS L.
5| & fot & 8 B CHAM M R G- L7z MAHIZ TRID & B
N CTHol27,

(1) JEROEER - 545 D ACREHE20% L. LEEFRIE, 75
Y ARG (MTXHEMEE) 170% (15/8861) 12X L. &
FIFZ5-FETlE41.9% (36/8661) TH Y. AEENED L
7z (p<0.001),

(2) PAEIWEIE DM I ¢ 2 5-50 2 55438 F T ORI B
BETFROEOXHEA 27 (Sharp Score) TEEAM L 72k
Ky 7T REEAA00 (hUfE) EALL7zolZR LT A
FIF 52050 (hofE) TH Y. AEICHEEIE ST
A X 7z (p<0.001) o

(3) TRBEREREE DL - 512 554 F T H A IFS)
{£ (ADL) OUrEZHAQA 27 (IKENHIBE & /D V3
T % GR35 A 48E) CTREM L 7245 R . 77 2 REE0.1
(FPgufilE) (23 L CARRIFEG-#03 (RRfE) CTHZEAEDTE
wo5N7 (p<0.001). F7-. fEEHEEMEQOL (SF-36) @
B~ — 237 0%k, 77 R E06 (h
Jl) (2R L CARFIRGEEL2 (FRfE) THY ., FEE
MR N7z (p=0.002) o

BIVEA SSBUREE (2. ARFHI3 58 C62.5% (55/88%1) KU
T v RTET44.2% (38/86%1) TH -7z EREMNEMIZ. K
FIP 5B CHIG14.8% (13/88%1) TH - 720

(N—=F v MEICK 2HAMRARALE S BERX)

17.1.12 EREE MR

N—=F v MEIZLLEEMEREES ) RERE 2R E
L. AR#5mg/kgx #nl. 28% ., 6HBIZAERG L. €
OFER 1AM B 72 ) OIRFEIER L P9 £SD) 1. #
HA110.17 £ 106001 %> 5572066 = 098[0 & 72 ) . A EIZH
L7 (p<0.001)o F7z. 148 B 720 OIRFSIERIEIL .
&ffﬁﬁfﬁb:ﬁb‘leﬁWllﬁU“@f)ﬁi/}‘L\ ZD 9 BLTHITHS
L7z

BIVERZSBUAEE X, 100% (12/1261) CTH -7z FREIE
. DNAPUER458.3% (7/1261) . K8 %41.7% (5/12
Bl) THotzo
(&)

17.1.13 ENEE MR

TR RS LB KRR (R ETT R B AR
FED10%LL . 72 DOPASI (Psoriasis Area and Severity
Index) A 7H12PL L) 265 E L. 79 R EOARHF
Smg/kg&x #nl, 2/ %, 6T L7z (BEEraER) o
ZFOiER., 108BOPASIA I 7T75% I ERT, 7T R
0.0% (0/1961) 1% LT, KA G-H68.6% (24/3561) T
HY. HEEIROSN (p<0.001).

SEMERE SHEMEESRERREDOLI0%L. . 22D
PASIA a7 25120 1) Motk BT 2 8% (MEARBEEi %%
OIEIE B A5 2L . A DOCRPAS1.5mg/dLEL b X idEH D =
DI A55 DI b)) o WA TR B M O AL R A A8
RS E L. ARH5mg/kgZ Al 28%., 6B L.
Bl &fE QMM MECT46 M T TG Lz (EHHS AR,
ZORER, RHEHIIC BV T, SE MR AR DOPASIA O
T 75%eL THEER1254.1% (20/3761) . HZmEVERIET £ R E D ACR
FHE20% 0L 5 1383.3% (10/1261) . RSG5 5 L s
PEALR FE B H O S MGEREDY [THER 3] oG
NZENLS71% (4/761). 875% (7/8%1) TH -7z,

FIE I SS BB 1L, ARFP 58 T85.7% (30/35%1) KU~
J b REET368% (7/1961) Tdh o7z FEREIEHIE. AH)
B 5B CDNAYUAR1168.6% (24/3561) TH - 720

17.1.14 ERFE IEKR (EERS)

AHI5mg/kg ST FEHS TR EAHERF T & Vi HE
5161 (Zpi Pz R 3160, woBerk B 2 B8, IRt
WM BRE T, VOMEVERL R E B ESH]) AR E L. KH
10mg/kg SHEMIFET32:H F TH Y- L 720 PASIA I 734K
Smg/kgfx GHIO A 37 % MM & L7z, W24 IC B
1T APASLA I 7 75%04 355 13 508 PR i 2 % T3 40.7%
(11/2761) . 4731k BT 4 B T1342.9% (3/761) . Iesgr:
WG TTIE33.3% (2/601) . HZEELEAT R AE B TIE40.0%
(2/581) TH o120

BIVEFZEBUBRE X, 74.5% (38/5161) Tdh -7z, EREIE
FE, ZARSHDNAYUERRE49.0% (25/5161) T - 72,

17.1.15 BHETEHE (IMPACT2HER)

W TR ET R (ERRBIEI RO OB E A5 L b,
DCRPA1.5mg/dLEL EIUTHID 2 b I1X ) 34555 LI F) % k)
KL, 79 RFOAFmg/kgx WA, 208%., 68
Y5 L. 5l &5 X QMMM T468 5 $ TG L7z, ZOREE,
1438 % O ACREHE20% L 35 %12 7T+ R#EL11.0% (11/100
B 2R LTy AREFEG-HL8.0% (58/10061) THY ., A
ZDFRD Bz (p<0.001) . BIEIREEER % F XL O OX
WA a7 (Modified Sharp Score) TaMilli L 7255 5. 244
DA TEAL CPEHE £ R 1377 2 R1E0.82 <262
WAL Ty AFFERGH-070£253TH Y . HEEDPHEDS
7z (p<0.001) ® 9,
FIER B L, RAF G-HET482% (92/19141) KON
T RBET26.5% (26/98%1) THo7z (22BFTIETI+
Ry 4B LIBEIARA 2 355 L7ER % &) . E2IlERIL,
AFF G HE T EAEES11.0% (21/19161) THh - 72
(BEMEHER)

17.1.16 EIN5 M HAER

BEAEIGHR CRIRA T i R B E 2 R L L, &
#5mg/kgx FInl, 2%, 6EZICHS L, 5] &% &6
G- L GEEMT). ZOME., 248%. 48:8% O
ASAS (Assessment in Ankylosing Spondylitis) #:#£20% L)
gﬂi%?ﬁﬂi%ﬂ%ﬂ97.0% (32/33%1). 96.9% (31/3261) <
572,

EIVE I SS BB 1L, 87.9% (29/3361) Td - 720 7 EIE
FA1Z. DNAYUKRRE485% (16/3361) T - 72,

17.1.17 B4 55 M5k (ASSERT:ER)

—-10-

B GEECHEAR T o emEEEEREE LR E L, 7
T b RN OARHK5me/kgx I, 28, 6HEZIZKG L. 5l
S E6EME TG L7ze ZOfEH., 2485 D ASASHHE
20%Lh FELF#ERIT 7T L AREEL9.2% (15/7861) 12Hf L. A&
¥ 5-BETIE61.2% (123/20161) TH Y. AEAEIHDO S
7z (p<0.001) 10,

BIVEF S BUHRE (2. AHII5- 8 T64.9% (131/20261) KUY
7T 2 RBET48.0% (36/7561) TH o720 EHREIEHIL.
KA 5 THER7I% (16/20261) T - 72,



(BBHEXER)

17.1.18 ERNE MR

BEEER (A7aq4 K, 7H¥FF 7)) V&) TRHRATS
HEBEREG REE2080 2 R L, 7T R KOKRA
Smg/kgZ #IAl, 2%, 6AEIZHES L, 5] & &SR
T228%FECTHG L, 0B E CHMMEXEHMEL 720 2D
MR, TEAWMEEHEIEE TH 2 8EBOMayo A I 7 L
RiE, 772 KREESS6% (37/10461) 120 L. AFH G
54.8% (57/10461) THH . RHNIHEIZEHOLERERL
72 (p=0.005)

BIVEF SEBUEER 13 . ARAHEG-BETT31% (76/10461) KUY
T £ REET59.6% (62/10461) TdH o720 FABWEMIZ. &
F 5B CDNABUESE51.9% (54/10461) Td - 7=,

17.1.19 BRIV HB&

BEEER (A7a4 K, 7H¥FF 7)) V&) TRHREATS
Ze/NR ORI S 21 B 2 % R & L. AHIbmg/kg%
WA, 2B, GEBICES L. 5l &k & SEMET2:H %
THG L., 30T THAMEZFHE L 720 Z o, CAI
237 ERERIE, B52T600% (12/20%) L7, &5
6. 8:E31280.0% (16/20%) LHifML. $%510~30# T
D TIE64.3~87.5% THR L 720 PUCALIA 2 7 E#ER I,
e 5-208C35.0% (7/20%) &7 0., 56, 8:HH1240.0%
(8/20%) L#mL. 2ok, #510~30F TORMTIX
286~429%THERL 720 F 72, MayoR I 7 DR E
fEERIE, 530 TENEN42.9% (3/761). 14.3% (1/7
) THo720

BIVE SRS (X, 714% (15/2160) THo7-o E 2 EIfE
FE, ZARMDNAYUARETEST.1% (12/2141) T - 72,

17.1.20 ;B B MAHRER (ACT1HER)

PEfEE (A7a A K, 79547 V&) THERT
T BRI 2 B E 2420002 % L. 7T 2 AR R OV K]5mg/
kgZ @l 2%, 6IAEICHEST L. 5 X & 8 M FE CT46:8
FTHG L, bR E CHRIEZEHME L 72, TR, £
EEMEFEE Th 58 MH%EOMayo A I TELERIL, 7
7 RHE3T.2% (45/12160) 12xb L. AF 5 #69.4%
(84/121%1) TH Y, AFIEEICHBLEZRZ R L (b
<0.001) W,
FIEF S B X A 5-8C48.8% (59/12161) KU~
7 v REET421% (51/1216)) Th o7z, EHEMERIZ, &
P G-HECH9.9% (12/12161) Td -7z,
(BEBN—F v MR, #RBEN—-F v MR, IER~N—
Frv MR

17.1.21 EIN5E MAREER

PBEAE G TRV A3 0 B A8 10 L e 10 % OV I 8 70 X —
F v MEREZNGE L. KH5mg/kgk WM, 208, 6
BERICES L, &k & 8EME 468 F TR G L7zs £D
R BERAR—F = v MEEE TORG-3008 % 0 F w5
OEE (PNRSRA TEEOBE X IIHEL 2 R T X,
FEFSEIRATY 2L L, SEER L 7o 2 BEOEE) 13545%
(6/1161) TdH o720 MFEIN—F = v MEEZ TOFHG30
BHEOFENG OES (BRI EIMRIEHEMA CHE 5
DML N OB DMK OTL-6 258 5-ai & 0
T L. MEAEIRAE & L - BF oE 4, BT - SR
MRIM GRS CREER O 0 7 5 2257 o #lh OIL-6i%
ARG LD DT L, MEEROEALR 2 WEEDOH
A) 13333% (1/36) Th otz MGEN—F = v FFE
HTOHG0RHOFMF OEE (PET/CT %A & DM {§ik
Akd B M OCEERAEIR DS ¥ 51 & FBAb23°, CRPK. UESRA®
BHH e i L TR L2 BEOEE) 12100.0% (4/451)
TH-o720

BIVE SR (X, 66.7% (12/1861) TH o 7zo T2 EIfE
FE, ZARMDNAYUKRREE44.4% (8/1861) TdH -7z

17.1.22 ERFE MERER (EERS)

A#|S5mg/kg SHEMIE CHEIPHFETE L WHER N~
F v MEEFZIFNIB VT, A#I10me/kg SHEMIE TS
L7-& &, BRAERRS SHE~ — 7 —HE U EMm 580 5
n7’ze
B, SPNCEIERIZED SNz o 72,

Q&R O 245

17.1.23 ERE IR

ORI TO 7 ) 2 IFEFCRIFEAR 5 70 1595 B 3141
R, R)ZF Ly 7)) a— VLB ANGyE a7y v
(VGIH) 2g/kgl O"A#HI5mg/kg% HIAlFS- L. HRMH% 5F
fili U720 FEAREFMIEH T d 2 GRS PG A8 IRF K]
IR DRBED S EM (95%BEMEXE) (&, KA G-
76.7% (56.6~96.7%). VGIH#37.0% (11.9~621%) T&H -
7oo F7o. BEIIRFZ ST VGIHEE20.0% (3/1561) 12
L. AKHFGH6.3% (1/1661) TH -7z,

BIVERSSBUBRE (&, ARHIP 58 T68.8% (11/1661) KO
VGIH#: 5T T66.7% (10/1561) T - 7zo ERENWERIL,
RANPE G T ARBHDNATUAR14:688% (11/1661) TH -7,

18. FRhEEIF

18.1 fEA#RF
A7) F Tk ra— YRRPMEY v~ F ORAERIC
BRI G LTV A TNF a OEH 2 HET 5 ZORF LT
HMETNF a OEWEEEPRT 25 & L 312, REATITNE o
SR A CDC (R RAF I ) & 2 \WIZADCC (Bt
MR ARG E) ICEVEETLZ L, 5D
22 RIS L7 TNF a 2 it S €2 2 212XV TNFa D
ERZETLELZONTWD,

18.2 AIiRMTNF a & 1€
ﬂ‘?ﬁ‘%‘iTNF a N NOREAEBITL1.04 %1010 M- 1TdH - 7212 (in
vitro) o

18.3 IL-6EE A HHI1E A
TNF)a FIBZ & B R 2> & OTL-6 A % 3] L 7219 (in
VItro) o

18.4 [EHEABITNF o RIEMITICX T 215E1ERA
v MgGIOFciiZH$ 52 L5, CDCRIADCCIZL Y
Hﬁ%;a\?ﬂTNF a %38 5 TNF a FEAMAL % 655 L 7212 (in
VItro) o

18.5 ZRIFHEATNF a FBE(ER
TNF a 2 ZBMHICKA L72TNFa & b4 L. TNF o 2271k
5 REES &, $EESTF (ICAM-1. VCAM-1) DZH%
L7z (in vitro) o

18.6 TNF a AE#iEMHE I 5 hFnfER
L FTNFa NI VAT 2= 7 < AT ERERAEH A R
FoXoF (AL

19. BRI ICET 2 E{EZH R
—fgB A7) ¥ w7 GEETHIRZ) [infliximab
(genetical recombination) ]
SFE © #149,000
A H: b MgGER SN OTNE a B8 7~ 7 A0 28501,
AT AHE/ 7 u—F VHET, 132807 I /R
BRI T DHER A

21, &G
PR3 A 7 EEETH A K E D b, EUIE-T 52 L,

22. Ak
100mg [1784 7V (20mL%%8) ]

23. FEXH

1) Westhovens R, et al:Arthritis Rheum. 2006;54 (4) :1075-1086
2) Asakura H, et al;J Gastroenterol Hepatol. 2001;16 (7) :763-769
3) Targan SR, et al.N Engl ] Med. 1997:337 (15) :1029-1035

4) Hanauer SB, et al:Lancet. 2002;359:1541-1549

5) Present DH, et al:N Engl J Med. 1999;340 (18) :1398-1405

6) Sands BE, et al:N Engl ] Med. 2004;350 (9) :876-885

7) Lipsky PE, et al:N Engl ] Med. 2000;343 (22) :1594-1602

8) Antoni C, et al:Ann Rheum Dis. 2005:64 (8) :1150-1157

9) van der Heijde D, et al:Arthritis Rheum. 2007:56 (8) :2698-

2707

10) van der Heijde D, et al:Arthritis Rheum. 200552 (2) :582-591
11) Rutgeerts P, et al:N Engl ] Med. 2005;353 (23) :2462-2476
12) Scallon BJ, et al:Cytokine. 19957 (3) :251-259
13) Siegel SA, et al:Cytokine. 19957 (1) :15-25

24, XEEFERERVBEVEHEE
REPUESE 3 E 3 S s R MR F 7 S e
T 541-8505 AR TTH X BN 3-2-10
&% 0120-753-280

26. BEARTTEEF
26.1 EERFTET

\Z

26.2 ST

—
janssen )'

HI=2RERAR T

KPR KEEE3-2-10

Janssen Biotech, Inc.
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