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Phase I and pharmacoklnetic (PK) study of Irlnotecan
(CPT11) with a prolonged (140) Infusion schedule

V. Herben, J. Schellens, M. Swart, G. Gruia1 , J. Beynen, w.w. ten Bokkel
Hulnink. Netherlands Cancer Institute, Amsterdam, The Netherlands;
,RMne Poulenc Rorer, Antony; France

CPT11 isa a topoisomerase I inhibitor with substantial anti tumor activity.
Preclinical data suggest that prolonged exposure has better efficacy and
possibly less toxicity. A dose-escalation phase I study of CPT11 continuous
I.v (c.i.v.) over 14-days every 3 to 5 weeks was conducted in order to de•
termine the maximal tolerated dose (MTD). Since March 1996, 15 patients
(pt) have been enrolled with the following characteristics: median age: 57
(range 29-70): median PS 1 (range 0-2): sex: 12 FI3 M, primary sites: col•
oractal cancer 8, unknown primary 1, other 6; all heavily pre-treated. Only
10 patients evaluable for toxicity and PK. Already at the first dose of 12.5
mglm2/d dose limiting toxicity was encountered consisting of cumulative gr
3-4 diarrhea 3/5 pt and gr 3-4 neutropenia 2/5 pt. At a dose of 10 mg/m2/d
1/4 pt had gr 4 diarrhea (despite high dose of loperamide) and myelosup•
pression was not dose limiting. Other side effects were moderate: fatigue
2 pt, thrombocy1openia 1 pt; alopecia was minimal. One response (not yet
confirmed) in colorectal cancer was observed. Substantial Interpatlent and
intrapatient variability in systemic exposure was observed. The mean total
AUC of CPT11 was 8.9 ± 5.4 and 8.0 ±0.2 h./lg/ml at 12.5 and 10 mg/m2/d
respectively. For SN38 AUC values were 0.93 ± 0.47 and 0.59 ± 0.06
h./lg/ml. The active lactone torms of CPT11 and SN38 accounted for by 36
± 9% and 64 ± 6% respectively, of total drug exposure. At 12.5 mg/m2/d,
plasma levels were higher during the second course. This increase was not
due to changes in the fraction of CPT11 metabolized to SN38 which was
stable over both courses (mean values: 10.3 ± 5.1 and 8.0 ± 1.7% at 12.5
and 10 mg/m2 /d respectively). The MTD of this schedule (175 mg/m2) is
much lower than that with short infusion (350 mg/m2). AUC metabolic ratio
SN38ICPT11 is higher and a cumulative effect was observed. The dose of
140 mg/m2/d leads to a SN38 AUC close to that of 350 mg/m2 short infusion
(0.59 vs 0.45 /lg/ml) and is probably the recommended dose.

The dose of 10 mg/m2 over a 17-21-days c.i.v. is under evaluation.
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Effect of food on the pharmacokinetics of toremifene

M. Anttila. Orlan Corporation, Orlan Pharrna. R&D. Turku. Finland

Purpose: This study was designed to determine the effect of food on the
bloavailability of toremifene citrate administered orally as a 60 mg tablet to
healthy volunteers.

Methods: In a two-way crossover trial, 12 young healthy male subjects
received a single 60 mg dose of toremifene, once after a 14-hour fast, and
once following a standard high-fat meal. Serum samples were obtained
periodically. 0-28 days post-dose. Serum levels of toremifene and its
metabolites were determined using an HPLC method.

Results: Under fasted conditions Cm.., 1m.., AUC and t'/2 for toremifene
were 194 ng/mL. 2.3 h, 9482 ng h/mL and 99 h, respectively. Under fed
conditions 1m.. was delayed to 4.0 h. but Cmu • AUC and t'/2 values were not
significantly different. Ukewise. pharmacoklnetic parameters for the ectlve
toremifene metabolite, N-demethyltoremifene. were similar under fed and
fasted conditions

Conclusion: Since the extent ot toremifene absorption remains constant,
and the drug has a relatively long half-life, the drug can be taken equally
well In fasted conditions or with meals.
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Low toxicity (TOX) of a prolonged Infusion of gemcltablne
(GEM)

E, SpAth-Schwalbe, B. Flath, I. Genvresse. K. Posslnger. Charitt§ Hospital;
Intemal Medicine 1/; Humbold University Berlin. Germany

Purpose: Pharmacologic studies suggest that due to a saturable formation
of the active metabolite prolonged Infusion time rather than an Increased
dose of gem, a novel nucleoside analog, should lead to Increased exposure
to the active drug. This strategy appears to be promising provided that the
tox Is as favorable as with short time Infusion of this drug.

Methods: In phase I studies we examined the tox protile of single agent
gem (200 mg/m2) administered as a 360-minute infusion once a weak for
3 consecutive weeks followed by a week of rest (one cycle). Ave heavily
pretreated men (aged 25-66 ys) with advanced soft tissue sarkomas und 3
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chemonalve women (aged 5lHl1 ys) with metastatic breast cancer received
a total of 22 cycles (median 3: range 1-6) of this treatment.

Results: Except for 1 WHO grade 3 nausea and 1 grade 3 edema no
further grade 3 or 4 non-hematological tox occurred. Further low grade
tox were liver (n .. 6), flu-like symptoms (n "' 1), alopecia, nausea and
proteinuria. As expected hematological tax was higher in pretreated com•
pared with chemonaive pts with 2 grade 3 anemias and 1 leucopenia.
Other hematological tox which consisted mainly of thrombocy1openla and
granulOCy1openia was mild and short-lived. Only 2 administrations of gem
had to be postponed due to tox.

Conclusion: Even in heavily pretreated pts prolonged infusion of 200
mg/m2 gem tor 360 min Is well tolerated and administration appears not to
be limited by a cumulative tox. Dose escalation studies with this schedule
are under way.
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Clinical radiobiology of glottic T1 squamous cell carcinoma

Rafal Tamawski, Krzysztof Skladowski, Boguslaw MaciejewskI. Centre of
Oncology MSC Memorlallnstitule branch Gliwlce PL 44-101. Poland

Background: T, glottic cancers form a homogenous group of tumours.
This homoganeity enables the quantitative estimation of radiobiological
parameters.

Methods: Retrospective analysis ot 235 cases of laryngeal T, glottic
squamous cell carcinoma treated with radiation alone was performed using
the maximum likelihood estimations, and the Poisson-LQllog-logistic mixed
models.

Results: Mixed model gave the median latent time ot recurrence of 16
months. the initial Do (l/a) 4.5 Gy. the repopulated fraction (Ala) 0.35 Gy/day,
and the Initial number of tunctional clonogens of 9000. The best estimate
of alfJ value is equal to 18 Gy and the TCD50 Is equal to 57 Gy. For the
conventional treatment (66 Gy, 2 Gy per fraction) both the estimated TCP
and the observed control rate is equal to 90% when the overall treatment
Is not prolonged. Ten day prolongation of the treatment time results in
about 11% decrease of TCP. Although the repopulated fraction Is lower than
previously estimated (0.6 Gy/day for supraglottls), the dose response curve
Is steep and the decrease of TCP is substantial when the treatment time Is
prolonged. A significant correlation between the haemoglobin concentration
and TCP was found.

Conclusions: Both the treatment time and the haemoglobin concentra•
tion Influence the outcome of RT because of glottic T, carcinoma.
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Cost-effectiveness In T1NO glottic squamous cell
carcinomas (SCC): Comparison between radiotherapy (RT),
laser microsurgery (L) and partial laryngectomy (PL)

V. Gregoire'. M. Hamolr2, J. Bussels', L. Eeckhoudf4, H. CounoyZ,
J.F. Rosier'. P. Scalllet'. 1Departments of Radialion Oncology; 'Head and
Neck Surgery; UCL-SI-Luc University Hospital, Brussels; 'EORTe Health
Economics Unit. Brussels; 4FUCAM, Mons. Belgium

Purpose: A cost minimisation analysis of three non-mutilating treatments.
RT. L or PL, which have been shown to be equally effective options for
Tl NO glottic SCC was carried out..

Methods: For each treatment. the various events associated with the
diagnostic procedure, the primary treatment. the complications, and the
salvage treatment were Individualized. The cost of each of these events
weighted for the frequency of application based on the standard manage•
ment procedure used In our Institution and review of the published data,
was then determined using the 'fea for service" policy established by the
National Health Insurance of Belgium.

Results: A total cost ot 226. 250 and 457 kBEF were calculated for RT.
L and PL. respectively. For L, cost Included the cost of post-operatlve RT
applied in case of positive margins (30%). For PL. the cost of the primary
treatment accounted for 70% of the total cost Whereas It only accounted for
47% and 39% for Land RT. respectively. For RT, L or PL. complications
accounted for less than 10% of the total cost. The cost of salvage treatment
reached 26%, 18% and 6% of the total cost for RT, Land PL, respectively.




