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[V

Al 9 260°C (0 fiR)

AL L
T AR Y R & AHE pH OFEERIZIED LT2HE 100mL (27 v kv A E% sz T,
SRR E RO T,
I rRY FOREFZRE (20+£2°C)
Bl PG
vl (7 | AL L R PR
2 52.6 Clark-Lubs
4.5 32.3 Michaelis
8 26. 3 Clark-Lubs

BEYCEE - [l : —100~—105°
(WA CHE L= b D 0. 1g. A%/ — L 20mL, 100mm)

W - vt PR (nm) P e
7K 282 68.3
7K (pH 1) 282 70. 2
7K (pH10) 283 110.8
AR ) =)L ggg UR) 74. 4
H )= ggg UF) 75.6
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¥ | BT Eo— AR | 30H Bk
1000V 27 A
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TROFJFIZLVREIASES T, SR 2 HEEL | IERER OFREZIT -7,

BN =B PRAESAE R O [ & %
s | PH 3 KIS | 80C WEsn~ T 74—
By iR el Ly .
pH 6  JKIEWK* | 1, 8H Wiksa~ 7277 4—
. . BRI 2~ v
S | pl 4.5 ks | Ol 7T AT T A~
L2REH R TR~
* : 50 g/ /ml

T MR Y RIFUKE#E S ph3 (80°C) T=F U 7 v OBiBE S =, LP 2T 5, LP
ARG iR % 50T epi DP A L. RN CYLRERE CEAIZ K0 DP &R T 5,
—J7 p6 (80°C) TILNAAELE SHAIZ LV picro ELP 284R%$ %, picro ELP [Z—F
VT ORBBEIZ LY picro LP 272D A, Z DIENITHEE R OIS X b S
Tre Flo. T R RITRIC L - TR T T epi DPIZHRET 5,

fleREaRBRIE

HASG = ARy ROMRRBRICE D
(1) SRS AT RO BRI E 1
(2) RARUL A 22 VHIE

JE Bk
AASER A= AR FOERIEICE D
Wiksa~ 777 44—
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1. Flfiz
(1) FFZDREH

& ()
(2) HEIDHNERTIEIR

(3) #FAa—F A LR

WO A~ R A O DT TR O IR

(4) BFIOWHE " 3.5~4.5 (A5 2 A= B R IR 500mL A BR )
P 3.3~4.3 (A H5mL % A PR Ak 250mL C AT FRIRE)
RBEL 1 (A5l 2 & B A HE R 500mL TAVERE)
(EF BRI 5 1) 92 (ASFI5mL % AE B A Y7 250mL C 7 BRI
(5) =0t RS
2. HE|DOMERK
(1) B CEMRGY) fRoe4 7 A7 v I 100mg/5nl
D& B RUFMHA aE LA 7 vonl
HENLSy T MRV K 100mg
AUV — 180 400mg
; V=g
AL ~ 7 1= —/1400 3000mg
X )—)L 1

(2) EMEFORE BARAR

(3) #E A LR

3. RTREERDMERL
RUBE

EARAA

4. A A L

5. BAT HAIREMED | #wiEhsMiciVCpicro ELP (E7 mx bR Y R) 20T %,

b DI
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6. WHOEBEHNT
B pREN 2

7. FEERUVERER
DREM

8. fthFl& DELAEIL
(MELFREIL)

9. AHM

10. &% - 2%
(1) FRHVRELGESR -2
&, SNEARBRER
%5 - AEICRT D15

PRAFZRA: PRAFTERE PRAFIIR RS
FEMRAT R 25°C a7/ | 424 A RGN
A

KL IR 40°C 7T | 69 FREEN

AR 50C A 3% RN

b/ H AT LT LTI 30H FHEEN
1000/L 27 A

EENEL i T )L 5H FRAEN

BEIEE - MR MRERER, MUERER, S

FRELE
ABFNIEMEREORIEIZ LD | MRS T 52 LR H 25D T 0. dmg/nL JRELL I
% X ) AR OWIRICIEMRE L CRE54 5 2 &, WBIIARERIISCTE
FORESRITHECIHERTLZ L.

VRIS DL ENE -

AN OFRERIZ K D5 R O il IR

Z A7 » ME 100mg/5ml. & HHROELAIZBW T, BRI X 2 ARG EMERWEA IS
I, BERTIZB W TR ATH T 5 2 R PSR,

R R O FAR Y RRENE VR, fEEiTHE CORMMIES . RREITo 72Kk &
BE Img/ml TIX 3045 TH-72 (FF),

TR R - AEER AR

aiffis | MORO PSR it oo | Ao SRR
100 0.2 9FRFfH] GRERILLN
50 0. 4 4. 5 SR LAY
40 0.5 4. BHERE S LAY
33 0.6 3IRFfH] 2. SEFH LAY
25 0.8 454y 3043 AN
20 1.0 304y 2043 LI

VL. 11. @/H FoEE] OEBR
T AT v NE 100mg/bml. & FEAFE R, FEENR, FEEME TR, BET I IR &
BA L, IRAE%, 3. 6, 24 RefRRIC/MEA L 2 IRICCTHIZI L, pH % pH A —X —
ZHAWCHIE L7, £72. IBRAE%. 6. 24 FH%Ic— Y FOE E% HPLC 11T
FVMIE L, &ElT 24 % TH 90% LA LOREFERA R LIZ Y,

BRI

BRI



Qv. s Bd 31EEH )

(2) a%

Q) FlREE

4) BHROME

1. BERESNIEME

12. 0

5ml [10 234 7 /L]

TmL (XA TIVHEE T)
ATV HT A

Xyv 7 R T Ly, TAI=TA
TR TN

EARAN

AR L



(V. AEIcET 318

3

. PIEEX(IRHRIZES
EYHER

. RERUHAE
(1) RZERUVAED#EDS

Offi/hiifarE. Bt 2/ \[E. Samm. 205, Bite. MERE. T
fIES (BRES. NEES. HRVES)
OUTDEMESICHT 2O MBHESH & O ARE

MNREUEMES (A—a v JRED 7 S )5, EEHRE. SEFE. #
[REME. FHFEZOMAREETLES. BFETOMBREZLESS)
OSHEN T MEEIREDITLE

RE I TV

(ffi/hiERRRE. B /. AR, EAEE. BEtE. dESKEE. TR

B (FRRER. INRES. HRNMNER))

(1) = FRTFELT, 1 H&E60~100mg/m* (KL EFE) 4 5 HFHEHEARFE L,
SRS D, e 1l 77— &L, BHEE#YIRT,
7pds, BHEITER, FERICE Y EEERT 5,

(2) MSHRRRBEISE o LIk, L S AU 7oA HERY Ze h O JUEEME IR A & O OF R IE %
TV, = PR FE LT, 1 A& 100mg/m* (RELMEE) % 5 RS FHE
L. 16 BERET 2, 2z 17— L, &52/EDIET,

UMNREMEMES (A— V>V HET7 2 ) —[EE. EmAiE. MiRFE. 8
FiE. FFETOMIFRRELES. BFEBEZOMBRAXEBUESSE) (CXT 51
DIMEMERHR & O RAERE)

fLOPUEMIEEAI L OFHIZHB W T, = FARY FORGEROE G HEX, 1 BE
100~150mg/m* (A HEFE) % 3~5 HRHEFLAREFEL, 3 EMKEST S, Zha
17 —=nE L, BEEHVIRT,

B, BEERORE BEITEE, GER, 0P8 5 Mo frm g A X v w6 a
T5,

(BEHEN T MRETREDILE)
FHAERERRE S O IE L OB SUME R T IEICE S 4 %,



(V.&\IciEd 51 )

(2) RERUVAED
RERRRZ - RN

4. FRERUVRAEICHE
EYHER

5. BRERAHE
(1) BRRT—%/\v’r

\l

(2) FRPRZEIEER

55 1 AR

R L, AFgE T (HElfx G- & 5 AfliE) &AF7El (6 ARxE) 2REM SN
72o ARAID Dose Limiting Factor X HIMEED TH Y, K KAMEITZHEFHRET
540mg/m*, 5 HE#5-T 130~140mg/m* (W22 1) F72i% 116mg/m* (WFFETL) Th o7,
B UARRBRICBIT D i - HEIX, %8 1 Tl 60~100mg/m?/day % 5 HRE#EH-L 3
~4 W Z TR IR HFFE T Tl 80~100mg/m’/day % 5 HF4#& 5 L 4~5 i
2 &S 0 R IEM Y] & W S 7,

o5 T AEHER
B LFRBR O R E2 50T, Mo, B Vo8E, SrEAmE, SEAEL. BEbE.
MEMERZXIGRE LT, FUMHRBRNFEM S Lz, ik & o b &R0 &
OREWER Z et Lcsb R, AF o 1 B H&ET 60~100mg/m2 MDELTHDEBEZ BN
Too SOICFAEICE T DML - HEZBRE L. BUEONE - HELZHRE L, (3
W, #HEROFNER OCEWERIZE LT FV. 5. ERIREkAE) OHSH)
725, BAZALORBRAAE T, Wik T ORE AT H DR EEFR S AS 0. 6mg/mL T - 7=
Z &R OUMNENZ IO TR AR 512 X 2 B RS S v, KEO RS
FIZEEDB D722 LD, K 100mg &H720 250mL LA A PR AR 2 ORI IR
L. 30 43LL v Tl 542 L Lz,

) ARNOARBESNTZHAEROCHEICSWCX TV, 3. AEROHE) 22RT52 8

RIE STV

BARRAA

55 1 FRRER Y

FERBE TR LT, WFSE T CILHRIE G- 35 6, 5 H RS 29 fil, WFZE1Ci%, 5 HIH
P 520 Bl H Al 5B L OV5 B B G5B & FEhE L7z,

AFH|D Dose Limiting Factor XA MEKRED Th Y | HiEIH G- O f Kifif =13 540mg/m’
EEZ bz, b BB OFR KM EIIHZE 1 T 130~140mg/m*, #F4E 1 T 116mg/m’
ThoT,

FIERE D 13 -5 4G B L0 K9 2 BRI RARME & 72 0 | RIS 1~3 33T
HoT,

RIVERFER I DR OTEBNC A D, RO THEEHER D3 Z < Abivie, 3
I ARERBR(C 31T 2 % - JAEIL. BF%E 1 Tl 60~100mg/m’/day % 5 A% 5L 3~
4 R Z LSRRV KT 5 TE, AFFETT Tl 80~100mg/m?/day % 5 HE# 5 L 4~5 H[H
T LT IR IR E ) & < T,

H) AR OB INT-HIEROCHEIZ WX TV, 3. FIERUOHE) 2287252 &



(V.amIcEs 2B )

(3) AERIGERFER | (1) Wi 25 TSR Y
xf G il RE ONHERRAE - JE/ N i) !
SE B B FEATXISIER] 188 il (INHRREATE 118 #1)) . EIVE R ARATIER] 195 i
B Rk 60~100mg/m*, 5 H MM iR 5. 3~5 1 2 L 1Tk K97,
RREGRIEYE © /N FEREEED T[EEDS AA LA REE B R T RE | O BHERNTHE D
SEIIE BRSO E & BIVEH OREA
HEFLE © B AR 2 O S E L UE
Bl R 250 S
JEBIHK (o
CR | PR| MR | NC | PD CRFPR (%)
fiE s Nt - FE/ N itE) 40 | 21 | 89 | 38 21.3
7N e 40 | 17 | 43 | 18 33.9
I35 1 HixG5-ERlzh &R
. N IR SEAHN KT B
Ao W7 AR TR T MR [ NC [ PD | CRAPRE (%)
" 7 B 152 31 | 14 | 78 | 29 | 31/152 (20.4)
# 36 9 70 11 9 9/36  (25.0)
30~39 3 1 1 1 0/3
40~49 7 2 5 0/7
E i) 50~59 47 8 41 22 | 13 8/47 (17.0)
(%) 60~69 65 15 9 | 33 8 15/65 (23.1)
70~79 61 15 7129 | 10 15/61 (24.6)
80~89 5 2 2 1 2/5  (40.0)
0 25 8 1| 13 3 8/25 (32.0)
b s 1 89 20 | 14 | 41 | 14 | 20/89 (22.5)
o 2 47 10 2| 22| 13 10/47 (21.3)
3 27 2 41 13 8 2/27 (7.4)
/N KB R oWE | 118 40 | 17 | 43 | 18 40/118 (33.9)
JiR ¥ 33 2| 26 5 0/33
oM o - LR | 26 1] 15| 10 0/26
KR g 9 1 3 5 0/9
4y FA R RE I 2 2 0/2
I 9 1 6 2 0/9
} Il 16 2 2| 11 1 2/16  (12.5)
i & il 70 20 71331 10| 20/70 (28.6)
A% 93 18| 11| 39 | 25 18/93  (19.4)
4 129 32 | 14 | 60 | 23 | 32/129 (24.8)
T H 59 8 7129 | 15 8/59 (13.6)
AR b % % k| 57 71 729 | 14 7/57 (12.3)
O B 15 1 2 6 6 1/15 (6.7)
4 Bt o ~ 59 7 2 3 2 2/7  (28.6)
Min: 51 | 60~100 156 32 | 17 | 75 | 32 | 32/156 (20.5)
Max:122 | 101~ 25 6 4| 11 4 6/25 (24.0)
1H & &t 188 40 | 21 | 89 | 38 40/188 (21.3)
Bl R ~ 59 4 2 1] 1 2/4  (50.0)
(mg/m?*) /1{/[‘ _ﬁ‘m.ﬂ@;;i 60~ 79 61 19| 9| 23| 10 | 19/61 (31.1)
Mmj 80~100 43 131 70 17| 6| 13/43 (30.2)
ax:122
101~ 10 6 1 2 1 6/10 (60.0)
& B 118 40 | 17 | 43 | 18 | 40/118 (33.9)




(V.amIcEs 2B )

1 A5 BERIFESRIT, 101ng/m® LAY 60. 0% (6/10 ) . 60mg/m* A A 50. 0%
(2/4 B) TH-oT=A, 60~100mg/m* (TIEFID 88. 1% M3 54F L. Z=8h=IT 60~
79mg/m?*, 80~100mg/m> TZIZ4 31.1% (19/61 #) . 30.2% (13/43 i) LAl
EThoT,

% A M B IR AERORR L LR (1) BWEMZZSH),

* 1 KRS NERE U RIL, EEE 0> b /IMNIlREO S TH 5,

%2 KRENTAELOHEIZ 1 A& 60~100mg/m* ((KFMHFE) % 5 H S
Tt L 3 AMIREST 5 Th 5,

*3 LML, KRB AEE CHIMRBRDEG A £ LD TIMAEL TW5 %, 2K
OfER%E (1) BWEHOETHRT,

(2) HEMY LRI S T ARRER D
X B EMEY CNEBE (RUF U, ERTF U 8
HE B B FRBTSESIER] T1 6] (R 9% 6 B, JERT R U oS 65 ) |

ATLLY Bl EBRA & LTz,

e 5051k © 60~100mg/m?, 3~5 H MIEHKEAMEER S, 3~5 2 & 1T/ 0 Ik97%,
BRGRIEUE « /ML - FEREIED [T AR EE N R E RN ) OXIGUEBINIAE S
IR E - PUIEE b A I K OEIMEH OfERR
FEFLUE © ARKS DN Y o SO FRRSH B S e

AP RIES
SEI%K o (o
n R n CRFE (%) CR+PRFE (%)
MY o fE 8 21 42 11.3 40. 8




(V.amIcEs 2B )

BMEY OoNEICK D 1 B GEBIZIR

ZhIHE seeflic seafilic
T Ox I sE4 | er | g PR AP PR AP
CR#E (%) |CR+PRFE (%)
" Al 5 43 7 | 13| 23 | 7/43 (16.3) | 20/43 (46.5)
s 28 8 | 19 | 1/28 ( 3.6) 9/28 (32.1)
10~19 1 1 0/1 /1 (100)
20~29 3 1 1 1/3  (33.3) 2/3  (66.7)
30~39 7 1 0/7 /7 (14.3)
e | 40~49 12 3 0/12 3/12 (25.0)
(%) 50~59 22 71 14 | 1/22 ( 4.5) 8/22 (36.4)
60~69 13 3 4/13 (30.8) 7/13 (53.8)
70~79 11 3 2/11 (18.2) 5/11 (45.5)
80~89 2 2 0/2 2/2  (100)
0 8 1 31 4 |1/8 (12.5) | 4/8 (50.0)
1 19 1 4114 | 1/19 (5.3) 5/19 (26.3)
P.S. 2 22 4 6 | 12 | 4/22 (18.2) | 10/22 (45.5)
3 20 2 7| 11 | 2/20 (10.0) 9/20 (45.0)
4 2 1 1] 0/2 /2 (50.0)
B Ak T 3 1 21 0/3 1/3 (33.3)
RURNE | R Ei o (b 3 1 21 0/3 1/3 (33.3)
/I =t 6 2| 41 0/6 2/6 (33.3)
s Y O o 4 1 3| 0/4 1/4 (25.0)
By N
JE | A& A 2 1| 1]0/2 1/2 (50.0)
ENLl 1IEE BN 1! 1 0/1 1/1(100)
@IV o | oo A 2 1] 1 ]ox /2 (50.0)
g i? i oA o A 18 2 2 | 14 | 2/18 (11.1) | 4/18 (22.2)
; R & R 6 | 1| 2] 3|16 (16.7) | 3/6 (50.0)
v 2 KMo A 24 5 7| 12 | 5/24 (20.8) | 12/24 (50.0)
A oe | 2 M e R 7 4 3] 0/7 4/7 (57.1)
PE | OHE |y ooosapERm 1 1| 0/1 0/1
/I =t 65 8 | 19 | 38 | 8/65 (12.3) | 27/65 (41.5)
I 1 1 0/1 /1 (100)
I 5 1 41 0/5 1/5 (20.0)
& % I 23 4 9 | 10 | 4/23 (17.4) | 13/23 (56.5)
v 42 4 | 10 | 28 | 4/42 ( 9.5) | 14/42 (33.3)
Fi3 15 2 6 | 7 |2/15 (13.3) 8/15 (53.3)
GRS " 56 6 | 15 | 35 | 6/56 (10.7) | 21/56 (37.5)
b2k 54 5 | 14 | 35 | 5/54 (9.3) | 19/54 (35.2)
_ ~ 59 6 3 3| 0/6 3/6 (50.0)
1(2535 60~100 50 6 | 14 | 30 | 6/50 (12.0) | 20/50 (40.0)
101~ 15 41 9| 2/15 (13.3) 6/15 (40.0)

1 B¥GERNEMEERIT, 60mg/m’ KA 50.0% (3/6 i) LibmEmd->7-78. 60
~100mg/m? \ZIEHI D 70. 4% 2345545 L. 40. 0% (20/50 i) D EfERTH - 1,

% &t B IRRAKOME L LORT () BENEBI)™,




(V. BEIcET 31EE )

(3) kA M9 2 55 ARG ER ©

it %
S B H
5515

FabE L H
AR K G 1 56 1
60~ 100mg/n’ A [ LT AINIEC 2 20 2275 38 F AT 57,

BRERILHUE - /N - FFRREED [EFED A LFHREEBZN I HIEEENE ) OXIBUEFIZHE S
FHMEE H iSRRI K ORIEH O#ERR
HEFEE © ARAT D ZNE B IMI5 O TR sh S E H e
(HENPRIES
JiE 15K Y e o
= or - CRZE (%) CR+PRE (%)
SME E i 4 10 42 7.1 25.0
AR5 1 ARG ERIh R
. . A E SEEFICKT 5 | EEFxT S
wORCE R T T R | R (%) | CRAPRE (%)
I L 31 2 6 23 2/31 ( 6.5) 8/31 (25.8)
'S 25 2 4 19 2/25 ( 8.0) 6/2 (24.0)
10~19 3 3 0/3 0/3
20~29 4 4 0/4 0/4
30~39 14 1 2 11 1/14 (7.1) 3/14 (21.4)
i | 40~49 9 3 6 0/9 3/9  (33.3)
(%) 50~59 12 3 9 0/12 3/12 (25.0)
60~69 9 2 6 1/9 (11.1) 3/9  (33.3)
70~79 4 2 2 2/4  (50.0) 2/4  (50.0)
80~89 1 1 0/1 0/1
L1 2 2 0/2 0/2
L2 7 7 0/7 0/7
M1 11 1 10 1/11 (9.1) 1/11 (9.1)
FABZ4H | M2 12 1 1 10 1/12 (8.3) 2/12 (16.7)
M3 1 1 0/2 1/2  (50.0)
W4 1 5 3 1/9 (11.1) 6/9 (66.7)
M5 1 3 5 1/9 (11.1) 4/9  (44.4)
P P oD i ) 4 0/4 0/4
48 14 4 8 2/14 (14.3) 6/14 (42.9)
AR E | A 42 6 34 2/42 ( 4.8) 8/42 (19.0)
bk | 42 6 34 2/42 ( 4.8) 8/42 (19.0)
. ~ 59 4 2 2 0/4 2/4  (50.0)
1?%%)? 60~100| 41 8 31 2/41 ( 4.9) 10/41 (24.4)
ne 101~ 11 2 9 2/11 (18.2) 2/11 (18.2)

1 HEGEREMERIT, 60mg/m’ K 50.0% (2/4 B]) LixbEm->7225, 60
~100mg/m* [ZHEBI D 73. 2% 2354 L, CR2 #il&&Te 24. 4% (10/41 #l) DEfig
RBThoT,

-

BB AEROMRE L LTRT (1) BUWEREZSI),



(V.am\IciEd 51 )

(4) ZBALREBI T2 55 T AHRER ©
xf 5 SBIEEHRE
JE B #x o FEMT R SE] 50 il
B 5515 © 60~100mg/m”* & 5 H FLEAT AR IR G-, 3~5 1 Z L THR 0 K7,
FHIIE B PUESRIAE L ORWEH O
HIEILYE . BEIED AL FREE ST EHHE, hCG, BhCG, AFP OEFHEE L5 5,
ik PR %eh S
JEBIHK = (o
CR PR MR NC PD CR+PRHE (%)
EIUNEL 1 6 3 22 18 14. 0
LI RT 5 1 HiRS5-ERZhE
I FHE SEEBNKT 5
RS - P R TR TR [ NC D CR-+PRZE (%)
~9 1 1 0/1
10~19 2 1 1 1/2  (50.0)
20~29 16 9 7 0/16
£ | 30~39 13 1 2 1 8 1 3/13 (23.1)
(%) 40~49 11 1 2 2 6 1/11 (9.1)
50~59 5 1 4 1/5 (20.0)
60~69 1 1 0/1
70~79 1 1 /1 (100)
0 17 2 2 10 3 2/17 (11.8)
1 19 1 2 1 8 7 3/19 (15.8)
P.S. 2 11 2 4 5 2/11 (18.2)
3 2 2 0/2
4 1 1 0/1
v3)—= 10 3 1 2 4 3/10 (30.0)
e ME 12 1 1 7 3 1/12 (8.3)
TN LN I S | A 3 2 1 0/3
W' 1 1 1/1  (100)
w A A 24 2 1 11 10 2/24 ( 8.3)
I 1 1 0/1
] bt II 4 2 1 1 2/4  (50.0)
I 45 1 4 2 20 | 18 5/45 (11.1)
F i 50 1 6 3 22 | 18 7/50 (14.0)
b = 9% ik 41 1 4 19 | 17 5/41 (12.2)
G R 18 3 2 6 7 3/18 (16.7)
B 75 ¥ | cpDp 37 1 3 6 | 17 4/37 (10.8)
VBL 25 3 13 9 3/25 (12.0)
BLM 20 3 10 7 3/20 (15.0)
CDDP+VBL+BIM 11 3 4 4 3/11 (27.3)
. ~59 9 2 5 2 2/9  (22.2)
1&%@% 60~80 33 1 3 3 11 | 15 4/33 (12.1)
& 81~ 8 1 6 | 1| 1/8 (12.5)
1 HE5-ERIELRIT, 60mg/m®> A 22.2% (2/9 #i) & @Eo7=7, 60~
80mg/m? [ZHEF| D 66. 0% 535545 L, CR1 il &2 &Te 12.1% (4/33 i) DOZEphET
HoT,
2 M BIAHRBREEOFRER S L TORYT (1) BWERZZH)*,




(V.amIcEs 2B )

(5) JEEHE (kT 25 55 IARRER 1
X & bR
HE B B SRATEGUEL] 43 15
50715 © 60~100mg/m’ 2z 5 A A EHGe G IS G-, 3~56 3 2 L ITHR D i,
FHIETE E : FUEEE R d K OREINE ] O RS
HITE I BB AL SRR I R v

HENZRIES
S o
CR PR MR NC PD ORHPREE (%)
i s 5 2 23 13 11.6
[EMCEE %92 1 BRG-BRIsh R
" - ThILHIE seRBlc+ 5
AT e TR TR | NC | PD | CR--PREE (%)
MR 5 34 41 2 22| 6 4/34 (11.8)
s 9 1 1] 7 1/9 (11.1)
40~49 1| 2 0/3
50~59 9 1] 2 3] 3 1/9 (11.1)
%ﬁf 60~69 19 4 10| 5 4/19 (21.1)
70~79 11 8| 3 0/11
80~89 1 1 0/1
0 8 1 5| 2 0/8
1 17 4 |1 6| 6 4/17 (23.5)
P.S. 2 11 6 1/11 (9.1)
3 6 6 0/6
4 1 1 0/1
BAT LR 40 5 1 2 21|12 5/40 (12.5)
FHARTY R 2] 2 1 1 0/2
B’ o5 M 1 1 0/1
A 1 1 0/1
B 1 1 0/1
G C 4 3] 1 0/4
D 37 5 1 2 | 18] 12 5/37 (13.5)
i 5 1 4 0/5
| 11 311 7 3/11 (27.3)
B s 11 6| o/11
we | FHEH ORI 3 1 2| 1/3 (33.3)
LRI + U R 1 0/2
T AR + R AR 11 1 4 1/11 (9.1)
o ~59 2 2 0/2
1?%2/%% 60~80 27 5 1 | 15| 6| 5/27 (18.5)
nem 81~ 14 1 6| 7 0/14

1 B 5 ERZELEIT, 60~80mg/m> T 18.5% (5/27 f5]) TV . 60mg/m? A
L 8lmg/m* LA b TIEERMFIN 72> o 7=,

7 A Mk BIERBREEROFRR L LU (1) BEHZ 2R,



(V.amIcEs 2B )

(6) MEEMEIR BRI 2 5 T AHER 1V
X B MERMEREEE
HE B B fRATGUER] 56 15
50515+ 60~100mg/m’ % 5 H LSRR ER G-, 3~5 1 Z L 1TH 0 9,
A  HES R R I K ORIE M ORERS
HIESLTE - DS AN IE O I R A

(HAZS5IES
JiE R % (0
CR PR NC PD CR+PREE (%)
kBRI 29 16 7 4 80. 4
MEMEREICHT 2 1 BEG &R
e - LS V=N o o 1 N R e o 1 s s )
wooR + B e TR The [0 ] Cé%(é/i;r ngllgR?Ef{?};)
10~19 4 3] 1 3/4 (75.0) | 4/4 (100)
. |20~29 4 |11] 2|1 11/14 (78.6) | 13/14 (92.9)
E(ﬁ;ﬁ% 30~39 19 53] 2| 9/19 (47.4) | 14/19 (73.7)
40~49 14 2| 713 2| 2/14 (14.3) | 9/14 (64.3)
50~59 5 4] 1 4/5 (80.0) | 5/5 (100)
0 49 |24l 14a| 7| 4| 24/49 (49.0) | 38/49 (77.6)
1 4 4 4/4  (100) 4/4  (100)
P.S. |2 0
3 1 1 /1 (100) /1 (100)
4 2 2 0/2 2/2  (100)
W E E 17 50 5| 4|3 5/17 (29.4) | 10/17 (58.8)
BAAE 7 31 3 1| 3/7 (42.9) | 6/7 (85.7)
FaR ARG 4 3| 1 3/4 (75.0) | 4/4 (100)
goB |17 R WO E s 8 31 2] 3 3/8 (37.5) 5/8 (62.5)
WE B R A ARG 17 [12] 5 12/17 (70.6) | 17/17 (100)
"% Z MR 12 hCGIEBHIE 3 3 3/3  (100) 3/3  (100)
gE /N E 28 18] 7| 3 18/28 (64.3) | 25/28 (89.3)
Bagshawe | low risk 18 [13] 5 13/18 (72.2) | 18/18 (100)
DF#%# | medium risk 18 |[11| 5| 1| 1 |11/18 (61.1) | 16/18 (88.9)
Wr2 =7 |high risk 20 5| 6|6 ]3| 5/20 (25.0) | 11/20 (55.0)
4 27 18] 8 1 | 18/27 (66.7) | 26/27 (96.3)
H 29 | 11| 8| 7| 3 | 11/29 (37.9) | 19/29 (65.5)
i i 33 23] 9 1 | 23/33 (69.7) | 32/33 (97.0)
w1 A 23 6| 7171 3| 6/23 (26.1) | 13/23 (56.5)
U % 1A (MTX or ACT-D) 7 41 2 1 4/7 (67.1) | 6/7 (85.7)
% [2D (MTX and ACT-D) 6 2| 21 2 2/6 (33.3) | 4/6 (66.7)
3HILL E 10 31512 o0/10 3/10 (30.0)
1H 60~ 79 24 |12 713 2| 12/24 (50.0) | 19/24 (79.2)
BE5& | 80~100 14 71 4| 1] 2] 7/14 (50.0) | 11/14 (78.6)
(mg/m*) | 101~ 18 |10| 5|3 10/18 (55.6) | 15/18 (83.3)

1 B 5 ERZ3RT, 10lng/m* LA T 83.3% (15/18 i) &L &b @ - 7278,
60~100mg/m? IZIEB D 67. 9% 534545 L. CR19 Bl &5 Te 78. 9% (30/38 f5)) DZE
FHETHY, 10Img/m* LLEE 1T E A EERD o T,

7 A4 M IR AR ORI L LORT (1) BWEMZ S ),




(V.a®EIcBd AEE )

%2 KR SN AEROHAREZX 1 HE60~100mg/m* ((AFmAE) % 5 HMEGe
TEHEL 3 MRS 2 Th 5,

*3 RAMIE, AREEER CHIMRREENZ LD ML TV 4, &
KoRER%E (1) BWEHOETRT,

(7) EIfEm "
FERIERFT 730 BITH Y . BRIMESI 169 61l % Ry 7= 561 1 (i fEk 195 41,

& 1AM ARk 138 5, WhIR#SFHEIK 166 1], fm AFHEE 62 1) 122V CEEM

IR AT~ 12,

FIREDHIE LT RIER OFBEE N OFEELR 2 RITR LT, e BBE OIS
REGIEUL, BERTE VBN H -7 10 BlafrE 6551 Hl L L, El - IR, W&

DIENT R GIEFIEIL, BGRTL VIER OB -7 1 Fl 2 FRrE 560 il & L7z,

EIVERF B
BIVER O R FEBE (%) BIVER O R FEELHE (%)
B 272 (48.5) B EpA 7 (1.2)
L - ER 214/560 (38.2) ?ﬁ: R AR e 5 (0.9)
& - 93/560 (16.6) o BHEN 3 (0.5)
M 77 (13.7) % IR 1 (0.2)
T 50 ( 8.9) G | BaESE (HZ V) 1(0.2)

& | W 15 (2.7 HER 7 (1.2)

W5 | foigu 11 (2.0) ik 3 (0.5)

% | 2 (0.4) iR 3 (0.5)

F | ML 2 (0.4) DT 3 (0.5)
DR AR 1(0.2 NEIRGEGERE 2 (0.4)
A PRI 1 (0.2 Boln 2 (0.4)
B P HH 1 (0.2 Y 2 (0.4)
VHALAE i 1 (0.2 MJFEAE T 1 (0.2)
L H 1 (0.2 < | m 1 (0.2)
i 417/551 (75.7) fth, | BRHELEA LD R 1 (0.2)
FIB 17 ( 3.0) SRR 1 (0.2)
FRPER 7 (12 M OEITICI - T 1 0.2)

FREEIT A5 :

é R 3 (0.5) LAt 1 (0.2)

biw | 5T 2 (0.4 1 1 (0.2)

GEREERR 1 (0.2 I, AN 4 1 (0.2)
HLEE 1 (0.2) BEpR 1 (0.2)
T 4 B 1(0.2 PR IR 1 (0.2)
432 1 (0.2
RN 156 (27.8)

E: 91 (16.2)

i | BRI 4 (0.7

Bl 7 iax— 1 (0.2

=28

& | Mo 1(0.2)

TE | 1 (0.2

i® (L3 1 (0.2
TR 1 (0.2)




(V.amIcEs 2B )

1 B35 BRIRITERZESR (%)

BIVEM OfE%E

(CHHERBEIT A DR o Tz,

= Wi | ag | Bk | IV | SRR | e
i B Sk | bk | T s | we | e | b
~ 59 77.8 67.6 24.3 35.5 67.7 16. 1 21.6 5.4
(28/36) | (25/37) | (9/37) | (11/31) | (21/31) | (5/31) | (8/37) | (2/37)
60~100 73.9 60. 2 34.1 53.5 81.1 38.3 19.8 10.5
(317/429) | (263/437) | (149/437) | (209/391) | (317/391) | (149/389) | (86/434) | (44/421)
101~ 83.1 63. 1 52.4 56. 2 80. 8 47.9 21.4 3.6
(69/83) | (53/84) | (44/84) | (41/73) | (59/73) | (35/73) | (18/84) | (3/84)
100 66. 7 066. 7 50. 0 50.0 0 66. 7 0
RIEBRT | asy | /g | @) | 2 | 2 | o | @) | s
PEHEORNNC L 0 | AERER R O IR 38 S A7 U728, AR

(8) ERKMRAAE D Bw 12
B R IR A 5 OFRBLE (%)
RAEEH TEBIEL SR RBUIE (%)

#Z1n (RBC, Hb, HtfETF) 497 262 (52.7)
Hoof BB 497 398 (80.1)
iR A RS- 2 7 495 189 (38.2)
woE B 82 W 545 31 (5.7)
A/ 6 B 427 16 (3.7
ey e v RE 234 7 (3.0
G Tk & 558 71 (12.7)
G T k& 558 88 (15.8)
A1l - P Lk H 550 32 ( 5.8)
y - G T = H 184 1 (0.5)
L D H E & 554 33 ( 6.0)
B U N E H 553 45 ( 8.1)
Mgz v7rF=rv ki 549 15 (2.7
s " RO 541 20 (3.7)
73 i = 458 8 (1.7)
i, R 407 6 (1.5)
& E Ot 230 4 (1.7




(V.amIcEs 2B )

(4) TREEAIEER
1) ARG ER

2) R ER

(5) BE - WERIHER

BIVEARAT K GUED 561 11>\ e LBl C, FsRo iy i Bt
DN TR EROIEBE H 5 10, ~T 78 A, RIS & O
DEBEFT ",
ERPRRE B ZE

\'msa’IEISL} 1 2 3 4 5 6 8 10 12 GR)

~
£
vl
E
>
i 5
o4
{/mm3)
2000
7000
5000

=]
BEIIREOEE % 4000

88

(1 04 me)
30

MR DEE &

1 2 3 4 5 8 8 10 12 /)
fito ]

~NEZ B EUE, HMEREL, MO E 2D L. = MARY REGRMGED
2WEBIZHRIKE 720 . Z D% 1—2 @ TIRITHGRMENT < £ TlZEE T AHEAAH
BT,

UERR L

UERR L

UE R L



(V.a®IcEAd 21BE )

(6)
D)

2)

AReIE A

ERRERE (—
{3 FRRHEER
5 E {5 FA R #E AR
B, ERARELE
AE) . BEMRSTR
T—3R—ZFH
&, BUERSERER
REEERDAE

AREEHELTRE
BFEDAEX
([XEME L =RE -
AERDEE

(7 Z0ft

WEAFN 62 47 3 H 31 A O7&FE A LAME TRk 5 4 3 A &£ To 6 4F[HC, A2[F 774 ik L v
4, 529 B OIER 2 INEE U 7=, 5 AR AR ClIZe SMEMRNT X520 4, 025 il 3, 547 4]
(219, 611 R DRWEH 23 e S 4. BIFHREILRIL88. 12% ThH -7z,
HAFRRHIZ BT DEIMERRBLEIT 96.79% Th 0 | A& CoRIEHA IR
HGRIRFIZH LIRECThH - 72,

(TVIl. 8. <EMWWERMBHE—E>) ZH)

FAERSTAR

AR L



(VI.

I8 (Y HIEE )

1.

2.

REZHIZEED
HIEEMXIFILE
WEt

FIR{ER
(1) VERRERL - 1EFHE
[ERERT)

(2) EhERMITHEH
BRALHE

RARA Y A 5 —F T P
— B RV LYY, BIAEY Y, TALE U Y

TR BEEO S LG OEE « ZIRFL, BHOBEBFRLZEZMRTHZ &,

YEFEAL « RS

TERIBE -

RANT FARA Y AT —FI & DNA EE%L%EA{ZIK (DNA-Topo I -Et Cleavable complex)
IR L. FARA Y AT —ED DNA A RIS F KO TIT oI 2 U O BR A %
PRET 2, hARA VAT —RIZOIWr Sh7z DNA SHOBERBGRICH S LIE 10k -
THH, FARLE LTDNA BT OFER & Mgt 2 5,

<VERIBE >

1) ~ 7 A [ s P388 Mz <t % DNA A RBRENEN (in vitro)™
P388 Mifil Z = h AN T R & 3RIZ 37T CIC T ERHIEFE L, IRW T H-F I Y &
X CHIZ 30 Ay [HEEaR Lot MR DR TATE Sy B O BURENE 2 ]I E L7z,
T AR R b ug/mL EEEIZIVT, DNA Gkl iP%F'fﬁﬁ BRI E S,
0.5 u g/mL DIRFEITIHNTIE, MEHRFEOIER & ZHES M LTz, A7 ¢
2R 0T50ug/ml OEFETZ AR N5y g/mL CRRBREOMEERZ R L
77

100

— = bRV P 0.5ug/ml
o—0 =}t ¥ Bag/m]
—Oo HF7 4t Rryvy $04g /ml

Yo o voORIAZED

0 1 i L L

I
1 2 3 4 §

P388 MIBODNAGRICHTBIT rRY FRY
RE7o0 2> vOBEER

2) HEREPN DMA B % ONBEEJE DNA 8512563 2 SO /R 1©
OABAEPN DNA 85133 2 EIWHER  (in vitro)
H-F I ¥ 12T DNA 2455k L 72 P388 M, = R N & 3LT 37°C T 1 KffHEs
LT RWTTILH UIRHIEIZ LY fﬂﬂﬂ’alj\] DNA $5 DB DA M 4 st L7z,
T ARV R5ug/ml ORETERSETBE AT T 7 4 v F— RITEGFT
% DNA B FEHNZA L, = FAR T K DNA fE@JLﬁVEﬁHﬁm&) bihic, =, &
K7 0m "3 EREZRSheholz,




QCEEE N ERS D,

1)

@ HHE DNA UK 2 BIWHER (in vitro)

HiEE DNA $HIa T 21E 22572012, U CERREE R C *H-DNA &= FART R
% 37°CC 30 /bt SH7-1%., YIWTC & 0 B Ay b U7 st 2 0E L7223,
T FRY FIZEERHE RS eh o,

PLEIZ Z 0 = MRS RIHIRE A DNA $4 4 15553 5 28, HLAE S 4072 DNA 85 % B R
EFHZ LT EBIOLND

rRA VA —FU (Topo-11) DOFLENEM: (in vitro)™

Crithidia fasciculate NHAER L7232 F7F A F DNA IZ= AR Y REEN
L. &BI7 v MEKFFE AH66F flia X 0 MR L 7= Topo- 1T 22T 37°C T 1
R SO S H 7,

FOSKE T, 1.0% DT T —R « U CEKIKE L, DNA # B{b=F 7 AT
Yett, L DNA /N RO/ Z — o R ONRIRIC L 0 BT 2 # HH L 72, Topo— I
R IFTARDNA %I =Y —F L DNA WA LT, = AR Y RiZ 5ug/mL PLE
DY T Z DI % P EEARAFHITFRE L7z,

< PRSI >

BRI ookt S ¥R EAE N (in vitro)
9 FOFEMI A FFREOT MR Y N RITHE U, FIREIZS T 5 B PR E
M5 105 (KR OHEFEZ 50%FHE 3 2 3EANREE) ZRDTz, MEREZRKITRT,
AH66 7[R & A-FE OB M RS 2 R LT,

T bR R OFFEERREANISICRT 9 % $E5E fH EAE

At FTEAIE IR (hr) ICs0 (1t g/mL)

vt M T E HOE Hela 72 0. 032
v~ Mg OB W Hep—2 72 0.21
N—F v FJ U RJE Namalva 48 0.036
. b & E O E TE-3 72 0.075
= K H b G/F 72 0. 31
~ v A H M K P388 48 0. 074
Gl - L1210 48 0.15
7 v bk oE AH66 48 2.5

Ei s AH66F 48 0.15

(FENEED

~ A Ty NOXKFEABRIEERIC T S HUEREEH ' (in vivo)

YUR Ty NOKFEABEMEEERE T, FEHEOT FARY RIZX 55t
MG 2 T8~ 7z, BRBRIC W IER R & EREIE L O OfREREREITRT,
T MR Y FIZEFE R MERE S (2 6f U CHEMEN R G0 KO O #5112 L 0 bl
R LT,



CE N ER D

<A T A BRI ORERR
e 2i! Erasa G

W TE THE R BB Arva—) NG e

[~ R JEE]

L1210 H I CDF, & ip 1X10°  1ip,po  daysl~9 60  MST”
P388 [ if.95 CDF, § ip 1X10° ip,po  daysl~9 60  MdST®
Colon26 K CDF, & ip 2.5X10° ip, daysl, 5 60  MdST
Colon38 KNG¥E BDF, & SC 15mg ip,po  days2, 9 20 MTS?
Lewis JifidEE BDF,, ¢ iv 1X10° ip, po daysl~5 60 MdST
B16 A5 /)—< BDF,5' ip 5X10°  ip, days1~9 60  MdST
M5076 ISR BDE, & ip 1X10° ip, days1~9 60  MdST
Ehrlich ) ICR, & ip 1X10° ip, po days1~9 75  MST
[Z v~ MEE]

JEAKNTHE  AHG6 Donryu, @ ip  1X10%  ip, days1~9 60  MST
JEAKHTIE  AH66F Donryu, @ ip  1X10°  ip,po  daysl~9 60  MST
a) MESEBHEH 2 day0 & 35 b) MST : SE¥JAELFEH K

c) MAST : AT 4 7 AT HEL d) MTS : SERIRES A X

T hRYFOR YR« Ty b alBAPMERGI 2 Pl sh R

MEREN G- B
[ICI. ESSE SN 7k EaPh] SN 7k

BEREY  T1/C(%) ®iEY wHEY T/C(%) B
L1210 [ if.J5 16 > 664 5/6 256 203 0,6
P388 A 1fi 73 8 or 16 > 449 10,710 50 218 0,710
Colon26  KiG#: 36 or 72 > 274 6,10 — — —
Lewis i 32 > 288 8,8 128 186 178
B16 AT )—= 8 > 287 7710 — — —
M5076 DN B 16 > 244 4,8 — — —
Ehrlich ¥ 16 > 280 3,8 16 109 0,8
MK AH66 0.63 > 405 6,6 — — —
FEKITHE  AHB6F 2.5 > 527 5,6 20 183 0,6
Colon38  KJhae IDso=13mg/kg/ A ¥ IDso=170mg/kg/ H

a) TG mg/kg/H

b) AkEMWEL - BRI AT L Bid, — R o itk
) MEFE OB LR A R Ui R NS R

d) IDso : HIFHZB0%PAET L DICET 51 HEH=

3) FUEESh RO E 25D a— Uk fEE (=7 2)"® (in vivo)

~ 7 AR L= L1210 AIMJBICx9 5= AR Y RIERENEE G- TORhEIL, e
Beh, HEHRGBIOHEARENENTE Y, ME&E5OMFITE > T\,



(VI = &8 J 218H )

4)

5)

6)

sl & OOFHZE Y (in vivo)

~ 7 ATBAE LT Lewis MifEICxtd 5 = bR K& AT FF o (CDDP) |, [=
MRV RET 7B 74 A7 57 I K (CPA) | OEHNEFOEWC X D 0FHZIE % 1
AL, BFHA Y a—E, = bR & dayl-5, VAT IF 23y o m
T4+ A7 7 I R dayb & dayl ICV AT TF U FEIyr/mn 74 AT7 7 I KN, =
F AR R day2-6 @ 2 BEZ R L7=, CDDP & OfFHIZB W TIL 2 Flo$ 5NEF
D S THRELENZED bz, CPA & OO TIE. WTFhoOFGIEFIZB
THMBEDEDRD LN, ZOHPEORREILCPA 2= hAR Y KX D kicEs
T HEENEFA L0 BTz,

B AMIVERRER (in vitro)

~ U ARG P388 M s, = bRy RXUIKFPUEA] & 352 37TCIc TR L
BROMlA TR A | R 2 m =— A TR,

T bR Y ROBSRVER L, 1ERHRE R OWERRF OB & LI E BT LT,
T FARY R4 24 BEO 48 WefLEE 5 &Ml AE R RITSEANR OB E & b
ZEFRANZIA Lz, = FARY FIZFILUOSHE B REREMEEZIME OB M
TEHEE (type Ib) (BT 2 & ifbam S 4L7z,

~ U ARBHMEE NEED OEICT 2= AR Y RORWE B0 0 %)
B (in vivo)™

b MEMEY U NE (Case2 KON Caseb) & X— N~ 7 ADOEMEZ FIZBH L.
B HWI OB 21T - T2, B#5-8 1050mg/kg D= F AR R4 5~28 HASEIL
THH Lz, Case2 |[ZxF LT haRY RiZ, 14, 21 X% 28 HREE#E AR O#EE L
7oRpZ, 5 A AR OB GIC L 2208 X 0 ORISR 2R Ls, ek
REJRA 1L, 5, 14, 21 K U*28 AME AR A5 TE£4 13.8, 13.1, 21.6
KN16.3% Th o7, £7-, Caseb IZXF LT, = hAY NiE 14, 21 X% 28 HfH
AR O G5 &I R AR L2, b B AR 05 Cld~ v A
FPESE LTz, BORIRER 31T, 5, 14, 21 KOV 28 HEBE AR DG TEREh
32.4, 31.7, 24.5 KN 10.3% CTh oz, KEBDREIE L Lz EEROEER)
EEE L&, 14~28 HREEAKAOEGIL 5 HMERRAKGELIVERES
Z b,



CE N ER D

b MEMEY SIS T = B A Y ROFFRK G AT Y 2 — /W D R ARG
(IR OB TN RS

ik S
- . 1HHRGE  BRER5SE 510 BOCHInE R

R A (mg/kg) (mg/kg) (A) " H?fﬁ%ﬁj? H?;Z{Z'gzﬁ

(%) (%)

b MEMEY CoNE 0 0 0 6 0.0 0.0
Case2 210 1050 5 5 34.6 13.8%
75 1050 14 5 66. 9% 13. 1%
50 1050 21 5 70.9% 21. 6%
37.5 1050 28 5 78.2% 16.5*

b NEMEY RES 0 0 5 0.0 0.0
Case6 210 1050 4 FEMESE 32.4*
75 1050 14 4 79.6 31. 7%
50 1050 21 4 63. 4 24. 5%
37.5 1050 28 4 54.0 10. 3*

* 1 P<0. 05, XX 2 t e,
HIRBTHE (%)« RTHREEOHEIHINGIHE 2 0% & L 72 IRFO K BECOPH]
RERDE (%) : HERMGHOFHEREEZ100% & LI-BOAKERD R

7) b BEEEE. NEGREICKRTT S 5 KON 21 H R E R O G oo R 2
~ 7 AOMEART R Pl e MMili/ERERE (LX-1, Lu-24, Lu-134, N231), & R3E/Nh
A (Lu-61) MOt MIPEAEE OIN-1, SHIN-3, YST-1) #®HilL 7=, ThZ
NOREFICR L ARy FORES &% —EIC LT, 21 AMEAKROEE Lz
RFDZh AL A 5 H [ A AR DG L7 RE D 3 & boilie U7, PUESZh R, 21 A
HHAKRO#EG &5 HREAR ARG CRIBE Ch o720, 2 HEOEETH S
(REINHNIT 21 AR AR OG0T ) BERETH -2,

SEBRIZ O T B oD H 2k & AR AR

k4 P FRARAY
LX-1 v R sINH R
Lu-24 t it /N g
Lu-134 t it /N g
o N231 b Ml ZINHB I
1n vivo
Lu-61 £ i J& V- b
MN-1 [N IR o e
SHIN-3 b hIPE TRV s
YST-1 b R JiE VA

MAA—Hufn - SEPE & BRIR 1995 ;5 (12) : 2175-2185 LV &



QCEEE N ERS D,

HHEE MEBEICKT 5 AT RN 5 ARIEIE 21 GG AR GICB T D
RIS VE A B OMAR il D 38

apaz, | 1H BEE | kb5 E | RSN | I | O

(mg/kg) (mg/keg) (H) (%) (%)

0 0 0 7 0.0 27.3

LX-1 269 1,344 5 5 67.8* 33.1

64 1,344 21 5 74. 4% 28. 4

0 0 5 0.0 0.0

Lu-24 210 1, 050 5 5 47, 3% 27.9
50 1, 050 21 4 45.2 10. 4%

0 0 5 0.0 0.0

Lu-134 269 1,344 5 5 51.5% 24.3
64 1,344 21 5 67.6%* 17. 2%

0 0 10 0.0 0.0

N231 210 1, 050 5 45. 5% 18.9

50 1, 050 21 5 50. 7* 20.6

0 0 5 0.0 10. 2

Lu—61 269 1,344 5 5 =M 38.3

64 1,344 21 5 57.9%* 27.8

0 0 7 0.0 0.0

MN-1 210 1, 050 5 4 41.8* 30.8

50 1, 050 21 5 25.8 27.1

0 0 6 0.0 0.1

SHIN-3 210 1, 050 5 5 52.6* 25.7

50 1, 050 21 5 52.3% 17.0

0 0 6 0.0 0.4

YST-1 210 1, 050 5 4 64.5* 22.1
50 1, 050 21 5 56. 8 12.1%

* 1 p<0. 05, KRR 2 tRE
# : p<0.05, 21 H M AR D EGREOS B R AR 0% G5 xH 2 tRiE

[ A —Hif - $EBR & BEIR 1995 ;5 (12) : 2175-2185 & W %

8) A HANMESTIC RIETE (in vitro)
P388 HIMFEMIIAAZ — haR S R &3z 37°CIT 1 T 24 BRRESEE U7s, 1 BRRETS
TIZBNWTIE, = PRV RZBRWEZEIC 24 FRFESE 2 L7z, B8RP 0%
RERUZIWTH A 7 rFd e 2 Y =217, MIfaN DNA D533 2 — & 3K
Wiel A T MRV REERAESES Z EI2L > TG HEOMHIZFYS 35 DNA
BEFFOMBENER Lz, 2D ORI W THRBEIITHINAES b/
Mol &b, ZOMBERITMIENETS G Tt ryry s aniz2 &
WZ& D e S,

1) ARFNOEGE SV BRESUTIRIZ O TR, TV, 1. FHEUIR) oHEEZSRT L2 &

(3) YERZIREFR - YRR L
Frisoira




(VI. EBEICET %18

1. MAREO#R
() BRLAMGMP | ZUERR L
=E

(2) ERRREER CHERES | b MNERIRINEE G i R B O HERS 2

n-meRE FBE I MR Y REFIRAEG LRE(L AT R%& HPLC ICKk - CER L&
X O PR E OHERS & 3B S EH) ST A — X BIROKFRITR LT,
JEEBE A~ 5 HME H SE SRR G TCL IR OHER I AR o JEE
AR L, WG O (te) 13 o BT 0. 13~0. 39 BfE] (F#) 0. 28 B,
n=4), BHFAT 3.33~4.85 FFf] (F¥Y 4.06, n=4) Tho7-, FiZ. 5 H HFKEH
DI PRE OHER & ik Lo R . BREEAIERRD biznoiz,

1000
= ;
= LG
E 3,
] Y
r \\
b v
%
£ .
i "
€
010 |- kS \ S S
by |3
N
ooz [
L L | | L |
1] 24 48 72 95 120
&M (hrs)

Pharmacokinetics parameter

Pharmacokinetic parameters
Dose Infusion
Symbol No. [Pts.|Sex | Age ?mSz/; Pri:ary Dayl Dayb
mg/m’ | mg/body | Rate Vol
/day | /day | (l/min) | @l Tp o Tr,8 [ auc [Tuea [Tia8 [ Auc
A———A | 1 |T.S.| o | 74 | 1.65 |Stomach 80 130 5.00 325 | 0.39 3.33 45.9 | 0.40 | 4.08 | 53.1
O——0O | 2 |S.H| & | 66 |1.63 |Thyroid| 80 130 5.00 325 | 0.31 4.03 57.9 [ 0.23 | 3.92 | 68.3
O———01] 3 [MY.| & | 63 |1.52|Thyroid| 120 180 3. 16 300 | 0.13 4.85 95.7 [ 0.26 | 5.13 |115.6
® @ | 4 |[KO.| % | 40 |1.34| Breast | 120 160 3. 38 270 | 0.30 4.01 94.8 | 0.77 | 6.48 [125.8
(3) haEiE U ER R L

4) BF - GiRROFE | LG L




(VI E4pEpeEIcEA$ BIER )

2. FUEERI/ S

A—4
(1) A LR L
(2) RUGEEEH | EU LA
() HEEEEH | HUEREL

4) 29VF7SR? BHEANT =5 >

BHI VT T A

Total clearance (CITB) : 21.4 (12.0~40.4) mL/%4y/m’
Ko VT T A

Renal clearance (Clr) : 7.7 (4.1~12.0) mL/43/m®
FOMDI YT TR

Nonrenal clearance (Clnr) : 15.0 (3.5~30.4) mL/%3/m?

(5) PWEE? <HEANT—% >
Volume of distribution (area) :0.26 (0.14~0.51) L/kg
Volume of distribution at steady state : 0.18 (0.09~0.34) L/kg

(6) ZDith LERR L
3. B&EH (RExL—
ay) R
(1) fEWAE MERR L

(2) INSGA—BEENER| FHLEE L

4. RN LA
5. 9
(1) Mm%E—AXEAF@:EM| Zu&ke L
(B5E)

HEPEZ » b (n=3) IZ°H-= hARY R HREIFIRNE S L7c & & ~Onmasig s
IWERLBNRNZ LD, = FARY Rk — MM Z@E LIt WeEEZ b,
(TVIL 5. (5) ZDMMOFMFE~DBATIE] DHZM])




CET RS- ED),

(2)

)

(4)

)

1% — FR AR B P&
Pl

Fit~0BiTH

PR~ DBITH

Z DL DRI~ D
BiTiE

CNER e L

(B#H)»

Z v b (fFHR 19~29 A H, n=3) [ZPH]-= FARY FEFIRNEG Lz & & IBfrk
ORF O M I R E DS Sz 2 LB . AREEAN TR 2 @i LR~
1TT5E&Z2 005, BIF R OB O MR EORMARIM PRI 5 i, #ik
N#EHA% 30 4y T4 40. 14 KTN0.17 ThH -7,

M ERR L

()™

Z v b (BB, itk 14~15 B H, n=3) IZ[PH]-= hARY REFIRNEZE S LT &
&, B 5% 0. 5~4 BRI E CIXpLit PR EE S M PR & [RIRRE S, KV @V MEE R L
22 Emb, A ~OBITHERREWE B X HiILD,

BRI L

MERR L

(& 1)

H-— FARY K& Z v MIHEIFIRNE G LTz & & OREk K& OVas N ik B

HEMEZ » B (n=3)1Z *H-= FaR T K 4.80mg/808. 0 12 Ci/kg % HA[RIFRARN S L 7= Hf
DFERE « DEAR PRI (38 5% 24 RELIN CIE, 3O KT/ NGB X OVEBNEY
WHFELTe, 2= FARY FOEPRIRE AT TH D Z 2R LTS, £D
L DR « MZs O AT TPl L OV B C 2 < . BERE, B, B, #eE. ABRIEY >
XL RIEI A% < A LT,

T RTOMME - TREFPI B L PR & RIARICERCMICREE L, SISO b
2o,



(VI E4pEpeEIcEA$ BIER )

H-= FARY R &2 T v MCHEIFIRAES L7z & & ORL N OVisgs P ik L

G - e R - DRgs IR (ug/eXidmL, = FART NHAE(HE)

304y 1IRF 2% [H] AP 24 48]
& 1.547 0.833 0.576 0. 282 0.176 0. 175
KK 0. 047 0. 031 0. 029 0.012 0. 005 0. 005
Nt 0. 120 0. 034 0. 057 0. 009 0. 005 0. 007
B HE 0. 034 0. 037 0.028 0. 021 0.012 0. 042
E=51) 0. 246 0. 142 0. 084 0. 053 0. 033 0.028
F & 1.117 0.511 0. 224 0.126 0. 085 0. 137
(/G 1.087 0.722 0.501 0.161 0.088* 0.079
Bl 1. 294 0. 654 0. 396 0.171 0.110% 0.095
Al 0. 851 0. 386 0. 169 0. 099 0. 037 0. 023
o i 0. 640 0.258 0.132 0. 058 0. 043 0. 044
[N 0. 758 0. 320 0.203 0.112 0. 046 0. 041
JiEd =4 0. 609 0. 468 0.313 0. 170 0.168 0.147
JETEIRE Y N 0. 757 0. 297 0.215 0.170 0. 062 0.126
B bk 2. 568 1. 674 1. 736 0. 344 0.111%* 0.116
TN 0. 891 0. 366 0. 260 0. 106 0.048 0.038
fif 1.125 0.528 0. 354 0. 194 0. 108 0. 090
B ik 5. 647 3. 150 1.375 0. 852 0.703 0. 523
JFlE 7.635 4.215 2.137 0. 995 0. 269 0.191
H Y 12.319 13. 986 2.232 3. 280 4.298 0. 595
N 480. 690 556. 207 635. 012 467.103 5. 428 2.194
B 8. 308 8.526 37. 260 306. 000 15. 724% 3. 380
K 3. 554 4.190 1. 663 5.933 8. 609 2.532

e 58134, 80mg/808. 0 12 Ci/kg
% 1 2lEDT v R OFHIE
a) @ KERFE 1 ARTOT PRy FRE b)) : HBEREOCHNEYHOT FRY Mk &

(BE& 2)»

H-= bR Y AT » MCEIRINEE S L7z & & ORI K OB PR

HEPEZ > b (n=3) IZHE K AH-66F A 155 N2 10°(ERM L, 7~ b LT
ALz, 207y MIH-= bRy &, §FlRNES L, PrER % Ok - D
PWIREE 2 JE Uiz, FRIRPY CREMEAR PR EE 12 f R & AR HERS U7o, Rk
TP O seb il YR BE VRPN C 0.5 C, = haR & Rid AH-66F (2 X Dk~ X < i
LT,

B bR R T v MCEHIRIER G- L7z & & Ok & OYigias Pk

i - R - IRERNIREE (pg/gXidmL, = FARY RHEH(H)

304y 1FRRRE PAS AR RE 241R¢ 4817 ]
i 2. 690 1. 567 0. 830 0. 246 0.101 0. 070
= 2.253 1.172 0.729 0. 134 0. 086 0. 063
DR 1. 759 1.101 0.533 0. 144 0. 067 0. 050
¥ 1.719 0.988 0. 508 0. 086 0. 045 0. 029
Bl 8. 243 4. 841 2.753 0. 956 0. 508 0. 482
ST 6. 837 4. 684 1. 896 0. 336 0.125 0. 084

R B 5134, 42mg/394. 6 1 Ci/kg,
HL., B5#%305 08D 5 b, 1IE0DIr4. 1Tng/362. 5 1 Ci/kg D55
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BRE STV

14 @BRALDERE
141 EXFRANBFOEE
1411 ARFNIEMRFOREIC LY . KRBT D 2 & 238 2 D TTH 100mg
7= 0 250mL LA b OB PRAEIR S ORISR L TR G35 2 &, BRI
TEHETHESLNHEMAT 2 L,
14.1.2 RENIHRREEE AT 5720, RREICIPRESERT L EnEEL
VY, FICHIRDMTE L2 8 I2iE, BEHICEZ'EOMAK TR SHEWIRT Z &,
14.2 EFIHSBHOEE
14.2.1 5%

KR, AN Lianz &y




(VI R&M (EREDEES) ICET 2ER)

14.2.2 58

(1) BRI G2 X 0 A8, SRR 2 2 3B nnd 50T, RN, 1
FHECHEETD 2 L,

(2) FRARNEE GI2BE L, SRS MAE SN D & TGOS - 505 % i
T ENHHOT, FRPMEIMIFN AWK S ICEEBEICRGTH L,

14.2.3 B 5&RE
BRIHFFIRNEE G-I L0 — @R EIR T, NERE N HE I N TWD, ZhvE
B <728 30~60 53T T o < 0 RIEFET 2 2 &, MERTERH &b
T A IT B G2 Ik U R O B 5 Xt O SCRPRIES O B) 70 1R & 17
5Tk,

14.3 Zhfth

14.3.1 XA ZFREFICHNE L, R v Lo fobhT—7 LTk, 2%
AEURHT S L OWERH D DT, 1. Omg/ml YL EOERETORY 7 L&
O T —T VOB ERET D Z &P,

14.3.2 w[¥&KI L LT DEHP [di— (2-ethylhexyl) phthalate : 7 Z /g - (2-
TFNAANF )] ZELR VB = A /O E Yy b BT —T NV EEME
A L7234 . DEHP M35 DT, DEHP 2537 U ik v = 8o it
N BT =T NVEOHENERET D2 &,

14.3.3 KAl HmRETITHWD & B —RARDT A NV —%EFTH LD
WERDHDHDOT, 1. Omg/mL L EOEIRETOEALB—ZARDT 1 )L F—Dff
HERT D Z &,

14.3. 4 A ZFHRETICHND E 727 U AT MBS #ifflg (727 Ve=FrU/L -
THEIT  AFLDOEASEK) BT T AF v 7 BREIC, OUEINAREE LK
HT 20T, 727 VAT ABS BT 7 AT 7 8BEOMEM AT 5 Z L

14.3.5 KUY h—FRFx— MO = FERIERE T = — 7 %2 LIZBA, 0
IR H—EFICOEIRNFAE L, MR OSERERIL,. ZERIBAZE DO HE
MWNHLDOTHERET S &,

(i)
14.1.1 TIV. 7. FREGEKR OVEIEZ OZENE] DHES K
14,2 ENERARERERGS KA OIS O ST O 2 B8 L CRiill L7z,



(V. R&M (EREDFES) (CBT 21ER)

12. Z00EE
(1) ERRREEAIZE DL
CE:

(2) JERGEREABRIZED
<1EHR

15. 1 BRERAEFIE S < 14
/J\'E%fli:lﬂéﬂif CEVT, IS L 3 s FOMHERER . $ik
BoRLIE SR PRV R E LT HE% Sme/ke, IF3EAEICK LIAE 10kg
*{%@’J‘ SEIZIEE PRSI LT R 3. 3mg/kg & LIZAENDH 5 9,

15.2 JEEREREAERICE D < 1FHR

15.2.1 BER (X, 7 v ) THEOZEM. M AEREEREIL, &5
%A1 v A OWREKIZBWTEIEITRO oo lz, ZThbO@EMEIZ DN
TiZ. Bl ERTHRG% 2 X 3 » H ORI B TEIE IXEEME
MO LT D, [9.4.1 BHE]

15.2.2 Mg COBMERER, EIRERRER, ~ 7 A O/MMZEABRIC IV T RN
DO HILTND, [9.4.3 ZH]

15.2.3 ~ 7 RIZARHAI 10mg/kg LA LA G LT fER. ~ U ARG IRAIIRIZ Y ta (R 52
WhRRO LN ORERH D, [9.4.3 ZH]




(IX. JEBRPREERICEA T 518

1. EIBER
(1) ZExhFEEHER

(2) REeMFREHAR

(3) ZDithDFIEAER

2. =MHHER
(1) HEHEEEMEEHER

(VI SHEEICBIT D HE | OESM

HOXARAR RS~ 2 /A L S S OVE AR R IS5 D VR L TRBR AR B ONEIR 4R3I
X HEM. B R K ONEE IS 21EM . BBRE ISk 24FM. iz
DVER &t LT,

BRI EICR O R OERIRNE G- & L, HEIZZNENEERYIFEHEO KK 10~
100 fFEL N 1~3 5 & Lz, §#lRN. &0 &0 BN S TIIRY) =F 1 v
7Y a—NEFERSET D vehicle &, Z DOMOBFRGREEE TIXFERD S OMIZ Y
AFNENVLT IR (DMF) Z&H3 % vehicle Z W7z,

A Tl — BRI ZRIc BT X T#E 2 B BLIRRICIEY: (80mg/kg, po ;
20mg/kg, iv)., ~ U A THIBEBOEELOIF (400mg/kg, po), 7 FTHIEE L
TAERE DI SN D B WAH (20mg/kg, iv), WONT~ 7 A T PFC BEA
i (100mg/kg. po TN 2~50mg/kg. iv) 723, HWHHKE TIX, 7 v FEHOTTHE
RERRBR DIEIZF5\ ) T BSP HEBEDIX T (20mg/kg/day. po) 2538 BTz,

7B, TEERARRICK L TidA XUTHIRNEE S L7356 LeinR A &0 & /ER 2338 BL
LEMAZ2MER T, MR OB, R oRD 72 ERBER SN, Zh e DEA
X vehicle THRERIZHA H 4L vehicle FHOFIIEIER] Tween80 IZ L5 H D L HEEL S
iz,

AN -2 2
B G BR (LDso « mg/kg) (95%IZHEIES)
" BeTERE | IR % N T
203 1752 64
(ICR;%XB% o (173~239) (1570~1956) (58~72)
ZINN Hl [HT
AR 14 o 237 1375 70
(210~269) (1190~1590) (48~103)
_ - 75 1949 39
(wmm?% Fesia#) (64~87) (1512~2514) (31~49)
ZINN H M
A 14 o 88 1784 54
(79~98) (1496~2127) (28~107)
AV d 37 198 —_
(JW-NIBS. 4~5f# H i) 2 61 147 —
P 7 10~40 >800 I
(B—27 v, T~1215 A )
L4 R ¢ 10~40 — —




(IX. JEBGPREAER I“RAS 18 )

(2) REHESE

HiEaER

YA, T v b &U\r?“b‘i?f‘i :J:I\T/

(LIRS 2 FEEER & U C ISR E N

D], =557 E OB IR E 2 R T ETRAR® biv. BRS8N TR
BHEHNC T & LTI tl‘féﬂ?%ﬁfﬂﬂ%ﬂf;&@fﬁ(ﬂwu&)%mto SN b\fHVL
DEN B OB HARRBEIZ BV T HPEZEITFE D it o7z,
A XTIET MR RICERT 2 HBMHEER E L OELERE, REOHY, 25857
b,
IR G RO Gk, [IERR) Y
EULY) A A X
SR i M A a3 ] # Ok A 3 ]
b 0.025, 0.1, 0.4, [0.04, 0.4, 1.3, 4, |0.002, 0.01, 0.02, 0.1, 0.2,
(mg/kg/H) |1.6, 6.4 12.6, 40 0.02, 0.2, 1, 2 |2, 10, 20
541 35H 35H 53 [ 5k ]
[ 35H 30H 53 [ 53k ]
)//\%%%E(E@H%) VorigE (Bl |V o RREE (| U o REE (A
i REE CERE) | MEAGAZS O | - U o RE) Jig- U oS
#&Eﬁﬁa&(ﬁ% B RR) WEMRAE (BRE- | EIREEE (8-
MRS E | HILE OG- KB i) i)
HE e PR HEARRERR ORFBE) | IEARGIERS (RS HY)
HALE (B -/ |[TEARE ORI - K
KI) J1%)
MEAERESR . REIEPS | BEAESERR DAAMNEIE | SR s (5 8E) | HEAESHES LS EIE
WEE DRI | SEMELAAN I IXEIE, Z o
B
R 0.025, 0.10Y, 0.04, 0.4, 1.3, |0.002, 0.01, 0.02]0.02, 0.1, 0.2,
(mg/kg/H) |0.4%, 1.6, 6.4 |4, 12.6, 40 d, 0.2%9, 1 2, 10, 20
BERIZ_ AL RRIEERBR S 2 BT,

ﬂﬁ%”é.EEOD Ik KEEY HITR LT, 72, EZEOH D HLDITENENTHDWIT R &)
L7,
A B R BR @10
EOILY)| v b A X
P G g E W fiv s = Ok W v ]
55 0.0016, 0.008, |0.016, 0.08, 0.4, |0.01, 0.04, 0. 16,
(mg/kg/H) |0.04, 0.2, 1 2, 10 0. 64 0.1,0.4,1.6,6.4
e 53R 263 ] 2638 ] 2638 ] 263 ]
)//\-ﬁa% (o %) )//\%%%E“ (MafR) | U > "%y (i )//\ﬁ% (o )
MREE (86 | EILRET* (i) H;% INDAY:i)) ke (FH6)
AR fﬁéﬁﬁ CK5B) | A OF55L) MRasE (B8 fﬁiﬁﬁ (F53)
JUE 17 PN A A HIEE VNG - KES) #&Eﬁﬁa& CKsHL) | TH1ees% (kS
THEAE (DR | I - /MBS - KBS
JEWEPBERE LIS M) | 3 1ifn R 25 B 1R | B X% OREA | AT g a1 {E
B D [alfE M | 1A ) . O EIE Ml Z OMIEAH
NEZ OfE R
MEEASE|0.0016, 0.008, [0.016, 0.08, 0.01, 0.04, 0.16, |0. 15", 0.40%,
(mg/kg/H) [0.04, 0.2, 1 0.4, 2, 10 0. 64 1.6, 6.4
BEEIC AN LEHERERBRASYE ST,

* o ARG TR S8

ﬁ%@i@g

L7z,

bk K&E%

HITr L7z, £72.

WEOHDHDITENTNAH D WL L &2



(IX. JeBGPREAER I“RAS 18 )

(3) EfEEMHHER

4) NARMHER

(5) AJEFRASM
Etﬁﬁ 52~54)

(6) FRRRRIAMEER "

(1) Zotho¥HxE"

1)

HIFZARE T B (Ames 7BR)
Salmonella typhimurium TA98, TA1537 TN TA1G38 Tkt L7 L— A7 MO
BRMEE R LT,

2) DNA & 7R
Bacillus subtilis HlTrec™ e ONM4brec #RIZx UBHET - 77,

3) /INZFEER
I EHT D SY AR MER (MNPCE) o HHEIUAEE 2 B2 B S 872,
Fio. = MY FIEZEMARMER FEIRIRIMER) o HBUHE 2 HEERARITE T
Sz,

FEhi LT

1) 7 v b OEEYRAT K OSEIR)H #5 5-505%
HEDRERIZKE LTI &R E S 5 2 & THRIMRO AR ZIK T I® 5 2 &2k
D BV, WHHRIZHR LTk, BRIBOHR TR B BRERBIENGED Hiv, A&
IR o TEF M (IREOIMOEE) B8O 6T,

2) 7 v N OIRE TG HER
REMIC W TR, S2EoEh OB, BIRERD 204 O KSR, I LT
TEOBEERA 2 ENFRO B, WHARITK LT, IR RO ERIE R &
fetratE, IRE OO RE 2 Fis & U fgarfeie, AR EERIE, AHERBEN
il B OVEFERSRE DK T 70 & O HAAF MR FRO BT,

3) U X OIRE TR G- HER
RV CIIPREE OV, REIEIMOIHEMER . JIER & O EEORED 72 933
Do, WHAARIZH L TR, AR RO HRILE L 3 & 2 IRfrmEtE. kN
TG TIHMER B OMERE 2 L) iR b,

4) 7 v b OJEEY K ORI G5-5AER

BEMWIZ W TITEEE - BAKEOWRED £ 5 KERD, . FEEE0RD R E
R, it Rioxt LCid, FEMET, ARREFERIE, BEREMH 2 ELE T
D HETFRERRD S, I ROAFEREIZITE A B 2 7002 & DSFEDND
BT,

U & O THRAS BRI RAER (i E S RIRERER . 75 AR G- K 2 JR ATk

B 30 L7,

WTNORBRICE WD T HIREMEMREIMRE CIE AR Y FEREICERT 5 220
D7 o T,

R E B 5V

BHEHURPERBRRE R b= M AR Y B RO HURMERME &HE S h,



X. EEMSRIAICKEYT 418

. BEIXS RIK| . 5 AT v N7 100me/bml B L5 K b )
) HEE-EMEONFEIZIVEHTHZ L

BEES + = RART R BIEK

. B3hEAR 34

. BERETORE | HEGAF

. W EDEE REEZN TN

. BEMITEM BHEMERETA R HY
<FVDOLBY 1 HY

]
|
<
$
]
§|:
i
@

—RRAEE . X R 100mg

. EFREERH 1976 42 A 17 B

| BIEIREARERR [ BN TR T AT FEE R e B Af
RUBRRES, % — A B FH A AT
iiled ES A4, 19874E3 4 31 H
ERENHEFAB. & I 27 v ME (77N (62AM) 54218 | 19874528 H | 19874E6H 1H
g 19904£9 H 28 H
SERtREE A H (A T )
U2y
T ATy ME | 20064£7H21H | 21800AMX10510 | 20064£12H8H | 2006412 H8H
100mg/5mL

. FIREXIZNRIEND, (1) #hee T AEM

BERUVHESTHEE 2004 £ 5 7 31 B MRS CRSBRAEDS. JRBLRESS. MERRSMESS)
mENERABRUE 200542 4 14 A LUF OBEMEREE X3 th o HLEEIE g & o O ik
DHE INREMEE RS (22— VT RIET 7 XU RS, B

RPN, ARSI, MERRIRAE, T2 oo TR R
Wiy B INET oD RS I SRR 55
20194F3 26 0 BEBFRFSEAI T M ERR ik O AL E

(2) HEKROH &N
2004 4E5 H 31 B ISMIEAES SR U C VAR OV B
AR IR 26 LTI, HESE S U2 BEHER 7 i D HTH A1 &
OOFREEEEITV, = FARY RE LT, 1 HE 100mg/m* (&
KirifE) % 5 HRMERAMEEFE L. 16 BEKRIET 2, 2
17 —ne L, KEEZHYIRT,




(X. gmmEEIcET %1EE)

10.

11.

12.

13.

14.

BEEKR. BT

MERAKREAR
ERUZFOARE
BEEYM
BREEEARIFIRR RS
ERAYE
£Ea—F
RIEAT EDEE

200642 H 14 H

201943 H 26 H

ANV IS 2k LTS & OV SN
INREMEEREE (o—A TRET 7 I U — 5, R
AP, PRRREFNE, MMM, T 2ENE 2 oot s M
B, BRIENEE O R EMEE R ) 2k At o HUEM:
B & OO RIED GG

O FUEMEEIEA & OPFRIZB T, = Ry o5&
KOG HEE, 1 HE 100~150mg/m® (A3 HfE) 2 3~5
A FERe R sE L, 3 EARES 2, Zhx 17—
L. &5%#0 07, ek, &EGEROREG BEITHRA, IE
W PFAT 2 oFEEMEEEANC L 0 @ ERT 5.

RS S T AR B A ORTUE L5 L CHE R O =B
NSRS FLH T AR L O BT E OB A

PR R A o0 FE R OV & S F B IC R D &
T2,

AR EEAEN B 199543 H 9 A
HEVEFE 1448 2 B4 B GREERER) OWTHICH Y LW e OFEEERE S

B,

64 (1987 43 A 31 H~199343 A 30 H) #&T

AFNZT, BEEIRNCBE T 2 HIRITED DI TRy,

JEAE 7 B AT . R o
3 ¢ sen |TEBIERE G = — R - o |V NERAR
WRE4 %@g%%im (Y]2— F) HOT (9#f1) &7 S T
7A7 Y M 4240403A2042 424040342042 109193901 620004777
100mg/5mL

YL



(XI. Xk )

1.

51 Rk

1)
2)
3)
4)
5)
6)
7)
8)
9)
10)
11)
12)
13)
14)

15)

16)

17)

18)

19)

20)

21)

22)

23)

24)

NG 72T v MEASA TIOVRE ORISR L T

FENEE T AT » NEASAL T ARBIORE

SEARSCIEML - EH Y vy —J L 1987 ;23 (7) :1423-1434

FENEEE B T HEERER (FRARNEE S (1987. 3. 31 Z4KGE. HIGHEEMEEZ h-1)
FEPNE R IS 2 8 AR (B RN

NUEZ o ALTFRIE 1986 5 13 (2) 1 391-396

FENERE MR Y CNIEITRE 2 5 T ARRRER (FRRP % 5-)

FENE R S A RIS 2 8 TARERER (FrRN#E 5

PR SRS 2 5 TARRER (RN 5

FEPNE R BEBEE 6T 5 5 AR (B RN 5

FENE R BRI 28 TARER (FrRNE 5

FENERE B IAERBREIEN FRIRNRS)

Ty K=y« F~< o 3EE EI12K p2234

Joel S. :The clinical pharmacology of Etoposide : an update.

Cancer Treat Rev. 1996 ;22 (3) :179-221 (PMID:8841390)

G137« Etoposide D~ 7 A [ 1fYp P388 M LT k9~ 5 R A FH AR
Joi AR 1985 ; 12 (11) @ 2190-2195

FEPNERE  AEAEPN DNA 85K OVELBE DNA $512 %32 BIWT/E M (1987. 3. 31 7&G%  H
FHERMEE A1)

Hsiang YH. et al:Proliferation—dependent Regulation of DNA Topoisomerase
IT in Culture Human Cells.

Cancer Res. 1988 ;48 (11) : 3230-3235 (PMID:2835157)

i) A —H11E > : Etoposide O EERIEEIZ T D HUIEE A, = DOEENE G- &%
O GREO ik ds L OG- 2 7 ¥ o — Ak f71E

Joi S AR 1985 ; 12 (12) @ 2331-2337

WHE 1ED . 7 A Lewis ilifIZ%}9 5 Etoposide & cisplatin F721%
cyclophosphamide & O PF %N

i & AbSEE 1986 5 13 (1) @ 75-79

M A—1E7> = MR Y FORZGMIAIE AR O U DWW o R B AR A
BHIZBIT 2 X — N~ U Aa B Mgl 5 205%

SRPR L ERPRE 1995 ;5 (12) : 2175-2185

W BEIED  EEIC X D VP-16-213 (Btoposide) D 1 AHFAER

i S AR 1986 ; 13 (2) @ 319-329

Pfeffer M. et al : ETOPOSIDE (VP-16)

Academic Press, Inc(London) Ltd., P.127-140, 1984

FHEZEIE) : Etoposide DT v MIEIT D540

SEMEEE 1986 5 1 (2) @ 103-122

HHBEEIEN A XBIOT v MBI 5 Etoposide DU - HEfi

FREHRE 1986 ; 1 (2) : 123-142



25)
26)
27)
28)
29)
30)
31)
32)
33)

34)

35)

36)

37)

38)

39)

40)

41)

42)
43)
44)

Kawashiro T. et al :J. Pharmacol. Exp. Ther.1998 ; 286 (3) : 1294-1300
(PMID:9732391)

AR ER AT - B S ALFRTE 1985 5 12 (4) @ 851-856

Ratain MJ. et al : Blood. 1987 ; 70 (5) : 1412-1417 (PMID:2822173)

Pui CH. et al : N. Engl. J. Med. 1991 ; 325 (24) : 1682-1687 (PMID:1944468)
Pedersen-Bjergaard J. et al : Lancet. 1991 ; 338 (8763) : 359-363
(PMID:1713639)

Sugita K. et al : Am. J. Pediatr. Hematol. Oncol. 1993 ; 15 (1) : 99-104
(PMID: 8447565)

BHVEINZD B O TIPRIER MDS (T - 72 EA TR SR IR OO Rk
ANFASMEE 1995 5 27 (10) @ 1246-1251

PR —KIED - H/NRMESTE 1995 ;9 (4) @ 223

Pein F. et al : J. Clin. Oncol. 1994 ; 12 (5) : 931-936 (PMID:8164044)
Czauderna P. et al : Eur. J. Pediatr. Surg. 2000 ; 10 (5) : 300-303 (PMID:
11194540)

Nangia AK. et al. Clinical guidelines for sperm cryopreservation in
cancer patients

Fertil Steril. 2013 ; 100 (5) : 1203-1209 (PMID:24182555)

Wyrobek AJ. et al. Relative susceptibilities of male germ cells to
genetic defects induced by cancer chemotherapies.

J. Natl. Cancer Inst. Monogr. 2005 ; (34) : 31-35 (PMID:15784819)

Morris ID. Sperm DNA damage and cancer treatment

Int. J. Androl. 2002 ;25 (5) : 255-261 (PMID:12270021)

Petersen PM. et al. Gonadal function in men with testicular cancer :
biological and clinical aspects.

APMIS. 1998 ; 106 (1) : 24-36 (PMID:9524559)

Meistrich ML. Effects of chemotherapy and radiotherapy on spermatogen—
esis in humans.

Fertil. Steril. 2013 ; 100 (5) : 1180-1186 (PMID:24012199)

Roness H. et al. Prevention of chemotherapy—induced ovarian damage :
possible roles for hormonal and nonhormonal attenuating agents.

Hum. Reprod. Update. 2014 ; 20 (5) : 759-774 (PMID:24833728)

Palo AK. et al. Etoposide-induced cytogenotoxicity in mouse spermatogo—
nia and its potential transmission.

J. Appl. Toxicol. 2005 ;25 (2) : 94-100 (PMID:15744785)

RIS 132>« FOFPHERE 1998 5 118 (12) : 581-588

SRR B LI 1998 5 40 (5) : 857868

Friedman DL et al : J. Clin. Oncol. 2000 ; 18 (1) : 12-17 (PMID:10623688)



2. TDOHDSE X

45)

46)

47)

48)

49)

50)

51)

52)

53)

54)

55)

Katzenstein HM. et al : J. Clin. Oncol. 2002 ; 20 (16) : 3438-3444
(PMID:12177104)

WA EIZH : Etoposide NK-171) DL EMERER B 1#) —~ U A - TFv B
F O BT 2 itk mtEalii—

LR & BRPR 1985 5 19 (8) : 3473-3503

ERAMEIEIE D> - Etoposide NK-171) D Z22MmBR (B2 ) —7 v MBI 5l
AlEE R L O oREMRER (o &5) —

LR & PR 1985 ;19 (8) : 3506-3559

KB E—1E72> : Etoposide (NK-171) OZ 2R (55 4 W) —A XIZBIT Dz
MR I L OV o EHE MRS (Frlkd L O P i b) —

FLRE L BEPR 1985 5 19 (8) @ 3598-3641

FIFRPETIE D : Etoposide NK-171) D2 2MERER GE5 ) —7 v MBI 518
PEERBR S L O o R RER (NS L OO #&5) —

JERE L EERE 1985 ;19 (8) : 3643-3715

FHEA—1F7> : Etoposide (NK-171) O &MERRER (55 6 ) —A X 21T B8
MR L O o[ MR (RS L O N & 5) —

JERE L EERE 1985 ;19 (8) : 3717-3868

fillJ 5 281% > : Etoposide (NK-171) OZ22MEaER (G 7 #) —HReikatEli—1
PUTPERRER, ARG AR AR, 2R SRR (Ames 5RABR - /MZEAER)
JERE L BEEE 1985 5 19 (8) : 3869-3883

AR REIE D : Etoposide NK-171) D224 BR (55 8 #) —F v MBI H4E
WRAITIS K OUEAR W G-3k8Rk (¢ A & 5-) —

JERE L BEEE 1985 ;19 (8) : 3885-3896

RARIEIE D : Etoposide (NK-171) O Z2MaER (GF 9 W) —7 v MIBIT DM
F OB 53R (R A& 5)—

LR L BRPR 1985 5 19 (8) : 3897-3925

TEAMETEIE D> : Etoposide NK-171) OZ2MERER (5 10 ) —7 v MIBITD
JEPEM 6 K O AL 5Bk (R D i ) —

LR L BRPR 1985 5 19 (8) : 3926-3946

HNEEE X7 U XX ER T AT v MEO SRR T DRt v
FD YT T OFEEATHONT CERE 20 £ 1 A 30 H)

EE R L



BEGH )

1.

ELGHNETOHSE
KK

SHETIE 88, AR R R DER D D, 728, AR TITESUTRA, HEL D
MEIFLLTFO LB THY | SMETIEZ—#, AKBPRRDEND D, ENOKR
BOHPATAANZHENT D2 &,

4. MEERTHE

Offi/hilifafE. B VB, SRk, EAEE. BIE. MEHRE.
IEAEREiES (RRES. NEES. HRNES)

OUTOEMRESICHT HtbDREEESH & OHFRARE
INREMEWES (A— D JRED 7 2 —[E5. ERUHRE. wiE3FE,
MEFE. FFEtOmIFRETMLES. BFEZOMBERETULESS)

ORESHEN T MRMmIREOLE

6. RERUVRAE

(ffi/himfasE. B /B, RBmE. SAES. BEhtE. SERRE. K

MiRES (RRES. INRES. HIRNESR))

(1) = AR RELT, 1 HE60~100mg/m* (KFEmFE) % 5 H RHEe mf iR
HEL, SHERKES S, Zhzelr—e L, &EE#DIET,

k. BERIIRE, RIS L IEEERT 5,

(2) MRS U Cid, fENE S VT AR R 22 th O HTEEME IR & D OF I
EEATVD, = hARY FE LT, 1 H&E 100mg/m* (KA % 5 H e
RIRFHEL, 16 HIREES 5, 2z 1 7 —e L, &E&#D T,

UNREMEWMES A—a 2 JRAET 7 I —EE. MUHRE. BiEFE.

MESFE. FFETOMFRAEEBLES. EFEZTOMBEREEBLESS) I

9 SO EEESH & OHFRARE)

L OFUEMEIEEA & OPHHICBN T, = bRy FORGEROREI7ED, 1
H & 100~150mg/m’* (RFKMHERE) % 3~5 HEEREARFHE L, 3 BEHEKEES
b, Thzxlr—nel, HHEEHYIET,

e, B REROBG A EIIHRE, R, PFHT 2 o FUEIEEE AN XV E
HET D,
(BEHEN T HRETREADILE)

FRAEE PR R O FTE R O S SUE R RIS S T2,
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(Bristol-Myers
Squibb)

For solution for
infusion
100mg, 1000mg

small-cell lung
cancer

Hodgkin’ s
1lymphoma

non-Hodgkin’ s
1ymphoma

acute myeloid
leukaemia

Gestational
trophoblastic

neoplasia

Ovarian cancer
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SKIE*L | ETOPOSIDE Sterile, Refractory The usual dose of Etoposide
INJECTION Multiple Dose Testicular Tumors | Injection in testicular
(ACCORD Vial cancer in combination with
HEALTHCARE) 100 mg/5 mL Small Cell Lung other approved

250 mg/12.5 mL Cancer chemotherapeutic agents

500 mg/25 mL ranges from 50 to 100

1 g/50 mL mg/m’/day on days 1 through 5
to 100 mg/m?/day on days 1, 3,
and b.
In small cell lung cancer
the Etoposide Injection dose
in combination with other
approved chemotherapeutic
drugs ranges from 35 mg/m?/
day for 4 days to 50 mg/m’/day
for 5 days.

EU*? | Etopophos Powder testicular cancer | The recommended dose of

ETOPOPHOS and associated
names in adult patients is 50
to 100 mg/m’*/day (etoposide
equivalent) on days 1 to 5 or
100 to 120 mg/m® on days 1, 3,
and 5 every 3 to 4 weeks in
combination with other drugs
indicated in the disease to
be treated. Dosage should be
modified to take into account
the myelosuppressive effects
of other drugs in the
combination or the effects of
prior radiotherapy or
chemotherapy which may have
compromised bone marrow
reserve. The doses after the
initial dose should be
adjusted if neutrophil count
is below 500 cells/mm® for
more than 5 days. In addition
the dose should be adjusted
in case of occurrence of
fever, infections, or at a
thrombocyte count below
25,000 cells/mm’, which is not
caused by the disease

Follow up doses should be
adjusted in case of
occurrence of grade 3 or 4
toxicities or if renal
creatinine clearance is below
50 ml/min. At decreased
creatinine clearance of 15 to
50 mL/min a dose reduction by
25% is recommended.
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2. @\ BEREK
XEE®

o | R U/ 1k Dt - R I -
Z—A | Etopophos Lyophilised Small cell ETOPOPHOS is administered by
k< U | (Link Medical |powder for carcinoma of the |slow intravenous infusion.
TS Products Pty injection vial lung. ETOPOPHOS SHOULD NOT BE GIVEN
Ltd) 100mg BY RAPID INTRAVENOUS
500mg Acute monocytic INJECTION. The usual dose for
lg and etoposide is 50 to 100
myelomonocytic mg/m’/day, days 1 to 5 or 100—
leukaemia. 150 mg/m*/day, days 1, 3 and 5
every 3 to 4 weeks in
Hodgkin’s disease | combination with other agents
approved for use in the
Non—Hodgkin’ s disease to be treated. Dosage
lymphoma. should be modified to take
into account the
Testicular myelosuppressive effects of
tumours other medications in the
combination or the effects of
prior X-ray therapy or
chemotherapy which may have
compromised bone marrow
reserve.
k1 OKE

https://dailymed. nlm. nih. gov/dailymed/drugInfo. cfm?setid=4f850eb2-3542-43a0-90e8-bb37fa05cf15
&audience=consumer (2025/7/30 7 7 & &)

%2 EU

https://www. ema. europa. eu/en/medicines/human/referrals/etopophos (2025/7/30 7 7 & X)

*3 A—ALZVUT

https://www. ebs. tga. gov. au/ebs/picmi/picmirepository. nsf/pdf?0penAgent&id=CP-2020-P1-01028-1
(2025/7/30 7 7 & A)

(1) g ~0FeE(ZBd BIEIMEH®
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DEOFTHEHKIILLTOLEEBY THY ., A—A T U TR EITRR D,

9.4 kIEREEETHE

9. 4.1 /NR K OVERSRTRE /24l O BE 159 2 MR & DA 1T, RIS
*THWBELEET L L, [16.2.1 BH]

9.4.2 MEHRT D FREMED & D MEICIT, BUIRBHTA T 5 L OfRET 52 &,
[9.5 ZH]

9.4.3 NR— N F—DMIWRT D ATREMED & 5 BikIIE, @Y kT E 95 L 5 4
W45 L, [15.2.2, 15.2.3 BMH]

9.5 yE4T
P SUTIEAR L T D AIRENED & £ VEICIT R G- L2 2 & BRIR TS ARA
ARG INIZEETROGENRESNTEY, BHER (7> . vHF)
THeR e, IRIEEMENRO TV D, [2.3, 9.4.2 ]
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9.6 =ELIF
A LRNWZ EREE L, BIER (T v b) TR ~OBITRHE Sh
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7

F—=ANT U T DA D
(An Australian categorisation of risk of drug use in pregnancy 4th) | (20254E4H)

B O

F—AFT7 VT D45%E . (An Australian categorisation of risk of drug use in pregnancy)
Category D

Drugs which have caused, are suspected to have caused or may be expected to

cause, an increased incidence of human fetal malformations or irreversible damage.
These drugs may also have adverse pharmacological effects. Accompanying texts
should be consulted for further details.

(2) /NRFEA~DBGITEET D HEsME
KENZBIT 2EFEHLD 19. 7T /WNRE] OEOFLHITIUTDOLIBY THY | KE
AT SCE L 13RI D,

9.7 INR

(ZheEt@)

9.7.1 BIEHORBUCKHCER L, HMEICRGT D52 L, k., /NEOHuE
BTkt 2 M ST S AT AR HERY 7 fth O HUEE IS A & O OFHEEIZ B\ W T,
OFRIECATRE S 2 BIVER GEbaRBEE . diamml, iEE%) OB+
HETAHZ L, [11.1.1, 11.1.3 &#]

UNREMHERES (A—a VJHET7 2 ) —[EE. EUHAE. HEFE.

HEFE. FFEZOMIFRFXEERES. BEFRETOMBREBLESS))

9.7.2 hPEMEEEA & OO FEICB T, BRI TR

L, HEIZEL T2, [11L1.1 ]

RN

KEWRAT 0 | Pediatric Use

(20244E10H) Safety and effectiveness in pediatric patients have not been
established.

Etoposide Injection USP contains polysorbate 80. In premature
infants, a life—threatening syndrome consisting of liver and renal
failure, pulmonary deterioration, thrombocytopenia, and ascites
has been associated with an injectable vitamin E product containing
polysorbate 80. Anaphylactic reactions have been reported in
pediatric patients (see WARNINGS).

Hi8f : DAILYMED
https://dailymed. nlm. nih. gov/dailymed/drugInfo. cfm?setid=4f850eb2-3542-43a0-90e8~
bb37fa05cf15 (2025/7/30 7 7 & &)
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(1) HmEE
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2. FOMOREEEH ™

LR

EARAN

20 @& /mL gkt v FMERROB T RERESET 42

Z A7 > ME100mg/5mL

h4 100mg/500mLA= £ /2hr 150mg/500mLAE £ /2hr
% /mL /o %R/ ml W%/ 5y

TVE
TIT—a Ui v b 24.8 105 25.6 108
(TI-J352P)
JMS
JNSHIEE > b 24.6 104 25.5 108
(JP-PFC341F7)
=7
=Fa 74 nF—kv k 23.9 101 25. 1 106
(FG-20ZYST-B)

20 @/mL @ikt FMERBOBTRERESET 4

Z A7 v FE100mg/5mL

mh 200mg/500mLA= £ /2hr 300mg/500mLAE £ /2hr
%5 /mL W/ 5y 40/ mL W/ o

TIVE
TINT—a Uit v b 25.8 110 27.5 118
(TI-J352P)
JMS
JuSHgRE > b 26.5 112 27 116
(JP-PFC341F7)
=7
=sa 74 Z—tv k 25.8 110 26.7 115
(FG-20ZYST-B)
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https://www.pmda.go.jp/PmdaSearch/iyakuSearch/
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[ARXFECIDEWHIETRON—22ZBREZN,
https://www.gs1jp.org/standard/healthcare/tenbunnavi/pdf/tenbunnavi_HowToUse.pdf
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