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CR +7%) (complete response)

CYP F K7 v — 2 P450 (cytochrome P450)

DLF HEHHK T (Dose Limiting Factor)

EDso 50%H %h& (effective dose 50%)

G-CSF PRI ER 2 v = —HIP%K 7 (granulocyte colony stimulating factor)

ILS EmARE] (increased life span)

LDso 50%E st & (lethal dose 50%)

NBP 7 -( p-nitoro-benzyl)-pyridine

PR % (partial response)

SIADH PURIR AR VE AR Ay WWEERE  (syndrome of inappropriate secretion of

antidiuretic hormone)

VelP BT TATURE, ARAT 7 IR, VAT TTFU
(vinblastine, ifosfamide. cisplatin)

VOD FFH L ERAREAZEAE (hepatic veno-occlusive disease)
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52%RH RAFTIX 3 » A RRREE D ORI EOHIMN A | £72 9 » HREEE B M
WAL A TR L= 2%, & BRI B 1232 b DiEh bR n
277,

73%RH fR7F CTlx 2 # HRRIFEN S, T X TORBRIE A TN A L, HERIT
HIRC L0 AT RIC 2 L L, BEPK 1% T L, 0zl

_4_



3) NN - IME AT
RAFSAME - 87C - 50%RH (L, 6 » AfH)
RS R - R 2 ARRREE D DYRRIT I AB 2RI E L L, &5 10%IK
T LY EZROT, £12 6 5 HRRFERIZITE &2 30%IK T Lz,
4) TR B R E M
O BNHOL
RAFSGAME - =] (20~30°C) - e - ENHOE (9 1000 1x, &REIVEAT) . 39 % H
BRI B HITH L TLRETH T,
© Pt
PRAFZAT: - 25°C - 50%RH - At (50000 1x) . 30 K[ AT
BRI (T HZER L HITH L TRETH o7,
(2) Wik oL EN (RE, Yt pH)
1) REDRE (K 1g Z/KTEML 25 mL & Lz 4%/KEHK)
RAESAE - 5°C - pH 5.1 + Y, 10 H R
i - pH 5.1 - ENHEOE, 10 B
37°C - pH 5.1 - Y, 10 HR
AR IREORBITERTH Y | IREDO EFIT XY oMEE S L,
2) KO (R 1g Z/KTEML 256 mL & L7z 4%/KEK)
PRAFEM - 25°C - pH 5.1 - L (50000 1x) | 30 R HE &
AREBRRER 10 BERIRREERE D O R 258 7203, JEITH L TR E Th - 72,
3) pH D2 (R 1 g 2% pH EEIRICEE) L 25 mL & L7z 4% EREIR)
RS - pH 1.6, 3.0, 5.0, 7.0, 10.0 - ENHCE, 10 A
FRERE R RN O pH 2 5.0 LA EOBEAITITIENZE TH 528, pH 3.0 LLFDOHAIC
X, pH ® L5 SEOK T RO OLERN GRS biviz, 728, pH © EFIX
ARAT 7L ROBFRIC K VAR LET R UAMEEIRTO 7 e b EROE LT
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2) JEITxT D e

O E|HNHOL
RAFEAT:
PR

@ B

PRAFSAE -
PRERAE IR

=i (20~30C) - 40~70%RH - ENEE (9 1000 Ix, & MITEAT) . 39 » A
5B b2 I L TEETH -T2,

25°C * 50%RH - A (50000 1x) . 30 WIS
i 572 S K L TEETH - T,

@) RirAraiR
PRA7ZAE - =i (20~30°C) . 40~T70%RH - ENHOL, 39 » A H

FREBRAE R - IR 39 » AR L AHBEBIZOVWT, WINBE(LERO T, BETH-
7o
RV-—5 HHOREM
Sk IF _ TRAT I
ABRBHAAR | 120 H |24 H |36 A |39 % A
" A D, - _ - -
PR ICB e L [ 72 [FlZe Al /e [ 72
pH 5.19 5.19 5.21 5.18 5.22
RBEL CEERHER) 0.54 0.53 0.55 0.60 0.60
TR TEH HE TEH el i el
FERNEY E AR £ £ £ £ K
VR B O PR Skl ! — — — — —
P ik 100.4 99.5 | 100.1 99.6 99.4
?"/;.% HAzEh 99.9 102.3 98.8 | 101.4 | 100.0
VAN 724 %
TP DI 0 0 0 0 0

(B~ o7 4—)

*1: — ; EEABHTHLNIIRD b NEERY R L
*2 RAGERICHTIEE (%)



AR UBRBRORESE

(1) A O

ARATZ7 7 I R1lg (L) ARSI SUIESN K 25 mL 2z CTRET 5,
( TV 11. @ EoEE] OHEBMR)

(2) fith DL ENE:

HERMA R~ A N 1g Z21EFHAK (RE) 25 mL LI EDT—Z 2 RKIV—6 I

N B
EV—6 ERROREML"
(3 v b))
. . PRAFHIR
AR H R
PBRPAAAEE (2 FERT |4 R |6 R 1A | 2H | 3B | 5H [10H
5C - — | =1 = — =1 = | =
ek Z T I e I I e I M
37C - — = = =1 =1 =71=71=
5C 5.17 517 | 519 | 5.18 | 5.15 | 5.12 | 5.02 | 5.03 | 5.05
pH ExL) 5.17 5.16 | 5.15 | 5.16 | 5.04 | 5.08 | 5.00 | 4.99 | 4.99
37C 5.17 5.13 | 5.09 | 5.05 | 4.95 | 4.99 | 4.93 | 4.94 | 4.92
5C 101.0 | 99.9]100.2|100.3| 99.9|100.2| 99.6| 99.8 | 98.9
Mt ik ERC] 101.0 | 99.4 | 100.2|100.0|100.6| 99.1| 985 | 97.9| 95.9
= 37°C 101.0 | 100.1] 99.3 | 99.9 | 99.8 | 985 | 96.5| 93.8 | 87.5
(%) ) 5C 101.9 | 99.3] 99.7| 99.3 | 99.4 | 99.4 | 100.7]| 99.4 | 100.1
A7 w= h =
o E3] 101.9 | 99.2 | 100.1| 99.6 | 100.4| 99.4 | 100.8| 99.9 | 98.8
37°C 101.9 | 100.3]100.1| 99.5 | 99.6 | 985 | 98.7| 95.7| 90.2
SN i S N N N N 0 R O
i 7oA 37°C 0 0 0 1 6 6 6 6 6
k1 — ; MEBHLERE, BVl

%2 RRARICKT B AR

%)

K TRIRIR I3 72 D R HRDITHA L. IRIFT D2 RED B DHAIS

6 RFFLANICRE9 % 2 &,

3. WETRAF TIE 24 eI LAN, SRR I

( TVIL 11. WA FoFE) omEsR)



8. fhFlLDEAEIL (MELFHEIL)

HEHHAA R~ A R 1g 2K (KE) 25 mL MR L, oEH Al % 2 O8O IR
MBI L. mAIORAZ I ML, pH) ZBFf L7z, —MOEAZRNT, 6 RHET
SO pH IZE L ZFRD e o T,

KNV-—7 fhHlEDESEL

S8 pH
ek HR 554 A pH
RARE | LR | 6 W5 [IRARE 1 R | 6 Ml
TP — L EHH1I0mg | 10 mg/10 mL| 4.88 | MY |[2{b/e LA b/ L] 4.82 | 4.83 | 4.90
v a v U ER A lmg 1mg/10 mL | 4.89 | MEEED |2k |2 k72 L] 4.85 | 4.84 | 4.96
5-FU7E250 mg 250 mg/5 mL | 8.35 | MEAWEH] | Bk L&k L] 837 | 8.39 | 8.32
A 7 VA H15mg 15mg/5mL | 540 |#EEH (27 L2z L| 511 | 5.08 | 5.03
~A VA T EM )
S 2mg/5mL | 6.10 B Zb72 L|Z{e7L| 5.18 | 5.21 | 5.29
mg G
F A FiE20mg 20 mg/1 mL | 8.70 | MECayER] |2 k7 L& k722 L] 6.00 | 5.99 [ 5.83
A~ UEEMLg 1 g/4 mL 5.68 d{ﬁf Zfeie L{Z&{k72 L] 5.63 | 6.22 | 6.09
AR F 752 1E60mg 60 mg/1.5 mL| 5.93 | #E@EEY |2k L&k L] 5.75 | 551 | 5.15
iy
HEHHAEZ U 8500 | 500 mg/2 mL| 9.24 1§;§§é b7z L{&Ek72L| 879 | 8.65 | 8.46
S Y7o ikd4mg(0.4%) | 4mg/imL | 7.68 | MEEEH] A/ L2k L] 7.81 | 7.71 | 17.67
:Lj%:ﬁ/%” KEEVEZL F=220mg | 20mg/2 mL | 6.89 | ®ew] |2z UE L] 711 | 711 | 7.08
T R K 1.65mg| 2 mg/0.5 mL | 7.78 | M (ki LBk L] 749 | 7.39 | 7.16
% : o ,
,.;1%”5 TA 5 F AR A100mg | 100 mg/2 mL| 5.98 | ME@iEn 25k L2k L] 5.84 | 5.82 | 5.75
REEZ IV —RFE 2 mL 4.95 | EEEN (B L2 ke L| 498 | 5.00 | 5.03
75 = | oA 2 ERE20me ™ | 20 mgl2 mL | 6.75 | MEEIEH (2 L& ke L| 6.35 | 6.34 | 6.33
EAREIR V) & -T3 5k 500 mL 5.12 | Wy |2k L|E ke L] 513 | 513 | 5.12
AbrzurZ IR |F) T UENKIOmg| 10 mg/2 mL | 3.62 | HEAEN |2 L1 ke L] 4.45 | 4.48 | 4.90
PRk /K FENa#E7%PL
BRIgAKSET B U T 4 f oy 7%50 mL 8.00 |#EMEM (ke L2722 L| 8.29 | 8.42 | 8.38
FIJR Al F 3y 7 AE20mg 20 mg/2 mL | 9.11 [ A (2 L& ke L] 8.75 | 8.56 | 7.04
1R T Al 77V CERH20mg| 20 mg/2 mL | 3.29 | MEVER] |2 b/ L& k72 L| 5.05 | 4.89 [ 5.00
> I oI NP .
7RI VR :Oin:g/cg 7Y 500 mge mL| 6.81 | A [Z e L|ZEA L] 670 | 6.83 | 6.83

K1 PFAEE (VL 7. PFAEEE Z0HH] OEBH)

¥2: v A hvA UM 2mg OETIHRIICIT TpH OIRWERKR 2R 255123 OIKR T2 kT BEhrnH
5 DT RZECHITHET 2 Z LR E Ly, £72, pH OIRWESAI L ORLEIT8ET 2 Z ENHEE LV, |
LRHEh T s,

X3\ A 3 SR 20mg OEFIRUTIE TARANIMA L BEG L TEN LW &, eGP Al L REG LTk
T 55Aa100E, BEARIMAZILDORNWZ L 2R L TITHI 2 &, ) LifishTna,

¥4 RIEIKSE Na §E T%PL 7 Y — ) OBFIRE TARANI T VA VHETH D | thoEHFI L IRET 256 1%.
HEZEEEZREI LRLTVWOTEETD L, | E@fianTnsg,

WRFE4 K OBLAICEE 9 D RC#ud. 2022 4F 9 AR TORMEEFIRLESE L LT,
BB L TSR BT OB FIR R T2 2 &,



9. BHH
A% L7
10. &% - IE
(1) FEANDELRES - K. NENFKRERES - ERICEHT 51FR
Y LN
2) a%
10 i [1 gx10]
Q) FlHREE
A L0
4) BHOME
INAT I I —=F[IKIT T A
Xy v Ry oLy s TIAI=T N
= bk FRET LA L
1. BgR#SIhHEME
ZUER R L
12. z0fth
ZUERR L



V. ARICEYT SEB

1. ZPREXIEER
OTFit&BN BRI VIt HMIERDERE

F/NERERE. ATIRRE. FEEE. BRE. BEXEHAHORERES (FRES. IR
B, ERNESR) . Bt UN\E

OLTDEMESZICxT SR BEESRH & DG ARE

BEE - GBES. NREMERESR (11— NED 7 S ) —ER. BEENE, @
FIE. MEFE. FFE. BFES)

2. MREXIIHRICEET HFE

BRE STV

3. AERUVRE
(1) RZERUVAEDHESR
(1) FivNRRfE. ASIIRE. FEHE. FRE

(2)

3)
1)

2)

4)
1)

2)

W, ACIFAARA 77 I FELT1H1.5~3 g (30~60 mgkg) % 3~5 HME H A
FRESUTERIRMICTIES .5, 2he 1 a—RE L, KMEAMmEROEE 245> T 3~4 #E 2 &
WCRAERET 5,

RE, Fn, BRI X 0 E T S,

BRI AMTEORMERES

ST ST AR MER 22t O HUENENEE A & OOFRBIEZ TV, B, BRAIZIFA AA 77 IR
ELT1H 12 gm? (KFmA) %5 AMERSMIFHET 2, Thad1a—XE L, KifA
MERD[EE 2 15> C 3~4 HWF = LI EHRET 5,

2B, BEOREBICLVETHET D,

=) UNE

fl OHUENEIEE A & OPFRICBW T, @F, A FA77 I FELT1HO0.8~3g/m? (£
) % 3~5 BRE A SFET S, 2had 1 a—x L L, RAMEOEIEZF-> T
3~4 WM Z Ll ERET 5,

¥, Fin, JPHZK. BEOREBICL Y EERET D,

BGREIIARATZ7 7 I FELTL 2—2 10 g/m2PA T, /NETITAERE =2 — 2 80 g/m2 L.
TET 5,

EME - BEESICT OB ESE L OHFRABRERVARBEMISS

RV Ve R L OOFRIZB VT, AT, BH 1 a—RE, A RRXRT77IREL
T1H 1.5~3g/m? ((KFKIHFE) % 3~5 HHIE A AR FFHESUIFIRNICES T 5, A0 A i
EROEE 2 FF> T 3~4 8 Z L ICKEREGT 5,

BEEEIL, AFAAT77IRELTLI2—R10gm2LITFET S,

¥, Fln, BEOIREBIZX ‘Eﬁiféo

AFNOEMBEE BT, RAIZIE, 1 a—RA L, AFAT77 I FELTRHREGR 14g/m2 F
T%ﬁﬁﬁ&ﬂiﬁ%W;E%ﬁéoXﬁEE%@@@%%OTK@%@?éo



G) NEEUHERES A—a 2 AET7 ) —ES. BIUGAE. HEFE. BEFE. B
¥iE. BEFES) (CHT5M0mE Hﬁgmtwmﬁﬁﬁ

1) MOHEEERES A E OOFFHIZIB VT, @, A FA 77 I FELT1H1.5~3g/m? (K&
ﬁ)%3~5HWLEﬁﬁ#E¢60_m%ln—X&L\X%Em%w@@%ﬁof
3~4 WM Z LT KEREGT 5,
k. Fln, JPHZK, BEORREBICL Y EERET S,

2) MBEGRIZIAFATZT7IFELTLIa—A10g/m2LLF, 2EEa— 2 80gm2Ll F &1 5,

(g #)

(VI 11. @ EoiEE ] OESMH

14. BRALOZEE
14.1 EFIREBFDOIE
14.1.1 A R2A77 I F1lg (V) ICAEPREERSUIERN MK 25 mL 212 CHEET 5.

(2) RERUAEORERM - FH
DR L
4. MERURBEEET 538

1. A& - AEICEEY 53R

(ZhREILE)

1.1 KA OHERIZIT 7R EZ2 R L, I PEREDE S OWIR# R E O D721z
TREOMEZITH Z L, [8.1, 9.1.1, 9.2.2, 11.1.2 &#]

1.1.1 EADZE

(1) AFELREO 1 RIS, TE AT HENS, M ORKEOROKSERETV, &5
BTOFRBEET1 HRE 3000 mL L EZfERTHZ L,

(2) AFIFEH 1 A B, BEKTEZ2 D 2000~3000 mL O Y 22 l@ik 2 #5425 & &
HBIZARATZORATHZ L

(3) AAFE, FAKSGERNELGEIE, 52 HHUR, B5&TOERE T, L 2
ICHEL Tl &2 595 Z &,

(4) AFNEEFIZLEE U TR 1000 mL 729 40 mL © 7%REEAKFET b Y 7 L7EH
WREEML, ROTNVAVALERDZ L, FTMEITINLCTD-v = h—/LEOH KA
ERE5T5HZ L,

1.1.2 NERDHE

AFNBEEREZIL, 1 B 2000~3000 mL/m? ((RERERE) OWEY @ik Ek53 5L LI
ARATFTEPATHZ &, o, T1L1I@IHECIROT VB VALEKY | FIRAIZ S35 2
L,




7.2 JEHEEICIE, BEEMBZICRORNWE DI, EERENOHRE LR G B EET
5Tk,

(BRXTEH AT REHQES)

1.3 W r S TARYER 2t O HUEMER A & OPFNEE (VelP #iiE (B2 77 AF Rk
B, ARATZ77 IR, YATITFUMRKE) ) BT KA LT3 @EMAE 17—
e L, %7 —ND 1~5 HICAKI 2 HK 5T 5,

14@@%%@@Fﬁkﬁ%#é*&ﬁﬁ??%é AF B - T OANETREL LTV
2RV, AERIES 0t LA 2 BUMEE 5 U 723568 . 223 AV < 2h AL FEe M 3 0 &
Enbs 2l
(EMFE - REER)

7.5 AFIEMBE G TO ML - HEICOW T, gk BI4 Bl T B2 5m42 2 L)

5. ERPRRL#E

(M

BRRT— /Ny ir—

A L2 (NEHHGEICESE BE - WORIESS, NEEMEETEES (22— v 7R 7
U MR, BRSO PIE, PRREEFIE, AEMEIEAE, RTINS (S D o BB
A & OOFRFRIE, B S EORBEN R Z BUG LIEERLTH D)



(2) BRPRZEIEHER

IR AR BB OBE L (HAh e 5-451))

1970 4F 11 H~1971 4 12 H £ CTOEW 6 fiigx (Z361T D A F MR B 56 151 D AH| Ul &

B2 X B BEHERIC OV T FRRICRT,

1) RKHIE®E* 86, W™ 2 6, HEMEY »o5[E 2 f], HZEE 1 FHIOF 13 Billc, AKIHM T 1~
3 H HIZ 100 mg/H **, 4~6 HHIZ 200 mg/H**, 7 B HLA&EIE 300 mg/H ** /0 E# H
Beha{To7- (58 0.7~23.4g) . ZOfER, 2 Bl A ERBMER 25807228, B 5
HIkE & B 5I1E SO BEERBIEAZRD o7 1l

2) RMIEE* 1H1, MiET 26, FEE* 18I0 4 612, A% BT 500~1500 mg/H
P 1~2 [ ORI REE** 21T 7= (5 & 4.5~5.5g) . RITEAIZELD @M 161 TH D |
HERRIER 2R b7z 10

3) ZIFWERARSMEE 1 FIC, AFlEZEMT 1 H 500 mg # 2 [[]** L 2000 mg 1 [BFFHE**D
BEA45g DG AT, BRKOBRE OFERIBARIL L, EE LMK L2054
ok L7 1l

4) RIIHRE* 14 61, FiE™ 4 6, S8 EES 2 61, 038" 2 6, S8 161 O3 23 4
(2. A% BT 100~300 mg/ H O3# B ##7E (100~200 mg/ B O B & HEH % Sie) **,
& 5 \\NE 500~1000 mg/H O 1~2 [EIfKFEHES* OV o XIT—H 2 MR & 0 fHA
HOETES Lz (G E 0.8~12 g) . RIWEMIX. AMmERRED . BiE. B BEDEK,
MRS D% 1 Bl CTh 7=, AMERRED . BB, BEROL 1 HIEWT bk 54 H
1 L7 02l

5) HHE* 5. FLEE™ 4 B, M/ NARRHE 2 51, B CSE RO 1 i 1 MY LR
fE 1 BIOF 14 B, AHK|Z BT 100~200 mg/ B O H #E* * % 500~1000 mg/ H
H 1~2 [ OBIKREHE** 217> 7 (BB R0.7~22 ¢) . BIEAIL. ol - R 7 61, B
pErEE (PWARRIIMRS) . AfmekEe>, /D% 3 61, B8, TH., D, mEwF, &
HBEO% 1 ThH -7 18l

6) ARHIHE* 11, INEES 1 Hlo 2 G, AFZBMTYIE 1 gnbBAL, M3 gET
1O REE ¥ 2 To 72 (BFREGR 11~115g) . TORE, BIWEMRE L TITELD -
WEnt, REBERIEREEDS 2 BB b =n VT —BETH Y . BESHBAICEAL
7- [14]

PLEDS | RERGOBRICIT MR DR DI B A By 13 5 72 D O K EAK I Ai#E % O SCRHRIE

T RBETHVLENS DN, 113 g (60 mgkg) £ TORKRBEEF*NARETH D Z L AUR

e X,

TE AR - oV CREE R B

3 - WA GRS 35 1 2 7KGRANINRE - R TH S8, MR - FIM S ORI RN, ( TV, 1. %hEe
I E) OHESMR)

% AGRSVRE - DR (TV. 1. DEESUIRNE) DIEBHR)

sk KRRAMAE - R (V. 3. (1) JIER O ROMH OEBMR)



() AERIFRHAR

1) ARERIERIRZD A (BB G41])

O AKRHPFERECIIT DA NERMx S 765 BIFY D5 B PR B G611 & RO T ARK O Bl 5

2 X DETHE DR OIERIT 435 H1*2 ThHoto, AFINEFHESNZDOIX 432 flTHY, ZD
%2W¢\ﬁﬁﬁﬁimﬂﬂ(m4%)\#Ein5W(%6%):%Méﬂ\ﬁ%@%%@
RICERAREEBO R o 2720, EHRFIRIImE 25 E L,
@ F7. gHAFABIONFIE, TEASENE (2 AL EEREE) | DUFEHSENEE I |
2%WLr%f%'%@@l&ﬁibﬂ%f&oko;@§5ﬁﬁﬁ1\r.%ﬂhk%ﬁ%
BN FHE SR | I KD 2N TN DO (BRI TREIE) Xt S5 & 19.0%
(47 B1/247 B1) = 14.4% A3 HI/90 1)) &7eb . THEHSENE] BT,
@ 7ok, mIEREE & L CHRIGOHIB L TODEERNE 707 BT, ED 5 5 417 Bl ARF HAR L 5-
Bl Ch o7z, ZO 417 BlOFEHABIOIEFEIT,  DEHSENE] (X287 i, THXIE -
O] #5103 130 Bl TH - 7=, Kaplan-Meier 52 & W EFH SN7ZZ TN D 50%4 1A 3K
i, 7000 305 A L7220, HEASENE BT Tz,
ERekv DEASENE] X, THXE - 2ofl) 12U, X103 S dulEgzh R & OMEam%h 3
IR LSS B0 Ll s T,
1) KGR EEERE D B GRS O R
MEfbgss ™) o it | F%w{mﬂﬂﬁﬁﬂ TR L TR L TEERBE .
(RSEARRE) o TSRS . EESEE] . X OMTERET . TIREET |
(EANE . TZOMANEY) | TZOMERES . [ZREREE ) | TEEY oK)
B B s )

7 2) : IS D B DAE R
EROTELD) OREFE Y TERMEERE) . TEMY SR | TRMEEEEE AR 2R,

% ARSVIIEE - R (TV. 1. BEESUIRNE) DIHEBHR)

s k1 A ARG 51T 2 ARGRAMANEE - SR TH A, M - B ESOMIE AN, ( [V. 1. 26
IFENE OEBR)

¥ AEREE AL LBERNRROD, Z0ECTORS R ( HEASEE . THXE - 2o ) (<
—EWAERSN O AR A G, £, RIXKE - Z0M) ERAOREETHS, ([V.3.() ABEROAR
OfiEF) DEBHR)



2) HEBIERRSAR (B 5-451)

AGRHGERHC I 2 A oA x5 765 BT i TE A yEEY ) I THIEE S S - [E
FEDOID 288 FIED D 56— T L OFEMARRGE A TN LIS7- 243 FlICH1T D EIRSIRIC
DUWT FERIZART,
A1) KR H B OB H BRI EBONR
Mefbgse™) . i) o T2 offite*) o Tl o T . (Do) .
TRISCARE) .« TSRS ) | e . [ZoftireEms) o TR ) |
MEWIE . TZofpifEs) | TeofERE*) . [ZREEHEs) | TEMEY V) |
M BEPE A s
1 2) : BB O 2D FE R
ik 1) oEGIE Y TERMEEREES) . TEMEY CoNE) | TEMERErER ) 2 FR<,
% 1 FKGRAMRE < B ( TV, 1. ZhEESUIBIE ) DIEBIR)
Kk 1 A FEAKGRIEIC IS T B RGN INEE - IR TH B8, MARE - HHESE ORI R, (V.1 %
RESUTZNE ) DOHEBMR)

O #HARE—2 (1 HEGEXEGE R BUERRGIE A0 &K O 1 B 5 8RR 2h R
[HH 4y B ) 2 TR S B 243 B0 1 =2— ATk, 210 4] (86.4%) 73
1 A G & 1.5~3g, &5 H53~5 B O (EV—1DOKERN) IZE5ENLD

BehHNRZ— NV EEIN T, £, B 1 BEREEJOBRIKZIR T, 1.5 g A
BEICRB W TR /<, 1 BEEREE L QX155 g LR EX BT,

®V—1 EESRBREERIZHTHEE/2— VRIBREKARSH
EUEE 1 BRSENREHRE (BHmisE5H)

B 555 — > BIRRIE (FEE %) 1R AR R
= — AR5 A RS AR

> | s | 4 | s fest|ew | TEREERC | T

=107 04) @1 o) 0/ ~
<157 (2.51) (0.411) (2.65) o4 B

15| o] 0w aol 0w 62 211 18.2

g | =20 08 asl 0| 62 212 16.7
i? 20 | o3| 6o ael e 09| Gay 28/111 207
f& <25 16 o) a7 28 ~
; 2.5 (0.11) (12) (0.14) (2.51) o4 -
@ <30 (0.11) (0.28) (1.32) 12 -
30 | ol anl ael on (199 5/38 18.2

3.0<7 (2.51) (0.28) (o.i) (3.83) 2 B

a3 | o] aom| 69| 108)| @5| o0 371201 18.4

R o (BRI MR G130 < 100
oAV - HE (TV.3. (D) FHIEKOHEROMH] OIESR)
X HE - HEREZEME LEEBEORBRO-O, &55 ([HEASENE] ) Ic—HEZEAOHESE
e, (V.3. () AEKOCHEOMFH] OHEBHR)



@ #hH A Z—r (1 A5 EXEH ) BIEGRZHS
1 a—RZHoWnT, %1 H&EG5E 1.5~3g, &5 HE3~5 i) ofHICEEND
Pe G RY — TR SNTIEBI D, TEFE DS AALFIRIE B ) FEHE | 12 X D BhRIT
18.6% TCh o7z, ZDHH 5 ORI NZ—r (1.5gX5H, 20gX3H, 20¢g
X5 H, 3.0gX3 H, 3.0gx5 H) TELHINIIEFID TEH AALSHIEE B T E 5
Y] 12X DFEFRIT 10.5%~22.0% TH - 7=,
£®V—2 EHREBRGEHICEITIEEN2—VRBRKHE (EHE5H)

03 A BN R
Belj o —v BRI

(1 A5 X BE ) b ZNFIEUIAT EIEs
FTATG T G 14K (%)
(1.56~3.0) g X (3~5) H 210 33/177 18.6
OO NNE— 33 4/24 16.7
At 243 37/201 18.4
1.5g X 5 H 12 2/10 20.0
(1.5~3.0) g 20g X 3H 14 2/12 16.7
X (3~5) H 20g X 5 H 106 20/91 22.0
DREN* DI 72 3.0g X 3H 18 2/12 16.7
e g— 3.0g X 5 H 22 2/19 10.5
7t 172 28/144 19.4

2R (BB AER Al B0 X100
* 0 RV -1 HWHSERGIEGNZIIT D& G2 —  BURRREIE AN R OV 1 A G- 2 R 2h R
(B 541 | 2R

©) &5/<&~‘/EIJEIJ1”E%%E@%>H<?R
AAyEE ) 1 CHMB S Sz B 243 BB 5 A5F 557 a— A, BIERIX
493 2— 2 (88.5%) IZHWT, a2 — ALY 2.7 A BICRD bivlz, EREIE
FEEL, g, BARIRS O LR 442 72— (79.3%) . EHEE, BEEDZD
s 312 =3 —2 (56.0%) . WIRAYIMIR, BEMERAVMIR, PEIRFETE S OWIRERDY 236 =
— A (42.3%) . B & T & T HREAMRERD 86 7 — R (6.4%) T, FHLT2~4 HH
B b,

OEEE BT a—A, ¥ 1 AfER 1.5~3g. &5 A% 3~5 A O#&HIZEEN
DRGNS — AN LY B ST 497 21— 2 (89.2%) 12T D RIME A B3R 88.1% (438 =
—A/497 22— R) [T a—R|TBIT HFBIR 88.5% (493 2—A/557 =2—R) & RELT
&)f£75)0fzo

dizkox, 1 AHRG5E 1.5~3 gxX3~5 HHl) ZH 03— A HE IR G4 —
VERE LT,

MMM - HERESHME LERRNRBROZ D, #55X ( NEASEE ) [ —HEko HEs

e, (IV.3.() HIEROCHEOMHD OIESR)



@ =—2F kR
N3t [ 5y &L )

W2 & B S S T 557 a— A

et

— A& A LT 309 2— AT

DWW, a— A EfERE (5N b RAla— ARG FE TORE) 28 LI 2 A,
Y289 H (K4 HR) THoTo,

V-3 EBHHBRSEMNCEITIR5HE ERES5H)

B 5
a— 2
14 ABLN | 21 HELWN (28 RELIN | 29 REL | | E5E (B0

152 a—2 149 21 41 40 47 26.3
253 a—2R 91 8 22 27 34 28.1
354 a—2 35 1 11 3 20 36.6
455 a—=A 34 1 9 6 18 34.1

&t 309 31 83 76 119 28.9
R a—R¥ 31 114 190 309

(%) (10.0) (36.9) (61.5) (100)

F72.

A 222 B (W 3HM) ThoTo,

o =)
kX,
ZH DO —fREGR

_X%ﬁmﬁ'ﬂﬁrﬂ%’f 3~4
uiﬁﬁﬁﬁkfﬁ
3g(M%60mMg“)%3~5HW‘Hﬁﬁﬁﬁﬂiﬁwm

HfH &7
. KGR

FEIRFIC

RE LT,

BRI D 2 58D 72 2 — R OW TR EBIEN S RIET 5 F TOMIM 2 EF Lz &
( I#vm—1

A i BRkIBD D FEBLIRIL K O EAEAR

BIFAARK|OHE - HEIX 11 H 1.5~
CHERNTDH, a1l a—A

E L. RMAMERDEIE 2> T 3~4 M Z L ICKERGTDH, | ERELE,

1 HHEIZDWT, JIBUEFIOFEHEER 50 kg TR L7- mgkg &4 fF0 L7z,

X .
aie,

(4) tREERIEAER

1) BIERIEAR
EEER L

2) REMHER
EEE R L

(5) BE - WEEAIER
EEER L

AEREZ BN L LEERNRBR OO, %55 ( BEASEE] ) 1
( TV.3.(1) HIEROHEOE ] OEBH)

—ERAGESA O B A



(6) AmAIER
1) EAMERE (—RERARRE. FEFERARERE. EAMELRAER) | RERFTER
T—EAR—RfE. WERTREBRABROAS
fitt FH Rl A
O IERTES
198544 A 16 H/ 5 199144 H 15 H D 6 4T, 2[E 146 Jiiigk > 5 661 il 2 W L
72
© FRERIZELR
HKGRHIGEIF & [FRRIS TRETZ DS AL PR IEE RN R E e ) (2L v T, A% (PR) L
EEZ=p e U THEE LT,
7. iR
BIEREAM RIS 33 iR, & %h (CR) 56, PR 8fITH Y, Zuh3i% 39.4% (13 4
133 ) ThH-oT,
A . BN
ARk 545 74 1. PR16 I TH Y | Z8207RI1% 21.6% (16 /74 1)) Th -7z,
v, 1S
B RPEREAT T 2245 24 B, CR 161, PR 10 TH Y, =1L 45.8% (11 /24 i)
ThH-oT,
. HHE
BIEREAT RIS 27 B, CR 141, PR3FITH Y, ¥ 14.8% (4 5127 ) T
HoTo,
@ ZaM
7. EREIEM
(R®VI—3 ®IEH (BAMREMEORFEETZET) OFRBURN) S
A . BEE FRIEIEHFEBLIR
(RVI—4 ZEEREFHIRIEHREBURDL) S
2) ARBREFHLELTERFEOABXEIEREL-AE - HBROME
Y LR



(1) Z ot
1) i/ AIRRE, ROSZIE, TR SR, H
KGRI 31T 2 — MR PREAER. (A o0 B A 31 501) T TETE D AL RIS I B R
HIEREAE] IC X DFBHIT M/ AIIDRE 42.4% ., RINZIE 24.1%., 7B S0k 22.2% ., B AIE
9.5% T -7z 115l
RV -4 RBAHEHE

R4 P RIIEe FENFIERI A PERTA o S 14K Zh= (%)
it ZINAH e 35 14/33 42.4
AT U 40 7129 24.1
TSR 38 8/36 22.2
B A 22 2/21 9.5

ZNR . (RO DRI S50 X100
2) MK
PR ST EE AR M O IR (2% L CTid, VelIP JEIE T 30% (F2hfil%k (30 %) /A 2haEAm
&gk (100 1) ) L6l 389% (Fahfitk (11 41) /A MEREMx S5k (29 61) 1 D7
BNRThole L ORER DD HEANT—F)
3) EMEY vV
4) M - EREIEE 2
D AKIE RV vy hiEtE L oF g 18l 9] [20] [21] [22] [23]
@ AF| ey (81141 [5] (6] [7] [8]
5) /NEEMEETIES (o—a vV AET 7 3 U — g (28] (24 251 By iE (260 27 gk
fiiE (28] [20]  wapeizepE (801 praepE (81 (321 mx3ppg [33] [34lay) 2
TE 1 APFEOZEVER CAMEDHRIERIC OV TR, TER EOBBEIEOEOAKGRIE - WIS/ R 250
NHIBFGE~ORZEMIROMEE : A RAT 7 I CEMEY U NE) )
(https://www.mhlw.go.jp/shingi/2010/05/d1/s0521-20111028b.pdf) # &5 = &,
T2« AREOZEMER OEEOHIUERICOWTIE, THIRARBMEE : A A2 77 I K (B - KHE
B 1. THBARIREE AR T7 7 IR URNR) | ROVEAEGEE R —L—
(https://www.mhlw.go.jp/shingi/2004/05/s0521-5.html) % &5 = &,


https://www.mhlw.go.jp/shingi/2010/05/dl/s0521-20111028b.pdf
https://www.mhlw.go.jp/shingi/2004/05/s0521-5.html

VI. ZEXhZEEICRIT 5IEH

1. REZMICEESHSHELAMIIELEYH

FA bR — REOT VS AbA] (FrErEEEAl)
HE  BEO B HLAEMORNEE - WRFIL, OB FIRLESRTHZ L,

2. FEE{EH

(1) VEFBRLL - Ve

1) fERERAL
FE A

2) {EFIT
A HRAT 7 I FIFEENTERE S N-%, SO DNA AR EE L, FUEEERZ 5
ST ERRBDLATND 138]

(2) EMEEFFTDHREBRBE

1) MK

O FEAZHE
JEATIESD 5 B, <7 2 L1210 AME, T v FEHBECH LT Sh-Emahiz R L

7= 36l
RVI—1 BAKEEBEHEICHITIEGHE
. . AT 73R L raRAT 7 IR T o
RS — H R0 s AL e 73F
(5B I ILSma/ILSw0 | 1698 | ILSma/ILSw0 | 169 | ILSmadILSs0 | 167
(mghkg) | ff3*| (mghkg) | F%%|  (mghkg) | fmact
<1 2 (55 L1210 150/30 5.0 200/30 6.7 2/0.3 6.7
MERERN —IEREN | < 2 1 s P3ss 400/30 13.3 200115 | 13.3 2/0.15 13.3
(B -
no— B1OBE | TUAAT/—<BI6| 5001100 5.0 300/50 6.0 2/0.3 6.7
S o b P 80/12 6.7 80/17 47 10.3 3.3
JERERN — IR | < 2 = f 9% L1210 500/50 10.0 200/30 6.7 21.5 1.3
BH4ARE) |
n = 5~10/Et Z v b HAE 50/13 3.8 100/52 1.9 — —

& FBOEEML LB OBENICBIE L, Z20%, ik CGEAD 5%, TXToEW O 30 HEDAFEE
BEL, TR TIEMBERD, ZORKIEMFF (ILSmax) & 30%IEMIKF (ILSs0) OFLGED I
ILSmaX/ILSSO %Yﬁfﬁi'f%;& & L/f:o
fEAE (ILS%) = (T—C) /CX100 (%)

ILS : JEMARE] (increased life span)

T : ¥fA# 5 (Treated) FEDEHALEHEK

C : xf& (Control) FEDF¥IATFHEK
DN i = A i 4 A el



@ AT RTF A
v MEAREIC S L IR G- TRV AR Y b T L5 LT BT,
RVI—2 BEAKFERARY FSLA

oy HEK P e b ‘
13 | 130 | 272 | 44 | 66F | 66 | (mg/kg X H#%X)

AFRAT 7R + | = = x|+ | = 10 X 10

B [~ 2rvakrzx773 K + =1 =1 =1=71= 10 X 10
e [amas® = | =1 =1 =1T-=1—=1 005 x 10
N = 2T el T | - = =1T=1= 4 X 10
4 st~ A AT i e B e B 0.02 X 10
T‘E A e VS Y35 i e B e B == 75 X 10
Gp) o=y oa + =1 =1T=1T=1=1 02 x 10
J XA TANT ) AR TFLF e e e e e == 0.5 X 10
E)R AR — =1 =1=71-71T- 1 X 10
i NI Y73 i i B e R 1 X 10
T v ) AT iR i i B e R 0.1 X 10
5. VA a T v — — — — — — 5 X 10
Gy) | ZH 77— — | = =] = | = | = 50 X 10
BN =— L + | — | =1 =1 -1 - 100 X 10

13 | 130|272 | 44 | 66F| 66 | (mgkg X H¥0)

AKRAT7 IR + | - = | = = | + 10 X 10

(] vrBaFRAT77 IR + | =+ | -] | = 10 X 10
Ik [ HaR=* — =1 =1+ - 0.05 X 10
I N + | + | =] + + 4 X 10
B [T asvrooAs T - -+ = —-] 002x10
Tﬁ T VA~ A TR - -1 -1+ -1+ 7.5 X 10
W) =i r=1>>C -1 -1-1+1=1- 0.25 X 10
J IAHNTF ) AZTFUF i e e B = == 0.5 X 10
EF P A — =T -T+1T-1= 1 % 10
Vij R VL ey R — | ] =11 =1 = 1 X 10
yr vy 7 U AT iR ol 0.1 X 10
5 Z)vta g ir — + — + — — 5 X 10
(iv) TH T =) — + — — — + 50 X 10
R =—) — + — + — — 100 X 10

) R HE GEamzhd)
+: (X3) . +: (X2) . —: (no effect)

. ndmay, Jae~A vy AsKONRLINVTF ) AT T RGEH IR



2) [ A AE S
BRANESICB N TH, Y~ TAAT ) —~ B16 X7 v MEMAMICR LT3 <z @
SEAMHI R A R LTz 86l
FVI-3 EEEREIDHHR

PR — 25 6B M DR T
(F5-8) s LDso/EDso ™ | 157% LDso/EDso ' | 157 LDso/EDso ™ | 15%5%
(mgkg) | BFE*|  (mgkg |HBEY|  (mgkg) | HREF
iz - ~ U AAT ) —~ Bl6 656/62 10.6 401/65 6.2 - -
(ggifiﬂ;) =% % 8180 656/65 | 10.1 401/14 | 286 | 3.8/08 48
n = 510/t ~ U A NF Wi 656/41 16.0 401/15 26.7 - -
7 v Ni5HRE 320/16 20.0 199/24 8.3 — —
e — # RN
(BhE4HE) Z v b HANE 190/19 10.0 148/38 3.9 3.6/1.0 3.6
n = 5~10/#

71 : LDso (lethal dose 50% ; 50%E4EH&) .

EDso (effective dose 50% ; 50% A 2h&) ; K TRARIEE O 50% ARG 5 &

LDso fii & EDsofil & @t LDso/EDso Z 18RS L L=,
¥ R R R

3) b FRRIERIM PRS2 63 2 1R h R

{bEEEANE D 2~ MIESE (DS ERE L O TA B HEMIOME) 2L T, A AR A7 7 2 NI
Y/ BERAT 7 I RED LERCTSREPIERESREEZRLEZ B LavL, ~v 20y s
RAT 7 2 NEAMEES (L1210 (100 mg/kg MMERR) ] 6 LTk, A FA77 IR
400 mg/kg BHREICBWTHRRBEICH L 25% DAEFHBOER 2RO+ EF, v 7 ak
277 3 FERFBEZEMMELFT D EEL BN BY (in vivo)

1

%)
90
DS #i 1 1 | TA B
80 | P 90 |
70 - .
60 | . /,/ Br
s 0
T e & 6
S = -
40 - ]
10 !,;/ e S e ittt b o Q"/y-/-/- --
N g ry e
//’/ /Q' -+ 40 i ;
- e
) P
yd o7 50
ol e 20 -
] t [] ] 1 L1 i1 ) 1 ] 1 1 | I ]
20 50 100 (%) 20 50 100 (%)
W HE AL (LDso i2k45%) BB AT (LDsoiZh 4 5%)

@ LDso 7R A7 7 I K 340 mg/kg, O LDso>Z7 v A7 73 K : 180 mg/kg

BVI—1 AKX 77IFRUSYAFRAT7 2 FRIRNEBRR SR
DSEANER U TA BFMABIEIC T 28BN E
() ERFIRMR - HiR

DR L



VI. EMEREICEY 5EE

1. P REOHTS

(1) RELEEVLGOFRE
MR L

(2) ERERABR CHESIN-OPRE

1) SHEMEESEE 6 FlICIENHA AR A T 7 2 K 40 mg/kg ZFIRNELEER 5 L7254, g
PEACHI IR E CRE(LIAHATIEE) 1% 15 /~3 FFIZ 245 26.4~28.2 ng/mL DI —E D
W2 L, ENLRITIRA TR Uiz, —J7, IHRZ(RIRIR BT 15 012121 79.6 pg/mL %
L, LI REH ORGEI RO L7z, E7o, FEBIFRIREHTI W T, M ORZE AR
AT 0.18 BRI (K9 11 4Y) KON 5.68 B[] > 2 ARME T2 L7z 1400

(ug/mL)

120 -

— REMbfE [JEE etk
100 |- - — - TEMEEY [EYE - NBP 5]
(R AR BLRER E)

80 || | S = R (6 )
1fiL. % : y-( p-nitoro-benzyl)-pyridine (NBP) ¥4
5.;,I 60
b3
B

40

20

0 4 8 12 16 20 24 (hr)
e
BVI—1 #ARAGESTROMLSRE
2) BFEOEMNELBE 8 BN HA R A7 7 I R 20 mg/kg & FIRNEEIEZR G- L= & 20l
R OIEMRHY 4t Fax i AR A7 7 I R+TIVRAERAT 7 2 F) OEYFIHEE T A
— 4 R VM—1 1Rt W GREAT—4) |
RVI—1 EHEKRHEYOEVEE/NF A -5

&5‘% L Cmax AUC 0-12
(mg/kg) Bz (ug/mL) (ug * hr/mL)
20 8 0.39 + 0.31 1.51 + 0.89

GV - 90tiE)  CEBE SR E)
Chnax : fie e MAE
AUCo12 : #5-B575 5 12 BRI 5 ¢ oD o oo i B8 - B ] b R T
o AFIOAR S ME - AEX. W/, fiois. FESE. FREOEES. TEE. RACIEA R
A773IRFELT1HI15~3g (30~60mg/kg) % 3~5 HFE H M E S UTFIRNICES+ 5, 1 (V.
3. (1) AEEOHEOED ] DOHESM)



Q) shEE

MR L
) BE - FREORE
MR L

. EYEERB/NTA—4
(1) &A%
LM ERR L
(2) RULEE R
M ERR L
3) HERETEH
MG L
4) 29V752RX
MG L
5) HMEHE
M ERR L
(6) Zmith
LM ERR L
. BEH (REaL—2ay) @
(1) &A%
LM ERR L
(2) NS A= EEER
M ERR L
. BRYR
A L0
K]
(1) Mk — B @@
TVIL 5 (5) & DO~ DOBITIE] DHSH
(2) mik—RREREEPTE BT

YR 13 B HOMEZ » b (Wistar /) (2 “C-1Ei#li 1 R A7 7 X K 50 mg/kg & #lRAES- L.
nﬁ%ﬁi%@ﬂbtﬁﬁ\éﬁﬁ_P?Vﬁf?AK%wT%ﬁ@ﬁﬁﬁ%@gﬂ\&5%

Oy DR TEE I 1T IR & RHARMIE & TIRIERS TH - 7228, JRIETIHIEIE 1/2 FBRET
12%%@&15 MED 1/10 LRI - 7= 1421



3) Ft~OBITHE
W% T HORAFTOMEZ ~ b (Wistar &) 12 UCHE#A R A7 7 X K 50 mglkg Z H# RN
H U7 8 R E CICHI 2 LTI T v MIBAT LTESERIZAIL T v R 1IEHT2 0 |
B7 v h DR RED 0.22% Th o1z 42,

4) HEBRA~DFITHE
MEE R L

(6) ZDHhDABBADIBITHE
WEREZ ~ b (Wistar &) (24 A A7 7 2 K 100 mgkg ik G- LTz & & OFFRRN OIS
ARG M R EAROIRIZIIXIVI—2 D L 30 TH O | (EMEEY O R B TR 2N 2 Br
<HARRIZB W TRZEMRIRE X v <, 30 0 3UT 1 REMB OB, T & OB Tk &
D@L 7R RERICEN Tk Lz 18l

(ug/mL or g) #I9t (n=3)
200 A 20f R 200 o o200 +THE® 200
LY '
g5 150+ 150 150 150
# \ y
3 o
A 100 100 F 100 | 100 = 100
Y ., Y 50
R 50 ) 50 \5\\?‘\ 50 \\‘:\\ 50 ’\\\? )
0 SN 0 11 1 0 11 R 0 1L nt-] 0 11 T 0 0 nbal
051 3 5 051 3 5 051 3 5 051 3 5 051 3 5 051 3 5 B
(ug/mL or g) 79k (n=3)
200 ki3 200 ¥ 200 fifi 200 i1
# 150 150 150 150 - == IEMEREH [NE - NBP ]
ﬁ 1 L 2 100 Q 100 — REAL K [ERE - otk fais]
00 00 : kY
] \\ (F)
50 50 50 \ 50
i3 y = A
1 \M 0 T\;\T\\o (= 2 0 ?T Py
051 3 5 051 3 5 051 3 5 051 3 5 B¥H

EVI—-2 S Y BT IFERHYERECHEOEBARE (r=HikE%E 3)

(6) MIFEBFEEE

MU L

Zz 3]

197 2R IS A
ARAT 7 I FOEAMEEZ 7 v b (SD K) MIEIZOWT, UCHE#A RA T 7 I R&
FA BRONASIBIEIC X0 I L7k 5, in vitro TIx 17~24%. in vivo Tl 18~28%C,
T FE T O R HERS L 3\ N C S B 2 M3 B VTS, dn vitro. in vivo WTEHUICELT B
FEO LAWY Tl o 72 [44],



6. &

(1) REEELRCHRBRR

1) REEBAL
A RAT 7 2 RIZEICREEEET 7 n—24 P450 (CYP) 3A4 TSN, &M LS
AP E DS PUIES N F 2 FdE -+ 2 1451 1461 4T (4 vitro)
VI 7. MEAEH] OESR

2) R
UHX (AARBEME, ) . 7> b (Wistar 5%, ) #HWRFICREBIBD N, £

oo ARAT 7 I RORBREIIHVI—3 O & BV HEE S, FREOMNBY ORFIHESR., HEE
RBHRIZITITZ S 72 D & E 2 iy [48] [44] [48]

O\P¢0
L { “NHCH:zCH:Cl
No
[/ | “NHCHz2CH:Cl Mz (3 — Byl ZFILE)
NcH:CH:CI 0,0
1|:'\NH2
kAT N
~CHzCH2Cl
LR A | |sEE Mas(2 — % FAk)
0. .0
PZ . e 0 .0
NHCH:2CH:Cl FdFTH = ~p?
N Ll c > [ T NHCHCHCI
. e TeEEA N\ CH:CH:CI
4— LFOFy 4427 73K O 4—ritEzTrar
Mi{4 — %K Ms(4 — 7H&)
Ererm— 1(4 — KEg{ttk)
THFEeF
O\Péo Pt S ey O\Péo
[ i “NHCH:CH:ClI | “NHCH:=CH:C1
NHCH=2CH:=Cl NHCH:zCH:2Cl
CHO FEEE COOH
N . HNFEFLAFATFIF
TAEAFRTTIN Mz (Lot f)
FEBEERY l

HO~__ 0
P\ (/CH:'
/" “NHCH:CHCl + HC?,
NHCH:CH:Cl CHO (4 FRBZRS)
AHBZTFIFT AL~ FouLAY

HVI—3 RBHER



(2) REICEAET HEER CYPE) OHFE. F5F
[VIL 6. (1) fRHHEBAL & OMREHRRES ) DOHESHR
Q) PEEANRDEERVZTDEE
ML
4) REYOEEOFERVFEMSLL, FHELE
1) EaREH
Y RICEBT D ERREIE 48 Fad A RAT7 7 I R TARAKRAT 7 I RE A7
A7 7 I RwAZ—RE FTralLAy 47 MEBEAT7 IR, AVRFTVAHRAT7 IR
T oz 143
- IEEAEHY
2) W OHUEETENE
AHRAT 7 2 REOZOREFYOFIESTEMEIEVT -2 D LBV THY, A HRAT 7 2 NidE
& UTHFIEN THUEBTEME OV My (48 FeF oA B2 7 7 2 R) (08B S CHiEE
BB Z ST 5 Lfsmm s n D 4l (4n vitro. in vivo) .
RVI—-2 HiEHEEG

AKRAT 7 I RONHY
ARAT 7 IR
M M2 M3 My Ms
HeLa ffifid | ICs™! >100 1.9 5~10% | >100 >100 20
(in vitro) (ug/mL)
i A EDso ™ 16 1.5~2.0 >100 >100 >100
(in vivo) (mg/kg)
* == Uy BRI LD
##1:1Cs (inhibitory concentration 50% ; 50%%& B I &) ; in vitro 50 % FHANH &
12 : EDso (effective dose 50% ; 50%FZhE) ; K FREAEEL; D 50 % HEHEHNH % 5-&
7. Bt
(1) BN K O 5
FELTENOHREES NS,
(2) B
1) AR AT 7 I FOREARDFRFHEI R 24 B TR EDK 6% Th - 7= W (AEAF—
Z)

2) IEHERBHY 4-b ReX A HRAT7 7 I R+TIVRABAT7 7 I R) ORTHEIERIL 12 KFH
TEE5EDK 0.3% Th-7- M BNEAF—%) |
@© SRHPEE

HEREZ ~ & (SD R) 1Z UC-HEikA A A7 7 I F 50 mg/kg XX 200 mg/kg % Hi[alFHIRMN %
L7z & &, 24 FEf & T2 50 mg/kg 5 58 TIER BTG ED 85~89%., 200 mg/kg #5-
BECITR AR D 81~90% 23R I HEME X A1, Wi G- RERIC PRI R OFE TR O D
otz M2l F e RERGIC X o THRPHEIERICIZ S A EEER B SN ot 14
—Ji. 7v b (SD &, Wistar 5&) (Z3651F 2R FHEIIIGH 3 A ATEPERE (IR ¥
AHRAT7 IR, 47 b4 ERRT77 I R) Thot B3]



@ NEH PR
AN =2 — L& fi L7oHERES ~ & (SD R) 12 UCHEREA R A7 7 X K 50 mg/kg X%
200 mg/kg % KRR 5% 24 FEfE £ Tlo, HETIIERG-EO 14~18% M HHHIZ, 75~T76%
DR YR S 37223, ME IR IS 6~9%., JRFIZ 76~T79% 3Pkl S dv, D JH-
~OYEHITE L 0 Do 7o, B EIC XK DHREEROER TR o 7 42l

@ MR
HEZ > kb (SD %) 12 UCHE#A A A7 7 I K 50mg/kg kNG L%, 24 FEffl £ T
DIFE I ~O YT GRBFRED 0.5%LL FIc T &Aoo 421

8. FIURAK—E—ICHT HHER
BAE R L

0. BNEICLIBREE
LR L

0. BEOEREHT 8%
BB L

1. Z0ft
LR L



VI. ®£% (FRLOZES) BT SEA
1. BERBLZDEH

1.
(ZhEEHE)

1.1 KBNERVFMRGFUEHALGWI L, HEICEVWTERETHSV IV OKRRAT 7 =
RERVMRAFUEDHRIZEY ., DEUNRELET LIEFNREShTLVS M9,
[2.1, 10.1 B8]

1.2 REZETHALFEEE. BEBFITHIRIETELIERERICHELT., BALLEEE
[T+ 7ME - BEREZFOEMDD & T, KEENBEV EHIHEINSEFICOVTOHE
I dlE, BREBEDERICHE->TIE. BHARRDEFRINESRLTHIET
52L&, . AEBMKRICEILSL, BEEXETOREKEICENERVEREZT2HBAL.
FEZ/THoERETEIL,

CUNREMERES)

1.3 DRODVALREEEICHIGHE - BREZFOEMOL L TEATSHI &,

(fi #1)

(1) BEBHEOBE T, FRETHALAV V7R AT 7 I FRERICAY FRZF U2 HE#RS L
el A, SEEL. MEIRREE, IRiE, FKIEE 2GRS Hiv, LEMEIC X VT L & Ol
WD, £z, BRBRICEW Ty M A X F o L ARKZ RIRFIICHE R 5 U & & Bl
P Uiz & X TN TR ROBANAGERD S 1ol

(2) FUEMEIEG A OO HFIEIC WX, AWEHOEE, EEENEL D 2B THIEND,
KREN BT AALTFIIE T, PR - BRRE AT HEMO b & CHEMAT 2 2 & L ONE
JISERE OB L, IFAEAIOB IR ESRO B, +oEE LGRS 2 Z & BNET
o, T, EMSBEUTE OFEITK U TR Z G T2 AALEIRIEOF 9E K OfEkrE
EEDIZHAEZITO, REEEZ ETHREPEB SN VEN D D,

(3) /NRAEMEE IS 2 M OFUEMEIEE A & OOFRFIEICIS TS, BWEFROHE, HEE
ENEL 725 2 ENTHISN D, ZHOFUEMEEA OO, BEOREOE(EIZLD |
+03 7kt 2 T CHEBRABEAIBET OhnZ bbb 2 EnD ., /INEOD AL
B 72 ik - B A FFOERIO b & CHATAMLERH D,

1]l

-3
=




2. ¥FRARLETDER

2. 2 (ROBFIZIFEBEELLGWN L)
2.1 _v h2EFUERERoBEE 9 [1.1, 10.1 B8]

(fg )
NEZBWTHEEK THLV 7R A7 7 I RERXV MRAZF U LOERICI D . DEEMENS
BLEE LIEFDNRE SN TWDEDT, A& hRZF U2 Lgnz & 49

2.2 AAIORLIIIR LB I BUE OREERE D & % BH

(fg &)
ARGICIVIBBEZEZ TR H 5,

2.3 BIIEMICEEREEO D L BE [(BhEE I THMERENR 2 EET 5, 1 [9.1.1,
9.2.1, 9.2.2 /]

(g i)

AAHN DT 72 HEHHIKF (Dose Limiting Factor, UL T [DLF] & W) 1XibfRas-RME (Him
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\

UH}

TeRIERILZ 695 1)
535 B (66.1%) .

‘A S e EIER X
534 14 (80.8%) 1238 E;mto ERH DT, BRARIE, BLEOM ki REE 334 #1 (50.5%) |
H I BRI 266 5] (40.2%) | HIMPERERESS . PEIREE S OWIREREE 197 1] (29.8%) T

o7 (14
£WM—-3 EI{ERA BRAEEOREZSZSL) ORBRKR
52 GBI E CTOWRI ol Y Rl foft o A oD B ik -
POES (1970.12.~1982.8.) (1985.4.16~1991.4.15) !
ELE e 64 146 203
2 RN R G5 809 661 1470
EIIE B 695 534 1229
RIE R B 3219 1928 5147
BIEAZE=E (%) 85.9 80.8 83.61
BIlEF o fEE BIVEF OFERIZE BLFIEL - FBUEE (%)

g - g B E R 346 42.8 132 20.0 478 32.52
e (E) 345 42.7 127 19.2 472 32.11
KB 1 0.1 5 0.8 6 0.41
G 1 0.1 0 — 1 0.07

X - AR R 76 9.4 13 2.0 89 6.05
SR 30 3.7 3 0.5 33 2.24
#H) (F) 4 0.5 1 0.2 5 0.34
R R 0 — 3 0.5 3 0.20
SHE (&) 1 0.1 3 0.5 4 0.27
SR NE et 0 — 1 0.2 1 0.07
E kR 0 — 1 0.2 1 0.07
THRLO (&) 0 — 1 0.2 1 0.07
% 6 0.7 1 0.2 7 0.48
Je g 2 0.2 0 — 2 0.14
T B 6 0.7 0 — 6 0.41
Bk 4 0.5 0 — 4 0.27
AR E 1 0.1 0 — 1 0.07
VA M=T (FERIREE) 1 0.1 0 — 1 0.07
SRS P 2 0.2 0 — 2 0.14
Ui/ 22 2.7 0 — 22 1.50
PRk 1 0.1 0 — 1 0.07

B AR R 0 — 1 0.2 1 0.07
T 0 — 1 0.2 1 0.07

Fe 15 1.9 6 0.9 21 1.43
FE PR 0 — 2 0.3 2 0.14
VIEN 0 — 1 0.2 1 0.07
R (iE) 6 0.7 2 0.3 8 0.54
Mmoo 0 — 1 0.2 1 0.07
L5 2 0.2 2 0.3 4 0.27
BEL 2 0.2 2 0.3 4 0.27
9 O 5 0.6 0 — 5 0.34
R () 2 0.2 0 — 2 0.14




IRF KGRI £ TR i AR A AR 0 A G
POES (1970.12.~1982.8.) (1985.4.16~1991.4.15)
BIlVE oo i BIVEH OFESERFEEHIEL - BBEE (%)

VE b 535 66.1 334 50.5 869 59.12
L 0 — 111 16.8 111 7.55
AR 0 — 13 2.0 13 0.88
BRR 418 51.7 101 15.3 519 35.31
15350 1 0.1 4 0.6 5 0.34
A 270 33.4 249 37.7 519 35.31
M &< 397 49.1 129 19.5 526 35.78
A% 11 1.4 14 2.1 25 1.70
R 0 — 1 0.2 1 0.07
RARIRGE 0 — 4 0.6 4 0.27
T 22 2.7 11 1.7 33 2.24
T RE IR 0 — 3 0.5 3 0.20
i 9 1.1 2 0.3 11 0.75
DEE OB (O] 0 — 1 0.2 1 0.07
ELCEN 43 5.3 0 — 43 2.93

S - FEAE SR pe 55 6.8 82 12.4 137 9.32
& ALT L5 31 3.8 5 0.8 36 2.45
i AST L5 31 3.8 6 0.9 37 2.52
iRy T 0 — 30 4.5 30 2.04
ALT L5 0 — 6 0.9 6 0.41
R RE S5 6 0.7 26 3.9 32 2.18
v UL E Ul RS 0 — 4 0.6 4 0.27
AST L& 0 — 6 0.9 6 0.41
mEe ey L& 0 — 2 0.3 2 0.14
EEVY A LE 0 — 10 1.5 10 0.68
BT 0 — 1 0.2 1 0.07
i 0 — 1 0.2 1 0.07
v UL e IfLAE 10 1.2 0 — 10 0.68

REF - SR EsE 54 6.7 10 1.5 64 4.35
EiAZE N 0 — 3 0.5 3 0.20
FAHY Tx AT 72— |5 21 2.6 6 0.9 27 1.84
M8 3 0.4 1 0.2 4 0.27
LDH L5 19 2.3 0 — 19 1.29
&A1V w7 A fdE 13 1.6 0 — 13 0.88
&2 v — Ve 2 0.2 0 — 2 0.14
U U A fE 1 0.1 0 — 1 0.07

O+ MRS (%) 0 — 1 0.2 1 0.07
15 I £ 0 — 1 0.2 1 0.07

DR - DU A LEE 6 0.7 13 2.0 19 1.29
REERR 1 0.1 5 0.8 6 0.41
HER 3 0.4 3 0.5 6 0.41
EuflEs 0 - 5 0.8 5 0.34
DFETIE 2 0.2 0 — 2 0.14

M (OEsL) fEsE 11 1.4 2 0.3 13 0.88
M 11 1.4 2 0.3 13 0.88

IR 25 R P 0 — 2 0.3 2 0.14
M PET 2% 0 — 2 0.3 2 0.14




IRF GBI E TR i RRE AR AR oD B 5 -
POES (1970.12.~1982.8.) (1985.4.16~1991.4.15) !
BIVEA OfESE BIVEH OFEFER A5 - EEHEE (%)

R L ER 89 11.0 156 23.6 245 16.67
2 i 89 11.0 147 22.2 236 16.05
AR ER > 0 — 8 1.2 8 0.54
AT 0 U 0 — 8 1.2 8 0.54
~~ 7 U v MMEHED 0 — 5 0.8 5 0.34

HIER - MY R E 304 37.6 380 57.5 684 46.53
i BR 220 0 — 1 0.2 1 0.07
F ek GiE) 304 37.6 266 40.2 570 38.78
(e CEEH 1 0.1 114 17.2 115 7.82
mERRD GE) (AL 0 — 1 0.2 1 0.07
T 1o pre 0 — 5 0.8 5 0.34
PRI Ek > (i) 0 — 2 0.3 2 0.14

MR« o afn e i e 2 75 9.3 90 13.6 165 11.22
MRS () 73 9.0 87 13.2 160 10.88
Him () 0 — 3 0.5 3 0.20
HH I 2 0.2 0 — 2 0.14

WAPR 2 R P 337 41.7 197 29.8 534 36.33
IR 140 17.3 41 6.2 181 12.31
bR (BEfEEAY) 216 26.7 38 5.7 254 17.28
B REREE 0 — 23 3.5 23 1.56
HH L P 4% 0 — 24 3.6 24 1.63
EHENIR 79 9.8 48 7.3 127 8.64
R i v 1 0.1 21 3.2 22 1.50
2% 0 — 30 4.5 30 2.04
PER T 0 — 5 0.8 5 0.34
BEPR 0 — 3 0.5 3 0.20
PEIRFEE 214 26.5 1 0.2 215 14.63
BUN 5 12 1.5 22 3.3 34 2.31
ZIR 1 0.1 1 0.2 2 0.14
AR A 0 — 1 0.2 1 0.07
B R 0 — 4 0.6 4 0.27
BrgREE L 0 — 1 0.2 1 0.07
JRE B G 0 — 1 0.2 1 0.07
T IR I 0 — 2 0.3 2 0.14
R B 1 0.1 0 — 1 0.07

ZPEATE (d8) [EE 1 0.1 0 — 1 0.07
AR 1 0.1 0 — 1 0.07

— R A B 298 36.8 82 12.4 380 25.85
BATIAL 0 - 1 0.2 1 0.07
Be () 291 36.0 10 1.5 301 20.48
e (&% [LaH] 0 - 42 6.4 42 2.86
FEEL 21 2.6 28 4.2 49 3.33
iy 0 — 5 0.8 5 0.34
i P R g 0 — 2 0.3 2 0.14
PR 0 — 1 0.2 1 0.07
G2 1 0.1 0 — 1 0.07
Jiobr 1 0.1 0 — 1 0.07
) RE 2 0.2 0 — 2 0.14

IR I E 0 — 1 0.2 1 0.07
77 A PE O NS 0 — 1 0.2 1 0.07

JEAERIRHS R EIRMAFZE. 1993 5 24 : 453-460




PR ARK TR T 2 ZaVERi 545 661 B BFE RER & LT ME] |

] |

M2l o BRER & LT TRG8] BIORWEMREILRILEZ 17 =) —fH T L7z,

T ORER. T

M) BIORIVEMFESBHEIXIZIZRRTH Y |

1 B 5 2.1 g DL ETRIBBEE DGR & 722 D580 vz,
=M —4 ERESAEEARBTRR

e Ga) BTy

. ZeVERHE | RUWEHIEEL | RIEHZ 8
A PTAIRIT gy il (%)
AR 661 534 80.8
b % 364 285 78.3
S 297 249 83.8
15 kA 20 16 80.0
o 15~40 AT 87 68 78.2
" 40~65 HE A 330 273 82.7
65 koA 224 177 79.0
Jiti /N e 38 36 94.7
GIRA Y 97 57 58.8
W4 B SEHR 48 39 81.3
B P E 32 23 71.9
Z DA, 446 379 85.0
14gLlF 132 104 78.8
1.5~20¢g 355 269 75.8
¥ 1 HREE 2.1~25¢g 36 33 91.7
2.6~3.0g¢g 83 74 89.2
3.1gllt 55 54 98.2
29 mg/kg UL T 181 143 79.0
S - 30~40 mg/kg 233 179 76.8
J?i/’j( é: %{ﬁf = 41~50 mg/kg 109 87 79.8
51~60 mg/kg 75 68 90.7
61 mg/kg VL I 62 56 90.3
<hHg 69 44 63.8
<10g 235 179 76.2
b b <20¢g 217 186 85.7
HEER <30g 91 80 87.9
<40 g 25 22 88.0
>41g 24 23 95.8

9. BERBRERRICRIEZTRE

RE STV
BERS

BRE STV

10.

i AT (1985.4.16~1991.4.15)




1

12.

. BRALOEE

14. BRALOZEE
14.1 EFRHFOIE
1411 A ARA77IRF1g (V) ITEREBERITERNHK 25 mL 2Nz TERT 5.
14.1. 2 EfR21372 2 _RBERLMITHEH L ARTFET 2 MED H 2551215 IWETRAE TlE 24 IF
MILAN, SRIEMRAFCIX 6 BRI AT 5 2 &,
14.2 EFIBEHOTE
RY B—RF— MNUO = FHERIERE T 2 — 7S5/ B U CHEH L72GE, 237 % —5
TCOOFIFEA L, MK L OSERR L, ERIBAEO RN H LD THEET HZ &,
(fi &)
M= HERSICET 2 B ERMRICOW T (EIELFE 1101002 5. FAk 14 411 A 1 B |
B TEIEMERY I —Rx— MUOEREHEOFHIZET 5 B EARIZONT (EELFHE
0526001 5, Fpk 15645 H 26 Afl) | IZF2S&, BEAMEIT IR, AFERY I—R
F— MUERFEHE L OUFHICZ DAY I —ARx— MNUERHEEE A2 R Z 3 et il 3
Nize 2D, KEIZRY B —R3— MUO=HER M NEEF = — 7S &2\ L THER L
Ba. ax s 2=l OU0HENRSRET IEENRH D,

TOHDERE
(1) EREREEAIZE D CI1ER

15.1 BREREERAICE D < fEHR
AH & A OFUENERRIG A 2 0F H L7288 “RMEEIERE S (Burk A e, B e S RRAE (o
) BRAELIZEOWER D D,

(2) FEERERREAERICE D < 1R

15.2 JERGERERBRICE D < 1FHR

15.2.1 ~ 7 ACERENE S LIZikBRC, ISR A LIz L OWERH D,

15.2.2 HfgHs 7 kR 277 I F&RE LT v M e, 7 k277 I RekbLAan
MeZ v b ERRLERETZE 2 A, BIEORTEME VA2 BT L OREN D 5 75,




X. JFEREREERICEEI SHEA

1. ZREHER
(1) EMEEHER
[VI. NP 2 E ] OHESH
(2) TEMEEHER
£RX—1 —fg3em (76l
- W CRHT) B B G5 n b
B TH \ SR Rl 5
e E Ve, it “p | (mefke) R R
w2 (DSH) 50~100 mg/kg T HFETHDOIET
— IR e 3@1{‘ BRI | 50~400 | 400 me/ke THEHE, [IATERE, £ 1
’ ~3 A141C 3 il 2 BilAssETS
. 10~100 mg/kg TIXAEZ LA L,
i 2 (DS %
%ﬁgf&) Vﬁﬁ(yﬁ%) FRY | 10~200 | 200 mg/kg T 30 537425 2 B £ TO
?E B im. A M. FLWERER TR (K 2.0~2.5C)
X
S DS % 10, 100, 200 mg/kg TEHIZHL 20%.
# Aﬁf? NS Vzgngﬁ AR | 10~200 | 30%. 40% DEIHIER & T4 Vv 7%
R (VA S ) IR 0 4L £
50 mg/kg £ THIBMBIZHERL,
P %o 50 mg/kg T 1.5 FREE F CTHRILIER &
MBS 5 7 £ 1spe | FPURPS | 10~50 | NS OO LSS0 S 05 M1 03
(et a7t | 15/ o 28, T R O IR — R B
TEEREN L,
- 10 mg/kg ¥ THELL,
g WEG . I, DEER W 10/ BHRAN | 10~200 | 25~200 mg/kg TRENRELEAIN, IfE T
. ' Be. DR, T AR L
0| Rt B V5 % 1 M M CIE 10 mglkg DR
o | /i (pentobarbital Jf 1% — 5 CHREE O L T
%o B mRaREEC L | e, & 3w | DR 150 | g, mm A% <1 50 mefke 5
I FE G RRER) THIMmmEl L,
AV PR 2k 2 /E I 256 mg/kg
AT B 1EH W a/pe RN 10~100 | DL E# 5 CUKEIRNE DI | IHEHE
X DO
R e 40 mg/kg THRE, Nat, KrOPhtEIx
- ﬁf%&m’?q@ﬁ*g Vry;ﬁ (?,%’Tﬁ) farEpy | 40, 200 | FEAELE RS,
@ (X S R e 200 mglkg A B HIN
10 mg/kg THEMHEMEITZE L7 L,
iR o A o s A Z v b (Wistar ) srr | 10~100 100 mg/kg CTHRIEAKBEGRUT AT
pgee i, 5/E " DB 8 0 | 1 BRI D 4 BERT % 0
T B HN

Q) Z Db FEIEHAER

DR L




2. SR

(1) BERRS5EHEHR

FX—2 2Htse 77
(LDso. mg/kg)
i RS " ,
DR TR e o) | e | R @) | R )
~ A I 614 (32) 656 (32) 656 (40) | 1146 (32)
(ICR %) i3 585 (40) 724 (40) 724 (32) | 1005 (32)
Z v b I3 210 (48) 190 (40) 166 (48) 143 (48)
(SD %) i3 203 (40) 321 (32) 160 (48) 174 (56)
(WM . ~ 72 17~24 HM. 5~ F 27 Hf)
(2) RIEZREGSMHHARER
®X—3 TSR (781179
o N oK
%ﬁffgf) e 3000 | 5 mﬁfiﬂ o ERFR
: g8 (mg/kg/ H)
10 mg/kg/H T 20 fFlH 3 5], 30 mg/kg/H
TARBIMIEL Lz,
10 mg/kg/ H DL CREEERERD ., Ak
Wb, Al GRIEEED, ~EsaE
. . VEOET., ~~ 2 Uy MEKT) | B
iﬁ%‘gﬂﬁi somm | mpen | D310 3 BEIC 51 B s O . [ - R -
s 30 U RO Y KRR OSERE, MNERED
L - 5606 . BEREOD ML, SRS F R o
A AEEAERD b,
30 mg/kg/ A Tk OZEHE & R 7R
MWD BT,
4 mg/kg/ HLL ET EFRRDO T » M ERIED
A4 X (E—27 ) RS (L, TS MRS R O L SRk
P EH 2 mg : MERE, 4 /B N DG, IR OMIENRL) %R LT,
) amge 0 ] 0| EHIRA 2406 2 | Cho BRI 85 HRIOKEICE D .
" 6mg: . % 5/ U Lo SERRR R OV 45 1 75 5 B D 2546 % TR
x| T AClEE U E R 2R LT,
®X—4 BHESHERR 78
o N oS
%ﬁffgf) e 3000 | 5 ufi%m o ERFR
: BB (mg/ke/ H)
0.6 mg/kg/H & 1.8 mg/kg/ H T 24 4
_ 6 » A 1 BIASET LT-,
v b (SD % - 0.2, 0.6, »
%%E%JJ; (AMEE | MEHEN 18 0.2 0.6 mg/kg/ H LA b CHRARIFAIC B ERE R
’ ZEr<) ) LR OBA . 1.8 me/kg/ B T M i ER B
MWD BT,




)

(4)

(5)

BILEEHRR

BRI L

H A R ER

~ A (A/He %, WERER 10/8E) \ZA R A7 7 X R&H 3 [\, 8 HHICH72 0 | & 450 mg/kg
CLEIEENE 5 U2 a0c, RS2 AN EE-, 1~U AH7=0 0.7 [HOMiEE %
HHTORGEEAEEIC, BDAFEOREZ KT 5L, AFRA7 7 I RiZFA47 30 1/10
DIRE Td - 7= 180]

HRER A SRR

1) WEURRT R OSEIRAIH 2 53R

MEREZ >~ & (SD &) OMEMRAT L QW (K« i & OFRJERT 9 M~ R E T, Hf -
KL OFRERT 2 BR~TEHRTHBET) IZ, AR A7 7 I K 1.25, 2.5, 5mglkg/H (4% 20/#%)
ZERIRNBE G- L2356, &R, RROTITIER Th - 7208, 2.5 mg/kg/H UL LD G5HETIB I
DIEEH LRI OHINN A BT, Lo L, BIR~OEEHIEIT I b= 81

2) B R OB TR 53R

IR Z » b (SD ) IZBT DR OEERAM Uik 7~17 HE) 12, A R A7 7 I K 1.25,
2.5, 5mg/kg/H (% 20/#) ZFARNE G L2546, IBIEOFREMHINA 54, 5 mglkg/ H
HRECITRIEECME, R, SEHESEASOMRTBIENRO bivl-, 2.5 mgkg/HLLED
B G BECIIRAMRIT O 3 E O T2 O 3 A4 btz 82

BEgR T % (HARRORE) (23800 5B OMRERRY WHE 6~18 HH) I/ HA A7 7 I K5,
10, 20 mg/kg/H (% 10/88) ZERARNEES L7254, 20 mg/kg/ B R GRECBWCHFENER
PRIE R OMRBETERR R4 « RABSE DAL BTz 183])

[VIL. 6. (4) AEFHREA AT 5% KO [VIL 6. (5) 4lhw) DB

3) JE PEM] B UM FLI % -3 BR

(6)

Q)

Z v b (SDR) OEEE 17 HE~S1h#% 21 HEOM, A AA27 7 3 K25, 5, 10 mg/kg/H
(% 20/F8) Z ARG LIz 28 . SEARIIRIC /I Z e <, IRIRIEOATF b BIiFCTH -
2. 10 mglkg/ H ¥ GREOUMANT TO A, BEFLE, KIESEORFE NI L 720 | EFES
FEREDOE T RA LN, AFHREILIESR T o7z 84,

BFTRIE A ER

THX (HAAGRE, 2/ OFEEIRNICA R AT 7 2 RO 1% 3T 5% % 1 mL/kg/ H
OEGT 1 BT 5 B G L22s, SO HIENE 2 R AT I 2 <R b h -
7= (851 RIREIT, W ARG A K ORI ST D &L 1% IR T, IR G
DR & FED TR SN2 D> T2 D8, B% IR Tl TSI HIBE, FFAEIRANER D B [76])
DD EFHKRE M

PURE

E/LE Y FOBEBENIZA R AT 7 I FAKBEREZBEMELS (n=6) | XILZ 1 Freund’s
complete adjuvant (FCA) Z Mz CTHoL ozt~ a 20 #&EES (n=5) L TERIEL.
ENEN 4 HEZRIZAKRAT 7 I REFHIRNICEG LTS T 77 4 7% — DR %2l
ML Ty ZERITEL B b o T 176]



X. EEMERICEY SEE

1. BHERES

K RS R~ A K 1g B, G ESLT
) B - ERSEOMFEIC L ERT S
HRES : AKRAT77 IR BEK

2. AR
A : 8 4

3. BRRKETOIE
FE R IRAF

4. MFEVEDEE
RE SH TR0

5. BERITEM

BEMERLTA R 2L
<FVoLEY o)

6. F—HS - RA%hE
[Al—pm3E - 7e L
2 3 ENH= > FE¥ 2 100mg, 500mg, = K7 U1ERM 25mg, 50mg,
Ut A A pGEFHER 100mg %
1. EfRREEEAH
1976 47 A 13 A

8. WERFTABEABRVEAZEES. EHELNBRFEAB. REFAKEAR
®X—-1 RXRBFARRUVRRES. EEEENHEAR. REMABEAR

g L PR RS E KGR . A HEHEIL Y 7B hn
Mo - EHE A A HRBE A A P

WA AR~A F1g| 198544 A 16 H | 16000AMY00050000 | 198547 H 29 H | 198547 H 29 H




9. MREXRIIBREM. RERVAEREEENFOEABRUEOARE

10.

11.

12.

13.

— U AGRAEA B 2004412 H 14 H

BINAR S NIZNE
[FESE SCTHEIEME O ISR S OFE B MG . IRERIESG . MERRSMELS) | OZhRE - 2hFLB,
AL - FHEsBm

— A AGRAEH B - 200542 A 14 H

BINAR S NIZNE
KA LA OHUEMIEEA] & OOFIRE S Lo TEME - R EE CRAIERE S 054
ate) | NENERESE (—A 7 RAET 7 I U —EE, B RIE, AR,
MERESEERE, FFERME, BEMEZ) | O%hEE - RSB, FYE - FAEEN

— AT AAGRAEA B 2 2012423 H 21 H

BRI NIZNE
[FEMEY /N ORRE - BV FGBIN, AL - JHEEN

(V. 1. ZhEEXIT R KON TV, 3. (1) AiEROHEOEN] OESK

BEERR. BIERERARFABRUVEORAE

HREAEREmMEAR 199246 A 3 H
fEH EoEEO—E ( [EinE~0#S) OIBNE) 228 E UL, ERFEEE 14 4558 2 HE
B GEERIESREH) OWTRICHEEY LAV E OFE 2B,

BEEM

64 : 19854 4 /1 16 A~1991 4 4 / 15 H
BELRMFIRICEET H1E8R

AAFNE, BEGHIRNB T D HIFRITED 5TV W,

£Ea—F
#X—2 ZH@EI—F

A
Wi, AT
s 2 —

I 3y =2 — o o | LET NERLE
(V) ey | HOT (#D) &% | [ T

HEHHAR~A R 1g 4211402D1020 4211402D1020 109034501 644210058

14.

RERIG T LDFEE

REIH TR
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IFEX is indicated for use in adults in combination with certain other approved
antineoplastic agents for third-line chemotherapy of germ cell testicular cancer.
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2 DOSAGE AND ADMINISTRATION
2.1 Important Administration Instructions

Administer IFEX with extensive hydration consisting of at least 2 liters of oral or
intravenous fluid per day to reduce the incidence or severity of bladder toxicity.

Administer IFEX with mesna to reduce the incidence or severity of hemorrhagic cystitis
[see Warnings and Precautions (5.53)].

2.2 Recommended Dosage

The recommended dosage of IFEX is 1.2 grams per m2 per day administered as a slow
intravenous infusion (lasting at least 30 minutes) for 5 consecutive days. Treatment is
repeated every 3 weeks or after recovery from hematologic toxicity.

Individualize the dose and dosing schedule of IFEX based on patient risk factors and
adverse reactions.

2.3 Preparation and Administration
IFEX is a hazardous drug. Follow applicable special handling and disposal procedures.!

Skin reactions associated with accidental exposure to IFEX may occur. To minimize the
risk of dermal exposure, always wear impervious gloves when handling vials and
solutions containing IFEX. If IFEX solution contacts the skin or mucosa, immediately
wash the skin thoroughly with soap and water or rinse the mucosa with copious
amounts of water.

Prepare IFEX for intravenous use by adding Sterile Water for Injection, USP or
Bacteriostatic Water for Injection, USP (benzyl alcohol or parabens preserved) to the
vial and shaking to dissolve. Before administration, the substance must be completely
dissolved. Use the quantity of diluents shown in Table 1 below to reconstitute the

product: . o . i
Table 1: IFEX Quantities for Dilution and Final Concentrations

Solutions of ifosfamide may be diluted further to achieve concentrations of 0.6 to

Dosage Strength Quantity of Diluent Final Concentration
1 gram 20 mL 50 mg per mL
3 grams 60 mL 50 mg per mL

20 mg/mL in the following fluids:
e 5% Dextrose Injection, USP
* 0.9% Sodium Chloride Injection, USP
¢ Lactated Ringer’s Injections, USP
e Sterile Water for Injection, USP




Because essentially identical stability results were obtained for Sterile Water
admixtures as for the other admixtures (5% Dextrose Injection, 0.9% Sodium Chloride
Injection, and Lactated Ringer’s Injection), the use of large volume parenteral glass
bottles, VIAFLEX bags or PAB bags that contain intermediate concentrations or
mixtures of excipients (e.g., 2.5% Dextrose Injection, 0.45% Sodium Chloride Injection,

- AE or 5% Dextrose and 0.9% Sodium Chloride Injection) is also acceptable.
Refrigerate constituted or constituted and further diluted solutions of IFEX and use
within 24 hours.
Benzyl-alcohol-containing solutions can reduce the stability of ifosfamide.
Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.
4 JelE (YETHH 202541 H)
244 Baxter Healthcare Ltd.
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4.1 Therapeutic indications

Ifosfamide is a cytotoxic drug for the treatment of malignant disease. As a single agent
it has successfully produced objective remissions in a wide range of malignant
conditions. Ifosfamide is also frequently used in combination with other cytotoxic drugs,
radiotherapy and surgery.

Children and adolescents - see section 5.1-Paediatric population

& - &

4.2 Posology and method of administration

Ifosfamide should only be administered when there are facilities for regular monitoring
of clinical, biochemical and haematological parameters before, during and after
administration and under the direction of a specialist oncology service by physicians
experienced with this drug.

Dosage must be individualised. Doses and duration of treatment and/or treatment
intervals depend on the therapeutic indication, the scheme of a combination therapy,
the patient's general state of health and organ function, and the results of laboratory
monitoring.

In combination with other agents of similar toxicity, a dose reduction or extension of
the therapy-free intervals may be necessary.

Method of administration

A guide to the dosage regimens used for most indications is given below:

a) 8 - 12 g/m? equally fractionated as single daily doses over 3 - 5 days every 2 — 4 weeks.
b) 5 - 6 g/m? (maximum 10 g) given as a 24 hour infusion every 3 — 4 weeks.

The frequency of dosage is determined by the degree of myelosuppression and the time
taken to recover adequate bone marrow function. The usual number of courses given is
4, but up to 7 (6 by 24 hour infusion) courses have been given. Re-treatment has been
given following relapse.

During or immediately after administration, adequate amounts of fluid should be
ingested or infused to force diuresis in order to reduce the risk of urothelial toxicity.
See Section 4.4.

For prophylaxis of haemorrhagic cystitis, ifosfamide should be used in combination
with mesna.

Use in Patients with Renal Impairment

In patients with renal impairment, particularly in those with severe renal impairment,
decreased renal excretion may result in increased plasma levels of ifosfamide and its
metabolites. This may result in increased toxicity (e.g., neurotoxicity, nephrotoxicity,
haematotoxicity) and should be considered when determining the dosage in such
patients. See section 4.3.
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Ifosfamide and its metabolites are dialyzable.
Use in Patients with Hepatic Impairment

Hepatic impairment, particularly if severe, may be associated with decreased
activation of ifosfamide. This may alter the effectiveness of ifosfamide treatment.
Hepatic impairment may increase the formation of a metabolite that is believed to
cause or contribute to nephrotoxicity. This should be considered when selecting the
dose and interpreting response to the dose selected. See section 4.3.

Use in Paediatric Patients

In children, the dosage and administration should be determined by the tumour type,
tumour stage, the general condition of the patient, any previous cytotoxic therapy, and
whether chemotherapy or radiotherapy is to be administered concurrently. Clinical
trials have involved doses of:

a) 5 g/m? over 24 hours

b) 9 g/m? equally fractionated as single daily doses over 5 days
¢) 9 g/m? as a continuous infusion over 72 hours repeated at three weekly intervals.

Use in Elderly Patients

In general, dose selection for an elderly patient should be cautious, reflecting the
greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant
disease or other drug therapy (See Section 5.2).

Administration-

Ifosfamide is inert until activated by enzymes in the liver. However, safe handling is
required, and advice is included under Pharmaceutical Precautions. The dry contents
of a vial should be dissolved in Water for Injections as follows:

1 g vial: add 12.5 ml of Water for Injections™

The resultant solution of 8% of ifosfamide should not be injected directly into the vein.
The solution may be:

1. diluted to less than a 4% solution in Sodium Chloride 0.9% and injected directly into
the vein, with the patient supine.

2. infused in Sodium Chloride 0.9% over 30-120 mins.
3. injected directly into a fast-running infusion,

4. made up in 3 x 1 litres of Sodium Chloride 0.9%and infused over 24 hours. Each litre
should be given over eight hours.

See section 6.3 for in-use requirements.

Care should be taken that extravasation does not take place, however, should it occur
local tissue damage is unlikely, and no specific measures need be taken. Repeated
intravenous injections of large doses of Ifosfamide have resulted in local irritation.

Mesna should be used to prevent urothelial toxicity.

Where Ifosfamide is used as an i.v. bolus, increased dosages of mesna are recommended
in children, patients whose urothelium may be damaged from previous therapies and
those who are not adequately protected by the standard dose of mesna.

The patient should be well hydrated and maintained in fluid balance, replacement
fluids being given as necessary to achieve this. The fluid intake of patients on the
intermittent regimen should be at least 2 litres in 24 hours. As Ifosfamide may exert
an antidiuretic effect, a diuretic may be necessary to ensure an adequate urinary
output.

Urine should be sent for laboratory analysis before, and at the end of, each course of
treatment, and the patient should be monitored for output and evidence of proteinuria
and haematuria at regular intervals (4-hourly if possible) throughout the treatment
period. The patient should be instructed to report any signs or symptoms of cystitis.
Ifosfamide should be avoided in patients with cystitis from any cause until it has been
treated.

Antiemetics given before, during and after therapy may reduce nausea and vomiting.
Oral hygiene is important.
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If leucocyte count is below 4,000/mm? or the platelet count is below 100,000/mm?3,
treatment with Ifosfamide should be withheld until the blood count returns to normal.

There should be no signs or symptoms of urothelial toxicity or renal or hepatic
impairment prior to the start of each course of Ifosfamide.

* : 2 gvial: add 25 ml of Water for Injections
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8.1 Pregnancy

Risk Summary

Based on mechanism of action [see Clinical Pharmacology (12.1)], and human and
animal data (see Data), IFEX can cause fetal harm when administered to a pregnant
woman. Fetal growth retardation and neonatal anemia have been reported following
exposure to ifosfamide-containing chemotherapy regimens during pregnancy.

In the U.S. general population, the estimated background risk of major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

Data

Animal Data

Animal studies indicate that ifosfamide is capable of causing gene mutations and
chromosomal damage in vivo. In pregnant mice, resorptions increased and anomalies
were present at day 19 after a 30 mg/m? dose of ifosfamide was administered on day
11 of gestation. Embryo-lethal effects were observed in rats following the
administration of 54 mg/m?2 doses of ifosfamide from the 6th through the 15th day of
gestation and embryotoxic effects were apparent after dams received 18 mg/m?
doses over the same dosing period.

Ifosfamide is embryotoxic to rabbits receiving 88 mg/m? /day doses from the 6th
through the 18th day after mating. The number of anomalies was also significantly
increased over the control group.

8.2 Lactation

Risk Summary
Ifosfamide is excreted in breast milk. Because of the potential for serious adverse

events, and the tumorigenicity shown for ifosfamide in animal studies, advise women
not to breastfeed during treatment with IFEX and for one week after the last dose.
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(An Australian categorisation of risk of drug use in pregnancy)
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U FEOREE)
A —A N7 U7 D43¥ (An Australian categorisation of risk of drug use in pregnancy)
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.

TGA < https://www.tga.gov.au/products/medicines/find-information-about-

medicine/prescribing-medicines-pregnancy-database > (2025/10/7 7 7 & &)

(2) /NREIZRET 5 E0H
AIOE IR 19.7 /W] OEOFEHIZLLTOEEBY TH Y | KEROEE OIS CE L
(YR

9.7 MR

9.7.1 RWEHOREIUFTIEZ L, HEICKREGTHZ L,

9.7.2 3UTOHNETIIFIEET S 2L, mHBERGLBEKGENR S RoTe 586,
77 A —ERREFEOBEREENHLDNDL ZENDH D, [11.1.3 2]

H gL RLAR A

8.4 Pediatric Use
Safety and effectiveness have not been established in pediatric patients.

Renal rickets and growth retardation in pediatric patients treated with ifosfamide
have been reported.

HKEOTFrE | IFEX may cause temporary or permanent infertility in prepubertal girls or in females
(2024 4 12 ) of child-bearing potential and may have an increased risk of developing premature
menopause.

IFEX may cause abnormal secondary sexual characteristic development in
prepubertal males. Sterility, azoospermia, and testicular atrophy have been reported
in male patients. Azoospermia may be reversible in some patients, but may not occur
for several years after cessation of IFEX therapy.



https://www.tga.gov.au/products/medicines/find-information-about-medicine/prescribing-medicines-pregnancy-database
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5.1 Pharmacodynamic properties

Paediatric population

Ewing's sarcoma

In a randomized controlled trial, 518 patients (87% under 17 years of age) with
Ewing’s Sarcoma, primitive neuroectodermal tumour of bone or primitive sarcoma of
bone were randomized to ifosfamide/etoposide alternating with standard treatment,
or to standard treatment alone. In those with no metastases at baseline, there was a
statistically significant improvement in 5 year survival for those receiving ifosfamide
letoposide (69%) compared to those on standard treatment alone (54%). Overall
survival at 5 years was 72% in the ifosfamide/etoposide group compared to 61% in the
standard treatment group. Similar toxicities were observed in both treatment arms.
In those with metastases at baseline, there was no difference in 5 year event-free
survival or 5 year overall survival between treatment groups.

In a randomized comparative study of ifosfamide (VAIA regimen) and
cyclophosphamide (VACA regimen) in 155 patients with standard risk Ewing’s
sarcoma (83% under 19 years of age), no difference in event free survival or overall
survival was demonstrated. Less toxicity was demonstrated for the ifosfamide
regimen.

Other paediatric cancers

Ifosfamide has been widely investigated in uncontrolled prospective exploratory
studies in children. Various dosage schedules and regimens, in combination with other
antitumour agents, have been used. The following paediatric cancers have been
investigated:

rhabdomyosarcoma, non-rhabdomyosarcoma soft tissue sarcoma, germ cell tumours,
osteosarcoma, non-Hodgkins lymphoma, Hodgkins Disease, acute lymphoblastic
leukaemia, neuroblastoma, Wilms tumour, and malignant CNS tumours. Favourable
partial responses, complete responses and survival rates have been documented.

A variety of dosage schedules and regimens of ifosfamide in combination with other
antitumor agents, are used. The prescriber should refer to chemotherapy regimens
for specific tumour type in choosing a specific dosage, mode of administration and
schedules.

Usually the doses of ifosfamide in pediatric tumors range from 0.8 to 3 g/m?2/day for 2-
5 days for a total dose of 4-12 g/m2 for chemotherapy course.

Fractionated administration of ifosfamide is performed as intravenous infusion over
a period ranging between 30 minutes and 2 hours, depending on the infusion volume
or recommendations of protocol:

Uroprotection with mesna is mandatory during ifosfamide administration with a dose
equivalent to 80-120% of ifosfamide. It is recommended to prolong Mesna infusion to
12-48 hours after the end of ifosfamide infusion. 20% of the whole Mesna dose should
be given as i.v start bolus. Hyperhydration with at least 3000 ml/m? is required during
ifosfamide infusion and for 24-48 hours after the end of ifosfamide administration.

Under treatment with ifosfamide, especially in case of long-term treatment, sufficient
diuresis and regular control of renal function will be required. Children 5 years of age
or younger may be more susceptible to ifosfamide-induced renal toxicity than older
children or adults. Severe nephrotoxicity leading to Fanconi’s syndrome has been
reported. Progressive tubular damage resulting in potentially debilitating
hypophosphatemia and rickets has been reported rarely but should be taken into
consideration.

Paediatric data from randomized controlled clinical studies are limited.
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