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RE1X2950(70.7%) T - 7. I{""ﬁﬁ[‘ﬁn BT RTCETABMORITEREETDH 5 7.

2. CDDP ## 5-52%, 200mg/m’f5 % Bk 2 7205 20C, 3661 5 ] (13.9%) ([ZHE B A BL L, & 512500
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Abstract Objectives : To evaluate cisplatin (CDDP) ototoxicity and peripheral neurotoxicity.

Methods : Thirty-one patients with epithelial ovarian cancer and 10 with endometrial cancer who have
been treated at our institution since 1996 were enrolled in this study. They have received combination che-
motherapy consisting of CDDP 50 mg/m?, doxorubicin 30 mg/m’® and cyclophosphamide 300 mg/m? as post
surgical treatment. Before and after treatment, they underwent audiometric and clinical neurologic exami-
nations.

Results : Twelve of 41 patients (29.3%) suffered from ototoxicity, and especially the high frequency
ranges were impaired. When total doses of CDDP administration exceeded 200 mg/m* and 500 mg/m’,
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audiometric impairment increased and scarcely recovered. Peripheral neuropathy was found in 9 of 41 pa-

tients (22.0%) and soon recovered after cisplatin discontinuation, but peripheral nerve damage in the pa-
tient who suffered earlier from CDDP-induced peripheral neuropathy was progressive. There was also no

predictive factor for the occurrence of ototoxicity and peripheral neurotoxicity of CDDP.

Conclusion : Ototoxicity and peripheral neurotoxicity are likely to become the major dose-limiting tox-
icities of combination chemotherapy including CDDP when higher doses of CDDP are administered with

granulocyte-colony stimulating factor.
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DEENITFIE L A EELEA DN 2 728,
4,000Hz DL LT BB L % 5 12H - THfE
DEAVHLNE LY, EESEMORGEED
RL7z.
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Table 1 Mean hearing levels at each frequency before and after CDDP administration

frequency (Hz) 125 250 500 1,000 2,000 4,000 8,000
before CDDP
administration (dB) 15023 159+19 150+39 11.8+30 132%32 141x21 191%51
after CDDP
administration (dB) 209+35 198%*42 193x58 170%49 175%50 245*51 493%67
difference (dB) 5.9 3.8 4.3 5.2 4.3 10.4* 30.2% *
*p<0.05, **p<<0.0001
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total doses of CDDP incid
administered (mg/m?) cases fneidence

® 6 0 0 O
500 - O O O O O 5/12 (41.7%)
O O
O O O O O
400 — 499 0/6
O
® o
300399 O O O O O 2/8 (25.0%)
O
® 6 ® 0 ©
200-299 5/10 (50.0%)
O O O O O
~199 O O O O O 0/5
‘ patient with hearing loss
(O patient with normal hearing

Fig. 1 Relationship between CDDP administration and expression of hearing loss

Table 2 Hearing prognosis in patients with hearing loss

age hearing loss ringing change of drug prognosis of hearing
45 unilateral 20dB (8 kHz) + CBDCA stationary
58 unilateral 40dB (8 kHz) + CBDCA stationary
66 unilateral 20dB (8 kHz) - CBDCA stationary
60 unilateral 20dB (8 kHz) - CBDCA recovery
54 bilateral 40dB (8 kHz) + CBDCA stationary
57 unilateral 20dB (8 kHz) - CBDCA progressive
51 unilateral 25dB (8 kHz) - CBDCA stationary
27 bilateral 20dB (8 kHz) - finished stationary
23 unilateral 100dB (all frequencies) + abandoned stationary
36 unilateral 20dB (8 kliz) - CBDCA stationary
44 bilateral 20dB (8 kHz) - CBDCA stationary
40 unilateral 20dB (8 kHz) - finished stationary

2. CDDP #&¥c 55 & B BB R A BE & DBy
R

CDDP #f%x5-m & B BEFRBUHE & 0%
et LC A7z, CDDP #&#x5-# 7%, 200mg/m?LL T
TIZED B FIZMH L 25 » 72, CDDP & 5-#

W RESIBLL 72 (Fig. 1).

3. CDDP IZ & B HEED T

CDDP #5012 &k » CHl &R SN ED
Fiha MR THh7(Table 2)., WHREZ R L7212
Birp 9 Bk, # VKT S F >~ (CBDCA) ~NFEHIZ o

A3200mg/m* B x Mz B &, 3661 541 (13.9%) 12
B BEENEIH L 72, X 512 CDDP &% 58
500mg/m*% B 2 72 %5 &2 k1260 b 5 B (41.7%)

ZAT o729 AYPURALAFR T kB L 72, 2 B3
WRMEFFRGR 2SR T L, 1PNIER M ORE)) 21313
HE L2720 gk odififbsfikz b Lz, &

NI | -El ectronic Library Service



Japan Soci ety of Cbstetrics and Gynecol ogy

19994104 11 1 853
total doses of CDDP incidenc
administered (mg/m?) cases meidence

oo O
O O O O O
400 - O O O 0O 0O 3/18 (16.7%)
O O O O O
o @
300 — 399 3/8 (37.5%)
O O O O O
*
200 - 299 ¢ © O 00 2/10 (20.0%)
O O O O O
~199 ® O O O O 1/5 (20.0%)
total  9/41 (22.0%)

. patient with peripheral neuropathy

O patient without peripheral neuropathy

*

cases with coexisting hearing loss

% case with facial pulsy

Fig. 2 Relationship between CDDP administration and expression of peripheral

neuropathy

N5 CDDP & 542 & 0 BB 2 5% L 72 125 41
X CDDP & 5% 3 2 AU Eicb2 ) k%
BIEE L7208, WEOIREsE 2 2k Uz 1260 ) 28 m 45
L72BE 1 BOARTH Y, 1061ITEHAZE, 1615
EOICHENEZR L. b, ThollihEE
126105 b HERL i EOHERERERLZ TV
72BNE 4 B, 333%I2T Xieh o7,

4, CDDP #5-12 & % KAy phie e

CDDP TR T % & Bb i 2 KR ARE IR 2 3F
Z 72D, 416l 9 B, 22.0%Td - 7= (Fig.
2). WEIE, grade 1287 #l, grade 278 1 #, grade
SW1BITH 72, ZDIBIDH B 3BT b
EOPFERA LN, KRR ESHIALZ9
Bir 2 Bk, CAP#ED 3 a—2AHICETHEOL
Oz R 272, 72, 6B, CAPHIES 2 — 2
DIBEIHEIR A FE I L 72, & 51T 1 #1id CAP D
22 —AHICTFHEOLONRE MIEBEEEZFRL D
IRy, ZOH%IEH % CDDP » & CBDCA
WCAEE LR b FREE 3 a— 2B L722%, %k

TREZRT I TOETEHOMINKT 2K L7z,
C DIEBI DO MRLERE T, FROHEERKT IR
RO % BOMBREMEITRBR SN2, Z DIER
2DV Tid CAP #REHIL%, 334 AfB L7225,
ZORATREEIRTHENETH 5, RRHREIRZ
RLZN S 9BICH L, CDDP OED 5 Wik
CBDCA ~DOEBZAT - 72k R, Ak o B 47 &
FTRLIPIEIERPAED 2625 & 6 HIT
SERASHIBL L 72,

¥ 72, DAL L ORNBBRIZIAWTH S
A, CAP#E 6 72— X HYHIZ, KR MO
BRIATHGRE R % 2 U 729 B A% 1 BlEED H iz, B
TARERRIE A 2 7 (FRBRE BEBEAT A & — b, IR
P IX1280C, EERMBHBITH -7z, S OB DR
FRERIZ 3 A HRICHARIE L, Ltk CBDCA IZ
B UYL FIRE 24T o 7205, B R o
FRIIEZ 5o 72,

5. CDDP 2512 X 2 Ji )y B 3 R0 o Al il fee it 5
FEOFMITONT
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Table 3 Predictive factors in occurance of hearing loss

total doses of CDDP  creatinine clearance  incidence of gastrointestinal
age administered (ml/min) G-CSF symptoms
(mg/m?) value for one hour  administration (grade)
patients with neurotoxicity
18 cases 476=127 395+159 793+ 133 40.0% 12
patients without neurotoxicity
23 cases 488=*115 360= 140 815182 42.3% 1.0

BEJREE & RS AR 2 2k L 2 18RS D W
T, ‘i, CDDP # 55, BHkeE, & HHH, ¥
{LEHIE R % MR E T B L 2 h o 7223951 & L
WL, MREEORHALTFUL D 2HT25H 5 H
Eybemat Lz, MM TAEEZRLZNT
ZF® b7 72 (Table 3).

Z =%

G-CSF D Bi%E % & T CDDP ® KB 5 2 K
WHFERE 2D, FEEEZIE LD L L TlAR
ENEEBREOTHROLENEETONLDDODH
AV —F, FNHES T, &%, WELRRED
T R RA T VBT B & R AR R 2 &I
S5 CDDP I X 5wk P 8 Bl o B 23 7
b, BED QOL ZAMEFF¥ 5Bl 5, CDDP
WX AMRBEEORBHECHEE L L VLI
THIELEFEELRIEEEDNS,

BB E OIS AERE X, 41601261, 29.3%T
Hotz i, TOREOWHEIZ, 4,000Hz 2L Lo
BEEHTHEO LAV LN E R E2BMO
RSV BETH > 72 (Table ). ThFTDH,
4,000, 8,000Hz O &5 JH I EL D F IR L~ L 5 fiEE
NoHERBTHHMENL KV, KAMEOHRD
Fhn e X —H7 5, BHREOEHFIZON
T, WO B O R R % ARBFZE & 7 U20dB L1 & #l
ELTRER "2 A THRLE, 26.1%0538.1%
ThHY, CORTORPEORRIZENDS & RE
D LN h o7z,

CDDP ¥ 5-5 L JIBEER I L OBR & R 72
iR T, CDDP ##% G- & 4%200mg/m*LL T Cid Il
HEEFHBL h o572, LA L, 200mg/m*% i
A 72 & 500mg/m* & #E 2 72 I TR B (&% 4
50.0%, 41.7%)\ZHENBEEFMB L 72 (Fig. 1), &
oD 9H % CDDP #& ¥ 5 & A3200mg/m*? R 1

12, ST L 33— ZADEMEAREIK TS
LI B L THBY, F7-CDDP &L &EH
500mg/m*® FEH 1%, CAP ##{k 8 ol H i #4112 — 3K
LTwab, BEHEENEHST 20 L 0r0%EN
X, A ZEG SN MOMEKICHE DS &
MR TH B DS, RO RES S, BRI E
2 CDDP O #&4 5 & A3200mg/m* % 8 2 5 &
ERMIMICH2Y CDDP 2385 3 6121,
BENEEORET LM EEZ HLE LT
bbb, INFEFTORETE, BHH0IE Nk
il wvwo7 CDDP OG- L EE L OB
e LT LoNTE R, 5ok
5, CDDP (Z & 2 K5 IZ13 CDDP O 5- [l b
HEELBENICR S EAURBE SN,

B BED B ASH] PR AN P 2 o0 B RIS
DV, RFRTE, BHOMERRBLRLED
SHAHULRIZhZREMEEZBIELTWDEA, B
AMA B L 72126l 1 pNc3 X9, 11BN
RENRNENENLLTEY, ZoOREIASENE
AL Bz (Table 2). ATHE SV I HE)) 5%
BBIO50% 00 #ETH > 7 LB RTn5BH285, 2
N5 I3BK G EH100mg/m* T TOIEFTH 1, K
HREGHTIEMEL P72 BTV, J#
W3 CDDP £ 5 5:188mg/m>LL b T By & 55 s
FELLBITIE, BHIEEL A2 HMEL
TWb E91S, fidLizEhxsReEZzohb
200mg/m*% B 2 723 A SR LR BE R E X, R
MEEObDEEZ HND, 8 HITHERTREI,
RFFEOE I BEEG 126105 H, HEPLHF R L
DOHEIEREZFA P 46, 33%12F X7,
CDDP #5412k, 72 & 2 HEERDE 2 LD, KX
BLEBEIBEERIT) CEPEEEEbNS.

KA R OF AL 2DV T, RN,
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BRAEHFMIT A 72 Chaudhry et al.” % Cavaletti
etal.Y O EH T, CDDP &5 2375mg/m* & 3
AL, BEE LTI3952% 5 5100%TH 72 D
CEThb. i, BRI L REEEET 2 Ho
TR L72ARAKR S 05T CDDP O # ki b
A3100mg/m?% B L 72 L b s & SR RS Al I 5k 2%
BHEL, 612%DBETROLNIZLEDI L TH
%, REFFERE R D22.0% (Fig. 2) 1%, TN 5t

WRE EMEBTH 72, INHDENE, K%
Tli&, CDDP ®— %55 A3550mg/m* & L R4
BLRIEVPEBRLTCVELL LW, ThET
DFED TV TIE, B R ILRREE R B BRI T A

LT, FROBMAEEL T 59 2 THREN
BeolzBlizdbbb0m, 132 ALEDHT, CDDP
BeHRTHBIGTERZRBE LTS, Z0X, &K
WFFEDH T, CDDP @ R fii# 5- i 45100mg/m* %
ARHTTHRO LONE»SBTE Y, BT
THOMIMET &K L7ERNRD S Z &3
NREZErBbhs, COEFIIHL, MiksE
KA, AHREFHREN, HEKOEREITD
n, TR O KRR MROBEES RSN, 0
R E L CTHIBRENETH LI AR I, K
R E O R AL, MRk E R =
VB D O TH A ) LB SN TV BN,
AIEB D FRRDFT R TH -7, 5B IO XD BiE
B K A A Hs CDDP O EIAE 58 4= o 8% 15 i W)
O—Pl bbbl Bbh s, BRI O
FELZDWT, HHETORMBB IR~ CDDP #)i¥
BWEBICRBAELZMENDT D 55, Zhid
CDDP AL L B ME RV L2 HHEHEE I
TV A, RifFETOHIZ, CDDP %5 H.45 D34 T
&Y, Bell Bz D7 CDDP 384k 0 R 72 O A
DFEHIEZFFE TE 2%, CDDP #5821, o
AR EIIRID I EELTIVDRY
LIz,

CDDP |2 & Ak, WHOHE BRI L X
WA R DO/ A B OB TRER L Tw
HEEZONTERLYD, 85I, CDDP #%5-
KXo TR Vs FF v BT &P
VAT ADOEAL G ERI SN, FODDEME
LIREBIZ X » CTHEMIE AR E S MR E o i

AL
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PIZZ% > T0dB En) BILEN L T — 7 HUR S
N, DU LH P 523 CDDP I\ & 5 JE )y i %
FHIECTE5DTIEEENEEINTY A, —T, KM
MR EDF B & W HIZOWT, SRR IE# T
» % S-2-(3-aminopropylamino) ethylphosporothioic
acid (WR-2721) @ [ lf $ 5.2 % ACTH % 5D A
APEDSIE SN TV LIRS HICIEESTES
T, 8 3V BIR2RATEA K, ACHIRIEH 2 &%
SPEFEMIZHEH L TS0 8URTH 5.
GBI E NS &b N D CDDP & paclitaxel
DPFHFREIC L > T ER I SN B REE L K
HY # E B2  3) paclitaxel 12 & 5 & b & KEB 28
CDDPIZEHNT 2 Z EAGEH S TEB =, Bk
FLC CDDP Ok tE SR 3 5 e @ i 72 TR %
BN R W2 L% CDDP Okt 2 P9
% 1237 (Table 3) Z & 2> &, CDDP $H D
L 2EHe Tk 2 47 9 BRICIE, dose limiting factor &
LTOA% LT, BED QOLMROMAH D, T
ELZHEINIHER LN T 5 L HEE D
n5s.
X
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