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Dosefindl~g study of docetaxei plus MllMrouracil(5-FU) in 
patients with metastz& bieaitt cancer 

P.H.T.J. Siee’, J.W.R. Nortier2, A. Van Bcchove3, C.J. Rodenbur$. 
’ St. Anton&s Ziskenhuis, Internal Medicine, Nieuwegein, The Netherlands; 

* Diakonesssnhuis, lntemal Medicine, Utrecht, The Netherlands; 
3Ziekenhuis De Heel. lnfemal Medicine, Zaandam, The Netherlands; 
4 Eemland Ziekenhuis, lntemal Medicine, Amersfcort, The Netherlands 

Purpose: To determine the dose-limiting toxicity (DLT), maximum toier- 
ated dose (MTD) and recommended dose of docetaxel plus continuous 
infusion 5-FU in patients with metastatic breast cancer previously treated 
with an anthracycllne-containing regimen. The maximum tolerated dose 
was deflned as three or more DLT events in six patients. Addllonai objec- 
tives were to evaluate response rate and the duration of response. This 
was a muiticentre, open-label, non-randomised study. The recommended 
doses in thii combination regimen are to be used for further phase li/fli 
evaluation. 

Methods: 28 Patients were enrolled over the course of the study. Patients 
recefved docetaxel (60 mg/m2, i-hour infusion q3 weeks on day l), foiinic 
acid (500 mg/m2, 2-hour infusion on Days 1 and 15) and 5-FU (1.8 g/m2, 
24-hour infusion on Days 1 and 15). Patients then received either of the 
following doses of docataxel (Day 1) and 5-FU (Days 1 and 15) durlnc 
subseq&nt cycles: at dcse ie&l. (80 mgIm2. I:8 $m2); at level 2 (75 
m&n2. I 8 g/m2); at level 3(85 mgIm2.1.8 &n2); at level 4 (100 mn/m2,1.8 
g&2); at level 5.(109 m&&, 2.i g/m2). Antf&ycline pr&eatment was 
given for adjuvant purposes (7/28 patients) or for palliative purposes (21128 
patients). Clf the 28 patients enrolled, 17 received six or more treatment 
cycles. Treatment was stopped in the case of progressive disease (PD; 
4/28 patients), stable disease (SD; 11128 patients), partial response (PR; 
9/28 patients) or DLT (m,patients). 

Reeultez W& respect to DLT: none was observed at level 1 (n=3); one 
serious infection related to a portacath and one diarrhoea NCI-CTC grade 
IV occurred at level 2 (n=6); one serious infection due to staphylococcal 
pneumonia at level 3 (n=7): one febrile neutropenia grade IV and one 
staphyiococcal sepsis at level.4 (n&r); one serious infection related to a 
portacath and one erythema grade Iif/lV at level 5 (n=6). Four patients 
were not evaluabfe for tumour response because they only received two 
treatment cycles. Of the remaining 24 patients, there were 4 PD, 11 SD and 
9 PR. The response duration for the patients with PR was 195 days. 

Conafuskm: Although the MTD was not reached, the recommended 
dose is docetaxel 100 mg!m2 and 5-FU 2.1 g/m2. Thii regimen displays 
promising antltumourefkacy and is suitable for further phase lli l l i evaluation 
in patients with metastatic breast cancer. 
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Effect of cardlec dysfunction on treatment outcome in the 
herceptin pivotal triat 

D. Trlpathy’. A. Sekfmar?, C. Hudis2, M.K. PierrP, II. Keefe3, 
M. Mumhy3, S. Stewart3. ’ Unin?rs#y of California San Francisco, San 
Francisco, CA, USA; *Memorial Sloan Kettering Cancer Center, New York, 
NL: USA; 3 Genentech, Inc, South Memorial San Francisco, CA, USA 

Background: H, a humanized monocional antibody directed against HER2, 
increases time to proftression, response rate, and survival in combination 
wfth fff-tfne &e&therapy, and induces durable responses as a single 
agent in women wtiHEd2-posltfve’metastatic breast cancer. In the pivotal 
t&Is of H, treatment was associated with cardiac dysfunction (CD) similar 
to the cardiomyopqthy,associated with anthracydlne (A) administration. CD 
occurred at greatest frequency (28%) in patients simultaneously receiving 
A compared to7% in patted& receiving A alone. CD was less common and 
less severe in patients treated with pacfitaxei (T) plus H: 11% of patients 
receiving T pfus H and 1% of patients receiving T alone. The majority of 
patients. (75%) improved wlth treatment for congestive heart failure, and 
77% continued to receive T for a median of 25 weeks. 

Methods: The effect of CD on treatment outcomes was evaluated in the 
469 patients in the pivofal H combination chemotherapy trial (HO648g). For 
the purposes of this anafysis, time to treatment failure (lTF) was defined 
as the tfme to disease progressjon or CD and CD-free as the time to 
symptomatic CHF (NYfiA grade Ill-or IV) or death. 

Resmfta: As shown befow, H produced improvements in TTF and CD-free 
survival. 

TTF (months) (95% Cl): 
H + C 8.5 (5.8,?.0); C 4.6 (4.45.3); 
H + AC66 (5.5,7.3); AC 8.0 (4.8,6.9): 
H -I. T 8.6 (5.3,7.1); T 2.8 (2.0,4.3) 

CD-free survival (months) (95% Cl): 
H + C 22.2 (17.7,25.4); C 20.0 (16.5,24.0); 
H + AC 22.3 (16.6,25.7); AC 20.9 (16.8,28.6); 
H +T22.1(17.1,26.3); T18.4 (12.7.24.4) 
Conclusions: Improvements in treatment outcomes when H was added 

to chemotherapy ,were observed despite the development ‘of CD. These 
resufts suggest that risk/benefit considerations in the metastatic disease 
setting favor the use of H plus T. 
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Phase II study of weekly docetaxel (TaxoWre; txt) and 
tra+zumab~(Hercepthr; H) for patientswith HER-2 
overexpressing (HER2+) metastatic breast cancer (MBC) 

F.J. Esteva, V. Vaiero, D. Booser, L.T. Guerra, J.L. Mynay,~L. Pus&i, 
M. Cristofanilli, N. Sneige, T.L. Smith, G.N. Hotpobasiri, *The Univgrsifvof 
Texas M. 0. Anderson cancer Center, Breast Me%& Oncdosy; &.&on, 
Texas, USA 

Combination of H with chemotherapy improves responsa~rates, time to 
orooression TfTP) and survival in patients (pts) with HE&Z+ MBC. Txt is 
one-of the most effective treatments for MBC. Txt and H are synergistic in 
vitro. A phase Ii trial was designed to evaluate the efficacy and safety of 
weeidy Txt + H in patients with HEfQ+ MBC. H-was given on day 1 ,as a 
4 mg/kg foadfng ,dose (cycle 1 only), followed by 2 mg!kg. per week (wk). 
Txf was administered at 35 mgIm2Iv.k One cycle is defined as 3 week& 
administrations of Txt + H followed by 1 week of resti HER-Z status was 
defined by immunohistochemistry (IHC. score 3+) or by flourescence in 
situ hybrlditation. Results are reported for .all 30 patffts enfglied in this 
study. Median age 45 (33-78) years. Twenty-six pts (87%) had received 
prior chemotherapy, either adjuvant or for MBC. A’ median of’ 6 (2-16) 
cycles was given per pt. Number of weekly dosesdelivered 689. The 
median time on study was 24 (864) weeks. Hematokigi~f taxlaity: grade 
3/4 neutropenia (8 pts); 1 patient developed neutropenfc .fever; no grade 
3/4 anemia or tfxombocytopenia. Non-hematofogimi toxicity (grade 3/4): 
catheter-related bacteremia (1 pt), diarrhea (1 pt), nauropathyfl pt). fatigue 
(6 pts). pleural effuskm (1 pt), asymptomatfc tfansiwrt LVEF dectffe below 
50% (3 pts), pulmonary edema (1 pl). All 38 pts are ,eva!wabfe for response 
to therapy. Eighteen pts (60%) had a partial response; 4,pts (,13%) had 
a minor response; 4 pts (13%) had stabfe disease; and 4 pts (13%) had 
progressive disease (PD) as best response. FISH data are availabfe for 
23 pts (20+, 3.). The response rate in pfs whose tumors were FfSf-i* was 
65%. Three patients had brain metastases at the time of re$wahce. In two 
of them the brain was the onfy site of disease. These patients were treated 
with whole brain irradiation and H was continued until PD. Twe1ve.patfer-Q 
continue on study. The estimated median time to progression is 8 months. 
In summary, week& Txt + H is a safe and effective regimen forms with 
HER2+ MBC. Support: Genentech, Aventis 
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Markers. of @one Wnover in met+W&i&brqa~#+q@er (MEK) 
patlent ~hevlngprogr.&se@e~~~~~ 
of further &ea$njeiit-w&h either exe?%& 

.: ,, .4Wm 6ffect 
‘,( or 

megestrol acetate (MA) 

N. Zilembo’, E. Bajetta’, A. Martinettf2, A. Polii3, P. Pout’, L. Ferrari2, 
P B&Ii’. I. La Tone’, E. Seregni2, G. Massimfni3. ’ Me&a/ Qnco/ogy 
Unit 6; *Nuclear Msdiclne Unit, lstifuto Nazionale per lo Studio e la Cura 
dei Tumori, Milan; %?armacia Corp.., Milan, l&/y 

Bone turnover markers and their correlation with tumor response in pts on 
hormonal treatment for MBC has seldom been expfored. .We perfom. a 
prospective study on bone turnover markers on 53 ptsenrejlad in a large 
randomized study of. (24 pts) EXE 25 mg&y v&(29 pts)‘MA ~89mglday-ln 
MBC pts having progressed on tamoxffen (KaufhmmM. et&, JCG 2800). 
The two groups were well-balanced and 40 ptshad. MB0 spread to bone. 
The bone serum markers analyzed were bone&kafine phesphatase (BAP), 
and tvoe-I coliaaen tefeoeotkfe (IGTP). Tumor response .and cfiiicaf benefit 
(CR ;‘PR + SD-2 24 wks) we& 12.5% and !X~?&X~EXE and 16.3% and 
34.5% on MA. Pts were sampled at basefine, 8 wks, 24 wkeand every 12 
wks thefeefter until PD. Dnkr the 8-wks data (81 ots) are reooded due to 
ptsdrop-out for PDasgeometrk mean. . ’ ’ 

No correlation was found wfth tumor response&rBAPcr ICTP~.There was 
a significant correlation between the ICTp increase and E.c.S,suppression 
(p < 0.01 for EXE and p < 0.95 for MA), but r&t with BAP. tn cohelusfon, 
bone turnover markers ate affected by estrogen suppresskn? jn.MBC.,The 
increase in ICTP, but not of BAP, on MA might suggest a modest catabolic 
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Baseline Week 8 p’ (EXE vs MA) p’ (vs Baseline) 
BAP EXE (23) 24.9 30.1 NS co.01 
(WW MA WV 23.8 24.2 NS 
ICPT EXE (23) 5.3 6.3 NS co.01 

(ng/mL) MA (i61 5.3 6.1 <0.05 

D* Wilcoxon’s test 

effect, while the increase of both on EXE may suggest also the presence of 
an anabolic effect, possibly linked to the weak androgenic effect from the 
metabdite I P-hydro-exemestane. 
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A phase II trial of zd0473 In patients wlth metastatic breast 
cancer. A National Cancer Institute of Canada cllnical trlals 
group study (NCIC CTG-IND 129) 

T.A. Vandenberg’, K.A. Gelmon’, L. Panasci’, M. Grump’, Ei. Norris’, 
A. Tomiak’, T. Shenkjer’, L. Douglas2, S. Matthews’, L.K. Seymour’. 
‘NC/ Canada Clinical Trials Group, Kingsfon, Canada; 2AsttaZaneca 
Canada Inc., Mississauga, Canada 

ZDO473 is a new generation platinum compound with significant activity 
against a wide range of cultured human tumour cell lines and against a panel 
of human ovarian xenografts, including cisplatin- and carboplatin-resistant 
cell lines. Phase I studies showed activity in several solid tumours including 
breast carcinoma, and at the recommended starting dose pf 120 mg/rrQ 
q 3 weeks (wks), the NCIC-CTG initiated a multicenter phase II study in 
metastatic breast cancer (MEC) in January 2000. Thirty-three patients (pts) 
have been enrolled. Thirty two pts are evaluable for toxicirv and 25 for 
response at this time. Eli&illty’critetia included pts with no more than 
one prior chemotherapy for their MBC, performance status (ECOG O-Z), 
adequate organ functibn, measurable di.s&ase arid informed c&sent. After 
the first11 pts experienced only minimal hematological toxicity, the starting 
dose was subsequently escalated to 15Omg/m2 q 3 wks. Thirteen pts have 
received a total of 41 cycles at 12Omg/m2, and 19 pts have received a total 
of 40 cycles at 15Omg/m2. In the patients evaluable at this time, toxicity has 
been mainly hematological with grade 3 or 4 thrombocytopenia in 12!19 pts 
at 15Omg/m2 and grade 3 thrombocytopenia in 3/13 pts at 120mg/mZ. Grade 
3 or 4 neutropenia occurred in 14 pts at the 150mg/m2 dose. At 120mg/m2, 
2 pts had grade 3 or 4 neutropenia. Non-hematological toxicities have been 
generally mild to moderate and include nausea, vomiting, anorexia, fatigue, 
bleeding, taste disturbance, headache, constipation, alopecia and dyspnea. 
No complete responses have been’seen but there has been one partial 
response and 13/25 pts have stable disease at this time. ZDC473 has 
modest activity as a sirigle agent in MBC. Phase 1 combination studies with 
other ,agents including paclitaxel and docetaxel suggest increased activity 
which may be worthwhile in pursuing in the metastatic breast cancer setting. 
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Gemcltablne, epirubicin and paclitaxel (GET) vs. Cfluoro- 
uracil, epirubicln and cyclophosphil’mide (FEC) as first-line 
treatment in metastatlc breast cancer: Interim toxicity 
analysis of a randomlsed, multicenter phase iil trial of the 
Central European Cooperative Oncology Group (CECOG) 

T. Brodowicz, S. Beslija, J. Cetvek, Z. Mrsic-Knnpotic, I. Tchemozemsky, 
C. Wiltschke, N. Ghilezan, M. Grgic, J. Jassem, C. Ziilinski. On behalf of 
the Cenlrai European Cooperat& Onwlogy Group (CECOG) 

Purpose: This phase Ill multicenter trial was initiated to compare the 
efficacy and toxicity of GET vs. FEC as first-line therapy in patients with 
metastatic breast cancer. 

Patlents and Methods: 84 female patients were enrolled into the study 
between October 1999’ and March 2001. Out of those, 78 patients are 
available for analysis of toxicity. 33 patients were randomized to receive 
gemcitabine (1000 mg/ml, days 1+4), epirubicin (75 mg/m2, day 1) and 
paclitaxel (175 mg/m2, day I), whereas 45 patients received 5-fluorouracil 
(500 mg/m2, day I), epitubicin (75 mg/m2, day 1) and cyclophosphamide 
(500 mg/m2, day 1). Both regimens were administered in 2Iday- courses 
up to a maximum number of 8 cycles. The median age of patients was 54 
years (53 years in the GET and 55 years in the FEC arm) with a median of 
6 administered cycles (range: 1-9) in both treatment arms. 

Resulta: Myelotoxicity represented the major toxicity and included neu- 
tropenia of grades 3 & 4 occurring in 93.9% of patients receiving GET 
vs 73.3% of patients receiving FEC, thrombocytopenia of grades 3 d 4 in 
27.3% vs 4.5% and anemia grades 3 & 4in 18.2% vs 11.4% of patients. 

Febrile neutropenia occurred in 3 patients treated with GET vs 2 patients 
receiving FEC. Peripheral neurotoxicity grades 1 8 2 were observed in 
45.2% of patients in the GET arm vs 11.4% of patients in the FEC arm. No 
clinically apparent left ventricular dysfunction or failure were found in either 
group of patients. 

Conclusion: While recruitment of patients is continuing, we wnclude 
from this interim analysis that GET has a favourable and acceptable toxicity 
profile, as compared to the FEC regimen. These results warrant further 
clinical trials on the efficacy of the GET regimen. 
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A phase II multlcenter trial of weekly herceptin wtth 
navelbine in chemonaive patlents with her2 posltive 
metastatlc breast cancer 

M. Jahanzeb’, J. Mortimer’, F. Yunus3, D. Irwin4, J. Speye?, 
A. Koletskv’. P. Klein5. T. Sabir5. L. Kronish’. ’ Eoca Raton 
Compreh&ive Can&r Center &a Raton, USA; 2 Washington 
University; Onwi~ St. Louis, USA; 3Boston Cancer Group, Memphis, 
USA; 4Alta Elates Comprehensive Cancer Canter, Berklex USA; 
5Comprehensive Cancer Centers Inc.. New York, USA 

Background: Herceptin (H) is a well tolerated agent with documented 
efficacy in breast cancer and pm-clinical synergy with Navelbine (N). This 
combination has been found to be active in asingle institution trial of largely 
pre-treated breast cancer patients (N at 25mg/m2&vk; Burstein et. al. ASCO 
2ooo). 

Purpose: We designed this phase II multicenter study to assess the 
efficacy and safety of H+N as first-line treatment for HEFl2overexpressing 
metastatic breast cancer patients with measurable disease. 

Patlents and Methods: Eligible women were treated with weekly IV 
doses of H (4mgn(g loading dose, then Zmg/kg) and N (3Omg/m2) without 
a break, with 4 weeks wmprlsing a cycle. 

ResulE8: As of April 15, 2001, 37 of the planned 40 patients have 
been entered. Patient characteristics are: median age 51 years (range 
30-82); prior adjuvant chemo 29%; ptior hormonal therapy 32%; visceral 
metastases 58%. Twenty-nine patienfs are evaluable for response, having 
received at least 2 cycles. Two CRs and 19 PRs have been observed with 
an overall objective response rate of 72%, while 5 patients are stable and 
3 progreled. Median time to response was 8 weeks. To date, a total of 
188 cycles have been administered (median 4, range 1 to 26) wfth dose 
delays in 32% of the cycles Grade 4 toxicity was, limited to neutropenia 
experienced by 25% of patients in 8% of cycles, while 51% ‘of patients 
experienced Grade 3 neutropenia in 23% of cydes. Four patients were 
hospitalized with fever (1 neutropenic, I line sepsis, 1 with tuberculosis, 
1 with pneumonia), I patient with hematura (due to over anti-coagulation 
from coumadin) and 1 patient with pulmonary embolism. Non-hematologic 
toxicity of fatigue was observed as grade 3 in one patient and grade 4 in 
another patient. No severe nausea, vomiting, cardiotoxidty, neurotoxicity, 
or alopecia has been reported. 

Conclusion: These preliminary results suggest that H+N is well toler- 
ated and very active in this patient population. Supported by grants from 
Genentech Inc. and GlaxoWellwme Inc. 
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Dose-flnding study of Docetaxel (T) and Doxorubicln (A) day 
1 and 8 plus Capecitablne (X) day 1 to 14 (TAX) as first line 
treatment in advanceU breast cancer (ABC) 

0. Paqani’, C. Se+a’, S. Longhi’, F. Nolk2, D. Ctivellari4, 
B. Thurlimann3. D: Hess3, Ft. Graffeo’. A. Goldhirsch1,2. On behalf of the 
International B/east Cancer Study Group Scientific Committee (IBCSG 
SC)’ Institute of Oncology of Southern Switzerland, Medical Oncology; 
Bellinzona, Swtierland; ‘Eqxan lnstifute of Onwl~ Medical 
Onwlog~ Milan, Italy; 3Kantonspibl, Medizinische Klinik, San Gal/en, 
Switzerland; 4 National cancer Institute, Medical Onwbg~ Aviano, Italy 

Backgrwnd: Early results of T and Epirubidn (E) given on days 1 and 8 
plus wntinuous infusion (c.i.) 5FU days 1 to 14 q 3wks (TEF) in 30 patients 
(pts) have shown that haematological toxicity was dose limiting (DLT) with 
G4 neutropenia and uncomplicated febrile neutropenia (FN) in 67% and 
5% of cycles (cy) at the highest dose level (T4O/E45/5FU200 mg/m2), 
respectively. Gastrointestinal (Gl) toxicity seemed E-related (being the 5FU 
dose fixed at all dose levels) with > G2 diarrhoea and muwsitis In 6% and 
18% of cy, respectively. In July 2000 a multicentric dosefinding study was 
launched to replace c.i. 5FlJ by X given days I to 14 with T and A on days 
1 and 8 q 3wks (TAX). 


