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G2 ASCO ABSTRACT
Efficacy of BSI-201, a poly (ADP-ribose) polymerase-1 (PARP1)

inhibitor, in combination with gemcitabine/carboplatin (G/C) in

patients with metastatic triple-negative breast cancer (TNBC): results

of a randomized phase II trial

J. O’Shaughnessy, C. Osborne, J. Pippen, M. Yoffe, D. Patt,
G. Monaghan, C. Rocha, V. Ossovskaya, B. Sherman, C. Bradley.
Baylor Sammons, Texas Oncology, US Oncology, Dallas, TX; Cancer
Centers of North Carolina, US Oncology, Raleigh, NC; Texas Oncology
Cancer Center, US Oncology, Austin, TX; Kansas City Cancer Center,
US Oncology, Kansas City, MO; BiPar Sciences, Inc., Brisbane, CA

Background: TNBC is an aggressive breast cancer subtype that shares
molecular and pathologic features with BRCA1-related breast cancers.
BRCA-deficient cells are sensitive to inhibition of PARP1, a critical enzyme
of cell proliferation and DNA repair, and thus represent a rational target
of PARP inhibitor-based cancer therapy. The objectives of this study
were to evaluate BSI-201, a potent PARP1 inhibitor, in combination with
gemcitabine/carboplatin (G/C) in subjects with metastatic TNBC.
Methods: Eligible subjects had measurable disease and had �2 prior
cytotoxic regimens for ER-, PR-, and HER2-negative metastatic breast
cancer. Patients were randomized (1:1) to G/C alone or G/C + BSI-201.
Gemcitabine (1000mg/m2) and carboplatin (AUC = 2) were given on days 1
and 8, and BSI-201 (5.6mg/kg; iv; biweekly) on days 1, 4, 8, and 11
every 21 days. Endpoints were clinical benefit rate (CBR = CR +PR +SD
�6 months), progression-free survival (PFS) and overall survival (OS).
Results: Analyses of the first 86 of a planned 120 patients showed that BSI-
201 + G/C had improved CBR, median PFS, and median OS, compared
with G/C alone. The frequency and nature of adverse events (AEs) did not
differ between arms.
Conclusions: This preliminary analysis demonstrates that BSI-201 + G/C
significantly improves CBR, PFS, and OS, compared with G/C alone. BSI-
201 + G/C was well tolerated, with BSI-201 adding no significant toxicity
to G/C. Updated CBR, PFS, and OS for all 120 patients and exploratory
correlative analyses of PARP expression and clinical response will be
presented.

J Clin Oncol Vol 27, No 15S (May 20 Supplement), 2009: CRA5507
G3 ASCO ABSTRACT
A phase III study comparing concurrent gemcitabine (Gem) plus

cisplatin (Cis) and radiation followed by adjuvant Gem plus Cis

versus concurrent Cis and radiation in patients with stage IIB to IVA

carcinoma of the cervix

A. Dueñas-González, J.J. Zarba, J.C. Alcedo, P. Pattarunataporn,
S. Beslija, F. Patel, L. Casanova, H. Barraclough, M. Orlando. Unidad
de Investigacion Biomédica en Cáncer, Mexico City, Mexico; Medical
Centre San Roque, Tucuman, Argentina; National Institute of Oncology,
Panama, Panama; Siriraj Hospital, Bangkok, Thailand; Institute of
Oncology, Sarajevo, Bosnia and Herzegovina; Postgraduate Institute
of Medical Education and Research, Chandigarh, India; National Institute
of Oncology, Lima, Peru; Eli Lilly and Company, Sydney, Australia; Eli
Lilly Interamerica, Buenos Aires, Argentina

Background: Cervical cancer is the second-most common cancer among
women worldwide, in both incidence and mortality. Current standard
therapy for locally advanced disease consists of concurrent Cis and
external-beam radiation (XRT). This multicenter, open-label, randomized,
phase III trial aimed to improve outcomes, capitalizing on the synergistic
activity of Gem, Cis, XRT, and the potential value of adjuvant therapy.
Methods: Eligible patients (pts) with bulky stage IIB to IVA, 18−70 years of
age, chemotherapy- and radiotherapy-naive, with a Karnofsky Performance
Status score �70, were randomized to Arm A: Cis 40mg/m2 followed
by Gem 125mg/m2 weekly ×6 doses with concurrent XRT (50.4 Gy: in
28 fractions: 1.8 Gy/day, 5 days/week), followed by brachytherapy (brachy)
(30−35Gy) and then 2 adjuvant 21-day cycles of Gem (1,000mg/m2 on
Days 1 and 8) plus Cis (50mg/m2 on Day 1); or Arm B: Cis 40mg/m2
weekly ×6 doses with concurrent XRT followed by brachy, given as in
Arm A. Primary endpoint was progression-free survival (PFS) at 3 years,
compared between arms using Kaplan–Meier methods and a Z-statistic.
Results: 515 pts were enrolled between 5/02 and 3/04 (259 pts Arm A, 256
pts Arm B). Median age was 46 years; stage IIB/IIIB/IVA in 61/37/2% of pts.
Compliance in the concurrent and brachy phase was >90% for both arms;
adjuvant cycles were completed by >75% of pts in Arm A. PFS at 3 years

was 74% in Arm A compared to 65% in Arm B, resulting in a statistically
significant improvement (p = 0.029). Overall survival (log-rank p = 0.0224)
and time to progressive disease (log-rank p = 0.0008) were also significantly
improved. Significantly more pts in Arm A experienced grade 3/4 toxicities
(86.5%), compared to pts in Arm B (46.3%; Fisher’s p < 0.001). In Arm A,
2 pts died due to causes probably related to treatment compared to 0 pts
in Arm B.
Conclusions: This novel regimen of concurrent Gem plus Cis and XRT
followed by brachy and adjuvant Gem plus Cis significantly improved
outcomes in pts with locally advanced carcinoma of the cervix, at the
expense of increased but acceptable toxicity, compared to the current
standard of care.

7BA BEST ABSTRACT
Trastuzumab added to standard chemotherapy (CT) as first-line

treatment in human epidermal growth factor receptor 2 (HER2)-

positive advanced gastric cancer (GC): efficacy and safety results

from the Phase III ToGA trial

E. Van Cutsem1, Y.K. Kang2, L. Shen3, F. Lordick4, A. Ohtsu5,
T. Satoh6, J. Hill7, M. Lehle8, A. Feyereislova8, Y.J. Bang9. 1University
Hospital Gasthuisberg, Department of Oncology, Leuven, Belgium;
2Asan Medical Center, Department of Oncology, Seoul, South Korea;
3Peking University School of Oncology, Department of Oncology,
Beijing, China; 4National Centre for Tumour Diseases, Department of
Oncology, Heidelberg, Germany; 5National Cancer Center Hospital East,
Department of Oncology, Chiba, Japan; 6Kinki University School of
Medicine, Department of Oncology, Osaka, Japan; 7 Roche Products
Pty Ltd, Department of Oncology, Dee Why, Australia; 8F Hoffmann-La
Roche Ltd, Oncology, Basel, Switzerland; 9Seoul National University
Hospital, Oncology, Seoul, South Korea

Background: Mortality due to GC remains unacceptably high and there is
an urgent need for new treatments that are effective and less toxic than
current therapies. Trastuzumab (Herceptin®; H), which has shown survival
benefits in patients with HER2-positive breast cancer, was investigated for
efficacy and safety in combination with CT for advanced HER2-positive GC
in a randomised, prospective, Phase III trial: ToGA (BO18255; F Hoffmann-
La Roche).
Materials and Methods: Patients with locally advanced, recurrent
or metastatic HER2-positive gastro-oesophageal cancer or GC were
randomised to receive either H+CT (cisplatin + either 5-fluorouracil or
capecitabine) q3w for 6 cycles or CT alone. H therapy was continued
until disease progression. The primary end point was overall survival (OS);
secondary end points included progression-free survival (PFS), time to
progression (TTP), overall response rate (ORR), duration of response
(DoR), clinical benefit rate (CBR) and safety. Data release is based on the
recommendation of the Independent Data Monitoring Committee following
an interim analysis at which 75% of events (deaths) had occurred (median
follow-up 17.1 months).
Results: Baseline characteristics were comparable across arms (CT,
n = 290; H+CT, n = 294). Median OS was significantly improved in the
H+CT arm compared with CT alone, as were all other efficacy parameters.
Summaries of multiple and univariate Cox regression for OS will be
presented.

H+CT
(n = 294)

CT
(n = 290)

p value Hazard ratio 95%CI

Median OS, months 13.8 11.1 0.0046 0.74 0.60, 0.91
Median PFS, months 6.7 5.5 0.0002 0.71 0.59, 0.85
Median TTP, months 7.1 5.6 0.0003 0.70 0.58, 0.85
ORR, % 47.3 34.5 0.0017
Median DoR, months 6.9 4.8 0.0001 0.54 0.40, 0.73
CBR, % 78.9 69.3 0.0081

Safety profiles in both arms were good: 201 (68%) and 198 (68%)
patients in the H+CT and CT arms, respectively, experienced grade 3/4
adverse events. An increased frequency of diarrhoea was observed in
the H+CT arm versus CT (37% vs 28%, respectively), though this was
lower than expected. No difference in symptomatic congestive heart failure
was observed between arms. Asymptomatic decreases in left ventricular
ejection fraction were reported in 4.6% and 1.1% of patients in the H+CT
and CT arms, respectively.
Conclusions: ToGA results show a significant and clinically meaningful
improvement in OS and all secondary efficacy parameters. Addition of H
to CT is a novel, effective and well-tolerated treatment that sets a new
standard in patients with HER2-positive GC.


