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to evaluate the activity and safety profile of NVBo as first-line treatment in 
advanced breast cancer (ABC). 

Methods: From 11/97 to 07/00, 64 patients (pts) were entered: median 
age 63years, 91% PS O-l, 30% stage IV disease at diagnosis, and 61% with 
visceral metestases (lung: 34%, liver: 34%). In 73% of pts, at least 2 organs 
were involved; prior hormonotherapy (70%) and/or neoadjuvant/adjuvant 
chemotherapy (31%). NVBo was given at the dose of 60 mg/m?#eek for 
the first 3 administrations and then increased to 60 mgh?? in absence of 
severe neutropenia defined as one episode of grade 4 or ? lepisode of 
grade 3 neutropenia. 

Results: 794 administrations were given (median 9&t). Relative median 
dose intensity was 91%. The majority of pts (58/64) underwent dose increase 
from 60 to 80 mg/ma. ,Slmilatiy to NVB i.v, the main toxicity of NVBo was 
neutropenia (70% of pts and 20% of administrations); grade 4 was seen in 
17% of pts and 1.8% of administrations and was complicated in 4 pts (6%). 
Gastrointestinal events were frequent but of mild to moderate intensity. 
Grade 3-4 events included nausea (3% of pts), vomiting and diarrhoea in 
(5%) each, No primary prophylactic antiemetic therapy was recommended. 
Only one patient experienced one episode of grade3 neuroconstipation. 
After independent review of efficacy results, 58 patients were evaluable for 
response (WHO criteria). 

CR 

IlT patients (N = 64) Evaluable patients (N = 56) 

4 4 
PR 15 
OR Cl 95% 29.7118-41] 
Duration of response (weeks) median 39.2 
PF8 (weeks) median [range] 17.4 [2.3-127.61 

14 
31 [1%43] 

Conclusion: Oral vinorelbine as a single agent is effective. Efficacy 
results of this study fall in the range of those reported in all the published 
phase II studies of i.v vinorelbine. The safety profile of oral vtnorelbine was 
qualitatively comparable to the one of NVB i.v. Therefore, oral vtnorelbine 
is a good aftemative to i.v vinorelbine in patients with ABC. 
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Fluorescence in situ hybrldlzation (FISH) may accurately 
select patients likely to beneflt from herceptin monotherapy 

M. Cobleigh’, C. Voge12, D. Tripathy3, R. Mass4, M. Murphy4, M. Press5. 
1 Rush Presbyterian Medical Center, Chicago, IL, USA; * University of 
Miami Cancer Center. Miami, FL, USA; 3 Unkersfty of California San 
Francisco, San ~ranciscu, CA, USA; 4 Genentech, Inc. South San 
Francisco, CA, USA; 5 University of Southern California, School of 
Medicine, Los Angeles, CA, USA 

Background: Herceptin (H) is a humanized anti-HER2 monoclonal antibody 
and the first oncogene-targeted therapy for HER2-positive patients. HER2 
gene amplification and subsequent overexpression of the HER2 protein on 
the cell surface occurs in approximately 25% of human breast cancers. This 
alteration Is associated with poor prognosis. Patients enrolled in the clinical 
trials that led to the approval of H were selected usitig imtnunohistochemistry 
(IHC) against the HER2 protein, with those *ring 2+ or 3+ being eligible. 
Recent data sirggest that FISH is an accurate method of choosing patients 
for H therapy. Methods: A retrospective analysis of FISH status in two trials 
of H monotherapy was performed: HO65Og, in which patients received H 
as the first non-hormonal treatment for m&Static disease; and HO649g, 
in vjhich patients received H following one or two chemotherapy regimens 
for rnetastatic disease. Results: FISH data were available for 111 patients 
enrolled in HO65Og and 209 of those in H0649g. Of these 82 (73.9%) and 
173 (82.8%), respectively, were FISH positive. Outcomes are shown below. 

HO65Og (first-line monotherapy): RR, 34 vs 7 vs 26% (FISH+ vs FISW- 
vs IHC+); lTP, 4.9 vs 1.7 vs 3.5 months; overall survival, 24.5 vs 24.4 vs 
24.4 months 

HO649g (second/third-line monotherapy: RR, 19 vs 0 vs 15% (FISH+ vs 
FISH- vs IHC+); lTP, 3.2 vs 1.9 vs 3.1 months; overall survival, 14.2 vs 8.8 
vs 12.8 months 

Conclusions: These results demonstrate that FISH is an accurate 
method of selecting patients for H therapy. The results further indicate 
that in optimally setected patients, H is an actiie therapy for the treatment 
of HERP-positive breast cancer, particulady when used as first-line therapy 
for metastatic disease. 
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Insulin-like growth factor (IGF) components in 
postmenopausal metastatic breast cancer (MBC) patlent 
having progressed on tamoxifen: different effect of 
exemestane (EXE) or megestrol acetate (MA) 

L. Ferrari’, A. Marlinetti2, N. Zilembo3, A. Polli3. G. Massimini3. D. De 
Candis’, R. Longarir$, G. Salvucci2, E. Seregni’, E. Bajetta2. ‘Nuclear 
Medicine lJn% 2 Medical Oncology Unit B, lstituto Naziionale par lo Studio e 
la Cuta dei Tumori, Milan; 3 Pharmacia Corp., Milan, lfaly 

IGF-1 and IGFbinding protein(IGFBP)S are modifyied in MBC pts receiving 
hormone therapy. IGF-1, IGF-2 and IGFBP.3 were prospectively evaluated 
on MBC pts enrolled in a large randomized study of EXE vs MA having 
progressed on tamoxifen (Kauffman M. et al., JCO 2000). A total of 53 pts 
were randomized to EXE 25 mg/day (23 evaluable pts) or MA 160 mg/day 
(28 evaluable pts) and treated until PD. The two groups were well-balanced; 
all were ER-/PgR-positive. Tumor response and clinical be&fit (CR, + PR 
+ SD) were 12.5% and 54.2% on EXE cind 10.3% and 34.5% on MA. Pts 
were sampled at baseline, 8 wks, 24 wks and every 12 wks thereafter. Only 
IGF-1 significantly increased at week 8 and the increase was higher with 
MA than with EXE. No correlation was found withtumor response. E&one 
(El) and estradiol conelate negatively with IGF-1 (EXE) andwith IGF-1 and 
-2 (MA) (p 4 0.05). El-sulphate conelates negatively with IGF-1 (MA) (p 
c d.01). IGF-1 i&eases ore EXE were lower than on MA. Only the 8 wks 
date are reported due to pts drop-out for PD. 

IGF-1 
WW 
IGF-2 
WmL) 
IGFSP-3 
fudmLI 

EXE 
MA 

EXE 
MA 

EXE 
MA 

Baseline Week 6 Probability (wilwxon:s test) 
(Geometrk meen) (Sawem treatments) (vs. baseline) 

6fl 136 co.05 <O.Ol 
65 194 <O.Ol 
106 109 Not significant (NS) NS 
102 107 NS 
4.6 5.1 NS NS 
4.7 4.9 NS 

The present study confirm previous findings indicating an effect of 
steroidal aromatase inhibitors on the IGF system in MBC pt& 

Acknowledgments to I.T.M.O. Group for editorial assistance. 
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Fractionat+ Navelbine and Doxorubicln (NA) as front line 
chemotherapy in metastatic breast cancer (MBC) 

J. Carmichael’, R. Coleman2, S. Hil13, F. Armitage2, V. Potter’, 
D. Eourescu2. ’ Universitv of Nottinoham. Deoartment of Clinical ,~- 
Oncology City Hospital, frottinghai, UK; * Ukversity’of Sheffield, Weston 
Park Hospital, Sheffield, UK; 3 Pierre Fabre Oncology; Winchester. UK 

The activity of Navelbine 25 mg/m2 and doxotubicin 25 mg/mZ [NA] (days 
1 and 8 every 21 days for up to 9 cycles) was evaluated in women 
receiving front line chemotherapy for MBC. All pts had received no prior 
chemotherapy for metastatic disease and were F’S O-2. Pts with history 
of brain metasteses or significant liver dysfunctton were excluded. Prior 
adjuvant chemotherapy was completed >3 months prior to trial entry and 
no pt had received .Z 300 mg/m2 prior anthracycline therapy. All pts had 
measurable disease. 41 patients were entered on study between May 
1999 and May 2000 with a median age of 54 years (range 31-74) and 39 
pts received chemotherapy and were assessed for response. 13 pts had 
received prior adjuvant chemotherapy. The majority of patients presented 
with multiple sites of disease, with metastases in’liver 19pts; lung 9pt.s; soft 
tissues 27pts and bone 8pts. 

The NA combination was active with 4 CR, 16 Pd in’39 pts with a further 
12 pts having stable disease for z Bmonths. Responses were seen at all 
metastatic sites, median response duration 6.5 mths, (range 3.6-llmths). 
Median survival of 13 months and 17/39 pts remaln dive, a minimum of 11 
mths after commencing chemotherapy 

The treatment was well tolerated in the majority of pts, 200 cycles of 
therapy administered (median 6 cycles; range l-9). There Were 46 episodes 
of grade l neutropenia (23% cycles). 45 cycles were delayed but only 6 dose 
reductions, primarily because of mydosuppres$on, with day 8 treatment 
omitted on 7/200 cycles. 


