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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 Hospltaller de LuXembourg, 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 (ptsj)at entry to
the respective protocol and controlled during
therapy.49 pts are evaluable,with at least 2
determinations of LVEF.23 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 (> 4o 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 » 6oo 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 recorded.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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PHARMACOKINETICS Of ETOPOSIDE: CORRELATION OF PHARMACOKINETIC WITH CLINICAL
CONDITIONS

K-H Pflueger, M Hahn, J-B Holz, L Schmidt, P Koehl,

H-MW. Fritsch, H. Jungclas, K. Havemann

Philipps-Unversity, Internal Medicine, 3550 Marburg, Germany

The pharmacokinetic parsmeters of etoposide were established in 35 patients
receiving the drug parenterally within the framework of different
polychemotherapy protocois. A total of &2 data for 24-h kinetics were
analysed. A sample extraction and HPLC or TLC , etoposide was measured by
means of [“""Cfl-plasma desorption mass spectrometry (PDMS). This highly
specific detection system proved to be very practicable and reproducible. The
present study comprised two parts that were absolutely comparable in terms of
clinical and pharmecokinetic parameters. In part Il of the study, sensitivity
was improved by modifying the analytical technique. After the exclusion of
patients who had previously been given cisplatin or who exhibited renal
impairment and of one patient who showed extremely high levels of alkaline
phosphatase, ¥ -GT and SGPT, the mean values calculated for the
pharmacokinetic parameters evaluated were; t1/28, 4.9 1.2 h; T, 6.7 ¢
14%263:17‘uminnl ,vd 6,8 2 2.71 /n°; and CL, 188;53
ml min 'm The pharmacokinetic porunters were correlated with 12 different
demographic or biochemical conditions. Impaired renal function, previous
application of cisplatin and the age of patients were found to influence
etoposid disposition to a statistically signifcant extent. We suggest that
the dose of etoposide should be reduced in elderly patients and/or in
individuals with impaired renal fuction, especially in those exhibiting
general risk factors such as reduced liver function with regard to the
polychemotherapy.
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CPT 11 : PHASE II-PHARMACOKINETIC STUDY IN BREAST
CANCER PATIENTS

F Lokiec, J Bonneterre, P Canal, J Robert, M. Tubiana-Hulin &
A Mathieu-Boué

Centre René Huguenin, Centre Oscar Lambret, Centre
Claudius Régaud, Fondation Bergonié, Laboratoire Roger
Bellon, France (EORTC PAMM group)

The camptothecin analogue CPT 11 (IRINOTECAN),
was studied in phase 1i in breast cancer patients (pts). We ad-
ministered 350 mg/m2 CPT 11 as a 30 or 60-minute iv infus-
ion once every three weeks. Till now, 25 pts with one previous
curative chemotherapy regimen were entered. in order to det-
ermine pharmacokinetic (PK)-pharmacodynamic (PD) relation-
ships, PK of CPT 11 and its active metabolite SN 38 were per-
formed in the 25 pts (65 courses). The approximation of the PK
parameters was performed with 3 blood samples (5 min. be-
fore the end of the infusion, 1 and 6 hafter the beginning of the
infusion) according to the minimum sampling strategy, based
the phase | data. Very important intra and inter-individual varia-
tions of the PKpafametersofCPT 11 and SN 38 were obser-
ved. A certain correlation has been noticed between CPT 11
PK parameters and the toxic side effects of the drug.
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OSTOESAROIMA.
Pignon T, Lacarelle B, Duffaud F, Catalin J, Durand A, Guillet P, Favre
R, Sce d'Oncologie Medicale Hop,Timone 13005 Marseille - France.

We had individualized dosage of HIMIX with a predeterminated and cons—
tant plasma level for each patient. 22 adults (meen age 26.5 + 13.8)
with osteosarcam received 222 infusions of HIMIX over 8 H to achieve
a theorical maximm value (Gmax) of 10° M/1. The mean dosage delivered
was 22571 * 3272.5 mg (13118 + 2074 mg/sqm). Average peak concentra-
tion was 1015.67 + 364.62 umol/1. This value was not significantly
different of the desired Cmax. The mean concentration at 23h and 47h
was 30.34 + 29.88 pmol/1 and 2.12 * 3.14 pmol/1 respectively. The mean
total body clearance was 49.1 + 11.72 ml/m/sqm. Average volume of
distribution was 0.32 + 0.8 1/Kg and the mean AIC was 4780 % 1631
umol/h/1. Meen T1/2q was 2.66 + 0.8%h and terminal half life was 15.69
+ 8.63 h. The initial T1/2 was correlated (P < 0,001) with MIX
concentration at 23h (r=.54) and 47h (r=.48). Pharmacokinetic para—
meters and MIX plaam concentration were not correlated with hematolo-
gic and digestive toxicity when remal toxicity was correlated with
T1/Zy, MIX concentration at 23h and 4/h. With this method severe
toxicity (grade 3 and 4) were avoided and we suggest a wider applica-
tion of climical pharmacologic finding in the practice of the adminis-
tration of HIMIX.
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LIFE-THREATENING MYOCARDIAL
INDUCED BY 5-FLUOROURACIL (5-FU)
B Weidmann, W Jansen, P Bojko, B Rappert, N Niederle.
Dpts. of Cardiology and Oncology, KHnikum
Leverkusen, Leverkusen, FRG

5-FU cardiotoxicity occurs in appr. 5 % of patients,
is noncumulative and generally miid. However, four pts
(age 38-62, 3 male, 1 female) with life-threatening
cardiotoxicity while on conventional (550 mg/mt/d x 5,
n=3) or high-dose (2600 mg/m?/d, n=1) 5-FU/folic acid
(FA) schedules could be observed. Symptoms were
unstable angina pectoris (3), ST elevation (3), ST
depression (1), hypotension (3), pulmonary congestion
(1), and dyspnea (1). ANl pts recovered from clinical
symptoms within 48 hrs, while echocardiography
showed severe global (3) or local (1) myocardial
dysfunction for up to 7 days. One pt underwent
coronarography showing small vessel disease.
Conclusfons: 1. Rare cases of lfe-threatening 5-FU
cardiotoxicity can present as unstable angina,
myocardial infarction, or cardiogenic shock - it can
occur in 1-day high-dose and in 5-day conventional
dose schedules. 2. Echocardiography may reveal severe
ventricular dysfunction despite normal ECG. 3. The
pathogenetic role of concomitant FA remains open.

IMPAIRMENT
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RESULTS OF A PHARMACOKINETIC (PK) STUDY OF
IFOSFAMIDE (IFX) IN CHILDREN. HIGH VALUE OF AGE.
JC DESBOIS, G DELEPINE, H CORNILLE, P ARNAUD,
F BRION, B. MARKOWSKA, L. AZRIA, N DELEPINE

Oncologic Pediatric Service. University. Hospital Robert Debré
75019 PARIS - FRANCE

C ies about effecti of IFX in children are not yet resolved. The results of
the German Group in Ewing's sarcoma (ES) showed a better result that previous study
with cyclophosphamide (CPX). In comtrast, the SFOP study in ES found no
improvement in 3 y. DFS in their protocol with IFX instead of CPX. Furthermore, the
combination of VAIA is an effective therapy in childhood RMS. A high IFX doeage of
lO.Ilqmpercyclanchmednbmrmnm(83%)Mulmdole6thm
(68%). Bacl of thees dictions could be age and PK of IFX in children.
MATERIAL & METHODS : 48 patients (p.) aged 1,5 to 25 y. with various solid
tumors, received 121 courses of IPA (IFX, CDDP, THP ADR) with seric PK study.
IFqumﬁmdconnmmslydenys(d)(domlzllnqmld) 1FX was dosed by gaz
grap wnh th 850 dosages were computerized for

m‘_[s SenchanchutheﬂndylmemerlO-uhmn(h)nﬁmon Half life
increase is 4 h (min 2h30, max 7). No difference of mean seric level was found 1 day to
another. For the daily infusion of 1,2 g/aqm, the average seric level is 12,15.10.7 g/l
(min 6,5/max 20, s.d. = 2,5). The average seric IFX clearance is 72 ml/min (min
50/max 120), s.d. = 19). Seric clearance is significantly correlated (p < 0,001) with
age. Young patients show a higher clearance and a lower seric concentration for a
fixed dosage them older p.
mlm S@MWMMEX:MM@MWIM
in young children st fixed dosage. Fusther studies are needed to
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