3. K B #
(o5%)

(3) BHMEE | BRNCERSE [ 1/ 858 (85 —4) 1

& | A RO AR 247
ik 1 10.20.40mg/mD\ D BE27- 2B 5L BRSGRSADO RV IEA ofF
DEBTXLIZ2a—ADREABIL . £a3— 205X BEBE Thotz, IBIRSIRENTD
bh7=BA i, RIC A ARICTHRRL QAR HEER IS THEREZT -7,
R . 247H 055615 TiREREZSE T L. 26/l s BREREREL T\ 2, - 15F R F o fthod
REANBATU 2, BUEBNX145651THY, 3700 FETIc kb Lz,
247Nz BT B 1EHE 5B O P I 20mg/m?* T, B 5B DO P REI2103H TH -7z, BH.
£ DO EE TR S 813103 20mg/m? Th 7=, 3F40mg/m> CHI Bl 54 5L 7=
25 DT OHERE TLEHER D) 20mg/mUZimE L7,
BRI RO TN B #EE 23810055, CRIZ15H (6.3%) PRIZ17T7HI (74.4%) IZE0 5.,
ZD192i B TIRESI SRR R O 198 (EHER22) 13, 117.2H (7.13H) TH-7z,
HEEZRBERIEBON245FD 552305125 1,906F DB EREZ 1AL 72, 1,064
DVT AEE DR R RAA BN AT ASUIBE SN EE AN RERBURER
Bro-EBEEL A MBRRAE214%] (87.3%) T, & 138001 (32.7%) AR ERERE M4
4451 (18.0%) . M/IMRIRAREI 7 (15.1%) IR0 67z,
AR CII AR R RESZ BV T ER10R U20me/m* % 28R T IcR 5L 7
BoReEMRUAENIREN:,
F) ARV EE - BE

FHENLBE . RAICERFYLEY VERRIELL T1R1E20me/m?% 1mg /4 O E TEFIRPIES-L |

FO%2~3ERKRE TS, ThAE1a—RL L THESEEIR T,

ZE BEORBIZIVEERE TS,

(4) IRFLAIABR
1) #ERLFITRBRICHER
FLERZL

2) k&R [BIEFR (847 —-42) ]
OBEIERIEAL B EE (ABVEDLLLE) ©

M BEOIAEE SR AE RE 2585
FiE o A (13341)) LABVIRE (TR 7 AL Y - TLA ALV BV YRS U R ©
125()) DA shEE R TRHEL 7=,
AFNF20me/m? ABVEEEIZ 7 N 743 20mg/m?, 7 VA4 »10mg/m2 Rk eV 21 X
F1.0mgk2ERBIZ6a— 2 5L,
R | BT AHE SR T45.9% (614]) . ABVEE#ET24.8% (3161) ThH -7z (p<
0.001) . ¥/, 63— ZXDIRFEASE T LB ERE 12, A FIR 5B T0HI (68%) . ABVIREBE T
43051 (34%) TH-7=,
AREIFREFHECTOGrade 3L LDOFEERIT, AMEKEARE48H] (36%) . B> - NEH: 20/
(15%)  BEBIE 16 (1%) . KA R8I (6%) | g/ O zs6fl (5%) . & M 135l
(9.8%) . M/ IMRIEA 4451 (3%) Td-7z, ABVIR SR Tl BIMERIAIES 261 (42%) \ Bols-
mEnt42051 (34%) | BiEARE24451 (19%) . SRASFRREE 17/ (14%) RsRESE /TN ge2f5 (2%)
B 101451 (11.2%) | f/MRIEAD 761 (5.6%) Th-o7z.
AN BACHIRRE 22 S8 F D B L (ABV) kDB - Eah e RIF B At e R,

QHEIHEMIEBILHEBHER (BVEDLR)
R PEEMILEE O T XEELRY RIE R 2415
FiE L AH (12161) EBVERL (F LA AV BV o) AF VR ER | 1200) &A%t
HB LU TERAL 7, A2 20mg/m2, BVIEEIZ T LA 43 Y 15me/m R Y v o) 25
1.4mg/m? (Bk2.0mg) #3@REIZ60— 2% 5 L7-,
BE . BT, KFIR 5B T58.7% (T161) .BVIR 5B 723.3% (28ff) Th-7= (p<
0.001) ; 7=, 63— ADWREESE T Uik BE 12 AR 5767 (55.4%) . BV E#T
3751 (30.8%) TH-7= (p<0.001) ,
AEFEEBED 11751 (96.7%) . BV 5B D 11561 (95.8%) TEEERSRDHLN=, 20%
P ECROOLN-AEERI, AFRE BRIk AGES TR (71.9%) . T #1290/ (24.0%) |
ApEE=y7 (B IF)GE35H1 (28.9%) THY, BVIRS- B cHMERRADREG1H] (50.8%)
RE305 (25.0%) Bl -MEH 3051 (25.0%) TH o7z,
AENIEF TBVIDEN - B3R LA OIBEEER L.
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3B K B | 3)ReMER
(25%) FuERAL

4) B R
FLEREL

(5) REERIER
1) ERREERE - HRIRE  TTRRR AR
HREE TICET 2 REM LR T 2B R INE § 570 &RIRE TO M KR
HAEEEET 5.

2) AREMHELTRETEOREXIRBLI-HBROEIR
FELan
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VI. EHFEEICET5IRE

1LREZNICHE
DHZEEHRIE
it & 9 %

FUINELVIERREE. T VS VEEE ARV VB UL VRS A LYY
BEIR, CINEY VRRURE OT VT Y A R TUB R IAEE

2% ®E # B

(1) fE SR - 1R
FRIDERK ST THBIFINEY VIZDNADIRE 42— HL—av (FEA) L DNAL
REBEAE LB, ZHIZIN2EL B ABEIZE L E LU X DNALDNARY 45— ¥ R T
DNASRFHRNAFY 25— YL DiE A% HET 5221250, DNASBWZRNAD A A RT3,
F FRUNEY VA 2 —H =L 7DNAIZNEAY A5 —FTHHEA L TDNA-MEAY 45 —F1
BAGEREIE FHLZDNADBRALIEE T3~ , ZOMRER, MR LY ViEEE
LB MO EHEL . PRSI RER T,

T RN —C IS

Topois%raseﬂ
. A T
ey Strand passing, rotation; g bie stranded DNA
e break resealing
Intercalation { ﬂ

TRSE0T < IRSS0T ~ HGEDn

Transient cleavable Non-cleavable Persistent cleavable
complex complex complex

= 4
*- /
o oHd @ Doxorubicin-DNA )
C—CHOH complex Protein distuption Protein disruption
@‘@‘ (oH or denaturation or denaturation
CHiO, O, Oty 0. ‘a& /
E HaCY D
oy [T LI

Double strand break

FFIZ . MPEG-DSPE CiBfic -8 E —ERICFF VLY VIBEES E A L7-STEALTH®
VRV —LBETHD, PN VO EEHGNE SRR EES ¢ BEEEARAREY
EBHAZETEMMATEL., XOIC MR ORI VBEENZ AT LItk T . B
PR S, DEESOFELEERIGAERRT 2355 h T3,

FH DAY — ABHIC R TSTEALTHOY RV — 413, MPEG-DSPEIZ DI B X 7= 7K FIFH
IZXD. &8IS0 T 5 ITEGBBEEY D~v a7 7 — Dk EOMBIAPE R (Reticulo-
Endothelial System : RES) IZ#f#2xhiz<<2 | M BRI R R 5D 4, 3/ B IES
TSRO RE S HFEORB R, MFHTEIET, 2O 4 MF O R AT R s A Xk
BERADD, MEBRBEDOTTENRDENS , KFOVRY—AIBEMESTUEL BRI D
EHIMAE REBL. EEHBOR BRI B AL &5, BEEES TR L A B
TEIBX R BB L DYV SRR RE DDA — A3 EEE S P XN BB hIC
ERLUR SR REEMEESMIOEEURBAORENEES, 0, 208, Zh o OBEHRI-
BT LIARBNIARZFY S BIZEDIR A IC D BIN TRV — A2 BAEEL BB D B
FEINET VR RMUTIEERS RERET 280D EE 1003,

DNA

Doxorubicin

FEIIL

(STEALTH®URY —L)

FEIVED >

EBEROLE

MPEG-DSPE EE =S

B
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2.% W £ HB| 2EWEEMUIHBRSE

(Do%) DM PEEMESEHEYBE Y X B TR REEER (79 X) 0
NI BARHEY 2 ML 7o vy 2 O T ARBI R ORI LY VIERBIE OFIEE
BERERE UL 25, AFID6.0mg/kg } 1°0.0mg/kgld R FERE (AL FRRIEK) LB | B
AR R A TR U . AH0.0mg/ kgl RF VLY VIEEEED Ome/ kel L H B BT
BEFEHIHIA R AR L 72 (428, p<0.001, Student's ttest) ,

QFHVIVED Uitk P SRR EA2780/ADIAE VI R H 1 BHREBIER (v R) 2V
v NIRRT RIARA2780/AD% X TRHEL 7277 28 L T ABI R U2 YL LY ViR
OPEBERERET L2825 ARNTHEE (EEAIEAK) RUFTILET VIEEHEL K
LU BEOBIEBEX 27, I0ABICBITBFE LY VIBBIE B UAREIR S B O B AR
3 EEEEE DI Bz (p<0.001, Tukey's multiple comparison post-test) 2328541,
EERF R OFEIAEY VBRI E5RLOBICEE E 42 (p<0.001, Tukey's multiple
comparison post-test) 23FRH 5=,

@HRIAEMRIC KT S IAMEEER (in vitro) 2
T AR KD AR S 8L S EEL 2RISR RY IR R B OMRHES Ml e 5 O
IZIERE MEHET M, ER e MERE M H AT, IE R MNRES R IR B MER IR
HfEIZ, A FH1%10, 100, 1,000ng/mLOYREE TINA 18K RIREEL 12225 AR = A A BIE
o HROPIE R 25 S BEL 7RI R Y BRI N U OB B A R L s,
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VI. EWHEREICEIT IRE

1.MPBEOEE- | (1)EFELEHEMGERE
bl z *& BRI
(2) BB E R ER
BEXTER
(3) BEEBTOMIAEE
OSEEREERE (P3mes)., 2L 15, FE/vlia it 6B, &l 16, g« 41) 10
EBHEERERA* 156, £2#130mg/m? (n=6) . 40mg/m? (n=3) & U'50mg/m? (n=6) %
BRRR. 1mg/ 5 DR HE TR RIS L= LE01a-ABIZEIT 5 MR rF Ay
VBB HEREREL RS MR R VBB E119.3,25.6 R UB4.1 4g/mL
THN, K86~950E B Dt T &L 72, T2, AUCIEZ N ZF 2513, 3228 % 174663 ug hr/mL

Th-o7z,
*FFRRRFE
B BRBREIC T 5FM B SEFQMMBPNFVINES L OEYBIRE/NS A—4
) $74-5 ) e ey g

Cmax (ug/mL) 193+25 25.6 2.9 341+33
AUC{ug hr/mL) 2513 + 784 3228 =+ 790 4663 = 1062
t1/2 (hr) 89.5 = 24.0 86.3 £ 14.7 953+ 253
CL(L/hr/m?) 0.013 % 0.005 0.013 & 0.004 0.011 = 0.002
Ve (L/m?) 1.57 £ 0.19 1.57 +£0.17 147+0.13

1322 S=F AV MET R TFISE T RE
QOIAXEEARIHERE (85 7—-42)2®
IAXBEE AR AR E23FIC BN T, 702t —S—EIZ k03B R DR B R4 201
AF03UE20me/m?% 3073 B TEREh B EIFFIRNIR S Lz L 2D MR RFI LYY
DIGERE) S5 A—-ZILL T DEBDTH o7,

IAXEEH RV HERE ST FAREHOMERR XV IVED S OEYBIR/NT A—4

o= . &

75745 (HifL) 10mg/m? 20mg/m?
Cmax (ug/mL) 412 = 0.215 8.34 £ 0.49
CL(L/hr/m?) 0.056 £ 0.01 0.041 = 0.004
Ves (L/m?) 2.83 £ 0.145 2.72 £ 0.120
AUC (ug-hr/ml) 277 £ 329 590 =+ 58.7
t1/2 (hr) 47+ 11 52+ 14
t1/2¢ (hr) 523+ 5.6 55.0 & 4.8

2-T2 78— b AV PR TR FIOE L RUERR 2

(4) PEAERERT T3 MPRE
EEEREL
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(1) IR FE TEH
EE1ZASR

(2) NAATANLSEYF¢
FAELAN

(3) HAEEEH :
[VI. @ REIcBE 5 25HE. 1. MAREOHER AEE, 3) BREAETOMHPRE Dty
2,
O&EEMEEE
50mg/m? : 0.0076020.00151 (/hr) (132 3=k AVEEF L)
QTAXBIEN XY NEARE SHET—2)
20mg/m? : 0.47£0.16 (/hr) (/22 S—bXVMEFILEEHR)

@) vIFS>x
. S#HEEicBl§ 2B, 1. MAREOHR AR, 3)BEHAE TOMHPRE]DCL
%‘%/H\ﬁo )

(5) BT
[VI. SEYEyReIc B3 318H. 1. MPREOHER -flEk, Q) BEAZECOMNPEE | OVeERY
VssZHE,

(6) MEFEBFHAE (in vitro) 2
ARIO MR SR SZIZREINRTOANS, FRYALY VO MEE AEAZITNT0% T

5%,

3. %

B4l
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4, | (1) MA-REESPEEM
BMER AL
<Fyh>M o ,
HEHES b (n=3/4F) IZUC-FF VLY VIEEEEA B H A1 0mg/ kg BEIRIRNIR 5L &
DERBRSTREIRE T, Kid (3 © 0.4420g/g M - 0.419u8/g) . /NBK (B © 0.883ug/g. M :
0.657ug/g) U T Elk (H  2.13ug/g M © 3.094g/g) TS 1MAZISEEDS -,
SyMIMC-REVIVE D ERIEE BT AAN .omg/kgE BEIRBIRAR S LI-EED
HEBARSEERE
(FHfE. AUCIS ¥ {ELUHERE  n=3/1%)
FAPHRAUF R (hr) AUC (0-+240)
1 24 9 240 (ug eq'hr/g)
ik i3 i3 i3 i i3 i3 i3 i3 i3 i3
k3 189 | 201 | 744 | 108 | 104 | 145 |0.0178 | 0.0513| 572 761
i3 12.0° | 11.8 | 3.47°| 6.07 | 0.614 | 0.833 | 0.0189 | 0.0370 | 313 437
Bk 238 | 2.8 | 0.758 | 112 | 0477 | 0.402 | 0220 | 0.157 | 125 132
Bk 309 | 412 | 143 | 170 | 0492 | 0.607 | 0.171 | 0.226 | 158 197
Kl 0.442 | 0.419 | 0.128 | 0.134 | 0.0117° 0.0291 | ND ND 991 | 122
/NG 0.883 | 0.657 | 0.256 | 0322 | ND°¢ | 0.0599 | ND ND NC 24.8
TE&E 213 | 309 | 149 | 214 | 0980 | 0.870 | 0.400 | 0383 | 223 248
HRER 0.0859 | 0.0790 | 0.157 | 0.152 | 0.275 | 0.170 | 0.121 | 0.165 | 454 | 384
FRiR iR 148 | 130 | 253 | 276 | 253 | 224 | 0595 | 1.20 422 466
i 2.72 | 369 | 142 | 199 1.06 | 0.886 | 0.273 | 0.267 | 219 238
Ui 4 1.02 | 1.00 | 0912 | 0.920 | 0495 | 0470 | 0.156 | 0.135 | 114 109
BB 137 | 134 | 120 | 200 | 0362 | 0.718 | 0.205 | 0.258 | 120 194
i 347 | 374 | 142 | 196 | 508 | 827 | 241 5.05 | 1360 | 2160
i3] 0.313 | 0.290 | 0318 | 0.438 | 0.434 | 0.475 | 0193 | 0196 | 773 | 86.8
Gl 119 | 114 | 151 | 129 | 0891 | 0.782 | 0.368 | 0.355 | 201 180
B 157 | 295 156 | 212 | 0.870 | 0.845 | ND° | 0562 | 1229 | 259
TE - 0.353 - 1.23 — 0.620 - 0.360 - 151
FLig - 0.195 — 0.681 - 0.696 - 0.375 — 134
IpBt - 1.06 - 3.18 — | 152 — 0432 | — 335
i3 0.0890 | — 0.106 | — 0.143 — 100670 | ~— 25.7 -
FER 0.135 - 0172 | — 0.189 - 0.134 - 39.6 —_ /
BSLAR 0.267 — 0332 | — 0.389 - 0.133 - 67.3 - -
Bl 1 146 1.53 381 | 312 144 | 158 | 104 | 0695 | 414 373
| 0.133 | 0.0800 | 0.0767 | 0.0952 | 0.106 | 0.0777 | 0.0362 | 0.0403 | 183 | 165
SRS | 0109 | 0101 | 0.114 | 0.126 | 0.103 | 0.145 | 0.0953 | 0.101 | 247 | 29.9
] 0.178 | 0211 | 0.442 | 0.617 | 0.621 | 0.699 | 0.198 | 0.290 | 197 137
EEGIE) | 0221 | 0154 | 0922 | 0.630 | 108 | 0.757 | 0536 | 0.375 | 308 147
RBEME) | 0.247 | 0.140°] 160 | 0.637 | 1.85 | 0.765°| 0.624 | 0.479 | 987 124
B 0.125 | 0179 | 0322 | 0.504 | 0.466 | 0.363 | 0.109 | 0.153 | 69.0 | 73.9
N 0.486 | 0378 | 154 | 185 129 | 121 | 0258 | 0.340 | 218 233
K5 0.156 | 0.169 | 0.416 | 0.793 | 0.532 | 0.677 | 0.198 | 0.241 | 89.5 125
a:pgeq/g. bin=2, c: PRE. d:AUC(0—96)
ND : B FBR (7 Sy 2559V FOD1.41%) i
NC : Haie
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4, %
(o%)

(2) AR OBITHE (Sy b 7 H)
FLEREL
<BE>
Syh2s)
IR Y MCAAI0.1, 0.5 R UL.0mg/ ke kIR S L MR O BB BRI RIET B RES
LA R, 1.0me/keid 5 CEBFRRAEORS  EFRRBEOBSD R UTIER ORI,
BROIEBIES FEDE . IR B AR Eh .
ryH-5 26)
IR I ARHI0.5, L5 R U2.5me/ ke MIRIIR S U RO BE BRI RITT B BE M
LR B REE R OREF R RS 5L aVRRE Nz,

(8) Bt~ OBITHE
FHAER AL
<7—§%>Z7)
PR BB ICRF YN EY VIEERIET0mg/ m?% 155 B2 CHEBIFRAR S UL 2 2t
IR LES VB I A T 24 R SRR (0.24mg/L) AR U7z, ZOLEDFLA /14
BB HIZ4.43 | 1TH o725 FEVILE Y Y DR E —IF B g T (AUC) IRt i gE
P EIFEESE T -7,

- (4) BERADBITH

FEEREL

(5) ZDHOBEEEADOBITH (BH T —5)

IA BRI RS 1SR EI20mg/ m?% 3040 AT CHBIFHRNE S L 54T
ASESFR IR R U IE B RS TR L 7= & RO RV LY VB IR IEE
B RS E HeTh SE 1965 (8 - 3~531%) BIE Th o7z, 7-7°L . O I IR 4
LRSI SN AT S BRI DLW THEL TEL T BIER D1 ~22(5TH5
LHERIR L,

F7=, TAXEEEA R PR R E 18H 2B ) AFI IR RV LY VIEREIE10, 20 X1k
40mg/m*%EHIRVIRE-L 58T 72R R A L 222 & B O LY v
YRR FRUNLEDVIERIEA R EU BB IR T AFER RS UL RS T~ 11EBET
H-729, DL XD, AR E4%  EEEEII TSN VSBT3 L R E R,

5

(1) KRB RO EEEK
AFI 55, STEALTH®)ARY — AR 2 I RS2 FR Iy VR 21T 328
»b, Fﬂ)ﬁy»ev/y@ﬁ%a‘%%&%ziSTEALTH@)ﬂfwaﬁ)w%ﬁ@:ﬁ%%flﬁ]b@%&%ﬁ
EhB®
FRUNLEY VEEBIR ISR O TREE R, ERETHEFF ALY/ — U -
B DANRZIETRERIZIDERL ., PRI VIR MUIZ IR T 5,
AN CREN. R B O (BB Icdkib & 3, A XBRE RO PR B 4205 3 5
12, A0 1320mg/m?*% 307 B IR E @R 5L L & FRULEY /- VKRE (0.8~
26.2 ng/mL) THAEHIZEDSN =),

REVIVES COHEER SRR
AR IVBTRR mau:wmt

9  OH OH O OH QO OH O OH

OCH:O OH O H OCHsO  OH 0 OCHsO  OH HO OCHsO  OH HO

Q Q
- e REVILED /> FEVbEY/Ov

HO HO' l
NHz NHz O OH o

REVILEY S—Ib FFVIEYY O‘O‘ “on

oCHO OH H D
T7-FAFYRFVIVED /OY
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5 % B | (2 RBICEST5E% (CYPA50%) DA FiE=
(0o%) FFYACT Y ORBIZBE T 52 4B % 2. NADPHIKF M Daldo-keto reductase & U
microsomal glycosidase Tdh 5,
3) PEEBMENEERVZDES
FMLEW,
(4) KD OBEEOFER V.
BLWENEE T3,
(5) EHRBMYOEERN/NSA—4
BEERAEL
6. HE i (1) BEEAL
REUE (BB icdiftah 3,
(2) BEtt=E
BRIl
<WHF—5>%

T A XEEEA R AR B 424 W BT AFI10 313 20me/mPA 303 R AT C BEEF AR IR 5
L7zb%, 20mg/m*R 58121352075V A (CL)Y 120.041L/hr/m* Th 7=, — F5 . FF UL
YL BRI SR DCLIZ24~35L/hr/m* Th 7=,

<Fyh>o

HERES o b (n=3/M) IZUC-FRUNEY VIBEIE# & H AR H1.0mg/ kg% BRI EFIR AT 5L,
BIEY v FL—Tay iy v A —k W TS 240 B TOR B UEPEIR S R E 2 HIE
Utz IRETRED FHRIR B Z T hD), B 5-9% 24085 B % TORPHEERIZH55~60%. FR e
HEMRIIH8~11%TH o7,

(3) BhittE i
[(2) Pt ) 208

7TEWEICLS

(1) EBEET
BRMER AL

(2) M EIR
REEREL

(3) BRMAET
FAEREL
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VI R£4 (ERLOXEEE) ICEAT51HE

LEE A F & okt B ERRORBEL TANERSLELCE, [[EELEANRE]
z B OH| | omsmE

2) FHDH/ S BEABICTAHCTEIERRRICHVT. SRR S EYEHMT NS
EBICOVWTDARERT B,

3) AFOIBEBREAOEREIL, FACSEECT D LHHE - BREF OEFOHLETER
TRLE £ AERICELS. BENEFORECFIOBERBRBESHEL T,
AR VR E AL AEEETrORETHIE, [[HERE] OHSE]

4) REVYIVED RN BT 0EMICEETAIE REVIEL VIERIEOBB S ES
500mg/m*&BALDEDBEZICED SO AR EURAREMF $5. FEVILES Y
EREORBSBICOVTE. MOTUNSHA7) REAPEELSDICLBEAE
REHBEERTE L - RIS BELRE U AREIDVORRATFINEE
DOLEMOHIEXEHALTVREE T, LVEVEERESE (400mg/m?) TOEMD
HEBTIAEEMI HDOTEET I L FFIRSERART, RUFHRIR S hIIEEIC e
BREETOREEHOREEZTMNIHEL BEFROSNBAICIHRSEhIETHIE,

[TEERS ] [BEELEARNEE]. [EXLEER] OEZRE]

5) IS RER N IZOBEROSDEEICTAE FOFEEI ERME FLEZEAICOH

€ BRETHL, [[EERS ] [BEELEANZE] . [EXLEER] 0BESE]

6) EEOBHMGFINELD LN HD-0  HEICIIBERELITIRERFEORES M B
TBE, [[EELEREE]. [EXLEHER] DIBERE] ,

7) (3T AT PROREREE, B RN ER R, B, oD B YW, R R USRI ORI, E TS
& EMDINfusion reactiontERHSI TV VD, ChEDFERIE, ELDBETHREhIEN
KTH K, S HTERL 5 5 REOREICLVBRTILEHD, —HOBE
Tl EETESENETLILE—#ITF7145% > —HDinfusion reactiont#igahT
W3, BRBCTH MO TEREIREELNARBLERBLA-LTREERAL.
infusion reactionFHDERMER/IMRICT 3-0R5REITImg/PEBAEVNIE, D
&S%infusion reactionF4U/-B IR 55 ht T2 EBNELBEITIC L, [[EEL
HEWEE ] [EXLEMER] OESE]

(B3
D AR FRINEY VR RY = LT ALZEFTHD RO FF Y LY VIEERIE S| -1
BERE S OB SRS, RBLLTERLENIE,
gﬂl. el (A LORES) I 5EE 6 BEELEANEBLFOBHE B E] %
//an
2), 3) PEMEEA OEREEEICHEC TR,
4), 5) T UM ALY RBFN L L EEEE TAILAMSNTHEY, BNIc B 3 RAERSED
W SCERICEEDIEE, S- M LR D LEMIC OV TEREESEL TW, SHETIE.,
FEYLEY VIBEE O RFEHR 5 B 23550me/ m* i BA 5L EEL DM OB EAE I EL
BREREINTHBY,
F7 DM RER ST DORITED 55 B35 | R R EHRRE A 21372 8% oo
FATFIREEDDEED S EEFEHAL TOAEE T DB L HEXh T
WBRD, XS ARV RER S RSO ERSNEL 5B~
AHRIOREFABICIEL THELLEBR, DX a-F 00 EIRELERL . KA SO B
YIWEd 2ZE, £ 5 BRE A OB R R E A TR,
(V. &t (ERAEOREES) ICRET5EE 6 EELEANTELZOBEBRULE FIE
8. BlfER ] #2H,
6) EE ORGSR IE T WAL S, T s L B R REVE I BRI AME S H I
ERTBENDSD, AR SHIL, G MERE, FPERE, /MREL, ~ES e VE, Ny
MBS MEEEIREDOET=2) I 2 BENTI I8, FREREGRD | I/ MREIR D RBEICIL,
CTH-ERICEETHEHE EOREE | OEO [HERMEE I8 K ORE | REHR
DIERZET, BBEITISE TG-CSFEDR 5 EETH2L,

. &M (ERALOREES)ICET5EE 4. B BRICEET3ER LoRE 5 H8
HBERREZOME |28,

7) Infusion reactionid, FLIF—RKIG. BEELIE DL -ERARL BRI 5 H IS ER
IZRBLR SR TURBLYNICEE T3\ BEE CEOENATVILE-HRIZT F 7455y —
#EDinfusion reactiondIREXNTB, L35 T BESIZBL TR IBRO =D DEFILH A
FEETCIHEATEALIERL 5 EE X img/ A EBA NI BZL,
ﬁj. ééjﬂ:ﬁ%?éﬁ B 2. BERUHE] . 4l (FERLOFES) I+ 5HE 8. BHE
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RO e R IRFIE (%)
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BRES LUB R
s =pid 1(14 | 1(14 ]| 0 0 0
BEMEdE 1(14) | 1(14 | 0 0 0
gk 5(68 | 4(54) | 1(14 ] 0 0
AN AR 1(14 | 0 1(14 1 0 0
HREE 1(14) ] 0 0 1(14) | 0
ANNAZEORS 1(14 ] 0 1(14) | 0 0
320 1(14) | 0 0 1(14 ] o
AVINZVH 1(14) ] 0 1(14 ] 0 0
BIFREE 9(122) | 6(81) | 3(41 | 0 0
NEZ% 2(270 | 2(20] o 0 0
MRGE < 1(14) | 0 1(14)] o0 0
BRI 1(14) | 0 1(14) ] o 0
prkd =t 1(14) | 1(14 ] 0 0 0
LB 3(41) | 0 2(27 | 1(14 | 0
PRBR R 1(14) | 0 1(14) | o 0
B RS 1(14) ] 0 1(14) | 0 0
DR 22| 1(19)| 1(14 ] 0 0
TANERE ¢ 1(14) | 1(14 ] 0 0 0
MFEHLVVNREE
FERMELT PRI A E 2(27 1] o 0 2(27 ] 0
FRMERERHD 56 (75.7) | 42 (56.8) | 11 (149) | 3 (41) | o0
B MRS 69 (932) | 5 (6.8) | 20 (27.0) | 39 (527) | 5 ( 6.8)
B BRI 9 (122) | 9 (122)| o 0 0
FHREREE A 69 (93.2) | 8 (10.8) | 11 (14.9) | 23 (31.1) | 27 (36.5)
TFRERECE 3(41)| 3(41)] 0 0 0
FFERERECE N ) 1(14) | 1(14] 0 0 0
Vo SEREORA 66 (89.2) | 15 (20.3) | 16 (21.6) | 29 (39.2) | 6 ( 81)
Vo SEREE T 2(20 1 2(2n | 0 0 0
BERERA 4 (54| 4(54 | 0 0 0
BB ] 5(68) | 5(68) | 0 0 0
M/NRE D 45 (60.8) | 27 (36.5) | 13 (17.8) | 4 (54) | 1 ( 14)
iNGEs e il 13 (176) | 13 (176) | © 0 0
NELOE VR 63 (85.1) | 23 (31.1) | 27 (36.5) | 11 (149) | 2 ( 2.7)
TYFRMEBRAES/OC/BERS | 1 (14 | 1 (14| 0 0 0
AR 1(14) | 1(14) | 0 0 0
FERIRE SRR 4(54){ 4(54 | 0 0 0
B E SR 22 (297) | 22 (297) | © 0 0
BB AERD 28 (37.8) | 28 (37.8) | © 0 0
HFERERE S =85 13 (176) | 13 (176) | © 0 0
TFHERE SR 38 (51.4) | 38 (51.4) | 0 0 0
HIRFSERD 42 (56.8) | 42 (56.8) | 0O 0 0
BERESEHM 54 (73.0) | 54 (73.0) | © 0 0
Yo SERE Sy ERIEM 24 (324) | 24 324) | © 0 0
RIEREE
BECE 1(14) | 1(14 ] 0 0 0
EEIMETLULF— 1(14) | 1(14 0 0
RBbLURERS
BERARIR 37 (50.0) | 30 (405) | 7 (95 | © 0
T SEReREE 1(14) ] 0 0 1(14 | 0
B A 1(14) ] 1(10 | o 0 0
BHEE
TERAE 1(14) | 1(18] 0 0 0
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HIEREE
I 2(2n | 2(27 | 0 0 0
BRB 9(122) | 8(108) | 1(14)| 0 0
TEE 14 (189) | 13 (176) | 1 (14) | 0 0
PR BHRR 1(14) ] 1(14) ] 0 0 0
FiERE 1(14) | 1(14 | 0 0 0
R SRR 2(20 | 1(14 | 1(14 ] 0 0
KA = 2~ S — 5(68 | 4(54 | 1(140 | 0 0
iRpEE
BARE 1(14 ] 0 1(14) | 0 0
i3 1(14) | 0 1(14) ] 0 0
FREzME 1(14) ] 1(149 ] 0 0 0
HR A 1(14) | 1(14 | 0 0 0
FROMEE 3(4D | 1(14 ] 22701 0 0
Vol D3 1(14) | 0 1(14) 1] 0 0
FRE 1(14) | 1(14 ] 0 0 0
T Y 1(14) | 1(14 ] 0 0 0
EBLURKEE
Hi# 1(14) ] 0 1(14] 0 0
Hig 1(14) | 1(14 | 0 0 0
DiEEE
KERFEAHAR LT 1(14 ] 1(19] 0 0 0
E—ERETTyY 1(14) | 1(14 ] 0 0 0
EMTays 1(14) | 1(14) ] © 0 0
HiF 1(14) | 1(14] 0 0 0
TR 1(14) | 1(14) | 0 0 0
TSR AR 2(270 | 2(27 ] o 0 0
LB 2(20 | 22| 0 0 0
DEEXR 1(14) ] 1(14) | 0 0 0
ME LS 1(14) | 1(14 | 0 0 0
DFEEEEm 1(14 | 1(19 ] 0 0 0
DERSTE S T 1(14) | 1(14 ] 0 0 0
DEXSTTE S The 1(14) | 1(14 | 0 0 0
LERST-TEL 1(14) ] 1(19 | 0 0 0
LEXPQRIFRIER 1(14] 1(191 0 0 0
R R 3(41) | 3(4D| 0 0 0
mEEE
L 1(14) ] 1(14 ] 0 0 0
BIE 4 (54| 4(54) | 0 0 0
AR PRI 1(14) ] 1(14 | 0 0 0
PREREF IR AR TE 1(14 ] 0 0 0 1(14)
FEOG AR, B3k b LUHIRES
201 4(54) | 3041 1(14 ] 0 0
BHim 1(14) ] 1(14 ] 0 0 0
W il 1(14) | 1(14 ] 0 0 0
FE MR & 1(14 | 0 1(14)] 0 0
TAMER 5(68 | 3(41) ) 2(27 1| 0 0
VHTA R Bk 3(4D) | 3(4D | 0 0 0
i 1(14 ] o 1(14) ] 0 0
B8R 3(41) | 34D 0 0 0
WRFE D GE 2(2n0 | 1(14) | 1 (14| 0 0
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8. ® 1E H = ~
(05%) Bl O AR (70
) 47N Gradel Grade2 Grade3 Graded

BEREE
TERR A R 1(14) | 1(18 | o 0 0
A 3(41) | 1(14) | 2(2n | o 0
iR 3(41) | 1(14) | 2(27n ] o 0
LIRS 4(54) | 4(54) ] 0 0 0
nEs 2(2n | 2(2m | o 0 0
Rk 22 (29.7) | 17 (23.0) | 5(6.8) | © 0
TH 17 (23.0) | 12 (16.2) | 4 (54) | 1(14 | 0
HIARE 6(81) 1 5(68) | 1(14 | 0 0
TR 3(41)| 3(4D | 0 0 0
HRERE 1(14) ] 1(14 | 0 0 0
25| DS 1(14) | 0o 1(14 ] 0 0
=757 4(54) | 3(41) | 1(14] o0 0
B0 45 (60.8) | 37 (50.0) | 6 (81 | 2(27 | ©
HER 1(14 ] 1(18 | o0 0 0
AP RS 2(27n | 2(2n ] o0 0 0
INIGERZE 1(14)] 0 0 1(14) | 0
BARRE 3(41)] 3(4D | 0 0 0
PP 57 (77.0) | 29 (39.2) | 22 (29.7) | 6 (81| ©
BEAE 1(14) | 1(14 | o 0 0
5 1(14 ) 1(14 | o0 0 0
Mairt: 17 (230) | 11 (149) | 5(68) | 1(14) | 0
OBUBA 2(27 ] 2(2 ] o 0 0

FrEERER
BYYLYVILE 1(14) | 1(14) 1] 0 0 0
ALT (GPT) #1m 19 (25.7) | 16 (216) | 1 (14| 2(27 | 0
AST (GOT) B4 1(14) ] 1(14) | 0 0 0
AST(GOT) #1n 21 (284) | 18 (243) | 2 (27| 1 (18| 0
MYV 4(54) | 4(54 | 0 0 0
MR8 7095 | 7(95 | 0 0 0
M LDHES 1(14) ] 1(14 | 0 0 0
MALDHEEM 38 (51.4) | 37 (50.0) | 1 (14| 0 0
y-GTPIA 1(14) | 1(14) | o0 0 0
y-GTPHEIN 18 (24.3) | 13 (17.6) | 4 ( 5.4) 1(14 1] o
MARALPHET 18 (24.3) | 18 (243) | 0 0 0

BRE SUH TGRS
B 18 (24.3) | 18 (243) | © 0 0
Az 20270 2(2n 1 o 0 0
EIFHRE 1(14) | 1(14 ] 0 0 0
B 1(14) | 1(14 | 0 0 0
Jji0)5-2== 3(41) | 3(4D | 0 0 0
FERERR 58 (78.4) | 20 (27.0) | 26 (35.1) | 12 (162) | ©
RO 1(14) ] 1(18 ] 0 0 0
ESREIE 2(27 ] 2(2n | o0 0 0
RE 37 (50.0) | 17 (23.0) | 19 (25.7) | 1 (14) | ©
BREERE 10 (135) | 8 (108) | 2 (27| o0 0

BHERRELUEABEES
Ba & 1(14) | 1(14)| o 0 0
] 7(95) | 7(95 | 0 0 0
IR 1(14) | 1(18 ] o0 0 0
o 1(14) | 1(14 | 0 0 0
TERL S 3(41)] 3(4D( 0 0 0
=E37 2(27 | 1(14 ] 1(14] o0 0
BEREE 1(14) | 1(14 | o 0 0
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8. &l 1E = ~
(55%) PR EIE R RIEEFIF (%)
2 Gradel Grade2 Grade3 Grade4

BHLURBES
HR 1(149 ] 0 1(14 ] 0 0
EHR 10 (135) | 5(68) | 5(68 | © 0
FREREE 1(14) ] 1(14 1] 0 0 0
B 1(14) ] 1(14 ] 0 0 0
oL 7F=vmd 6(81) ) 6(81 | 0 0 0
fuhoL7F = 8m 6 (81| 5(68 | 1(14 | 0 0
MARERD 12 (162) | 12 (162) | © 0 0
MR 15 (20.3) | 15 (203} | © 0 0
R TRy M 1(14)  1(14 | o0 0 0
R EEHE 7(95 | 7(98 ] 0 0 0
PRepr o ARRS 1(14) ] 1(19 | 0 0 0
RpH LS 1(14) ] 1(14) | 0 0 0

EREZHLUNEREE
HERE 1(14) | 1(140 | 0 0 0
RRER 7S BERE 1(14) | 1(14 1| 0 0 0
RUSHERRIRE 1(14) ] 0 1(14) ] 0 0

L EBELLUR SR
i N 2(27m | 2(2n ) © 0 0
T 4 (54 | 4(54 1| 0 0 0
BE 1(14) | 1(1401 0 0 0
X 34 (459) | 28 (378) | 5(68) | 1(14) | 0
ot 1(14) ] 1(14 1| 0 0 0
EAE 1(14) | © 1(14) | 0 0
AVINL VYRR R 2(27 | 2(2m 1 o 0 0
TSR RS 2(2n | 227 | o 0 0
B 12 (162) | 9 (122) | 3(4D | 0 0
R 9(122) | 8108 | 1(14 | 0 0
infusion reaction 14 (189) | 13 (176) | 1 (14 | © 0
HRERD 24 (324) | 17 (23.0) | 7(95) | 0 0

BRERE
M7 LTIVESD 36 (48.6) | 28 (37.8) | 8 (108) | O 0
BEERD 20 (27.0) | 20 (27.0) | © 0 0
wEakEMm 1(14) | 1(149 | 0 0 0
MFPV7 Fovd 25T —00p | 18 (24.3) | 18 (243) | © 0 0
MAsVTFoyFatdF g | 8 (108) | 6 (81) | 2(27 | 0 0
M za—Lygd 11 (149) | 11 (149 | 0 0 0
il D=2 . i} 5 (6.8 5(68) | 0 0 0
iDL PN - 2 12 (162) | 10 (135) | © 2(27 | 0
M) 3810 11 (14.9) | 11 (149) | 0 0 0
AN 2 16 (21.6) | 15 (203) | © 1(14) | 0
il NI 4(54) | 3(41) 1(14)] © 0

BE. PESIUCLEAME
B 1(140 | 1(14] 0 0 0
B 1(14 ] 0 1(14) ] 0 0

BIfEAI%  MedDRA/J Ver. 9.0 ((CHEIFRIE SR B4 H AR /fTVer.9.0)
FIER OFHE © CTCAE Ver. 3.0 (Common Terminology Criteria for Adverse Events Ver.3.0)
R PSR
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8. Bl 1E A QI XEBELHFRIANE
(05%) NETTbh - TAXBEERIRVAREE N R L2108 T, B EHE R, 783/
(CREARFETOREE) P, 1,463%1 (82.1%) ITEEE R HR0EN =,
ORFHEEISBULOEEER
AR 1,783f
ikl RIREGIE (%)
&5
FEh 410 (23.0)
EIE 302 (16.9)
Ry 299 (16.8)
JicheS 161 ( 9.0)
Iz 130 ( 7.3)
Jdikn 107 ( 6.0)
23] 101 (57)
s 61 (3.4)
SRR IE 55 (3.1)
SEBEUE 54 (3.0
HiEhE 45 ( 25)
mE 43 (24)
WeBtss 43 (24)
BRI RS 38 (21)
% ; 34 (19)
AVINTUH 33 ( 19)
BERBRERE 33 (19)
N2 28 ( 16)
RERRREE 28 ( 1.6)
BRR 25 ( 14)
AIFE 18 (10
Fiz( 13 (0.7)
FE SR 12 (07
by Eat i< 11 (06)
FETC 10 ( 06)
DR
$EIR 46 (26)
METR 25 ( 14)
{EIE 23 (13)
H I 19 (11
DIERE 18 (1.0
R HELE 15 (08)
DETRETH 11 ( 0.6)
AR 10 ( 0.6)
BIE , 10 ( 0.6)
P 10 ( 0.6)
LEIE 10 ( 0.6)
FRERE IR AE 9 (05)
i 9 (05)
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