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vs 46%. There were not differences between both groups in % of patients 
who received consolidation therapy or in the best response to salvage 
regimens. 

Resufts: (NOTAX-P vs TAX-P): Clinical response rates were complete 
(CCR): 38.2% vs 50%, partial (CPR): 17.1% vs 26% and overall (OCR): 
55.3% vs 76%. The 95% Cl values for the difference in response were for 
CCR: -4 to 27% and for OCR: 6 - 35% in favour of TAX-P. In 68 p with CCR 
or CPR who underwent 2nd look laparotomy, pathologic complete response 
rates (PCR) were 48.8% vs 48.1% (p ns). With a median follow-up of 81 
and 31 months, median survival are 26 vs 29 months respectively, and 3-y 
survival rates (95% Cl) are 42.8% (32 - 53%) vs 41.3% (25.9 - 56.7%). 

Conclusion: We have obtained a better OCR rate with TAX-P compared 
to NOTAX-P regimens, but, contrary to the results of some randomized 
clinical trials, PCR rates, median survival and 3-y overall survival remain 
basically unchanged in our series. 
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Clinical development of Ovarex MAb-B43.13 monocionai 
antibody for treatment of ovarian cancer: impact of immune 
responses and circulating CA125 levels on clinical efficacy 

H. Finqert, C. Nicodemus, M. Siemens, B.C. Schultes. Altaffex 
Corporation, Waitham, USA 

CvaRex Mab-B43.13 is a munne monoclonal antibody (MAb) targeting the 
tumor-associated antigen CA125. Intravenous administration was associ- 
ated with prolonged survival in patients (pts) with relapsed ovarian cancer, 
correlated wtth nonspecific (HAMA) and specific (Ab2) immune responses 
(Belle. Proc. ASCO 19:476a, 2000). Paradoxically, prolonged survivals were 
seen in poor-risk pts, assessed by elevated circulating CA125 levels relative 
to pts with lower levels of CA125 (Noujaim A.A., Cancer Biother Radio- 
pharm, in press). A prospective, randomized, placebo-controlled, double 
Mind study of 345 pts with stage III-IV ovarian cancer was designed to 
determine clinical efficacy, safety, and biologic activity of OvaRex MAb ad- 
ministered after attainment of CR from primary chemotherapy. Preserving 
integrity of the blind, independent review was conducted from an initial co- 
hort of 252 pts. Clinically meaningful immune responses were observed in 
250% of the MAb-treated pts, measured by serum HAMA >5000 ng/mL and 
Ab2 ~100 ng/mL associated with improved time to relapse (lTR). Pts with 
specific immune response (Ab2 serum level ,100 ng/mL) demonstrated 
two-fold improved TTR to 18.9 mos vs. 7.4 mos in pts with Ab2 < 100 
ng/mL. lrrespecttve of immune response, baseline CA125 prior to protocol 
treatment was a strong predictor of TTR, similar to previous reports (Makar, 
Gyn Cncol49:73,1993) and was confirmed to be a valid covariate for analy- 
sis of efficacy outcomes. In a poor prognosis subgroup (CA125 >20 U/mL), 
the proportion of pts surviving 6 months without disease relapse improved 
twofold with CvaRex MAb therapy (relapse-free survival 79% vs. 39% in 
placebo-treated controls, p ~0.05). Taken together, the favorable clinical 
outcomes in the high-risk pts with elevated CA125 levels support the pro 
posed mechanism to induce immune #responses to MAb + CA125 immune 
complexes, generated after intravenous MAb administration. Results from 
prospective, controlled trials confirm that CvaRex Mab-843.13 frequently 
induces immune responses relevant to clinical efficacy, and provide rational 
approaches to development as an adjunct to treatment of, ovarian cancer 
and possibly to treatment of other types of cancer associated with circulating 
serum CA125 levels. 
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Phase ii clinical study of BBR 3434, a novel, bifunctionai 
platinum anaiogue, in patients with advanced ovarian cancer 

A.H. Catvert’, H. Thomas*. N. Colombo3, M. Gore4. H. Earl’, L. Senas. 
G. Camboni7, P. Liatts, C. Sessag. r&wcasr/e General Hospital, 
Newcastle upon Tyne, UK; *The Royal Surrey County Hospital, Guifdr&d, 
UK; 3 lstifuto Europe0 di Onwiogia, Milan, Italy; 4 The Royal Marsden 
Hospital, London, UK; 5Addenbmoke’s Hospital, Cambridge, UK; “DNg 
Development office. The Cancer Research Campaign, London, UK; 
7NovusPharma SPA, M/an, Italy; a South Europe New Drug Otganisation, 
Milan, ita& g Oncology Institute of Southern Switzerland, Bellinzona, 
Switzerland 

BBR 3464 is a trfnudeate platinum compound, differing from cisplatin in 
its structure, nature of the adducts formed, and pre-clinical spectrum of 
anti-tumour activtty. The Phase I study of a 1 hour infusion every 28 days 
identified diarrhoea and myelosuppression as the dose limiting toxicities 
and initially l.lmgfm2 as the recommended Phase II dose. Activity was 

observed in three patients, with respectively melanoma, pancreatic and 
lung cancer. 

Purpose: The objectives of this Phase II study are to determine the 
efficacy of BBR 3464 in patients wRh ovarian cancer failing platinum-taxane 
regimens and to further character& the toxicity and pharmacokinetic profile 
of this compound. 

Methods: This is a multi-centre, open label, Gehan design study. Patients 
are stratified into two categories: those who relapsed foltowtng a response 
after 6 months from the discontinuation of chemotherapy and those who 
have not responded or have relapsed within 6 months. 

Results: 28 relapsed and 18 refractory patients have been recruited to 
date and have received in total 164 infusions of BBR 3464. Five partial 
responses, confirmed by independent peer review, have been reported and 
in three of them a repeat scan for confirmation was obtained. In responding 
patients, the average interval between previous treatment and the first BBR 
3484 treatment was 18 months. Toxicity data is available on 44 patients. The 
main toxicity seen so far isneutropenia (63 n=7 (16%) G4 n=5 (11%)) which 
led to a dose reduction to 6.9mg/m2 in 6 patients. In addition, anaemia (G2 
n=8, G3 n=i), thrombocytopenia (G2 n=l), nausea (G2 n=il, G3 n=8) and 
vomiting (G2 n=ll, G3 n&i) were reported. Dianhoea was observed (G2 
n=14, G3 n=3) but was kept manageable by a policy of active intervention 
with loperamide. No clear signs of drug-related neurotoxictty were seen. One 
patient with pre-existfng hypomagnesaemia and paraesthesiae experienced 
grade 2 paraesthesiae associated with course, 3 of treatment. Since the 
haematological toxicities were reversible within 3 weeks and there was no 
evidence of cumulative renal or lung toxicity, a schedule of0.9mg/m2 every 
21 days, which in the ongoing Phase I trial was shown to be better tolerated 
and of a similar dose intensity, has now been introduced. Recruitment into 
the refractory category continues using this amended schedule. Efficacy 
and toxicity analysis is ongoing. 

Conclusion: BBR 3464 is showing provisional evidence of activity in 
relapsed ovarian cancer. 
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Weekly pacittaxei and carbopiatin followed by topotecan 
(TC-TP), as first-line therapy for patients with advanced 
epitheiiai ovarian cancer (AOC) suboptimaiiy debuiked. 
Updated preliminary results 

J.A. Arranz Artia’, R. Gonzalez-Beca’, A. Velasco*, M.M. Perez*, 
P. Borrega3, M. Botaoos3, A. Berna14, J.J. Cruz4, V. Alijas, 
P. Martinez-Prado’. ‘H. Gregorio Maration, Me&a/ Oncology; Madrid, 
Spain; *H. Princesa, Medical Oncology; Madrid, Spain; 3 H. San Pedro, 
Medical Oncofog~ Caceres, Spain; 4 H. Ciiniw, Medical Oncoiogv. 
Saiamanca, Spain; 5H. Sasurto, Medical Oncolagy. Bilbao, Spain 

Objective: To evaluate clinical response (overall, complete and partial: 
cCR, cCR and cPR respectively), pathological CR rate (pCR), and toxicity, 
of the schedule TC-Tp, administered as first-line therapy in patients (pt) with 
AOC suboptimally debulked, defined as f IGO Ill-IV wfth residual disease 
(RD)> 1 cm. 

Patients and Methods: Phase II design. TC-Tp consisted of 2 courses 
of TC (weekfy Pacliiaxel60 mglm2 + Carboplatln AUC 2. x 6 doses each 
course) separated by a 14&y rest period, and followed by 4 courses of 
Tp (Topotecan 1.5 mg/m2/d x 5d every 3 weeks). All’ pt received Tp after 
TC even if they had no response to TC. Prophylactic fkgrastfm was allowed 
after an episode of neutropenia grade 3-4, and Tp doses were reduced 
after other G3-4 toxicities. Second-look laparotomy was planned at least 
for pt with cCR after TC-Tp. In those pt with pCR or microscopic residual 
disease, consolidation with TCxl t Tp x2 was recommended. 

Resulk Since March ‘99. 65 pt have been included and 50 pt have 
already completed TC-Tp. Preliminary results from the first 37 pt were 
presented in ASCO’OI. Results from the first 50 pt are presented here. 
Mean age was 58 y (34-77). There were 78% stages Ill and 22% IV. 
Debulldng surgery was performed in 86% of pt, but 88% had RD >2 cm. 

Grade 3-4 toxicities with TC were anemia 2%, neutropenia 23%, throm- 
bocytopenia 4%, alopecia 37% and nephrotoxictty 2%. Toxfcity after Tp was 
anemia 13%, neutropenia 40%, thrombbcytopenia 11%.and alopecia 70%. 
Astenia was present in some pt but it was not properly registered. There 
were no toxic deaths. Qther toxicities were Gi-2 or absent. 

Response rate after TC (andl95%#CI) were: cCR: 82% (69 - 91%) cCR: 
36% (23 - 50%) and cPR: 46%. After TCTp we found cCR: 78% (64 - 88%) 
cCFt 48% (34 - 63%) and 36% cPR. 

The difference in cCR between TCTp and TC is 12% (95% Cl: -9.85 to 
16%). Five pt have achieved pCR until now (H.6%, 95% Cl: 4 - 25%) 
but resutts of 2nd fook are pending for another 5 pt with cCR. Fourteen pt 
received consotidation therapy and 19 pt other 2nd line therapies. With a 
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median follow-up of 15 months for this 50 pi, 15 pt have died due to AOC. 
Medii survival has not been,rea&ed, and a-year overall survival is 76%. 

Condusibn: In this population of pt with ‘AOC suboptimally debulked, 
TC-Tp, seems to be a very active and safe regimen. Final results of cCFi, 
pCR and toxicity will be available next year. 
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ZD0473 phase II monotherapy trial In second-line ovarian 
cancer 

M. Gore’, R.J. Atkinson2, L. Dirix3, D. Rischi@. P. Beales, P. Hamet6. 
D. Hacking’. H. Cures, J. Cosaerts. lMsdkzai Oncclog, Royal Marsden 
Hospital NtlS 7h&t, London; 2 O&artment of Omwiog~ BeI&& Citv 
Hos@tal, Belfsist; s AsttaZeneca, &&fey Park, UK; 3&cok@ch - 
Centrum, Oostervek%%m, Wilrijk, Belgium; 4 Peter McCallum Cancer 
Institute, St. Andrews Place, East Melbourne; 5 Royal Prince Alfred 
Hospifat, Camperdown, New South Wales; 6 Nepean Hospital Pen&h, 
Kingswood, New’South Wales, Australia; ‘Durban Ontology Centre, 
Mayville, South Africa; 8CAC Jean Perrin, Clermont Ferrand, Cedex, 
France 

Aims: ZDO473 (cis-ammhedichlom[2methylpyridine]platinum [II]) is a new 
generation platinum drug designed to deliver an extended spectrum of 
antitumour activity and overcome platinum resistance mechanisms. In this 
ongoing Phase II open-tabel, multic8ntre trial, the efficacy and tol’erabilii 
of ZDO473 was evaluated in patients (pts) with ovarian cancer who have 
failetl one prior platinum-based therapy. 

Methods: Pts were to receive ZD0473 120 mg/& l-h iv infusion on day 
1, every 3 weeks. Later the dose was increased to 160 mg/ti, every 3 
weeks. Pts were considered resistant (cohorts l-3) or sensitive (cohort 4) if 
they reiap.!@Yprugre.ssed 526 weeks or >26 weeks, respectively, following 
completion of prior platinum-based chemotherapy. 

R&s: Todate. 58 pts have been recruited to this study (32 resistant, 26 
sensitive; median age 58 years [range 35-75 years]; 57 with performance 
status O/l; 45 with distant metastases). Twenty pts received a starting dose 
of 120 mg/n? without escalation, 16 pts received a starting dose of 120 
ms/m2 escalated to 150 ms/m2, and 22 pts received a starting dose of 150 
mgIm2. Dose reductions and delays occurred primarily in the pt&ceiving 
the higher dose of 150 ms/rf? (58%). Grade 3/4 anaemia, neutropenia or 
thrombocytopenia was observed in 5,8, and 7 pts at a dose of 120 mg/&: 
7, 6 and 9 pts at 120/150 mg/r$: and 5, 18 and 17 pts at 150 mgm”. 
respectively. The extent of prior exposure to carboplatin appears to be an 
important factor for haematoiogical toxicity. Three pts were withdrawn from 
the trial due to drug-related toxicity and no drug-related deaths occurred. No 
clinically relevant nephro- or neurotoxicity were reported. Grade 3/4 nausea 
or vomiting was reported in 5 and 6 pts, respectively. Preliminary data have 
shown that an objective response was observed in 3/21 evaluable resistant 
pts (2 CR, 1. PR) and 7/22 evaluable sensitive pts (2 CR, 5 PR’). Fiie of the 
responses were observed at-a dose of 120 mg/&. the other 5 responses 
were observed in pts who started on 120 mg/d and were escalated to 150 
mg/m2. A further 6 resistant pts and IO sensitive pts had stable disease (2 
and 5 pts with some evidence of tumour shrinkage, respectively). 

CorMwhn: ZD0473 shows encouraging activity in second-line ovarian 
c+ncer including resistant disease. 200473 has an acceptable safety profile 
at 120 mg/ni! and this is the preferred dose in this patient population who 
have received a high number of prior cyc!es of carboplatin. 

‘3.6 PR are currentiy unconfirmed. 
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Mutation analysis of the CHKZ gene In breast carcinoma and 
other cancers 

S. In~arsson’~2, B.I. Sigbjomsdottir2, S.H. Hafsteinsdottir2, V. Egilsson’, 
J.T. Bergthom2. ’ University of k&and, fnstitute of Experimental 
Patholo& Reylzavfk, Iceiand;-2 University Hoepita/ of Iceland, Department 
of Pathology; Reykjavik, Iceland 

Mutations in the CHKP gene at dhromosome 22q12.1 have been reported 
in families with I&Fraumeni,syndrome. The Chk2 is an effector kinase that 
is activated In response to DNA damage and is Involved in cell cycb and 
~63 pathways. We have screened 139 sporadic breast tumours for LOH 
at chromosome 22q. using 7 micmsatelltte markers. Seventy four breast 
tumours (53%) show LOH with at least one marker. These samples and 

45 turnouts from individuals carrying the BRCA2 9-15 mutation were 
screened wifh SSCF and DNA sequencing for mutations in the CHIC? 
gene. In addition tc,putative polymorphic regions in short rriononucleotide 
repeats in a noncoding exon and infmn 2, a germ line variant (T59K) in 
the first coding exon was detected. By screening additional 1137 cancer 
patients for the T59K sequence variant, it was detected in totally 4 breast-, 
3 colon-, 1 stomach- and 1 ovarv cancer Oatients. but not in 178 healthv 
individuals, suggesting that this isa low pe&ranceallele. A t&our specific 
5’ splice site mutation at stie +3 In intmn 8 (ll’gtra-zc)ata) was det&t& 
in a tumour with extensive LOH in the geno&e.s-tie co&&e that somatic 
CHK2 mutations are rare in breast cancer, but our results suggest a tumour 
suppressor function for CHK2 in a minority of breast turnours. 
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The EGFR-sekctivs tyrosine kinase InhibItor ZDWQ 
(‘lressa’j is an effective inhibitor of tanioxff&WesWtant 
breast cancer growth 

aGee’, I. Hutcheson’, J. Knowfden’, D. Barrow’, M. Harper’, 
H. Jones’, A. Wakeling2, R. Nicholson’. 7 7iiovus Cdntre fbr Cancer 
Research, Cardiff, UK; 2AstraZeneca, Macclesfieid, UK 

Purpose: Many ER+ breast cancer (BC) patients initially respond to antihor- 
mone agents, eg tamoxifen (‘Nolvadex’); however, acquisition of resistance 
is often seen. Overexpression of EGFR andlor EGFR ligands (EGF or 
TGFalpha;) is associated with the antihormone-resistant phase of clinical 
disease. 

Methods: This study,investigqted the potential of the,:EG~R-setactive 
tyrosine kinase inhibitor ZD1839 (‘lressa’) to trel antih&m$&-r&.&ant 
hC using tamoxifen-resistant (R) and tamoxifen-sensitive (wild type pnrrl) 
MCF-7 BC cell lines. 

Flea&s: As with tumours from patients with resistance to,tamoxifen, 
R-MCF-7 cells exhibit markedly elevated mRNA and axprf&on of EGFR 
and c-?&B2 compared with WT-MCF-7 cells. Wastam~blotijng and im- 
munocytochemical analysis showed that in Ft-MCF-7 celisthese receptors 
immunoprecioitated as heterodimers. had increased acti*, andwere asso- 
ciated v&h in&eased levels of the phosphorylated mitogen~divated protein 
kinases. ERK l/2. in R-MCF-7 cells treated with EQF and’TGFabha further 
increases in activation of EGFR-signajllng elements and suk&t&tial growth 
responses were observed. Under llgand-stimulated condittons, ERK l/2 
activation was increased in a sustained manner, b$ ERK’iil2.&RiWted only 
transient activation in WT-MCF-7 cells. ZD1839 blockBd,a&vation of,EGFR 
sionallina in R-MCF-7 cells under basal and’liaand+&~~ul&ted condltibns, 
aid res&ed in profound, long-lasting growth -&&itton. ~@T-MCF-7 cells 
were much less sensitive to growth inhibition by 201839 (15%.decrease in 
WT-MCF-7 ceils vs up to 904/O for R-MCF-7). These stud&~ow that iri BC 
cells with acquired resistanca totamoxifen, autocrineactivafion’oftheEGFR 
signalling pathway is of critical importance to g&&h ‘m that th06e.~&ls 
are substantially more sensitive to ZD1839 ttian+IT-MCF-7 ceils. Fin&y, 
co-treating WT-MCF-7 cells with tamoxifen and 201839, in aticipation d 
the switch to EGFR signalling on acquisition of ahtihormenal re&tat?ce, 
results in synergistic growth inhibition, marked decrease;3 iti piolieratfon, 
increased apoptosis. and failure to develop resistant growth 

Conclusion: Since the biochemical characteristics of Nmpurs from pa- 
tients with antihormone-iesistant disease parallellhose dr R-MC&7 c&S, 
these studies precllct that ZD1839 may provide an aKac8ve tf&tment for 
tamoxifen+resi&ant BC and prevent the devebpment of fhls&nditi&t. 

‘Iressa’and ‘Nolvadex’ are trademarks of the Astra2ensce group; of com- 
panies 
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Fluorescence in situ hybrldlzation .(qQ@Ji@iay aC&&y 
identify patients dlho obtain sui\rlvalbenefit fr&+!erizeptin 
plus chemotherapy 

R. Mass’, M. Press2, S. Anderson’, M. Murphy’, D. Slamot?. 
7 Genentech Inc.. South San Francisco, CA, USA; 2Univers@y of Southern 
California, School of Medicine, Los Angeles, CA, USA; 31JCLA School of 
t&.&he, Los Angeles, CA, USA 

hzkground: Women eligible for the pivotal phase II1 trial of chemotherapy 
(C) (doxorubicin/epirubicin and cyclophosphamide IAC] orfx&ltaxel m) with 
br.$thout Hercepiin (H) had met&t&i breast can&r&e~expr&sing HER2 
at the 2+ or 3+ level measured using a standardized, semi-quantitative, 
immunohistochemistry (IHC) assay. This trial demonstrated that the addition 
of H to C improved response rate (RR) (50% vs 38%. w.003) and survival 
(25.1 vs 20.3 months, odds ratio, 0.60, p=O.O46). These benefits were 


