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No grade IllIlV fluid retention or cardiac events were observed. Therapy 
was stopped preterm in 36 P (ADOC 17, AC-DOC 19) because of toxicity 
(17 P), progression (4 P). death (1 P), other causes (5 P), and for lack of 
compliance (9 P). In 26 of 193 (13.5%) P a pCR with no detectable viable 
tumor cells was confirmed. 

Conclusion: Dose-dense combination or conventional sequence of adri- 
amycin and docetaxel are feasible, well tolerated, and highly effective as 
preoperative CHT in primary operable breast cancer. The trial is planned to 
close in September 2001. 
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Pqoperatlve’trastuzumab (T) and paclitaxel (P) for 
HERS-overexpressing (HEFtZ+) stage lfflll breast cancer 

H.J. Burstein’, L.N. Harris’, C.M. Kaelin’, L.M. Parker’, I. Kuter’, 
MA. Gadd’, V. Barges’, C.A.‘Bunnell’, B.L. Smith’, E.P. Wirier’. 
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We conducted a phase II study of preoperative T&P, followed by definitive 
breast surgery and postoperative doxorubicin/cycfophosphamide (AC). The 
primary study endpoint was pathological complete response to preoperative 
therapy, defined as absence of invasive disease. Eligible women had HERP+ 
breast cancer (either +2 or +3 by IHC), dinical stage II or 111 disease, and 
LVEF > 50%. Preoperative treatments were T (4 mg/kg x 1, then 2 mg/kg 
weekly x 11) and P (175 mq/m2 every 3 weeks x 4 treatments). Adjuvant AC 
at standard doses of 69/606 mg/m2 respectively, every 3 weeks x 4, was 
begun after surgery and no less than 6 weeks after the final T dose. Cardiac 
function was assessed at baseline, following preoperative T&P, and after 
cycles 2 and 4 of AC. 40 patients (median age 49) were accrued to the study, 
having clinical stage II (55%) or Ill (43%) cancer (one patient had ipsilateral 
supradavicular node involvement as sole site of metastatic disease). Initial 
biopsies were HER2 positive, 2+ (20%) or 3+ (60%). Asymptomatic grade 
2 cardiac toxicity was Seen in 4 patients, 1 following H&T, 3 during AC 
therapy. All 4 patients developed LVEF between 46 and %. One patient 
came off study following first T dose for hypersensitivity reaction. No other 
unexpected toxicitv was observed. Patholoaical complete response was 
observed in 7 of 46 patients (16%). Objective clinical response ‘(CR and/or 
PR) was observed in 27 of 40 patients (66%). Neoadfuvant T & P appears 
feasible in women with stage II/ill HER2; breast cancer, and has substantial 
clinical activity, particularly ‘among women V&H HER2 3+ tumors. Cardiac 
function merits close surveillance in patients receive preoperative T & P 
followed by adjuvant AC. 

Financial Disclosure: Supported by grants-in-aid from Bristol Myers 
Squibb and Genentech, 
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Efficacy and safety of three-weekly herceptin with paclttaxel 
in women with her%dosttive met&&tic breast cancer: 
prelimlnary results df a phase II tri&l 

S. Verma’, B. LeylandJones2, J.-P. Ayoub2, K. Gelmons, A. Arnold4, 
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Ontario, Canada; ZMcGI University Department of Oncology Montreal, 
Canada; 3 BC Cancer Agency - Vancouver Clinic, Vancouver, British 
Columbia, Canada; 4 Hamilton Regional Cancer Centre, Hamilton, Ontario, 
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Herceptin in combination with chemotherapy has been shown to increase 
survival in women with HER2 positive metastatic breast cancer (MBC). 
Herceptin has so far been administered weekly in most studies. A less fre- 
quent, d-weekly treatment schedule would be more convenient for patients, 
doctors and treating institutions. 

In this phase II study, patients received Herceptin at a dose of 8 mg/kg 
(loading) followed by 6 mg/kg every 3 weeks (maintenance) in combination 
with paclitaxel (175 mg/m2) every 3 weeks for 6 cydes. At this point, 
Herceptin was continued as monotherapy until progression of disease. 

32 patients were recruited with a median age of 53 years (31-70). The 
majority (94%) of patients had metastatic disease: 50% lung metastases, 
47% liver metaatases and 19% a malianant oleural effusion at baseline. 
81% of patients had 2 or more sites or &gans’involved. 68% had received 
previous treatment for MBC: 70% anthracyclines, 59% hormone therapy 
and 72% radiotherapy; 99% of patients were taxane naive. 

The median number of cycles (range) for paditaxel was 6 (l-8) and for 
Herceptfn 7 (l-22) counting 3 weekly doses-as a cycle for Herceptin. 3 

patients experienced infusion reactions during Herceptln infusion but were 
able to continue treatment. No serious cardiac events were reported: 5 
patients experienced a decrease of more than 15% of their LVEF. The 
most common moderate to severe adverse events were (% of patients): 
myalgia (44%) arthralgia (31%). dyspnoea (IS%.), fatigue (6%), mucositls 
(6%) paresthesia (6%) headache (9%) and diarrhoea (9%). Grade Band 4 
haematological toxicity was limited to neutropenia (grade 3,13% of patients; 
grade 4,3%). 

Investigator assessed responses were: complete response 9.4%. partial 
response 43.8% and overall response rate 53% (95% Cl 35-71); 25% of 
patients had stable disease. The median response duration was 6.3 months 
(1 S-13.4+) and 15 patients continue on treatment; the estimated median 
TTP is 10.9 months. 

Preliminary data indicate that the efficacy and safety of this Sweekfy 
regimen of Herceptin with paclitaxel are similar to the standard, approved 
weekly regimen of Herceptin wlth paclitaxel (NEJM 2001;344;783-92). Fur- 
ther investigation of this 3-weekly Herceptin regimen is ongoing/planned 
in the metastatic setting (monotherapy) and it will be used in the HERA 
adjuvant study. 

539 POSTER DISCUSSION 

Cyclophosphamide (C) - Eplrublcine (E) - Capecltabine (X) 
combination, CEX: A safe and active regimen In the 
treatment of locally advanced/lnflammatoty (LA/l) or large 
operable (LO) breast cancer (EC). An EORTClDBBC study 

L. Biaanzofi ’ I H. Bonnefoi2, L. Mauriac3, T. Cufer4, E. Ngalula Kabanga’ , 
D. Hebe@, M. Picca&. ‘IEORTCIDBBC, Brussels; 51nstttut Jutes 
Border, Brussels, Belgium; sH6pitaux Universifaires de Geneve, Geneva, 
Switzerland; 31nstitut Bergonie, Bordeaux, France; 40nkoloski Institut, 
Ljubljana, Slovenia 

Purpose: To evaluate the maximum tolerated dose (MTD) of X in combi- 
nation with fixed doses of E (100 mq/rns) and C (609 ma/d) a 3 weeks. 
To have preliminary information on the antitumor activity of ‘the regimen 
by treating a cohort of 15 LA/l or LO BC patients (pts) at the MTD, for a 
maximum-of 6 cycles. 

Methods: Four dose-escalation levels (L) of X were planned! Ll: 1500, 
L2: 1890, L3: 2190 and L4: 2406 mg/ms/day from day 1 to day 14. Dose 
escalation was allowed if ~1/3 or l/6 pts experienced dose-limiting toxicity 
(DLTI febrile neutropenia: grade 4 neutropenia lasting ~7 days; grade 4 
thrombocytopenia; grade 3-4 non-hematological toxicity (NHT) other than 
alopecia; discontinuation of X for more than 8 doses due to toxicity). 
Eligible pts were 218 and 570 years old, had WI or LO BC and a WHO 
performance status (PS) O-l. 

Results: From February to December 260923 pts enteredthe study (Ll 
= 3 pts; t2 = 3 pts; L3’= 15 pts: L4 = 2 pts). Major pts characteristics were: 
median age 48 years (range 33-68) PS 0 (23 pts): LA/l BC (9 pts/9 pts); 
LO BC (5 pts). The MTD was identified at L3 since 2/2 pts treated at L4 
experimented a DLT [grade 3 mucosftis (1 pt) and grade 3 fatigue that led 
to X discontinuation for more than 8 doses (1 pt)]. 

‘Dose Level 3. Drug administration (15 pts/61 cydes): median number of 
cycles: 4. range 2-6;-median relative dose intensity: loo%, 1 OO%, and 96% 
for C. E, and X, respectfiely. Safety data (15 pts&O cycles): G4 neutropenia 
(9 pts); febrfle neutropenie (2 pts); no grade 4 NHT. Grade 3 NHT that 
occurred in >l pts were nausea and palmar-plantar-crythrodysesthesia (2 
pts each). Activky data (15/15 pts; WHO criteria): 1 CR; 10 ‘PR; 4 NC. 
Median time to response was 44 days (range 30-83). 

Conclusions: CEX is a safe regimen with a promising antitumor activity 
(RR 73%) in IA/l and LO BC pts. Planned next step is to confirmthe high 
activity of this association in a phase II trial. 
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A single, fixed-dose of Pegfilgrastlm glven 
once-per-chemotherapy cycle Is as effecitve as daily 
Fllgrastim In the management of neutropenia In hlgh-rlsk 
breast cancer 

Michael Green. For the Pegklgmstim tntemationat Study Group; Royat 
Melbourne and Western Hospitals, Melbourne, Australia 

Purpose: Prophylactic use of Filgrastim (F) reduces the .lncidence and 
duration of chemotherapy-induced neutmpenia (CIN), thereby decreasing 
the associated risk of infectious complications and compromised outcomes 
due to chemotherapy treatment delays and dose reductions. Pegfilgras- 
tim (PegF) is a unique sustainedduration cytokine with self-regulating, 
neutrophil dependant phamracokfnetics. This randomized, double-blind, 


