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A retrospective review 01 phase II single agent data 01 CPT·11 at 350
rnwsqm q 3 weeks elicited 43 pts where Ilrst cy of treatment had billevels at
days 3-7 available. The mean differences between baseline and maximum
bil value (slmoVL) were:

Conclusion: different effects of AMI on PK 01 applied CY could be
documented: AUC of PAC was decreased (30""') and 01 EPI increased
(26%), latter conllrming our resu~s obtained with Doxorubicin. In contrast
AUC 01 MMC and TXT were not significantly changed. Potential mechanisms
(on protein binding, distribution, metabolism) are discussed.

neurotOXicity Irom grade 1 to 3. All other pts received 2 lull cycles. Toxicity
and response ar. summarized In the table.

Conclusion: Weekly P can safely be combined with 90 mg/m2 T weekly
or 200 mr;jm2 T 4·weekly In pts with ce. The DLT Is not yet reached.
Activity Is Impressive with the present response rate being 95% (95% CI
n-100%).

Bilirubin: Baseline value and transient Increase of total
bilirubin (Bll) may be used as good predictor of CPT·11'S
toxicity

E. Wasserman', A. Myara2, M. Riolrlo', D. Paumler2, P. Herait3, L. Awacfl,
J.L Misset' , E. Cvltkovlc'. ' SMST Help P. Brousse. Vil/eluff; :tUb.
Biochimie Sf Joseph, Paris; 3RhOOe PDu/enc Rorer. Monlrouge, Francs

Total bU rise between days 3 and 6 post treatment, usually reveralble
by days 7-10, was seen during an ongoing CPT.11/0xallplatin (L·OHP)
combination phase I trial (see abstract Cvitkovic et al.), the r1sa being both
direct and unconjugated bll. After 37 cycles administered. we observed 30
cycles (610/0) with transient bll Increase. Amongst the 30 cy, 15 cy had
baseline bil <12 I1mol/L (group A) and 15 cy bil >12 I1mollL. Grade 3-4
neutropenia was seen In 2 cy (13%) of group A and 9 cy (60%) of group
B (p: 0.008). The predictive power of baseline bll values (~12I1mollL) and
the transient bil Increase (x 2 the baseline value) with the observation 01
neutropenia/diarrhea grade 3-4 (CTC-NCI) Is shown below:

ORAL

78% 88%
50% 80%

Neutropenia gr 3-4

Senehlvlty Speclflclty

Olarmea gr 3-4

60% 52%
60% 73%

Sensitivity Specltlclty

AUC nglml.H n CY AMVCY p(t-tesl)
EPI(CHiH) 13 695 1129 0.01
MMC(CHiH) 15 n6 758 0.44
PAC (1)-24 H) 16 9780 6612 0.006
TXT (D-3H) 11 2723 3370 0.1
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Amlfostlne (AMI) differently Influences pharmacokinetics
(PK) or selected cystostatic agents (CY)

J. Schuller, M. Czejka, E. Kraxner, C. Pietrzak, B. Springer, H. Kletzl,
D. Borow. Hospital Rudoffstiftung. Instit pharrna chemistry, Vienna, Austria

Purpoae: For AMI, besides nephro- myeloprotection, reduction of anthra·
cycline induced cardiotoxicity, Mitomycin C (MMC) Induced thrombopenia
and taxanes related neurotox. have been described in vitro or clinically.
AMI has also been found to alter PK of platinum agents and doxorubicin.
Therefore a potential influence of AMI on PK of MMC, Epirubicin (EPI),
Paclitaxel (PAC) and Taxotere (TXn was investigated.

Method: Using a cross over design the respective CY was applied alone
at cycle I and proceeded by AMI 910 mwm2 15 min infus at cycle II. Drug
schedules consisted of EPI120 mwm2 30 min inl, MMC 12 mr;jm2 bolus,
PAC 200 mg/m2 3 H info and TXT 100 mWm2 1 HR in!. Different reversed
phase HPLC methods were used determining CY plasma levels.

Result.:

Baseline bH ~ 12 "moll\.
B4llncreaee x 2baseline

G 3 peripheral neuromotor toxicity occurred In 1/6 pts at 70 mg/m2, 1/3 pts
at 90 mg/m2, 2/6 pts at 120 mwm2 and 1/3 pts at 160 mWm2. At present,
1 partial response (PA) and 2 minimal responses (MA) were observed: 1
MA at 90 rnwm2 (vulva), 1 MR at 120 mwm2 (renal cell) and 1 PR at 120
mwm2 (mesothelioma).

Conclusions: The Maximum Tolerated Dose of L administered q 21 d
is 120 mg/m2 with peripheral neurotoxicity as Dose Umitng Toxicity. The
recommended dose for Phase II Inals Is currendy being established. L has
antitumor activity and warrants further evaluation.
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Phase land pharmacoklnetic study of ectelnascldin-743
(ET-743) given as a one hour Infusion every 21 days

C.J. Twelves', J. Vermorken2. A. Bowman3, A. Simpson', J. Smyth3,
F. HOppener', J. Beijnen5 , J. Jimen08 , A.·A. Hanauske. For Ih9 Early
Clinicsl Studies Group of the EORTC; I CRC Depf Medical Oncology.
Glasgow; 31CRF Dept Medicsl Oncology. Edinburgh, UK; 2University
Hospifsl Vrije Universitaf; 4NDDO Amsterdam; 5Slotervaart Hospital,
Amsterdam, The Netherlands; 6Pharma Mar. Madrid. Spain

Introduction: ET·743 is a novel tetrahydroisoquinolone isolated from a
Caribbean tunicate. ET·743 exerts antitumour activity as a DNA minor
groove interacting agent. ET·743 exhibits potent in vivo activity in human
xenograft models. Dose-limiting toxicities in all species were hepatotoxicity
and myelotoxicity.

Alms and Mathods: Phase I study to determine the safety and pharma·
cokinetics of ET·743 given i.v. in 250 mls over 60 minutes every 3 weeks.
Starting dose of 50 I1Wm2 represents «1/10 mouse LO,a) with escalation
according to a modified Fibonacci scheme.

R.sults: At present, the 50. 100, 200 and 330 I1Wm2 dose levels 81e
evaluable. Twelve patients (7 M. 5 F), median aga 60.5 (range 3O-n)
with relractory solid tumours received 38 cycles 01 ET·743 (median 2.5
range 1-7). ET·743 has been well tolerated with no dose-limiting toxicities.
At ~100 I1Wm2, 4 pts had reversible elevation 01 serum transaminases
(CTC grade 112). One pt, who relused antiemetics, had grade 3 vomiting.
Preliminary pharmacokinetic data show nwml concentrations of ET·743 at
doses ~ t 00 I1Wm2 measured by HPLC.

Conclualons: ET·743 is tolerated at doses up to 330 11r;jm2 and this
achieves detectable plasma levels. At a dose approximating to the MTD in
preclinical studies there have been only minor, transient changes in liver
tests. Four patients remain on therapy and accrual continues at 440 ILWm2.
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Phase I study of weekly clsplatin (P) and weekly or four
weekly taxol (T) In patients with advanced ovarian cancer

Mel van der Burg, R. de Wit, A. Logmans, M. van Lent, G. Stotar,
J. VerweiJ. Department or Medical Oncology. Rotterdam Cancer Institute
(Daniel den Hoed Kliniek) and University Hospital Rotterdam, PO Box
5201, Rotterdam, NL

Purpo••: Weekly P combined with oral VP16 Is highly active in 2nd line
therapy in ovarian cancer (OC) (ASCO '96 abstr n2). T is more active than
VP16 In patients (pts) with recurrent OC. Because 01 this we performed a
phase I study Investigating whether P could be combined with either weekly
or 4-weekly T.

Method.: Nine pts with primary and 15 with recurrenVprogresslve OC
were treated with 2 cycles of induction therapy with P 70 mwm2 on day 1,
8 and 15 combined with either Ton day 1,8,15 (T dose 60-90 mr;jm2) or
T on day 1 (T dose 135-200 mr;jm2), lull cycle repeated day 29. followed
by 6 cycles T175 rnwm2 and P75 mwm2 q 3wks.

R..ults: 23 PIS are presently evaluable for induction therapy. One pt
.topped therapy alter the 5th P administration because of an increase 01

T P N PIal Woralloxlcity CTC glede par cyclalpta'
(mglm2) cycles wac Gran Pts NN ~~.~

~~232312 12CRPR
T_kIyN-ll
eo 70 3118 5 2 8 4 0 0 2 0 1 8 0 2 0 1 2
70 70 3118 4 1 7 1 0 0 0 1 0 1 0 1 0 1 2eo 70 5130 7 5 2 6 0 0 0 9 2 8 1 3 0 2 2
T"~N-12
135 70 3116 4 0 7 2 0 0 0 4 0 3 0 2 0 0 3
lSO 70 4123 4 3 3 " 2 0 1 10 0 5 0 2 1 2 2
175 70 31'8 4 1 3 1 1 0 0 2 0 2 0 2 0 0 3
200 70 2/12 3 3 0 4 1 1 0 1 0 3 0 0 I 1 0

OIarlllN p: 0.009 Neutropenia p:O.16
811 values "moI/L (mean) G 0-1-2 G3-4 a 0-1·2 G3-4
Baseline 14,28 12.87 8,45 1Sl.G<!
Maxlmum 16.01 28.75 1.74 30.48
Olfferance 1.72 15.87 3.30 10.53

The present observation Is ongoing ratrospectlve and prospecdve assess·
ment In other CPT·11 trials with the aims 01 optimizing Individual CPT·l1
doses and its sefety.




