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These survival benefks were observed even though the study design 
resulted in 65% of control patients receiving H at disease progression, 
Cardiac dysfunction (CD) in the H + T arms occurred in 11% of patients 
aged ~60 years and 21% of those aged 260 years. All CD events in those 
aged z&O years improved to grade 1 wlth treatment and H was continued. 
Condusions: Patients with HERP-positive MEC who are more than 66 years 
of age appear to have a worse overall outcome than,pattents aged ~60 
years. This could be related to poor baseline prognostic ctiaractertstlcs. 
However, the survival benefit due to the addition of H to C in the older 
age group was significant. These data indicate that there is no reason to 
withhold first-line H + C therapy in older (age >60 years) patients with MBC. 
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Capecltabine (Xeloda) in 162 patients wfth 
paclkaxel-pretreated mbc: updated results and analysis of 
dose modification 

J.’ , S. Jones’, A. Buzda? On behalf of the X&da Breast Cancer 
Study Group; ’ US Oncology and Baylor-Charles A. Sammons Cancer 
Center, Dallas, USA; s M. D. Anderson Cancer Center. Houston, USA 

Background: Capecitabine, a novel, oral, thymidine phosphorylase 
(TP)-acttvated fluoropynmidtne, exploits the high activity of TP in tumor 
cells to generate 5-FU preferentially at the tumor site. In the pivotal trial 
evaluating capedtabine in 162 heavily pretreated MBC patients, the re- 
sponse rate was 20% (29% in a subgroup of 42 patients resistant to both 
doxorubicin and paditaxel), median time to progression (TTP) was 3.0 
months and median overall survival (OS) was 12.8 months [Blum et al, 
JCO 19991. Myelosuppression and alopecia were rare. We report updated 
results of this trial and an analysis of the impact of dose modification on 
effllcy. 

Methods: 162 patients received capecttabine 1,25Omg/m2 twice daily, 
days 1-14 every 21 days. The standard capecttabine dose modification 
scheme was applied if patients experienced grade 2 or more severe toxici- 
ties. A retrospective analysis was conducted to evaluate the impact of dose 
modification on efficacy. 

Reeufts: Median OS after 143 events is 11.6 months. Median TTP is 
3.0 months. 54 patients (33%) required capecttabte dose reduction for 
adverse events. The dose was reduced to 75% of the starting dose after 
a median of 1.6 months in 45/l 62 patients (27%). A retrospective analysis 
demonstrated that patients requiring dose reduction for adverse events 
experienced no significant increase in risk of progression (hazard ratio 
1.07, Wald test p=O.73) compared with those not requiring dose reduction. 

Conclusions: Gapecitabine monotherapy has shown considerable activ- 
ity in heavily pretreated MBC. Dose modification from the standard starling 
dose to each patient’s individually tolerable dose does not reduce efficacy. 
Given these resutts, capecitabine at a starting dose of 1,25Omg/m2 twice 
daily, days 1-14, should be considered the reference treatment for patients 
whose disease has progressed with prior taxane therapy. 
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Relationship of estrogen receptor (ER) status to clinical 
benefit in clinlcal trials of herceptln 

RD. Mass*. C. Vogel’, M. Murphy2, M. CoMefgh3, D. Slamon”. Onbehalf 
of the Herceptin Multinational Investigator Study Group; ‘South Point 
Medical Center; Plantation, FL, USA; * Genentech, lnc, South San 
Francisco, CA, USA; 3 Rush-Presbyiarian-St Lukeis Medial Canter, 
Chicago, IL. USA; 4 UCLA School of Medicine, Los Angeles, CA, USA 

Background: HER2 proto-oncogene ampliffcation and/or HER2 receptor 
overexpression is associated with poor prognosis in breast cancer. It has 
been reported that there is an inverse correlation between HER2 receptor 
levels and ER levels. It has also been suggested that targeting HER2 
using Herceptfn (H) may restore sensitivity to hormonal therapy in patients 
who have developed resistance. Therefore, we anatysed the relationship 
of ER status to outcomes in the pivotal H trials and a trfal of first-line H 
monotherapy. These trials demonstrated that H monotherapy is active as 
first- and second-line therapy for metastattc breast cancer and that H plus 
chemotherapy significantly improves survtvat. Methods: 805 HERZ-posttiie 
patients (2+/3+ by IHC) were enrolled in these three dinical trials. A 
retrospective analysis was undertaken to compare the outcomes of ER+ 
and ER- patients treated with H. Tumors positive for the progesterone 
receptor (PR) respond to hormone therapy similarly to tumors that are ER+; 
therefore, ER-/PR+ tumors are included with ER+ tumors for the purpose 
of this analysis. Results: 50% of the 805 patients enrolled were ER+, 40% 
were ER-, and 10% were ER unknown. Outcomes are shown below. 

First-line monotherapy (ER+ vs ER-): RR, 25 vs 29%; TTP, 3.8 vs 3.4 
months; survival, 26 vs 20 months 

Second/third-line monotherapy (ER+ vs ER-): RR, 16 vs 16%; lTP, 3.2 
vs 3.0 months; survival, 14.2 vs 12.4 months 

H + chemotherapy (ER+ vs ER-): RR, 53 vs 49%; TTP, 6.6 vs 7.0 months; 
survival, 25.4 vs 24.1 months 

Conclusions: The above data support the condusion that ER-/HER2+ 
patients and ER+/HER2+ patients have similar clinical outcomes when 
treated wtth H alone or H + chemotherapy. Therefore, ER status should not 
preclude testing for HER2 status and does not predict benefit from H in 
HER2+ patients. 
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Results of two onen label Multicentre ohaae II nilot studies 
with Herceptln in comblnatlon with do’cetaxel and ptatlnum 
sata (Cis or Carboolatin) (TCH) as Theraov for Advanced’ 
Breast Cancer (ABC) In komen’kriih turn&s over+xpreaalng 
the HERZ-neu proto-oncogene 

J.-M. Nabholtz’, T. Pienkowski2, D. Nothfett3. W. Eiermanr?, E. Quan3, 
P. Fumoleau2, R. Pate13, J. Crown’. D. Toopmeve?. D. Slamon4. 
’ BCIRG, Univ of Caltt%mia Los Angeles, &wok& Los AngeMs USA; 

‘WCIRG; sUCLA Community Network 4UCLA. Jonsson Cancer Cntr; 
Heme One, Los Angeles, USA 

Preclinical data indicate that docetaxet (T) and/or platinum salts (C) are 
highly synergistic with Hercepttn (H). This synergy, taken together with the 
activity of these drugs in ABC, and the need to develop non-anthracycline 
containing regimens with H, led to our perfoning two pilot studies to 
evaluate the safety and efficacy of T and H in combination with cisplatin 
(TCisH) orcarboplatin (TCarboH). Both studies enrolled ABC patients whose 
tumors were positive for the HER2 alteration by immunohistochemistry 
(IHC) or fluorescent in-situ hybridization (FISH), with retrospective analysis 
by FISH planned on all primary tumors. T (75 mg/m2) and C (cis 75mgfm2, 
Carbo.,AUC of 6) were given on day 1, and then q3wk.a up to 8 cydes, H 
was given on day 1 cycie 1 (4mg/kg) then continued weekfy at Pmgikg for 
1 year or until progression. 

kesults: Enrollment is complete with 61 TCisH pts and 60 TCarboH pts. 
Interim results are on 34 TCisH pts (162 cycles) and 27 TCarboH pts (159 
cycles). F’t characteristics for TCisH-and TCarboH respectively were: prior 
adj chemo 56% and 67%, visceral mets 76% and 78%, liver mets 38% 
and 26%, lung mets 35% and 56%, bone mets 44% and 41%, and 3 or 
more organs involved 32% and 26%. Febrile neutropenia was 9% on TCisH 
and 11% on TCarboH. there was one grade 3 infection on TCarboH. G3-4 
non-hematological toxicities for TCisH and TCarboH respectively were: 
nausea 12% and 7%, vomttinq 6% and 4%. diarrhea 9% and 4%, stomatftis 
3%‘and ll%, and neurosens&y 3% and 0%. There were no G3-4 renal, or 
ototoxiciiies. Grade 1-2 ototoxicities were seen in 18% of TCisH pts. One 
pt in each study developed CHF (1 ptior#cardiac history). Responses were 
seen in 26/34 (3 GRs, 23 PRs, ORR 76%) of TCisH pts HER2 positive 
by IHC, and in IO/14 (3 CRs, 7 PRs, ORR 71%) TCarboH patients HER2 
poekive by FISH. 

Conclusfon: Thee pilot studies show that the TCH combinations are 
feasibte and are active in ABC, and justify their study in random assignment 
trials. BCIRG is conducting such studies in both the metastatic and,adjuvant 
settings. Final resufts for all patients will be presented. 
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Fractionated hatf’body Irradiation (HBI) for widespread bone 
metaatasea (WSBM) from breast cancer: A randomized 
phase III trial of the international atomic energy agency 
(IAEA) 

O.M. Salazar’. Sandhu’, N.W. daMotta2. M.A. Perez-Escutia3, 
E. Lanzos3, A. Mouelle-Stone4. A. Mosco15, M. Zaharfa5, S. Zamans, 
V. Levtn’. ’ Oakwood US, Detroit, USA;sHosp. Santa Wita, P Ategre, 
Brazil; sHo.sp. Dote Octubre, Madrid, Spain; 4 Hosp. General, Douala, 
Cameroon; s Cancer Inst., Lima, Peru; c Inst. Nucl. Med. & Onwl., Lahore, 
Pakistan; 71AEA, Vienna, Austria 

Purpose: Find the fastest and most effective method to economically deliver 
fractionated HBI for WSBM from breast cancer. 

Methods: Phase Ill trial with 3 arms for WSBM: (A) Control-Convent, 
daily fract. (15 Gy/5 fx/5 days); (B) Hyperfract. (8 Gy/2 fxI1 d); (C) Accel. 
Fract. (12 Gy/4 fx/2 d). Of 156 pts. entered, 72 (46%) had breast cancer 
primaries; 27, 25 and 20 pts. were random, to arms (A), (B) & (C) and 
constitute the subject of this analysis. All pts had initial and subseq. pain & 


