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618P | Phase | study of different sequences of MTA
(LY231514) in combinatlon with cisplatin In patients
with solid tumours

R. Thadtmann'2, H. Depenbrock'2, H. Dumez', U OChnmacht?®, J. Blatters,
A.T. van Oosterom', A.R. Hanauske'-2. ' UZ Gasthuisbserg Leuven, Bsigium;
2TUM Munich, Germany; Eil Lilly Germany, Bad Homburg, Germany

Introduction: The novel multi-targeted anbfolate (MTA) is a potent Inhibitor of
thymidylats synthase, dihydrofolate reduciase and glycinamide ribonucleotide
formyltransierase. MTA has shown encouraging antitumour acuwity in vitro
ard in vivo and in single-agent phass | and phase |l tdals. The purpose
of this study was to determine the maximum tolerated dose (MTD) and
dose-limiting toxicities (DLT), pharmacokinetics and antitumour activity of MTA
In combination with cisplatin {C).

Petiente and Mathods: Patients (pts) with solid tumours with no proven
treatment options were entared Into this tnal. In cohart 1, both drugs were
administered on day 1; in cohort 2 MTA on day 1 and C on day 2. Treatment
was repeated every 3 weeks. In cohort 1 the starting dose was MTA 300
mg/m? and C 60 mg/m?; in cohort 2 the starting dose was MTA 500 mg/m?
and C 75 mg/m2.

Resulis: In cohort 1, 40 pis were evaluable for toxidty. The MTD was
reachad at MTA 600 mg/m? and C 100 mg/m?, with thrombocytepenla and
febrils neutropenia as DLTs. in cohort 2, 11 pls were evaluahie for toxicity. In
this schedule, thrombocytopenia grade 4 occurred in 1 pt at MTA 500 mg/m?
and € 75 mg/m2, and in 1 pt at MTA 800 mg/m? and C 75 mg/m?. Grade 4
infection was observed In 1 pt at each dose level, rash grade 3 In 1 pt at each
dose lavel. Grade 4 diarthoea occurred in 1 pt al MTA 500 mg/m? and C 75
mg/m?, and grade 4 mucositis In 1 pt at MTA 600 mg/m? and C 75 mg/m?2, At
both dose levels 1 pt died due to therapy-refated toxicitles. Pharmacokinetic
parameters of MTA wers not influenced by C administration and hydration
Sevaral rasponses were observed: in cohort 1, 1t pts, including 4 of 7 pts with
masothelioma; in cohort 2, 3 pts had minimal responses, and remaln on study

Conciusion: The MTD of this combination s MTA 600 mg/m? and C 100
mg/m?, if administered on day 1, with myeiosupprasgion as the DLT. The day 1
schedule was dlinlcally superior. This combination of MTA and cisplatin shows
ancouraging antitumour activity.
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introduction: Disseminatad cancer cells in bone marrow (BM), are regarded
as sultable targets for aduvant immunotherapy, becauss they are easity
accassibie for both immunogiobuling and immuna effector cells. This pilat
study was designed to examine the influence of the individual antigen profile
of such target cells on the potental treatment efficacy

Methods: Individual breast cancer ceils in BM ware [dentified by the anti-
cytokeratin (CK) monodonal antibody {mAb) A45-B/83. To evaluate the antigen
profile of these cells, we applied a quantitative double-marker assay and typed
for four potential tharapsutic targets (17-1A, MUC-1, LewisY, c-ebB-2). Ina
piiot study, five breast cancer patients with a CK* BM finding were treated with
a single dose of 500 mg Panorex™, and were monitored for the elimination of
17-1A co-axpressing CK* cancer calls after 5-7 days.

Results: CK* cells from 20 breest cancer patienis typed in this study
lor the expression of the four antigenic targets were found to repressnt a
heterogsneous celiular population. The mean percentage of double-positive
calls per total no. of CK* cells was 44% (0-~-75%) for 17-1A, 41% (0—67%)
for MUC-1, 34% (0-59%) for Lewis, and 42% (0-92%) for c-erbB-2. This
was contrasted by a mean count of 70% (34-100%) cockiali*/CK™ csils If all
four anligens were targeted simultaneously by the antibody-cocktail consisting
of alf four antigens. Thus, we considered tumor antigen hsterogeneity a
patential cause for incomplete tumor cell efimination by monovalent therapeutic
approaches. Thig assumption was supported by our pilot study. Prior to
treatment patients presented with 17, 67, 97, 115, 524 CK* cells per 108
BM cells, and a mean parcentage of 61% (range: 41-100%) CO17-1AT/CK*
double-positive cells per total no. of CK* cells. in all five patients we d
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muititargeted antifolate (MTA, LY231514) with folic acid
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Introduction: MTA, a new antfolate that inhibits thymidylate synthass, di-
hydrofdlate reduciase, and glydnamide nbonucleotide formyt transferass,
demonstrated nolable broad antitumour activity when infused 10 min {v. ev-
ery 21 days. Myslosuppression preciuded dose escalation above 500-600
mg/m?. Ag prectinical evaluauons indicate that FA supplementation increases
the therapeutic index of MTA, this study wag initiated to determine if FA supple-
mentation permits significant dose-escalation above the recommended phase
It dose of MTA afone. Vitamin metabolites were measured to determmine their
value as potential prognostic markars with this combination.

Mothods: So far, 33 minimally- and heavily-pretreated pts received 90
courses of FA (5 mg/day) for § days sianing 2 days before MTA at 600, 700,
800 925 mg/m?. Vitamin metabolites were evaluated during cycles 1 and 2 as
potental determinants of principal toxiciies and effects.

Results: Principal drug-related toxicities include neutropenia, ansemia and
thrombocytopenia, which were mors severs in heavily-prersated pts. Other
toxicities (grade (G) 1-2) inciude rash, somnolence, fatigus, leg osdema,
and a decrease In creatinine clearance (CrCl). Severe toxicities In 2 pts, 1
who had taken a non steroidal anti-inflammatory agent and 1 with severe
hypoalbuminaemia, resolved after administration of lsucovorin and thymidine.
Preliminary vitamin metabolites in 26 pts reveal: 2 and 3 of 11 pts with
homocysteine > 10 had G4 thrombocytopenia and neutropenla, respectively;
1 and 2 of 15 pts with homocysteine < 10 had G4 thrombocytopenia and
neutropsnia, respectively; 1 and 2 of 8 pts with elevated cystathlonine levels
(cystathionine upper limit of normal 342 nM/L} had G2 somnolence and G1-2
fatigue, respectively, 1 and 10 of 16 pis with normmatl cystathionine lavels
had G2 somnolence and G1-2.fatigue, respectively; 1 of 4 pts with elevated
methyimalonic acid (methylmalonic acid upper limit of normal 271 nM/L) had
G2 tatigue while 12 of 22 pts with normal levels had G1-2 fatigus. 7 of 15
pts with elevated homocysteine, cystathionine, or methylmalonic acid levels
had a significant decreass in CrCl. Based on Information from these 15 pts,
addition of FA may reduce the usefuingss of vitarmnin metabolites as predictors
of toxicity.

Conclusions: FA supplementation appears to permit MTA dose escalation
by amellorating toxicity. Heavily- and minimally-pretreated pts tolerate MTA at
700 and 925 mg/m? and accrual continues at 800 and 925 mg/m?, respectively.
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analysis of a phase study of Taxof®(T), Carboplatin
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Introduction: Cyclosporine analogues such as PSC reduce the clearance of
P-gp substrates {l.e. T) and their maximum tolerated dose (MTD). This trial
was designed 1o assess the MTD, PK and PD of T and C with oral PSC in
patients (pts) with refractory solid tumors.

Mathods: All patients were planned to receive a fixed dose of PSC (5
mg/kg. p.o, 6 hr x 12, days 0-3) and T (baseline doss 54 mg/m?, 13.5mg/m?
incremants, 3 hr Infusion, day 1) and C (target AUC 6~9 mg/mLmin, day 1),
3-weakly. C AUCS darived from & limitad sampiing modet, and T PK parameters
fitted to a 2-compariment model.

Resuits: 58 pig entered into 7 dosa levels (DL.), 41 had previous chemother-
apy, (34, 1 prior regimen). PK for DL 1-7 summarized below.

DL T Target # C-AUC T-AUC T-Cl Tims

a remarkable reduction In both the no. of CK* cells (175, 6711, 97— 2,
11520, 524 26) per 10° BM colis, and the percentage of 17-1A*/CK* cells
(41%—0%, 48%—0%, 54%— 10%, B0%— 15%, 100%— 17%) per total no. of
CK* calls after the administration of Panorex™.

Concluslon: Genomic instability of carcinoma cells resutting in the reparted
polycional phenotyps of the disseminated tumor call population may hmit
the efficacy of monovalent immunogenstic treatment strategies. Individua!
immunocytochemical moritoring of therapeutic tumor ¢csll elimination is feasible
and suggest that Panorex™ might be able to eliminate 17-1A* breast cancer
cells.
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Dose C-AUC pts mg/mihr uMhr Unm? (hr}
mg/m?  mg/m.hr T > 0.054M
1 54 8 3 5.4 48 13.19 20.48
2.8,7 675 6,759 28 8.3,715755 5.94 13.31 28.52
3.5 81 e 23 52 7.48 13.47 28.0
4 945 [} 4 8.7 12.1 9.14 37.32

No PK interaction was noted between C& T or PSC & C. The T and C doses
showed a linear comelation with % change nadir ANC (R? = 0.95 respactively),
their AUCs correlated less well with % change nadir ANC or platelets. PSC
prolonged the time T > 0.05 M at T 94.5 mg/m? > than T 175 mg/m? alons.
DL-2 and DL-5 wers the MTDs of prior treated & chemonalve pis respectively.

Conclusions: PSC by reducing T's dearance, protongs the tme T > 0.05
1M, without Influence on C PK. PSC reduced the MTD otthe T & C combination,
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