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1.3 FEHREICEET 3 RS

1.3.1 Infusion reaction
AEHTEDH D VIEERERTHZ2BBEAUAICRET S
infusion reaction®> 6, EEXT7F717%7 —

(FEREYE, [KEXEHE, MELE. OEET. O
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% : o
(N=F v MRICEZHAMFEESNESER)
WH, A T7)FRIYT GEETHRL) & LT, FElkgY
720 5mg#x IR O G & L EEET 5. WRS-H%. 2.4,
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GIIZHRG- L, D6~ SHEB ORI TS 2179 2 &,

(BERN—F v MR, RBEN—-F v MR, IERN-—
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iﬁaﬁ% BLT) T T EIc kY, AR5

WHaIciEET A2 to%&%ﬁﬁMéﬁéﬁ%hﬁ
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11.1.1 BEZAE (35%)
MliE, fide (Z2—FEY AT 1 AMiREEL) . EREK
E\M&\%ﬁ%<ux%u7iﬁ%ﬁk%@m CRbS
HEOBEREYIE (DMREIEET &) Bdbbh
EWdH D, B, WEICESEMDS 13, RYE
LHDTHo7, [11. 121, 21, 911 2]

11.1.2 &% (0.3%)
ﬁﬁ@% . BGMErSH SN UREEDR D L, T
bR (R %ﬁ DIPZAYE )%%%bné’
&ﬁ%%:k#%%@ﬂ EEDL R L -BEET) 2
ko [11. 122, 22, 82, 912 =]
*11.1.3 EE Kinfusion reaction (0.6%)
av o, TF 74 9%y — (MRS, K&,
JE RS MERT, MERE. 777 —8, KEREE. %
B HMEEOEELZEWEN) ., PS5 bNL I DD 5,
it infusion reactionlZ5| &ft X B, AiiZEDSH & b
NLZEeENHb, [1.31, 23, 86, 88, 917, 1422 %IE]
11.1.4 BigERE (0.1%)
ZASEALIE, AR ZE, MW RESR, ¥ - "L —
TEEHELRH S5bNLEZ LD Db, (11, 14, 24, 914 =
1A ]
11.1.5 BEEMME (05%)
FEE I ﬁ%lﬁ £ O ZHE IR (2 ‘L{%L
WA LN AEITIE, 1%’?975‘ H’PB M ﬁ
H%MT&*&U@@%K@ S I L . $$ U
)

3G EPIET AR ﬁw&k%%ﬁﬁ

p}f \FH

v#%—bﬁﬁmhﬁ%mﬁiétt§ Iz a
T A AMigE L OERHIZHE (B-D7IV I > DRl EE
A, BIEFEE f»%x%@&%i@ﬁ@&hﬁ
g}: FELTANMLFRY— MIFIGEABICB WY

I
v
ZIE

A
x
%
4T
<.

E'EEQ'EHF[X -



BN 9% % FEBL L Bin i) e fE il & 72 & o ZEBI S S

TWwb, (84,

915 2]

11.1.6 FF#EERES (0.1%)
y-GTP, LDHZ DO L\ EF &) |k

HRREREEDN D b, Z DD 5,
11.1.7 BHEMEBEEE (06%)

AST. ALT.

BAE. FE95

W T Je

H. SR, 70, F - EETHE,
SRS | WHBE . SRR & 1 SRS TEBE (3

HULL##E) Bdbobid 2 end b, [1.32, 2.3, 86,

9.17 2]

11.1.8 HidsDNAFFE DB % £ 5 L — 7" X HIEMEEE (04%)
PLdsDNAFUAED AL L. BIESIG . AN, BB 5 OREIR
BHOLbNLTEND L, TOLI BHEAICIE, 5% %

k952,

11.1.9 EELIMAEEE (0.1%)
JUMERRR A, M/AMORA> . EImERRA . Bk R, MmER
BEEBERE, M/MORATERBERR S S b b 2 e 0d b,

[9.1.6 2]

11.1.10 HERBREFE (HERY)
B, AR, CKER, MARRTI4A 7oy BA

WZHEE L,

L EERREETH Lo

11.2 Z OO EIER

ZD & BRERD B S b I3 kG e

5%LLE | 1921 E~5%Aii 1% A i SHEEAH]
A - |BEE (e R W 1T UV N S A EHE 2 R e
HhRER AR A Lol SN N A
JBR BRI | KA, MRS, R 2 — 1
FEE ., MR, AN Y —
WG FEE| T A D A
. IR, O B | FEE
%, VAFHT—,
TAEZE, 1o B B A
WORIRIE . RZE
e, D DI,
ARG R, SR
g3 BEEL. iR (IR
£
iR il (R Z)) »oXEi g, WO | A 4 1
PEA M A HEERRAE, ) >SN A
PEE ) . A | ERIRAME, 1) v SBR| R BE
U AP | B INE . OBk
/NS |9 A I ER S 0
T FRERYEINAE . AT
ERBENAE . R IMERE
A (i /R B VA
I I ER EREGE A
BREERESEIN, 73
7 — L. BEA
WA, AREANEN.
TNVT IR, 7
o —iEd. by
W AVNE RN (18 WO
L) CNERIERER
WO VNER),
) VOSHVE. fREH
BRFE . R R v
m. A s,
CRPHifIl, "~ M2
)y A
TEER AR 13T h . EmAE. AA, RRE M E K
AL, @ UTE V|, FRIR. AN % (IgAlE
M e . B IR, AR, GOEETER %)
1% AR YHGE . P OE, O
T.OME RS AR A, DR
MR ER (S0 G PR e, S SEAE R MGG | B R 1k
He o WEWEE ST 9 . WL S, I A AE
FEPS W, Ede. ElJE. MK, TRE. A
(CT) %% . PaO:
T, KL-6800,
LS
i ALPHEM NG, g, IHgE
725, FEIER. ®e
VY EE
WREE (MR (R DRSS, JR|BEE K. PEIRIA
HERIY) 7R R R WL PR RO I ER B
P, IREPEE | SR, 2 LT T
Bk, BUNEE | = > 380, R o
oy Rk (e 2 = H.
Tk 7%

5%LL | 19%8h b ~5%A 19% i A

HALER | U N O T o -8

B, FEARL .| E, WimpE A,

B g W PR gE, Wi sz,
HALARR, I, B
wHEil, BR.
K. BLME B, @
FEh, BT, B
R =7, Bl
MR S8 . ME AN Bk
B e, B
&L BRAE, U

CIA g5, B8 | T RE N B . o

) A, CUE2%e. DFEN
i BE PR L AR
7. i, H %

B |BE5 (MR|FE. BORS 95| 2kl o, BzfE
R AN SRR A AN 3 N
% BER|E, KIETER G BRI R, &

Feo% . BE|E 28, WCHERRE, BOEVCIR.
WEB IR EEJE, S LM, REFDL B
A7 INE 3 I DINEET N N /N
IR | BWIE, £ ML, sk, FE
B 2O EE . R[S, JFie, BA
O ORpE. REE (S, JuE st K
%o R ZIHE 6. REEE, £
%, kLB fE. 7 MY — 1S
T 595 %
G &6 ML B
% .
&, I
% MR
%)
PG TESHBAL G (R4
HRALEE TESTERAL
RNE L TE S AL I
M G AR i
VRS 7 9 )
IS AR 25, R asmE s,
FREge, g ge, #
g IR, IR
HE MR AP, TR
K. kRNRE, HRIE -
A HRAE. AR 2%
A5 FE L, AL B R
H. HOREEIR P 2E
=8 H ., gk £
v B HAU
(FFPARE) T Ik G
(NER., HEH %,
WooE g Ao (BETEAR . IR % E
R EEEIE ., FHEH %, 2%
i BAET S, T, | MER A
MRS, WK, i
W gk, CKE.
iR Riaal]

KPR | B C P o |25 IEs O 7)) S 2 —
B Pt (bt . NS, R S 2T 1
DNA#LR PEREGe, A B AT AGE,
B k. Pt oAV AHEREG IV E SR T
VBAE W, BHEY VY YE. TV
DRSS iE. MEHLZ% a4 F—
[INLREN AL 3k
PUAZ PLAK fEE~
B ) . =
7 AN A T 7
G (i ge (JEAS
SINEEZIN AN
Hifl v iE ) S
NRA, A 7 )7 b
VIV avH A
VAP R JiE
B4
TNV I v
)

v WO L AT HERIE, IR, $T

O—)VIE | FURARIVE VARG

SR, IV ATH—
WA, M) 7 &
1) RN




14. BRLOZEE

141 FRFBEREFOZE

5000 1%L F~5%kit 1% B FEE AT 15.1.4 50 D B R EUBR B OY i PR BAUSRAE T #2345 M SLI 542 o0 3B B
Zohh |58 TGE | PR R, SN L AAIZ BT, B o E, FUE, BEME, R ERE,
T e, miEEmk, mEag TG . JEESHINLNE B O B A5 A5 1691 1= 3 S LT s
¥ Wada. PEI4. AHB AR, & 5o RHFEG L EVEEG B OMEN Z R T 5700, FE

. IE CRIMam . PSRy BV AR 23520 & 72 BIURGIE DN KB 2 77— & X —
REPEIE . B (3 ) . #EJTE A S L 72— 152 A3 5 —RdEl 7 5 o TRl BIE

TONE. 45 | A e . I B AN ERI~BIR L2, ZOTMAEIE. EOBOME, FE.

TEiNE, RS K. #., AR JEEMA R4 X ) NIH SEER7 — % X— 2 (National Institute
JEIPHENE 3R, AT, of Health (NIH) Surveillance, Epidemiology, and End

B, HEE A, REIEN, FE Results (SEER) database) 255 L7cfE % H\ /2o £l

AL R N S D7 U= YHREETOLE T, RAEKGHICBI 2 EE

1) B 1) e R — iR W855I £ 1449012 LR IR 21 B Tdop o 720 —

AT Jiv 77 RBE BT TRIBIE0. 2061125 LB B4

WITH o7z, [11. 87 ZH]

F1.7 0 — 2 4mali C o SRR IR O B B EUL OV T 1 44

14.1.1 BEH 75 & Rz 5l
jgjﬂ szt)f! ﬁji;ﬁﬁ@k?% ZEo (BRI LIz 5 F 6 70— VRAEHETY | SpnapmiE] EEE |
se, o i
(1) gA%’Z’l;é;%ﬁ%“@%%L f:fi‘l fZlb-Gﬁ)éb‘g% A FEPEY o 5T (/\974F) Eﬁgoﬁjﬁ T(ojg)lj;ﬁ
M TEST S W, 1IN 7OV 472 ) 10mLo H R o - — :
SR (F R 38 A b W) % M EAT 2 b IR ENETE R 9% 1 NA
Tl TOBSCKEERETR VAL TIVEHA L2 W 2k, c. LEC DS O B PEIE 5 96 1 019
(@) /A 7 VR I S 7 A5 BRI L, 1355 TG (a+to) *| 06 1 020
P T k59, EREIEVEE LW &, Nl = yERT yyATES
@ BERAEOC. FREDWIRE LT, oW ZETRERRT | eleuin Bale | BRI
ROLE@EELTBY, 550 5 LR OBM T+ & T - .
G LAh B, NGB R, Eh, B, 2 a Bt ) > /Yl 4094 2 065
DD R & B2 b DAL I &, b Ip A0 B 1 B9 4085 8 NA
(4) RO O TR CRIFZTD R & o LRI DTS | 4055 19 1385
WAZERIE EWEG (a+c) *| 4055 21 1449
BT ) SR L LR R E B A RAZ0mL, K e BUCHT L7y 0 Y RBUAD BRI K O3 0 R

EA25kg A D/NRIEFIS0mL, 25kg L /R IE#100mL
OHFAEBERGICHRT 52 &0 REN100kg % # 2 5 B
B GTHHEICE AREOA 7)) X2 < TIREN
dmg/mLEBZ VLS. HREAMAERKRORZ HET 5
Z Lo TN UBHESHE S 7 & B R A H A DAL o5t
BTV ARWZ & HRAMAERE CHRT 28I, AR
WA REEIEA L, BHOBLEHMIT) & B
4> 7)F V< 7EEE, 04~4dmg/mLE$52 Lk,

%D

LA VB AL T OB = LRt

: NIH SEER databaselZ & F 41T 22 W IR0 Il Bz i 9 12

ST lERRAE

7o, BETY) v~ 7 B T O BN 0 B B E N O
B2 2R L7z AREGHE TG 852,376 2% L
BlEpIEIE506), 77 2 ARRETIE, FRIGIEA3.6161I% L

BB EUZ10BI TH - 720
FE2. BRI ) ¥~ F Gl © O ENEIES O B I O T 14

14.2 HRIRSHFOEE
1421 12 5HE8

AFNIMER - A AV 2 TV—DA Y FTAL T4V —

(RT3 4 X123 78V UF) ZHOTHITL L, . o 77 L ARG
14.2.2 B 5RBRVBEEE BAER ) v < T B 2 pLEENME ] B | EEE
AHNIML L7 1 P2 THRGT L0 L L, foEH#Al, NS - W
%gidé x %E'Aa Lz }E - % (7K *E?‘fi#«”ﬁ?—.?@gyﬂ é}ﬁifg Jé aEPEY © /S 1626 0 046
AT EBALDPMHREN T WL 20) . F iz, JEHL S EL {2, 6 iy
DWERBL 1= % 7 C ARfgel - A BT 2 & oL > S
B, 6EOFG L%, £ E TOi%5 Tinfusion reaction ;‘"L‘ R BT :
RO SN PUT, S & F U C R R A S EPEEDE (atc) ® 1604 10 1361
HIENTED, 72720, THEMHEE XIS D L 37— PGB
Smg/keg% X5 HMEEBA 2V L (BRI BT PASG ) v~ T B aBLEEE | B | B
BRI o (N -48) | BB | Pl
E i’: \/\ﬁi@ﬁ@%@%ﬁﬁt ?[%b:iniusi(él ﬁ{eﬁza%i(glf:?gﬁ;ﬂ k) o 6391 9 1.79
72 AE I, Y N EF S e R Gl = S =R = i R Tk i e T s
55 by (131, 25, 86, 88, 017, 1113 B b IR B IR 7 6357 2 NA
c ER DA DN 6343 41 50.80
15. ZOMBOEE EVESG (ato) | 6331 50 5237

15.1 ERER{ER ICE D < 1E3R

15.1.1 RAEI ORI, BRI TIxe28[ (148) T, #ykcid
102:HR (248) FCOMIMTEBEINT VL., T2, KH|
OEMHE IR 3 2 R i H ORI A 1L 24E M £ TO I T
FEHEINTW5E, Ts oW A2 72 KH o BN 5
DEEVEITRET L T,

1508l D HEEEEH S EEED ) o M OALE D BE (FLEE
35% LT T NYHAGHERES L/ IVEE) 12, 7T R K
OARAI5, 10mg/kgx #Hl, 2%, 68230 L7
M TORERABRZ M L 720 ZORR. KA GHE, FFIC
10mg/kgi 12 B W CUARERER O EAL K OFE A5 =2 7R
OOLNTE OW|MEDD L PINFEGH28HIFTIZB VT,
10mg/kghECT36, Smg/kglE CIHIDIL LN RO HIL, 7T
YL ARBETIRICTEENI R o7 Ty SEREALIZ X 5 AR
1. 10mg/kghES1BIH 116, Smg/kghE506IH3%1, 77 &
REEAIFIAFEBICTH o720 S 512, VEBROFHIIC BT H3E
. 10mg/kghfEC8HBITH - 7-D 2%t L. bma/kghf &

¥a o BEICHIRT L72BEET Y v~ F R o> SRR T v B OV34E I L IE5
EH ORI MBI A CORIBIE % 5T

: NTH SEER databaselZ & F 11T 7o\ I B 40 fl 1 7 s 8 12
DWW CUEERAE

I 72, ARRRE B B EENEE O B8 B 07 6]
B F3IIR L7zo ARG HED T MBI £105. 1851 2% L]
U066, 7T L R TIEFHBI519.46601 2% L <l
LB 15BITH o 72,

%D

15.1.2

075 & REECIL 2 W IUBIC Ao o 120 [25 BH) Ay
15.1.3 BB |- BV T AH & R LIS O 4 5 16 = =
Y ORI 2 A TE £ e et (RS L C oz s (] S
TEBRAS 7200 o >3
O o T
mo g
@ @
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L

=1

my

F3 AR T O ENEIES; D BB B0 O T 615

¥a : BELCHT L 72 5RBR oo SRR R rh R OB4E R DI 54E I o Bl 4
SVRBIRRA T OSH IR R 45T
b : NTH SEER databaselZ & % 41TV 70 W IR JE P B2 95 12
DWTIZRRAE
15.2 FEERPREER ICE D 153K
AFNTE P ROF 2 8 YV—DTNF a DA IFEATRE A L
Ty hRA =T A FNVEO—EICEIERIE N E 58
WHEOTNF a LS LV, D720, DSA BRI FEHi
ENTWZR\

16. M EHRE
16.1 MAEE
(7 a—>9%)

16.1.1 RIEEHREICH T 2EYEIRE
EA 27 0 — VR BE AR H % 5mg/kg® & T3 (0, 2. 6
) FRGE RN G-t T0BEFHIEF (2R BAFRO b -
B % X G 1438 LIS [ B CH - L 72 W 0 SEH) Bh RE % Feit
L7z SEMBERGFORSROMER A > 7 1) %<7

B (ATT 2 RSNz,

2 10000

E

w1000

8K

> 100 "\‘ d\\ '\. ;

4

2 10

AN

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

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

SEWBHE ST A — 5 0:ECin |1438Cpre|30:8Cpre| 543
2| me/kg | il 8042169| 31224 | 26521 | 20516
= (n=31~38) ATV 789 31 26 20
Cin @ #5# T 1R M. Cpre © #%5-811l (ug/mL)

16.1.2 ER 5B T 2% YHRE
5mg/kg 8 FEHET CTRIED MR T E 2 WHEE DSmg/kg
KHQMBOMIETA > 7 ) X< THE (A7) I
030 g/mLTH o727, INbDHEEIZI0meg/ kg %5 L
72354, 10mg/ kgt 5-8 BB OMIEH A > 7 F 3 < 7k
(A7) 13129ug/mLETCTER L7,

2 10000
75 b R 56 X
Sratig ZBLEHIM] EIEEE | B -
O\ -#) | BEms | Flek N , , )
adEVE) v SE 2906 1 0.72 @ \\
b IER Bl R 2887 12 NA NI
c.ERUSOEIEIES; | 2877 14 1875 < .
EVEESEN (at+c) ¥ 2877 15 19.46 % 0 4 8 12 16 20 24 28 3 3 40
L3 — PS5 ! ! ! ! !
Gridlpra AR | R EVERESS EHMRT (week)
h-%) | BUmbIE | TR Smg/kg SEMBES THRIMITE B YO HEHCL IS~ K
Y v/ 3E 17852 14 413 Ome i & HER P U 1 QIR 7 ) % 5 v SRS
b. I 5 A0 I 1 7 i 17721 67 NA (AUT>, n=26~39, 0, 16BIEHEEHH & URERT 1 BRRLET)
c LSt oERES [ 17720 92 10130 ST RES
EEESEN (atc) * 17707 106 105.18 MBI ST A — & i by iy iy fih=s

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)| T T > 0.30 191.24 1.29 1.31 218

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

5mg/kg SHMHE 5T RAMER T & 7\ 219611 25me/
kg GAMPEREG %77 & % OLBHO M REL, %5
PG & LB LC R L 7o % 72, IS (24038
3 THRE N,

1000
100
10 S ----.-----.----I\»-- @
1
01 +
0 4 8 12 16 20
ottt

MiEFA > 71 %7 TEE (ug/mL

24 28 32 36 40
LN N S A

4B S HITHRIE (week)
70— REHEICL 37— K 5mg/kg % 4B THEGAFRAIEZS L 78D

MmiERA > 7YX TIRERE (X072, n=4~19, 4BERKZSE
TmERERELL) P LIT— RS

MBI § 7 A — 5 %

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

Smg/kg |+ IRERE| 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 HIRAERATE 20 & L CHERTL 72
16.1.4 BEI RV RIEHRE(CH T 2 EYENE

Smg/kg® HIAIF G- CldHEMmMAiEE (Cmax) OHJfiiid
118 u g/mL. /Ai%AE (Vafl) OvhJefiid3. 0L, 55
WIE95H TH - 720 BRRERICB W T, BEOME. £,
R, R OEREES O 5B OEYBENRER 72 213500 &
Nhhore BIBEERIVE VI ZMEHL-BETIE, f#
AL WEEIH L CVUEO B Z 28N (17%) A3 5
NWih, AR ERNVE VRV BRENT » ANHET S
2ol R RAME LR e Z 2 517z, bmg/kgd
HA 5% 20T 722060 CLE2BN S ARFN RT3 2 Pk 2k i &
N7z LR L T\ 25O B E IR A5me/ kg % WM,
208, GHEBICKEEG L BROBEREII R0 o720 AFH
D7V TITAE, BEOZ LT F = UMEdH D WITAST.,
ALT EAHBIERE® 6 109, BHREE - IR EE 12 BT 5
BHED LD SN Do 720 Smg/kg?D AR G- % 51 ) 72
SIFICIRIBNIARFN I PRy & vz BHEAICE
J B A (88 ZH]

1000

=)
S

MiFhA > 7YX 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
I 2 NBEETZ 70— REEIC
—@— : 5mg/kg (h=28~30) L 37— K& 3MiHEARAES L 7
—A— : 10mg/kg (n=29~32) BOMEFRI 7 UX I TRE

s (X% U7 > A fIfEEE)



SEWEIREINT A — % 0:C1m | 28HCpre | 6:8Cpre | 143
i 5mg/kg ATT / 168 33.7 21.8 54
; (n=28~30) | PUs-frfsss | 113-206 | 26.7-464 | 138333 | 14-106
- 10mg/kg )< T . 3595 75.1 50.6 176
(n=29~32) | PUsfrfaEiy | 274-419 | 54.1-93.7 | 31.7-69.1 | 9.3-236
Cin : B 5-# T 1R 2 Ml Cpre @ #5511l (ug/mL)

(BaEi ) v~ F)

16.1.5 REHESICE T 2 EYFRE

AMMLFY—=IEHT (mg/ALME) T, &HFI3.
10mg/kgZ #lEl, 238, 6 EZICKERS L& & ol
R R R IRIRIE Ll L e (CEERIEERE) .
F720 M. EH, BISRERVE DS HVIZIEA T O A
FUFLIGERIE IS X 2 RN OEYBEEOAZITA L L
Mo 72h5, R EE (BMI) OBIIIIRE - T il i pe A3
i$ B A Sz R ELY 5 5 BE12
HEMBREDEIAAET D HPEPIEAITH 5o 3mg/kgD I
%% 2T 724960 TUd260, 10mg/ kgD KA S % %) 72
g(a)@u]miwua:\ ARANZx Y B Prfk okt 7z, [72. 88
~HE

W

MR > TUF ST TRE (ugmb)\

1000

0.1 T T T T T

0 2 4 6 8 10 12 14

BE5 %I (week)
BRI IXFBEICLIT—F%E
X b b XY — MERT (6mgiBLLE)
BEFEFEFFIRAIS L R0 MiE+
127V IRTREHRB (X DT )

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

SEWBEINT A — 5 0HCin | 208Cpre | 6:Cpre | 1458
| 3mg/kg |+ 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 © #&5-8i1Ml (ug/mL)

16.1.6 EEREICH T 2 EYENRE

AMNMLFH =T (6mg/#LL L) T, A#FI3mg/kg
R, 230, GBI FERIRNTE G- L. 5] &t & 3mg/
kg, 6mg/kgd %\ 1x10mg/kg% SHE M IR THERG L7z &
& OIS ITIFRE LT L2 (BEHER)
3mg/ kgt 5 % 21T 729961 T13276), 6mg/ kgt 5-% %) 72
10461 Tl1x24%1, 10mg/ kg5 % 213 7210461 CTLX136012 .
KRENR T DY Sz, [72, 88 B

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

(n=86~99)

3mg/kg | TIgfE = AR 57.77+14.23)6082+1360| 0.85+0.98
ATT v 58.14 60.35 0.50

090+1.13
044

(n

T = (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 + FEE R 7 | 5823 £ 11.34| 1887043061 | 4.73+4.78
ATV 57.16 186.12 313

6.50 £ 6.26
547

C :

16.1.7

PeG# T 1R #4145, Cpre © $&5-Hifl (ug/mL)
AH3mg/kgd A\ F6mg/kg % SEAMFE CHREHR G- L2 L %,
Y2 5-22:8 K 1 CACRIEHE20% L0 3E 2 7E L 72 o 7 FEBIN X}

LT, 5[ E GBI ER L2 aoEEmiEh A > 7))

XU TEE CEWREOMBE T b 7EE) D g,

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

wg/mL (gl Di/ME~RKfE]) Th o7z,

1) WERBoEE (32760, 510455) =5 E L-R4E
Y BIREMENT (NONMEM version VI) (230 < 3
WEIRE/S T XA — ¥ 2 Wy I 2L —Y g U

REHBRE T B EYENRE

Wk g5 MAHER (ATTRACTEER) I2BWT, A ML F

= T (125mg/#ARE) T, A#FI3, 10mg/kg% ¥

B, 2. 6 IFREIRNI G- L. 5] & X 4080 i &>

%\ 8 M B T 1028 [ SR 2 5 L 7 MERRG I & B

id7e <L L7c MG i 2 BRI D2 D iR+ %

CEDBIEEE Nz, 3mg/kgD KAEHES (4ERE) %20

727360 CiX10%). 3mg/kg® AEH S (SHEMEE) =21) 7

7B CIE8HI. 10mg/kgd KAEHES (4EME) %) 7-74

BICIZ16. 10mg/kgd AR5 (8HEIIRE) % <2 \F 7277

TN, AANZ T 2 Pufhostt S 7z (GHEIANIZ BT

LHEAE) . [72. 88 ZHR]

H2) AFNORZE R A EIZI10mg/kgTH 5o

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

16.1.8 RIEIREICH (T 2 EMENE

AHI5, 10mg/kgzgIll, 2:85%, GHMBIZHE L, 5] SHtS
Sl i i T46H £ F TR G- L7 & & DMl il 3 3% 5
EOMMIHE- TEL 2D g LI iR IE 2
12D T A C LB SNz, ARERTIZ5, 10mg/
kg FAEFR G- % 24T 7286112 5\ TARFNI K 3 B Hufidmh

Snahofz. (88 B

=)
S
S

=)
S

46 50 54

MERA > 7 1) %< TEE (ug/mL

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

N=F 1 v MRIC & B EAMEREE
RESRRBEICLIT—FE
HHEFEFRAIES U 280 miE+R

127 )XIRTREHEB(X DT )

HWEEEIST X — % 038Cin |238Cpre |638Cpre |30:Cpre| 5414
s Smg/kg [FFHlE £ EERE]1149£203]|159+99(143+77| 6.7+45 | 68+47
,71 (n=3~4) ATV 119.0 15.7 133 6.3 70
= 10mg/kg | T+ kR 1931£172(325+227|260+176| 59+6.3 | 48*6.1
Tl a=3~4)| AVT 185.9 329 32.1 52 26
Cin : T 5-# T 1R 218, Cpre @ % 5-HifH (ug/mL)

71:3) AHI ORI &2 1FI5me/kg TH 5 o
()

16.1.9 REREICH T 2 EYHRE

T TR & BAEE TR e E | AR A B meg/kg & ) Al
2. 6 L, Bl X X MMM T2 % ¥ TR
Lzl &, R LGP iE 2 MR+ 2 2 LBl sn
7o (BEREREABR e UMkt 5-5%) o Bmg/kg D SR G- %
AT 7235BIHSEIS . RFNRT L PUAAIRIL S e, BE
iz s, BIRTRE VRN R . IRk e o N OV
PEALR AE BB | O AR A5 me/kgZ WAl 208, 6IEMBICHES L.
Bl &R &M TA6E 1 T TG L2k &, 148570554
W% FE TORGEABEOIMEFIEE (FhJuE) 12039 u g/mL
25227 ug/mLOFHTHER L7- (B 5#E) . 5mg/
kg? AEF 5% 2\ 726451 h 19BN . ARFNZ RS 5 PULiEH
B sz, (88 2]

3
£ 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

HEHESH%IERE (week)

MmEFRA > 70 %27 TRE (ugh

0.1

SEUEBREE L IHEREBREEICLI - K
5me/kg F HEHERGEHIRNES U - & 2 O M+
170X TREWMB (X V7, n=27~35)
tiLis— KRS

S BIFEINT X — & 0:8Cin |14:8Cpre |30 Cpre| 7034

e 538

(n=27~35)

T = iR
AVT

9718+1940
98.33

3.34%295
245

216+218
148

2.22+226
2.09

5mg/kg

Cin - G T1IRER (21, Cpre © $5-Hi M

(ug/mL)

16.1.10 HERE5(CH (T 2 XY H)E

5mg/kg S MR 5 CRIEDHEFF T & e VB H R, B
HOEVERZ R . RE TR . SRR B R O bmg/ kg -
QEBEDOMBEHA > 7V F < TEE (XY 7)) 3EER
FBo(01lug/mL) KiiTho72h TS EHIZ1I0me/ kg
5 L7o%4 . 10mg/kgtt 540081 (8 FEHS) DIk
RA 7)) F U TEE (AY7 ) 3110ug/mLE CTL
AL7.



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 8BREIRREIRS THRIMIFTE LV EZIE
FIZL 37— F10mg/kg & BEEIFHEAIRAIES L
EEOMBERA T U TRERE (U7

>, n=44~51) t L3I —FES5
e oo T b by by i
B ST A= S 0:8Cpre| 0:8Cin |8:Cpre |16:8Cpre| 403

?Ei 10mg/kg | T+ =] 145223 | 2095177 | 270 £4.05|3.18 £ 430 [ 360 £ 4.56
o | (=bl~4d) | AT T v 0.00 23799 0.00 047 1.10
Cin & B 5-# T 1RE 0. Cpre @ #5-7i i (ug/mL)

R#HI5meg/kg SN B G CRIEDHERF T & 2 WIZEBRE
xf LC. ARAl6mg/ kg% 438 W FE € R AEE G- L 7286 O
MR A > 7%~ 78E GEFREOMmMET T 7

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

RME]) THo7z,

H4) WEREOEE (5861, 7904) ExfHé L RRER
ERERAT (NONMEM ver. 7.20) 1230 < #H)
BTG A—F RV Ial—Ya JFER

(BEMEHER)

16.1.11 RIEHREICE T 2 EYFHRE

AH5mg/kge MMl 2, 6BERIHEG L, 5] Si6t & 654
W CA2:8 1% £ THG L7k & 2w L 72 M i B2 % At
F9 52 LB SNz, bmg/kgdD AR % 51T 723361
TIR2BNS RFNIK T B PR S 7ze [88 2]

E 1000

B

K

"

L

N 100

>

b

+

2

ANEREE B T S S L Sl e S

<

&

#r

g
02 6 12 18 24 30 36 42 48
Tttt 1 i 1 i

ME %S HEFR (week)

BEMEEABEICL 37— Fbmg/kg £ BHERF
A RARS L ZROMEFR A > 7 ) %3 TiRE

WB(Xx 27>, n=32~33) 1 :L3Is—F#5
SWBHE N T A — 5 0:HCin | 24i#Cpre 48
?Ef 5mg/kg  |[*FIfH 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 0H. Cpre @ 2 5-Hifl (ug/mL)

PN

16.1.12 RIEHRESICE T 2 EYFRE

AH5Smg/kgZ AIAl, 208%., 6 EZICES L, 5l &k x8H
M C22BB TG Lz &, 2% LI hik g % M
iy b2 LD ENT, bme/kg?D ARG % %1 72104
BITIEI0BNAFN T 2 kAl s rze [88 ]

16.1.13 RIEHRSICH T 2 W

ACTIRERIC B W T, KH5Smg/kgZ Wnl, 238, 682
FUEEIRANSE G- L. 51 & e % 8EMIE C46:H % £ TG L 72
LA, CEELMERREEL RO VRTS8
MR SN Tz, Sme/kgD KA G- % %) 7211660 Tl39BIc
E’-‘ﬁﬂjﬁfﬁﬂ}? HPLRA i S e (SHEL S BT 5 ) o
38 M

(BEBN—F v MR, BREN—F 1 v MR, MERN—

F v MR

16.1.14 RIEHREGICH T 2 XY B)E

AASmg/kgz ANl 2385, 6HERIHG L, 5] &HE &8
HIFET46 1% £ TR G- L7z & &, BB A IEED 5
N LE L zME P IRE 2 MR 5 2 LB S N
5mg/kg?D FARH G- % T 72186112 B\ TARKN K % Bifk
IR S o7z, [88 ]

MR > 7 ) %7 TIBE (pg/iml)

1
HERS %EEE (week)

BER, MERRUOERN—F 1y MRBREICLIF—F
5mg/kg & EHEIFEARNES U ZBOMER( > 7 %
IR TBEHE (XxTT V)

tiLIfr—FriEE

—@— [ BERAN—F v M (n=7~11)

—A— HRREIN—-F 1y MR (n=23133)

—O— MEBMAN—F 1 v M (n=3XI34)

B AN—F v b

SEWBIREINT A — % 03ECim |1438Cpre |30#8Cpre| 543
i__)—; S5mg/kg | FIME = IR | 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. Cpre © #%5-Hifl (ug/mL)
PRI —F 2y MR
HEIHEINT X — & 0:8Cin |14:8Cpre 3?;@55;8 (r514=1@2)
*,% 5mg/kg | FHME + EEHE(RZE | 116052909 | 9.45 = 4.09 6.99 795
% (n=2~3) ATT Y 130.00 840 6.99 795
Cin : T 5T IRER 218, Cpre @ % 5-HifH (ug/mL)
BTN —F 2y MR
W EE T A — 5 0#8Cin |[14#8Cpre|30:8Cpre| 54:H
z S5mg/kg | FIME = MR | 1270943800 | 8.86 +3.27 | 495+ 143|562+ 1.38
o] (=4 ATV 117.69 818 473 590
Cun & 3 5-# T 1R 20, Cpre @ 57l (ug/mL)

16.1.15 HERSICH T 2 XY

AFl5mg/kg 8 @G- TRIRATHERF T & W HERI N —
F v MEBEEIFNIAFI0meg/kgx %5 L72 & E DA%
DI, BEar & i LTl 72,
10mg/kgD#5-% 2\ T 7236012 B\ TREN A 5 Pudkid ki
HE N7z, (88 2R]

HWHBHE/XF X — &% |0#Cpre| 0#Cin |83 Cpre 81@_(:11{ 16_1@
(n=1 | (n=1)
i; 10mg/kg | FHfE + EERE | 438 £341 | 209695145 | 1151654 | 170.77 5.06
2| (h=1~3) ATV 4.39 190.57 9.77 - -
Cin : Fe5-# T 1R 211, Cpre @ % 5-HifH (ug/mL)

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

£ 1000

2

w 100

b

N0 A\.
>

DY

#* 1

IR

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

8 MEESHEE (week)

BWEMABAEEICL I — Komg/kg & B EE
A IRAIES L B0 MEFR A > 7 ) ¥ 3 TiRE
W (XJT7, n=62~104) 1t :L3I45— K5

HBHEN T X — 5 0:HCin

638 Cpre | 14:8Cpre|22:8Cpre

3028

%
5 5mg/kg

(=62~104)| X7~ 93.72 10.88 231

A+ R | 958822150| 11.09+719 | 345+ 398 | 252+ 273|246 +2.73
1.46

1.46

Cim @ #5# T 1R M. Cpre @ #&5-8i1l

(ug/mL)

(N D SAEE)

16.1.16 BHEIRESIC & T 2 EWEHE

AKHISmg/ kg x BRI ERNIEZ G L7z & & O s i i
(Cmax) 1369.80*9.26 1 g/mL (CFIgfl + EHERFA) . 69.73
wg/mL (hoefit) . 231793+ 71 2050 (P9l
= R E) . 183.8KE] (hdifli) Td o 7z. AFHIFxG556H
gliepl b1l olnE R A > 7 F U< TIRENERT
FRAE (0.1 ug/mL) KiiiTH o720 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 b9 VAT 2= 7 <9 A RO REE R <
AN, BSHEHE A 7 1) F < TH10me/ kg % HHIRNTE S L
7o & X OliEdE - AN BT RERE (T 3T GIR, Bl e
W2 <L B, I, R R ORI AR LS Tkt

B o 720



16.4 X35
L FTNFa T VAV 22y 7= ABSIERAA AL > 71) F
T2 7 H10me/kgx ERNIE G- L7z 2 A, MFEHICIEELE
L CRZALE M S, IR S b o7z F72,
b MgGr & FREICHIHE N R RIS 2 & 0 AR o IR
ENHHDEMEMSINS,
16.5 Bttt
v FTNFq b5 AT 22w 7w RS, SSESMAA 7Y
F w7 H10me/kgx HIRNIES- Lz 2 A, 51400 %
TR ORI G BE R 0 2 21 11.5% 5 UN12.2%
DHEME S . ABHRIEERI1X237% TH - 72,
166 FENEREE T 2EE
16.6.1 /A2
(rO—29%)
(1) A#%5mg/kg® & T30 (0. 2. 6#) FrbeHIRNXS-
. 10 FENIRE 128 AR S L7z B % xf RIZ1438 L
PSP T G- L 7z R O SR B RE % 5T L 72 S:ETHIFR
BGBIO¥RGHOMBEHA > 70 F < TEE (AV7
V) MRS Nz Smg/ kgD RS- F ) 72 146012 B
WOARANIR S B PRI S h e d o 72, [88 BH]
1000

s AN

VIEHRS %R (week)

&R > 7) %27 TiRE (ug/ml

MR O—RBEICL I 7 — F5mg/kg & EBEFRARNIS U 78
DMFFRA > 7 )X YTREHEE (X IT7>, n=8~14, 0, 22, 46
BIHESHS LUHRERT 1 BEZLRRT | LIF— K5

SEYBHRE /N T A — 5 0i8C1n |14 Cpre|30:HCpre| 5414
z\ Smg/kg | + BLE(R 22| 9119 1060(4.71 £3.36 | 4.28 £3.324.19 £ 3.69
o | (h=8~14) ATV 91.48 4.54 3.75 3.62

Cin @ #5# T 1R M. Cpre © #%5-11H
(2) EERSIIH T 2EYENRE
AFISmg/ kg S FRFR G- TR RAHERE T & v B H L6
WCAHIOmg/ kg #%5- L 72 & & O8EHE O MG i EE 1L,
HAE R & JBIR LTI L 720 10mg/kgDF% G- % 5217 72561
Ll]io‘\/‘leiﬁﬂblﬂﬂ‘é?ﬁﬂili@ﬁ ENeholz, [88 &
HE

(ug/mL)

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

5 10mg/kg [Pl + FEdE (R | 2.85 £3.74 | 17387 +844| 457 +5.11 | 7.82£6.93
= (n=3~5) ATT Y 0.38 17320 1.16 9.61

Cin @ #5# T 1R M. Cpre © #%5-7i1l
¥ 0 10mg/kg@ % G- % 008 & L THERFL 72,
(GEBMXEX)
(3) A#5mg/kgz #lAl, 2%, 6EMEIZIRT L, 5l 2Hi 8

W BERE/ T A — 5%

(ug/mL)

PR T22:B 0% & TG L7z & &, g L2 M i
EHEFET A 2 E DR E N2 Smg/kgD ARG & )
;211§U’C‘Li$§ﬂblﬂff%TﬁﬁSCiffﬁ&é\ﬂ&#oﬁ:o (8.8
i

%woao

100

o

™

Moo L

4

R

AN

2

& 01+

£ 02 6810 14 18 22 26 30

g ottt

t t
EHRS %R (week)

NEROEBEEABRAOWEREICL I — K 5mg/ke
EEHAEESRNES L BONER > T %
Y TREHMB(ATTL, n=14~21)t:L3IF—
K5

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

=

Cin : B 57 T 1R 2 Ml Cpre @ #5571 fil

(ug/mL)

17. BRERECIE
171 EIHUROCRESHICET 255k
(70—
17.1.1 RS THEHE (BEERS5)
WHM 7 o — v BEH R E L, AHIL, 3. 5.
10mg/kg% N5 L7z, AHK5mg/kgx #5- L7z HED ) ©.
IOIBDIR1E (% 5-4%OMENH G0 £ Y 2 D ERA b L
CAXLELLT) TlEspIh4s], CDAMEE (%5485 OMEHS
?)’z%ﬁﬁ)‘; NT0RA ¥ PLLEwRA) Tlx4Bh 36234 %0 T
o] f:Z o
BIEHI SR E (RR RS S % S B bR <) 1k, ARH
5mg/kgtk G T71.4% (5/781) THh o720 FREIERIL.
IR5429% (3/761) TH -7z,
17.1.2 ERFE TR (HEiFRs5)
AKH5me/kgz FIM, 2385, 638 IS L10A £ Tlots#
(CDAMEA25%LL L2270 K A » b L LEDgd) %R0 7:
FEENSEEO 7 O — VIR EESTHIC6E LIS T
46:8 F THG- L. B H R L 725813 2 D4 R C
5038 % TG L 720 SAHABOUERIZ825% (47/5761) .,
s (CDAMEAS150A0M) 1361.4% Td - 72 (4B RS-
FATo B b E ). B, 4BBATH ORI ot
HH(13833% (15/18%1), EfMAEERIZ556% (10/1861) TH - 720
FIVEFISE BB 1L, 89.1% (57/6461) Tdh > 7-. T EIME
FHix. DNABUEREES3.1% (34/6461) Td o720
17.1.3 ERFENHERR (EEHRS)
AH5mg/kg ST EHG TIIRN RS TELrnwra—r
JEEEIBI 2 xS L L. AHI10mg/kg SHERMMET32:E £ T
G L7z, WMESHEENICBIT510me/ kg G-R/i 560
CDAMED A& (FPyefii i OF3448 + R ) 1395.0%
U1035*87.2 (3361) TH V. HEA0MIEE TIX5.05
109.7+988 (2661) Td -7
BIVE S BIAEE (2. A#KI5mg/kg SR MR 51 CT91.5%
(65/7161) JUA#I10mg/kg S8 FF5-# T53.8%
(21/3961) Tdh o720 EZEINERIZ. Smg/kght TDNAL
KB 1E25.4% (18/7161) . SMHEH%22.5% (16/7161) .
10mg/kght THEIFIE4$10.3% (4/39%1) . DNAFLARE I
10.3% (4/39%1) T@H -7z,
17.1.4 ERHRER (EERS5EE) (MR)
AKH5me/ kg HIM, 2385, 6B IS L10A F Tlotd#
(PCDAIZSI5R A > bR, 2203000 F) %R 7- s
SED S EREDO/NBO 7 0 — 9 BB 145012658 DL 13858 [
[EC46:8 F TG L. &R E Lo ad L&
10mg/kg % 8:E M FEC46:H F TH G- L 720 b4BHOUEZIL
91.7% (11/12%1). = (PCDAEASIOLLT) 13275.0%
(9/1261) To »>7- (10mg/kg SHEMMEIEG OHEFEHK G %
To 7R S &) o AHISmg/kg ST MR CTRIFAT TG L
72582 BT, AFI10mg/kg SHEMME TS Lz & &, B
w8 D EFFIL60.0% (3/561) THo7z0
EIVERZE B 12, 64.3% (9/146B1) THo7zo EBEIEM
13, ZARSDNASUARREES0.0% (7/1461) TH o720
(PEEHLSEEDFHHICH S /0 KEE)
17.1.5 B E T/ MERER (BERS)
BEFERE CHRA T EEr b BEOWEHNICH 2 7
U — YREEI, 7T R R OERASme/ kg x Bl 5- L72,
FOMER. AR (P54 %IZB 5 CDAIE D 511 £
V70K A » FULERA) 13T T REELT% (4/2448)) \ZkE
LT, bmg/kgBETIZ81% (22/276#l) THh ., HEEIE
HHNTY,
FIVE I SS BB 1. AFN P 58 T44.4% (12/2761) KO
F b RBET24.0% (6/2561) Th oo EREWEMIZ. KFH|
%%ﬁ“@&) F\74% (2/2760) . HEGFIKT.A% (2/276]) T
(o) f:o
17.1.6 B E IR (HiFiR5) (ACCENTI &HBER)
KA5me/ kg% HIAH S L. 281223 (CDAIEA25%L) 1
POT0RA >~ b ULERA) A9 S IEENY 2 1 — 2 E
BEIL, Zo%k2, 6J8, DIBEIZSERME 46 E TT IR
XAEAFHI5mg/ kg X 1£10mg/ kg & ¥ 5- L 720 € DS, #)Al
FEHRRITRD H N R R LT 5 F TOWRIIARAHEE:
FECTHZICELS (p=0002). Z0MTE 7T & RHEFREL9
SIZRF L T, bmg/kg. 10mg/kgHEFiE Tl ZFNE 3858
(p=0002), 54ELE (p<0001) TH-o 729,
BIVE S BUHEE X . AFH|5mg/ kg FFIET65.3% (126/193
B1) . AHI10mg/ kg8 T58.9% (113/19261), 75 £+
MEFETET53.2% (100/18861) THh - 720 FaBIEMIE.
5mg/kgHECHEM14.0% (27/19361) . AHEAE109% (21/193
Bl). 10mg/kgE CHI16.1% (31/192%1) . %£10.4%
(20/19261) TdH -7,
GEEEFTH 70— REE)
17.1.7 B E N HERR CEES)
PRI CRIEAR T e MEX HT 4 70— ViREHEIC,
7Tk R OARA5mg/ kg% 3E (A, 238, 6ARKk) ¥
G L7:0 ZO8ER AxhE (G L7220 OB R ELL
FoBEILAEIE) 137 T LREE26% (8/3141) 2K LT,
5mg/kghETI1268% (21/3161) TH Y. HEEHIFRO LN,



RIS 12, AHI5me/ kgt 55 T484% (15/314) .
AFN10mg/ kgt 5-#:Th3.1% (17/3281) . 77 L RHET
452% (14/318l) Td o7z EZREIWERIL. Smg/kehf CHl
J16.1% (5/3181). 10mg/kght T 57 125% (4/32%]) <

2770

»
17.1.8 BB MAHHER (MEFFHRS5) (ACCENT I &ER)

AHF5mg/kgx MR, 28, 6EZICHS L, 108, 148T
g CREDL L oBEILAHH) 250 b niNER BT 5
70— VIHEEIC, TORAMEETL6HFE TT T R
KEIbmg/ kg x5 L7ze ZOMEFR 1GELEOR) RN L T
TOHM (Pdefl) 1377 RMEFREI4EBICH LT,
Smg/kgifEFFIE (X408 M % 8 2 . bmg/kgiftFrE Tl 7 7 ¢
RHEFFRE L L L CTHBICEL R AR CTE 5 2 LAVUR
7z (p<0.001) 9,

BIVE A SS B 13, AH)5mg/kgMEFFHET47.1% (65/138%1)
KT Tt RHEFEET604% (87/144%1) TH o720 F742H)
fEME. 5mg/kg® CURS.0% (11/138%1) . K 577.2%
(10/138%1) . H.06.5% (9/138%1) TdH - 72,
(BEEY 7~ F)

17.1.9 ERE I/ TR

ANMLFF— MIHRERTGREE) v FREEE NS
L. AMMLFY—=MEHT (6mg/#EDE) T, 7I%
R OAAK3mg/ kg x WA, 20, 6EHICERS L7
(CZEEMILERE) . 0%, 14850 ACRI#20%LL
REEERIE, 7T RBE234% (11/4761) 12k LT, AH
%ﬁ%z;iesl_z% (30/74961) TH Y, HFEENBED LN (p<
0.001)

T, COZEERILESBICSM L 2B LT, =
EEMLERBEOHE 1ML S 5] 2 3mg/kg% 8
W@ T4 5 L, 545438 £ TEHI L 72 (B350
B) o ZORER. it 5-8 % O ACRIEHE20% DL _E g5
1353.3% (24/4561) TH Y. HIVEOHEREDFRD /e,
BIVEH S BB (BEAEER) 1, AF3mg/ kgt 5-#H T
49.0% (24/49%1) J N7 T & KET51.1% (24/47%1) T
Holeo ERBEIEM (BEEIR) 13, 3mg/kghf TIEE
12.2% (6/4961) T&H -7z,

17.1.10 BB MR (EEHER)

ANPLFES—MIEHT (6mg/#MLL L) TARHA3mg/ kg%
wal, 208, 6B L, 51 &%t &3mg/kg. 6mg/kg
B A\ 1X10mg/ kg% SHARMIBE T RIEHK G L72e BERIZLLT O
LB THo7,
(1) WEIZ X A% 4 BBOACRNGE (P +SD) 11X
3mg/kghf (99%1) 51.3+32.1. 6mg/kght (104%1) 538=
344, 10mg/kglf (104%1) 583+31.3TH V. 10mg/ kgl
Tld3mg/kght loxf L THEZED RO SN (p=0.024),
10:8# 12 ACRIEHE20% VL EELFEZ i 72 X o 72 BRED
548t O ACRIEHE20% VL F L #E = 1X3mg/ kgt 5-37.5%
(9/24f51) . 6mg/kgk5-61.5% (16/26%1). 10mg/kgik5-
615% (16/2661) T&H -7z,
RAENASE DR Il - BIEEER 2 TR R DOXMEA 2
7 (Sharp Score) TP L 725, RAES-HZO1FM
DA a7 %AbiE3mg/kgl0.00, 6mg/kghf048, 10mg/kg
FE0.00 (Wb pfii) Tho7o,
BV ZE B 1, 86.1% (179/208%1) Td - 7z. LRl
EFX. DNAPUAR53.8% (112/208%1) TH - 72,

(2

~—

17.1.11 BHE THEFER (ATTRACTHER)

A M MUFS— MR REAT G2 RE ) v T EE R
MHEE L, AN MLFY—MEHT (125mg/#LE) T,
77 R OARHAI3me/kgx FAl, 2:81%. 687 ICHS L.
5| & fot & 8 PR CHhAB M A G- L7z MAHIE TRiD & B
N CTHol7,

(1) SER OB 545 D ACREHE20% L. LLEFRIE, 75
Y ARG (MTXHEMEE) 17.0% (15/8861) 12X L. &
AL 5 TlE41.9% (36/8661) TH Y. AEENED S
7z (p<0.001),

(2) PAEIWEIE DM I @ 2 5-50 2 55438 F T ORI B
BETFROEOXHA 27 (Sharp Score) TEEAM L 72k
Ky 7T REEAL00 (RUfE) EALL7zolZR LT AR
FIFB 512050 (hof) TH Y. AEICHEEIE ST
A X 7z (p<0.001) o

(3) RBEREREE DL - B 5-ai 2 554 F T H A IHS)
{£ (ADL) OUrEZHAQA 27 (IKEHIBE & /D V3
T % GR35 2 481E) CTREM L 7245 R. 77 2 REE0.1
(FpouflE) (23 L CARRIEG-#03 (FRfE) CTFZEAEDTE
w57 (p<0.001), F7-. fEHEEHEQOL (SF-36) @
BRI~ — 237 0%k, 77 RE06 (h
Jl) (2R L CARFIRGEEL2 (FRfE) THY ., FEE
WD 5Nz (p=0.002) o

BIVEA SSBUREE (X, ARFI3 58 C62.5% (55/88%1) KU
T L RTET44.2% (38/86%1) THh -7z EREMNEMIZ. K
FIP 5B CHIG14.8% (13/88%1) TH - 720

(N=F v MEICK 2HARMRARALE S BER)

17.1.12 BN TR

N—=F v MEIZLLEEMEREES ) RERE 2R E
L. AR&lbmg/kgx #nl, 28, 6HBIZAERG L. €
OFER 1AM B 72 ) OIRFEIER L (P49 £SD) 1. #%
Ha110.17 £ 106001 %> 5572066 = 098[0 & 72 ) . A EITH
L7 (p<0.001)o 7z, 148H B 720 OIRFSIERIEL .
&ffﬁﬁfﬁb:ﬁb‘leﬁWllﬁU“@f)ﬁi/}‘L\ ZD 9 BLTHITHS
L7z

BIVERSSBIAEE X, 100% (12/1261) CTH -7z FREIE
. DNAPUER1458.3% (7/1261) . I8 %41.7% (5/12
Bl) THotzo
(&)

17.1.13 ENEE MR

TR R RS & BEEE R R (R R B AR
FED10%LL L, 72 DPASI (Psoriasis Area and Severity
Index) A 7H12B L) 265 E L. 79 RLOAHF
Smg/kg&x #nl, 2/ %, 6HEIZHG L7z (BaEraER)
ZFOiER., 108BOPASIA I 7T75% I ERT, 7T R i
0.0% (0/1961) 1Zx LT, KA G-568.6% (24/3561) T
HY. HEEIROSN (p<0.001),

FSEMERE SHEMEESRERREDLI0%L. . 22D
PASIA 27251200 1) . BAEEMZEEE (IR EHUL
OIE B 85 A, A DOCRPA1.5mg/dLEL 1 X idEH D
DI A55 DI b)) o WA TR B N O PR R A A8
RS E L. ARH5mg/kgZ A, 28%, 6:AEICKS L.
Bl &fE & QMMIMET46 % T TG Lz (EHHSRR) .
ZOFRER, RHEHIC BT, SE MR AR OPASIA O
T 75%eL EHER1254.1% (20/3761) . BISSREVEE EERE OACR
FHE20% 0L 5 1383.3% (10/1201) . RSG5 L s
PEALR E B H O S MGERED [THEFLE] oG
NZENLS71% (4/7610). 875% (7/8%1) TH -7z,

FIE I SS BB I, AR P 58 T85.7% (30/3561) KU~
F b REET368% (7/1961) Tdh o7z FEREIEHIE. AH)
5B CDNAPURR1168.6% (24/35%1) TH - 72,

17.1.14 ERFE NEHR (EERS)

AHI5mg/kg ST FEHG TR EAHERF T & Vi
516 (S MRz EE 3160, BOEE R R 8hl, Ik
WO ERE T, VOMEVERL R E B ESH) AR E L. KH
10mg/kg S:EMIFET32:H £ TH Y- L 720 PASIA I 734K
Smg/kgfx GHIO A a7 % MM & L7z, W24 B
T APASLA I 7 75%04 35 55 13 508 VR 0 2 3% T3 40.7%
(11/2761) . BIEE V0B Tl1342.9% (3/761) . Iesar:
W TTIE33.3% (2/601) . HZEEMEAT R AE B TIE40.0%
(2/581) TH o712

BIVEFZEBUBERE X, 74.5% (38/5161) Tdh -7z, EREIE
FAE, ZARSHDNAYURRE49.0% (25/5161) T - 72,

17.1.15 BHE 8RB (IMPACT2HER)

BIETEME Rz R (AR B ET RO O BT EAs5 DL 1. 2
DCRPA1.5mg/dLEL EIUTHI D 2 b I1X ) 34555 LI ) % &)
KL L. 79 R OARFSmg/ kgZ M, 208, 612
5L, 5l &5 X QMMM T468 5 $ THRG- L7z, ZDOREE,
1438 % O ACREHE20% L 35 %12 7T £ R#E11.0% (11/100
B 12 LTy AREFEG-HL8.0% (58/10061) THY ., AR
ZDFRRD Bz (p<0.001) . BIEIREEEER % F L O OX
WA a7 (Modified Sharp Score) TaMilli L 7255 5. 24314
DA TEAL CPMHE £ R 1377 2 R1E0.82+262
WAL Ty AFFERGH -070£253TH Y . AEEDHEDS
7z (p<0.001) & 9,
FER BB L. RAFG-HET482% (92/19161) KON~
Tt RBET26.5% (26/98%1) THo7z (22HBFTIEITI+
Ry 4B LI I ARF & 35 L7EM % &) . E2llERIL,
AFF G HE T EAEES11.0% (21/19161) THh - 72
(BEMEHER)

17.1.16 EIN5 M AAHER

BEFEIGHE CRIRA T il R B E 2 R L L, K
#5mg/kgx FInl, 2%, 6EZICES L, 51 & &6
fECHG- L GEEMT). ZOME., 248%. 48:8H% O
ASAS (Assessment in Ankylosing Spondylitis) #:#£20% 1L
gﬂi%?ﬁﬂi%ﬂ%ﬂ97.0% (32/33%1). 96.9% (31/3261) <
572,

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

17.1.17 B4 55 M Bk (ASSERT:ER)

—-10-

BAGEECHER T D emEETEREE LR E L, 7
T b RN OARHKSme/kgx I, 208, 6HEIZHZG L. 5l
EfE E6HEME TG L7ze ZTOfEH, 2485 D ASASHEHE
20%Lh FELF#ERIT 7T L AREEL9.2% (15/7861) 128 L. A&
¥ 5-BETIE61.2% (123/20161) TH Y. AEAEIHDO S
7z (p<0.001) 10,

BIVEF S BUHRE (2. AHII5-HECT64.9% (131/20261) KUY
7 2 RBET48.0% (36/7561) TH o720 EHREIEHIL.
KRN 5B THERT7I% (16/20261) T - 72,



(BBHEKXER)

17.1.18 ERE MR

BEEER (A7aq4 K, 7H¥FF 7)) V&) TRHREATS
HEBEEREG REE208M xR L, 7T R K OKRHA
Smg/kgZ WA, 2%, 6EBEIZHET L. 5 & & SRR
T22B%FECTHG L, 0BT CHMMEXEHMEL 720 2D
MR, TEAWMEHEIEE TH 2 8EB%OMayo A I 7 ik
RiE, 77 LKREESS6% (37/10461) 120 L. AFIHE G
54.8% (57/10461) THH . RHNIHEIZEHVELERERL
72 (p=0.005)

BIVEF SEBUBEER 12, ARAHEGBETT31% (76/10461) KUY
Tt REET59.6% (62/10461) TdH o720 FABWEMIZ. &
Fe 5 CDNABUESE51.9% (54/10461) Td - 7=,

17.1.19 BRIV HB&

BEEER (A7a4 K, 7H¥FF 7)) V&) TRHREATS
e /NR ORI Je BE21 B 2 % R & L. AHI5mg/kg%
WAL, 2B, GEBICRS L. 5l &k & SEMET22:H %
THG L., 30T THAMEZFHG L 72, Z o, CAI
23 7 ERERIE, 52 T600% (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%) LML, 2ok, #510~30F TORMTIX
286~429%THERL L 720 F 72, MayoR I 7 DR OE
fEERIE, 530 TENEN42.9% (3/761). 14.3% (1/7
) THo720

BIVEF SR (X, 714% (15/2160) THo7zo E 2 EIE
FE, ZARDNAYUKRETEST.1% (12/2141) Tdh - 72,

17.1.20 iES B MAHRER (ACT1HER)

ARG (A7a4 K, 79547 V&) THERT
T BRI 2 B E 242000 2% L. 7T 2 AR R OV K]5mg/
kgZ @l 2%, 6IAHICHEST L. 5] X & 8 M FE T 4638
FTG L, 54T CHRIEZFHME L 72, TR, £
ZEEMEFIEE Th 58 BB OMayo A I TELERIL, 7
7 RHE3T.2% (45/12160) 12xb L. AF 5 #69.4%
(84/121%1) TH Y, AAIEEICHBLEZRZ R LY (b
<0.001) W,
FIEF S B IE X A 5-8T48.8% (59/12161) KU~
7w REET421% (51/1216)) Th o7z, EHEMERIZ, &
P G-HECHR9.9% (12/12161) Td -7z,
(BEBN—F v MR, #RBEBEN—-F 1 v MR, IER~N—
Frv MR

17.1.21 EIN5E MAREER

PBEAE G CRY A5 2 B 8 10 L e 10 % OV I 8 70 X —
F v MEREZNGE L, KH5mg/kgk WM. 208, 6
BERICES L, &k 2 8EMET46H F TR G L7zs £D
R BERAR—F v MEEE TORG-3008 % 0 F w5
OEE (NHRSRA TEEOBE X IIHIEL 2 T X,
FEFSEIRATY L L, EeER L 7o 2 BEOEE) 13545%
(6/1161) TdH o720 MEIN—F = v MEEZTOFHG30
BHEOFENGIOES (BYER  EIMRIEHEMA TS
DML N O DML KN OTL-6 258 5-ai & 0
T L. MEAEIRAE & L - BF oS4, BT - B
MRIM GRS CREER O T 72 5 2257 . Rl h OIL-6i%
ARG LD DT L, MEEROEALR 2 WEEDOH
A) 13333% (1/36) Th oz, MGEN—F = v FFE
HTOPHG0RHOFNFIOEE (PET/CT % & O {§ik
Add B M O EEREIR D345 51 & FBAb23°, CRPK UESRA®
&gﬁtwﬁtfﬁTLt§%®%ﬁ>uwm%(ymw
Th-o7z,

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

17.1.22 ERE MEHER (EERS)

A#S5mg/kg SHEMIE CHEPHETE L WFEER N~
F v MEEBEFEIFNIBWT, A#I10me/kg SHEMIE TS
L7-& &, BREERRS SE~ — 7 —HE oW BEMn 580 5
n7ze
B, SPNCEIERIZED SNz o 72,

QIO 245

17.1.23 ERE I HEHER

ORI 7 ) 2 IFEFCRIFEAR A5 70 595 B 3141
AL, R)ZF L7 a— VLB ANGyEra 7)) v
(VGIH) 2g/kgl O"A#HI5mg/kg% HIAlFS- L. HRMH% 5F
fili U720 FEAREFMIE B T d 2 GRS PG A8 IRF K]
IR DRBERED S EM (95%EMEXE) (&, KA G-
76.7% (56.6~96.7%). VGIH#37.0% (11.9~621%) TH -
7oo F7o. BEIIRIFZISHFIZVGIHEE20.0% (3/1561) 12
L. AKHFEGH6.3% (1/1661) TH -7z,

BIVE I SE BB 12, RAN B G- 8T68.8% (11/16641) KU
VGIH#: 5T C66.7% (10/1561) TdH - 720 ERENERIL,
RANPEGHE T ARBHDNATUAR14:688% (11/1661) TH -7,

18. FRhEEIF

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

18.2 AIiAMTNF a & 1ER
ﬂ‘?ﬁ‘%‘iTNF a N NOREEEBITL.04 %1010 M1 TdH - 7212 (in
vitro) o

18.3 IL-6EE A HHI1E A
TNF)a FIBZ & 2 R 2> & OTL-6 A % 3] L 7213 (in
VItro) o

18.4 [EHEABITNF o RIEMIZICX T 215E1ERA
v MgGIOFciEiZHT 52 L5, CDCRIADCCIZ LY
Hﬁ%;ﬁ\?ﬂTNF a %38 5 TNF a FEAMAL % 655 L 7212 (in
VItro) o

18.5 ZRIFHEATNF a FBE(ER
TNF a 2 BMHICKA L72TNFa & b4 L. TNF o 22710k
O REES &, $EESTF (ICAM-1. VCAM-1) D% %
L7z (in vitro) o

18.6 TNF a AE#iEHE I ¢ 5 hFn{EA
L FTNFa MT VAT 2= 7 < AT ERERAEH A R
FoXoF (AL

19. BRI ICEET 2 E{EZH R
—fgB A7) X v T GEETHIRZ) [infliximab
(genetical recombination) ]
SFE - #149,000
A H: b MgGUER N OTNE a B2 7~ 7 A0 28501,
AT AHE/ 7 u—F VHET, 132807 I /R
BRI 7 DHER A

21, &Y
PR3 A 7 EEETH A K ED b, EUIEfT 52 L,

22. Ak
100mg [1781 7 (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, XEEERERVBEVEHEE
REPUESE 3 E Y S v s R MR F 7 S
T 541-8505 AR TTH X B NT3-2-10
% 0120-753-280

26. BREARFTTEEF
26.1 BERRFTETT

\Z

26.2 BET

—
janssen )'

HI=2XRERIRHT

KRR KiEEE3-2-10

Janssen Biotech, Inc.
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