EEAF 7Y 100mg
RMIXE (R)

2003512 A

7R MIVEERRSH



TER IS THETF A

AAEEBRHEESE

BAREMRTRES @ 874201

frik . ZIRRFE

ERAAR M EREROERRNBEEHINTHRET, )
(BB LEDEE] OHESH

W5

HEMESH

HEX 5

B ¥R

A7 7Y 100mg

(&)

FFZ. BABCTOCHBTLZAERABRICEVT. BLERERUFIHELTH
BT O ABRREROEMOD LT, FHORENBU LK SN SEMCOVTO
5T EHo L ((22). [RUZRE] [BRERS) RUY BALOFE] OEER),

[22 (koEZICREELAEVIE)]
(NEESBREOCHIBEBBEXBESLI LN HD. Xk, BoLOHHES
Bh, EEARERASRBTSLNEHD. ]
(DXAARFROBLEZSURHACHLARECRTEOCOHIES
(DIFBRIZIT|RL TOSEERERODD|W|A (T6. TR, En. RAKIAORE

DIEZR)

[BHZE (XORECRBELAVILERWNETHIN, HICBLELTHIHREICEAR

BIC#E5d 5 &)]

FRBERE (Liver damage) CEOEEICHBESETLAEE (FESEZBESELE
INNHBZOT. PLEBRTHRETIBEACIBERERBIERERREFEZTTOC
E. ]

CHUFO 2 EEBUEOFREETHEE  REMRMNLLVEAK, MEEVINE @
#53. 0mg/dL 8. mMEF N T3 EN 3. 0g/dL K. 1C6 Ry 2 40% 8. 7obrot
> 1E B AT 50 9% K '

(4 AL - 4K)

1. #A8K
BEROFTUI00meld. INTTILARICROKSEEGHET D
Y AT IF

EHE i00 mg




2. BFOER
BiEADF 7V 100meld. RAOHKERATSH S,

pH T 2T75F L ng/nl EREER 15 < 7.0
BEEL AR 1IN 7N EEBEAEEK T0nl ICBEER 1

(BEEWR : £ BRERICHTEH)

[EER TR ]
Y 40 ha ¥

-__....--...._._-._--.-.._--__...........-_,.,.._----_-.--..-._-__-____.--._...--.--.*

1. $ﬂtﬁﬁm%ﬁﬁﬁa®ﬁ%L%Héﬁ%ﬁ&ﬁféﬁﬁﬁﬁbrmmm.
L, EBOWEBHEBECBTAIEPRRTESERMEIL TVARN,

[AEZRUBR]
1. YR 7SF2 100mg =y T0nL OEBRIEXREMATHEBL, 65me/m* (KRER)

EFBFRICBEASNEAT—FALS, 1B | BIFFBIRAIC 20~40 5B THERS L.
A~ EAMKETS, chE15—-0EL, BEZHYIRT,
b, BERIIERSICIVBERRT .

2. FHOBERICRESHZ2BRTILHICTROVEEZTO> I L.
AF TSR, 1,000~2,0000L OB LBWAEAEZ ABBLULENTITRET S,
EFIZSEISIRSETIE. 1,500~3,000nL OB AWEZ AU LI TS T

B
AFIRE5FRE. REERICEBL, PELRELTR Y b=IRUZO0RE REOH
REIZIRE5TBH &,

FHEECNCEBT A0, AEBICRBE (W 50C) TMRLZEBAEWENX |
THRORED, &7, BHRBAESDCHETD 2 & (18 8A LOREE) ORSH).

]
..............................................................................................................................

[(ERLDEE]
1. HERS (ROEBEICREEICRETSIL)
(1) BREOHDRE
[BH#ENBETLTWAOT, BHEASBS S 5bNE LN H %,]

(2) FEEOHLBE
[FHfREaEns < BRFERSICIVRBBERSENETLTHLIOT, BRIFAMN



M HObONBIENH B,
(3) BainwEloH 2 BE
(BEMHZREEITLIE8H5.)
(4) BBEBEOHLEE
[EREE A HEIRDZIENH D]
(5) BYPEZBHLTWIEE
(BHMEIcED, BREEEHMBIRDIENHS.]
(6) kERBRH
(BHNEFERESobNIBETNHD.])
(1) BiwE
(T5. BFE~DOHRE) OEHER)
(8) /Mg
(TT./NEE~DRSE) OEBRBHR)

(9) EHMERLTWVWLARE
[(BlEE, SHNGHSAB<bohh. BERIEBTHIZLNHD.]

2. BEARANEE

(1) B - B, BRFAESEOECBERNEILAEERAKCRIZIOT, BEOREE
+aicEEL. BULABETDS I &.

Q) EMHBRLZOBRE. BRDH. FRESSSOEELAMEMMEISZ I LM5
0T, HECERRE GSRERE. DRBE, FEERES)IETOIRE, B
OREEFHICERTAIE, RENEDSNBEIE. HE. KE, FLEFO
ﬁ@mﬂﬁ%ﬁﬁztoik,ﬁmﬁﬁﬁ%mtt%tﬂﬁmﬁﬁ<&ébh\ﬁ
MM ICEB TSN HHOT, #ERERERITIZE, b, 70EIFIZLD
ﬁﬁﬂﬁ%ﬁ5%@m%%%,%%@%ﬂ%ﬁéhé:&ﬁ%%@?,m%%k;
AKpEmETSTOC

(3) BREfE, WOMEROFRRIAWEICF2ERT LI L.

(4) RBPBEEIRID>OT. BEOREEZTHIHAEL. BYRLBETD C

G) NBIZHBETBEAIE, BIEAORRICKRICHEEL. BELRETAHIE (T
BEAOERE] OESR).

) NERUVEBIGRLEROBECRSTILENSIHB/IE. HRCHTIEE

EEETBHIE,



3.

HEFR

HAITE (HAIKEBETEH L)

AR E s 3t g e L ERERRBOBES 104910513 5BHEARCBRRE
BEEORREIZN.05THY., ELLOREKFIR 9.8 Bl -
63. 5%, ARk 26. 9%, B 0 BRI A 78. 8%, SF R EREC A 77,28, du/hREE A T6. 8%,
AST(GOT) L 5 56.7%. i3> 51.0%, ALT(GPT) L& 45. 2%, WiHEVUIELFE
36.5%. MIE T T I ET 3. 7%, MIEMK

25.0%, MR L7Fo LR UH.ETHo I,

E-$IE%3 FBEIRIEIR * BB 1B EF - BEBRET

EEXiA R %] EEME 2 RS A b BRABERZ

AT AR R AT MELOT, HAEREEIT | BT 5,
SEAE.BEORELH
ZLANS . BETA RE

...................... AR E Y B & e

R TEEX L NS EAVARE S VAR E P
4 #f}b@ﬁﬂi:&}"?—‘ L= @ﬁﬁl:ﬁ%btiﬁﬁﬂ 7%
B, BORETRELE NI IR
BE LD BB EE |7 i
TEBEINNS L. HAE|TVAWETL, XZ Y
ﬁgﬁg%ﬁ%%?ﬁ% & X)L oA E R

%

'?ﬁ%ﬁ%ﬁﬁ%ﬁﬁﬁ%”fﬁ?éf """""""""""
2 Z EHITHREBBEEE
ENERTEBENNDH N
L, FRABEEITOESRIC °
. BHOREZREL AR
RO, . BEBETIMXEAES
FEﬁﬁ&EET%) t: to

Zs/ﬁuzyF MEENERINDI S | tbICEEEERT .

ggﬁ%§?4& WHBDT. BRAREERT |

> SEAREECHET 2

AFBE7ATFY | Z&.

2B

7032 K

B I T S ass | ARy

""" &"’““ kT - ) R ! 1'—I “'"'"'_;'"';;.:""'""'""'""

%ﬁé%éj“} S EANEEITRET g%kﬁﬂﬁ%Eﬁ?

EEEN>aATAL | T °

>

otz R

Ly R

A il N FTrZ hAOMBEFIR | EFIZAA

(RMTAMAR |ENXETLEZEORSEN
HEOT, BEREETD
BARBEERHRET D
to

. BlfER
=

EEWA 29, 8%, LDH L& 27.9%, BUNER

W 76. 0%, FEEL



() BREEBER

DENERS EERR AREBRLE0EELBRENSSHNEBENNH DO
T BEE+SIZEW, BN, MESLTFY, JLTFIL - SUT I L AES
CEENERDONLBAEBsEREL, BYLRERITII &, TOM. @R,
REQ. SR, BEXHSbNBIEND 5.

) CAMBEAOE GEFRE) SOERME  AOREOE. Al ARRKFHD. FF
BB, MANREBOENRESDNBIENSZ0T, HECOBRREET IR
rEEE ST, BENED SN EESERE. KE, PLESOHENTLE
2FD T &,

3) Bl AT 2 (R 0E) . FTARBEIE S (1%R %) . B E BBERB) : AST(GOT) . ALT(GPT),
AL-P. LDH. 7-CTP. MWEUNE L HERS2HESER T HEES. RIERX.
BENHLDNBCENBEOT, BEEFHIIHN, RENBDOSNEREICH
HE. KE, BILEOERENBEFOIE. TOM METNTIL. OERE
B, ICC B BERSODNA - MDD, iz, FHOREKES L DEH
SoWHRBEDONEBENNH B,

0 LEEE(LRE) . RAOEGEER. Do OFS GEERR) . FEMR G
FE) B, ROE RERLEESD). 9o MELTFE, FERLEED.
DL LDERE. RES) NS5 bNB I ENHZOT, BRETH TN, JH,
e, BUH, BE. DERRESNROONEHORESERLEL. BYL
BEEFIC &

§) BRI (15K ) : BRBEOBRARBRENSSDNZ I ENBBOT, BEET
BN, BENRDLNEBERREEFIETEIL,

) IEEIEE (3.8%)  BEROMWAET, BE. BRSNS SbNDBIENHD. Tk,
AT FUBERIIBNWTIRBESBOEMCH WVEREEORRAFESERY,
Bz | BR5E T 80ng /ML ET, BIBSET 3000/ 2 BA B LT O
S - B EMABATVAEDTHARERETVRET B L,

D Ygvs. FFI4SFY—RISGAERR) 1 39y, TF747F 2 —Rib%E
R pEANSHOT, BEE ATV, EERE. SEXLE, 77/ — ¥,
REE. g, OEETEOERNSSbhEBeRBREEFEL. BYLL
BEITSZ &

§) AEERIEGAERY), RERREXCGAERY), RES GAETH  LRZFE, X
pEmEg RESSOREBENSSONABEINNHZOT. RENBD SN
EBARBEsENIETAI L,

0) IR UEE A MEENHSbNEBTNNS 0T, ARNARDONLES
HEEERILETBI L,



10) AMUFRSEERE EEFRS)  LAERY, BHBEL, BRLEZEMETE
MR ERERRASODNEBINNESOT, BN I HWRE (/M ME. 7
MHE) RUBHEREETIREBRETALTV. BENBD S NEBSICHHR
5%d kL, BYLRABEFI I &.

1) RmEEDGEERT) : 7 — AXRRBEOBNMEAMNS S bNEBENND
B30T, BENEOONBAKRBSEHLET B L,

19) PIEMRA GRERD) : 8. DR, WREE. W URB¥SE &S ME LR
BNBHEONEBENNS 0T, BEETHITH. BEMBDSNLBAITR
gsehll, HEAEFLELHORSEOEDALERGS T &,

IDNRARANE L FEA D MEBE GAERE) EF b 1) D AME. &85 E nE.
R kU ABRBOHEN. MER. HE#. BRREESEES HARSLEST
BEASWERE SIAH) MB5bNEBENNBHDOT, TOX D ZERMNS 5D
NEBAIEREETEL, KPBROMNBESOBYZNEERFS

14) AL M. HEBRES. HEEEIL(TRTEERR  BEEHMN. BHEE
B OWNEBEZEANSLDNAIBENNHBDNT. BREZT2KITW. EENEDS
NEBEIRBE. KE FLEOBENRLEEGFS L.

15) BEELGEETRY)  AEEANSSDNIBTNINBZOT. BEETHIA
N, MEB7IS—VE. nEYS-FtESCRENABDONARESCRBEE DL
TBIE,

16) BMEGIEFR) . BRAEOELGEEFH) : BLME. WRFOBLNSSbA
BBENNBD. VATIFUBERIELBNTHEE. ¥ h7 Y R—LAEH#SE
BREALDBEINTVNEIOT, IFEBEPRECERTILRERAEEZTHIITTW,
RENBOONEBEREREER LT AR EHYRNBEEFS 2 &,

17) RIS A AR (EEFE) BB RMRENS 5bN s BThH 20T, (K (CPK)
LR, mHEORGIA/OE S LREARDSNEBELRBSEPLEL. BY

BRAMBEEITOI L.

(2) TDDEIFR
ROXSRERMNSSONLZEEICR., ERKECTHEHYZLEZTDI I &,

BEN\EE 10%L4 E 10% ¢ i B ERERED
AHAE. BB | EEERE. DAL, | FREETI LD RO
MR Rgl, | EE BAREK B | BX
HAL 2R AR, JE AR
¥W.Lso<b,+
—HRBERE
28R Tk, A, A | EK
BEES S Rz ETY
K& i & fE FORE,ARILE
i - Bk E:]




TR . BOEDE | AEREES (B
VL. ME LS. W | BB, BEZ). &
EHmAER B, RBE%E  |HHTEEE.ER
LR OET. &
8. L)V3w bR
i o ETHE %, WEK.
IR B IE R R
BE. Bk, CEKX
BIES "E. L1/ —H8
%, mEET
mRFrUD LR | mPEEHEE |LFANSTLER
—_— % s )Y AR 2 omeh) SEER
% B omEmT SR LY
. gzﬁe%ﬁJﬂ% B RE M
48 5 7 T4 7))y EE | ol ECERE
am # 44 n g
. B, W
T . BK

ED VAT FUOBERATRDOSNTHRIEMERS.

T2 ABELTHRHAEZOHRSET .
T3 COXORERNDSODNEHBRICRREZFLET I L,

. BBEADRSE

BRETIE. —RRICAEEEEE (B, e, BRES)METLTR20T. A
BEU VI RSHBIERT IR EREOREEZRR LAV OSHBIRET S I Lo

. WK, B, BIABEAORS

(1) HRIBERLTWIHEEOSIBARBRELENT &,
(BMERT. Sy FBWTHTBER. BEREEOHEM,. VIFFKbWTi
EHEROEMARD 5N, Tk, YUVAXBOTHEIFBER. REBZREAL
HEINTWS.]

() BABCERETHE/ICE, BilEzPLEER L,
[(BHFICBETTAIENREINTNLS,]

. IZNBEADESES

MREITRTAEREBEISINTOAL (ERERNIZNV).
S ATSFLOBERAIIBNT, SET. EREENEHELRRAT I LO®REND
H0T. MRICHESTHAHEIE. BERORBRFHICEEL. FELXTIREHR
THEETARSBEOREZHGLAMNSHBIRET I L.




8. MALDIE

(1) HEE
DABEBRBETLE, 701 F BEXBELEREAVIHAICE, EHENET
THEOTHTAEHAERICEBRTL I &,
Fh, AHEEONIERETAEOBE (WHC) THRALAEEAREREMAT
BB RES, 4B, ERNTREBERLEILEERT DI &
NEREBET2E, FIOBBK, ABRF NIV LREFTOIRRERAND LR
REZDZOTHITD I &,

DEAMMOBREBEIL., THVIZOALEBLTHBYERRL., BEEVXETTLIO0T,
ERICHE>TTPINIZLAEZEVERABREAN VI L.

HEFNS, BEEYHTH2OT. MONEREEH EBTRELIWVWI &,

(2) #5H

DAFIZ, sEAKEBTARE. TE3XTERICHRETI L. (8% FHlE
50C THMRE WCTHRELAZRICBLT. tMESETREARITEZRDEP
Fe i, 24 BEIBRCEROWHERD L, £k, WCKRBORETRESSXERMT
ERFHOFIERENS S.)

DEFIL, BEBARKIDHBITI2OTENBAETRIT DI L.

NEBRABEEL., BHETIRMUNANERBHAATS L, B T2HBERE
ENEBIBCENBHEOT. HEKRETEIE, £ AT —FILFHEFILLD
mECHEXBETIHEENHDIRD. TRHITEBET DI L.

9. TDHDEERE
(1) F2HIZ. MACHTI2EETFRAZEFRENBD SN TS,
() YOARKEERNBSLEERT. WRERVEREEVNELELLZORENED.
(3) AFEMONBEREEREOHAICIY, BHALH GBELFEZHIEETDD
2), BHERRERE M) NRELEEOBREND S,
(4) EFERBEESZCH L TARELRBE LT 0/ U ETHELZBSITE.
FREORAEIRZEDENRDoEEDBREVH D,

(FEHERE]
1L oHRE "



Ml R AR % ting/n THEELEZLE, BERTHOMED total A (&
2T FLME R THEOEEERL., e HRUSHEOEFARENTN 0.47 1K
85.03 BRI TH o -, MIEH Iree ?ﬁlﬁ(?l?"ﬁ?%ﬂﬁ)@“*ﬁﬁ'& 0.51 BERID

HBEHTHELNITHELZ.

—o—totalRIE —O—freeiR K
FiHERETELEZE, n=3

8 R (e g/ml)

0.1 v T T T v y T T T T ——r J
[t} 24 48 12 96

HERTHROFM (hn)

WY BRSNS A—F (EHETEERZE, 1=3)

Co.spe (i 8/mL) t,,a (hr) t,,28 (hr) AUC,., (pg-hr/mL)
total 4.19£0.02 0.47+0.11 85.03+9. 40 182.04+28, 25"
free 1.30£0.33 0.51£0.09% 1.56£0. 269

a) (897} ETRY .
b) #|ERMHSKTE 6 BEEETOACETRT.

Q) BEMBNOBRERTHRIBMETOACEZTRT.

2R (BET—4) Y
AEOEBE ARG E L EORFHMIIBBTHD. TOHFBERR, wE& 24

BRI T 15.6~51.3%. #5®5H BETRGEMBOBWVWHICBEWNT 45~T88TH o7z,

§:9795% -9 B
ERICBITS. FH G5mg/nt BB S B ABRARABEOMELIAOBY TS 5,

I 5 E3
I #0 L 32.6% (31/95)
*zhEHE B L EEE DR EERE U TIT 7z
<B#E>
ﬁ%itﬁ%ﬂﬂﬁfc.%ﬁz‘"”L::BH%aZIEﬁ‘fU@if;#ﬁ—’aiﬁu%‘Hﬁﬂﬂi%ﬁ%iﬂ%bib}mﬁD'C'ébé.,
BE5MmE EDE
WHFEN AR, B & T8 AR 22.7% ( 5/22)

9



. E. AT E R 37.0%  (17/46)
X 15, 3 X 455 5 Bk 44.4%  ( 4/ 9
K B 33.3%  (°1/ 3

& & 33.8%  (27/80)
[BEFhTER)

1EBHR Y

invitro: AFII SO NFEGEMRICH L, 0.21~3.6/nl O IC, EZRL

7"—
—

invive: X—RY O ADFBIZEML /-t FFE PLC/PRF/6 R HuH-7TITx L

THE 7 mgkg DEEBRNBREC L > THEEFEANRD 5N, TOZHRE,
RFEVIEL Y 12 megkg DEBEHKRARE ERAEUETH .

HEOFBIrBELE VO BECHLT.FAFOERFBHRAKESITENT,50%
EDHAEMEIRERLE., FAOFHRAES LAHOBENHRIFTRIKA

BELEHIDOERPDT,

2. kKR Y

WHWMEIA O DNA LA L., DN AREVF TN EH<EHMROSHREBET LY
DEEZSNTND, :

(ARG ICHTHELEFNMR]

—W % AT SF > (Cisplating
{b& 4 : cis-Diamminedichloroplatinum

2F 3 ¢ ClHN,PL

SF 8 : 300.05
EEN:

Cl\
P
CI/

t

N
/

N

Hs

NHg

HK: YATSF IR, BBOKBEOHKRTH D,
NN-DAFNFRINLTZ
(9 — 100D IEWTINS<, T /=) 0LDIKIEEALEBITRN,

[ERik s EDFEE]

T RRBIFIISL, AXRBHEAEF M)V LBHR

AFREBRERICHEMRL 2%, TEIETESPHMIERATLSIL,

10



(8]
BEHEaF 7Y 100mg: 100mg 1 N1 7))

[FEXHMRUHKFRE]
FEXR
1) AR
9) EIGEHMEM : BEEOHOH, 121, 963(1982)
3) EEHESEM : L LMk, 9,56(1982)
4) A ESM : B L LS gk, 9,632(1982)
6) FLAMEE
6) LA EH
T R EE
8) HHNEH
9) Zwelling,L.A., el al.: Cancer Treat. Rep., 63,1439(1879)
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