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CONTROL OF LEFT VENTRICULAR EJECTION FRACTION 
(LVEF)IN LOW VS HIGH DOSE-EPIRUBICIN (E)THERAPY. 
BERCHEM G.,NOORDALLY W.,RIES F.,DICATO M. 
Centre Hospitalier de Luxemb;ourg, Luxembourg 
supported by Recherche sur le Cancer et les 
Maladies du Sang. 
Since 1985 we performed several studies inclu- 
ding E at different dose levels.LVEF was moni- 
tored for most of the patients (pts)at entry to 
the respective protocol and controlled during 
therapy.49 pts are evaluable,with at least 2 
determinations of LVEF.~~ have been treated in 
low-moderate dose intensive (DI)programs for E : 
DI per week(W) (40 mg/m2/W;26were treated in 
high DI programs (> 40 mg/m2/W).Base-line LVEF 
value for the pts was 59% (SD:+/-9,5).The 
difference of LVEF at cumulative doses of < 600 
mg/m2 and > 600 mg/m2 were calculated for each 
patient with respect to his base-line level.At< 
600 mg/m2 no significant difference was detec- 
ted compared to base-line;at> 600 mg/m2 a si- 
gnificant drop of LVEF was rec0rded.A signifi- 
cant difference for changes of LVEF between low 
and high DI regimens of E does not appear with 
the data available until now. 
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PHARMWYINETICS OF ETOPQSIDE: CORRELATIOW OF PIlARNACfXlNETlC UITH CLlWlCAL 
CONGITIous 
K-N Pflwr, II II&n, J-8 Nell. 1 Schmidt, P Koehl, 
N-U. Fritsch. N. JumcLes. K. Nwemam 
Philip-Unv&sity, &e&l Medicine, 3550 Herburg. Germmy 

The pharnacokinctic practers of l tcposide were established in 35 patients 
receiving the druO parsnterally uithin the framork of different 
palychamatherpy protocols. A total of 62 data for 24-h kinetics wre 

qle extraction and NPLC or TLC , l taposide was vaaoured by 
desorption ~8s soectranetw (PMS). This hinhlv - . 

specific detection system proved to b8 very practicable and reproducible. The 
present study comprised twa parts that were absolutely coaperable in term of 
clinic81 erd phamdtinetic pr8maers. In pert II of the study, sensitivity 
was inproved by mdifyiw the melyticnl technique. After the exclusion of 
ptients Iho had previously bee” Given cisplatin or who exhibited renel 
ilpclirrrnt md of me petient who showed extremely hioh levels of alkalim 
phoephatase, ~-CT md SGPI. the mu” veLue8 calculated for the 
phemokinetic plranetcrs eval ted were; t1128, 4.9 

.43 i 1.74 mu min q t’; Vd , 6.8 t 2.71 /III< 12 it, ?B “;‘,.: 
. The phamrcokimtic paran%ero were correleted with 12 different 

dmnwraphic or biochemical conditions. Inpaircd renel ftmction. previous 
~licstion of cispletin and the q~e of patients were famd to influence 
etopceid disposition to a statistically sipnifcmt extent. UC suGGest that 
the dose of etoposida should be w&cad in elderly patients end/or In 
individuals with Inpaired ren81 fuctim, es~ielly in thca? exhibiting 
general risk fectors such as reduced liver fwtim with regard to the 
polychemotherapy. 
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CPT 11 : PHASE II-PHARMACOKINETIC STUDY IN BREAST 
CANCER PATIENTS 
F Lokieq, J Bonneterre, P Canal, J Robert, M. Tubiana-Hulin & 
A Mathieu-Bou& 
Centrs Rend Huguenin, Centre Oscar Lambret, Centre 
Claudius R&gaud, Fondatim Bergonib. Labor&oh Roger 
Bellon, France (EORTC PAMM group) 

The camptothecin analogue CPT 11 (IRINOTECAN), 
was studied in phase4 II in breast cancer Patients (pts). We ad- 
ministered 350 mg/m2 CPT 11 as a 30 or 6O-minute iv infus- 
ion once every three weeks. Till now, 25 pts with one previous 
curativa t%mohqy regimen were entered. In order to det- 
ermine phamurcokinetic (PK)phermacodynemic (PO) relation- 
ships, PK of CPT 11 and its active nwtabolite SN 36 were per- 
fonnedinthe25@s(66 awrses).Theqp&matiiofthePK 
parameters was ~e&nned with 3 blood samples (5 min. be- 
foretheendoftheinfusii, 1 and6haft~thebegiiingofttw 
infusion) according to the minimum sempling stratqy, based 
the phase I data. Very impcHant intra and inter-individual verb 
tions of the PK ~sww&s ofCPTllendSN38wereobser- 
ved.AcwtaincodationhesbeennoticedbehrvleenCPTll 
PKperametersandthetoxicsideeffectsofthebug. 
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pigncn T, lacarelle B, hffaui F, Chtalin J, had A, Gudht P, Favre 
R,Sced'Oncologie&di&e8i$.~imone1~t+,&ue-~rwce. 

WehXljnditi*dc6ageofHIMlXwitha~tajd~ 
tent&iamleval for&patient. 22adults(mianege 26.5*13.8) 
withastgxsarrman3%ived222~ofHrMKover8Htoachieve 
atheoricalmaxjmmvalue(Qrax)of1C?~l.~nmndosagedeli~ 
w+s 22571 f 3272.5 ng (13118 + a074 m&q). Average peak carentra- 
tim was 1015.67 f 364.62 m/l. 'Ihis value WBS not siqificantly 
diff~ofthedesiredQrax.lhenewconcentraticnat23hand47h 
was 30.34 f 29.88 pi/l ald 2.12 + 3.14 W/l Iwpectidy. lhe mBw 
total body cl- MES 49.1 f 11.72 &m/squ. Average velure of 
~lxhicnwes0.32*0.8~andthemeenAu:w~ls4780*1631 
p&/h/l. l+l33-1 Tl/22 ba9 2.66 f 0.E2l-i and icemind Mf life ws 15.69 
k8.63 h.Ihe initialTl/2kss~t&(P<O.a)1) withMlX 
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LIFE-THREATENING MYOCARDIAL IMPAIRMENT 
INDUCED BY 5-FLUOROURACIL (5-FU) 
8 Weidmann, W Jansen, P Bojko, 8 Rappert, N Niederle. 
Dpts. of Cardiology and Oncology, Klinikum 
Leverkusen, Leverkusen, FRG 

5-FU cardiotoxtcity occurs in appr. 5 % of patients, 
is noncumulative and generally mild. However, four pts 
(age 38-62, 3 male, 1 female) wlth life-threatening 
cardiotoxicity while on conventlonal (550 mg/ml/d x 5, 
n-3) or high-dose (2600 mg/m2/d, n=l) 5-FU/folic acid 
(FA) schedules could be observed. Symptoms were 
unstable angina pectoris (3), ST elevation (3), ST 
depression (l), hypotension (3), pulmonary congestion 
(1), and dyspnea (1). All pts recovered from cllnlcal 
symptoms within 48 hrs, while echocardiography 
showed severe global (3) or local (1) myocardlal 
dysfunction for up to 7 days. One pt underwent 
coronarography showing small vessel disease. 
Conclusions: 1. Rare cases of llfe-threatening S-FU 
cardlotoxlcity can present as unstable angina, 
myocardial Infarction, or cardlogenlc shock - it can 
occur tn l-day high-dose and in S-day conventional 
dose schedules. 2. Echocardiography may reveal severe 
ventrfcular dysfunctkn despite normal ECG. 3. The 
pathogenetic role of concomitant FA remains open. 
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SESUIASOFA PtuRMAc0KlNsT1c (PKI SnIDY OF 
IFwFAMIuEmM CHUBSEN. IIlGB VALIJB OF AGE. 

IC DBSBDIS. G DELEPINK. H CDIMLLB. P ARNAUD. 
F BIUON. B. MARKOWSICA, L. AZRIA, N DBLBFINB 

Gnmbgic FwdiaIric Savica. Univtity. HapitaI Bti DeM 
75019 PARIS -FRANCE 

the Gsmus Gmsp in Ewing’s suumm (Es) shmd.Lx&rmIttbtpluviosssIudy 
with cycle (CPX). In conhxst. the SFOP ddy in ES faad ID 


