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Progress in Personalized Therapy: KRAS Status Predicts
Response to First-line Cetuximab for Metastatic Colorectal Cancer

dvancing the use of targeted agents for
treating cancer has been linked with deter-
mining molecular markers that may predict
response to therapy. At Sunday’s Plenary Session,
Eric Van Cutsem, MD, PhD, of the Unjversity Hos-
pital Gasthuisberg at Leuven, Belglum and col-
leagues revealed that patients who had colorectal
tumors that expressed normal KRAS,.a molecule
involved in several physiologic pathways, showed
better clinical responses when a cetuximab-based
regimen is used as first-line therapy (Abstract 2).
At ASCO’s 2007 Annual Meeting, Dr. Van Cutsem
reported data from the phase Il Cetuximab Com-
bined with Irinotecan in First-line Therapy for
Metastatic Colorectal Cancer (CRYSTAL) study,
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which showed that patients with metastatic col-
orectal cancer (mCRC) had significantly better
climical responses when cetuximab was added to
first-line FOLFIRL — a regimen of fluorouracil,
leucovorin and irinotecan.

For the current study, Dr. Van Cutsem used
available archival tumor samples from 540 of the
1,198 patients and reported that when clinical
responses were re-evaluated based on whether
tumors showed normal or mutant KRAS expres-
sion, progression-free survival and overall ob-
jective responses were better for patients with
tumors that expressed normal KRAS.

Tumor samples were tested for the presence of
mutations in codon 12/13 of KRAS, a comnjonly
seen mutation. KRAS mutation was detected in 192
samples. The 36% frequency was similar to the
KRAS mutational frequency observed in other stud-
ies. Of 348 tumor samples that expressed normal
KRAS, Dr. Van Cutsem showed that when clinical re-
sponses were re-evaluated, 1-year progression-free
survival rates were 25% and 43% for patients with
normal KRAS tumors receiving FOLFIRI and the
combination of cetuximab plus FOLFIRI, respective-
ly. Median progression-free survival also improved
for patients receiving cetuximab and FOLFIRI in
the presence of normal KRAS tumors (8.7 vs. 9.9
months; hazard ratio: 0.68; p = 0.017). Overall the
increase in the objective response rate was highly
significant for patients who received cetuximab in
combination with FOLFIRI (59.3% vs. 43.2% for
patients receiving FOLFIRI alone; p = 0.0025).

When clinical responses were re-evaluated
for the 192 patients whose tumors harbored the
KRAS mutation, overall responses and progres-
sion-free survival were similar whether patients
received FOLFIRI or FOLFIRI plus cetuximab.

See KRAS, Page 94
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Figure 1. Progression-free survival curves from the CRYSTAL and OPUS studies for patients with

normal KRAS status.

Zoledronic Acid Added to Endocrine Therapy Improves
Outcome for Premenopausal Patients with Early Breast Cancer

disease-free survival by 36% and relapse-
free survival by 35% for premenopaunsal
patients who received adjuvant endocrine therapy
for early breast cancer (Abstract LBA4). Michael
Gnant, MD, of the Medical University of Vienna,
Austria, presented the data on behalf of the Aus-
trian Breast and Colorectal Cancer Study Group
(ABCSG) during Sunday’s Plenary Session.
Adjuvant endocrine therapy with ovarian sup-
pression is used as an effective alternative to stan-
dard cytotoxic chemotherapy for premenopausal
patients with endocrine-responsive breast cancer.
ABCSG-12 is the first study to compare endocrine
suppression with goserelin plus tamoxifen to gos-
erelin plus an aromatase inhibitor (anastrozole).
Adjuvant bisphosphonate therapy (zoledronic
acid) was included in two of the four treatment
arms both to mitigate the marked bone loss

Z oledronic acid has been found to increase

associated with
complete  ovarian
suppression and to
explore whether the
antitumor  effects
demonstrated previ-
ously in preclinical
and clinical settings
might translate into
a longer time to dis-
ease recurrence and
improved survival.

The study was a randomized, open-label, phase
III, modified 2x2, four-arm trial of oral tamoxifen
and goserelin with or without zoledronic acid
compared with oral anastrozole and goserelin
with or without zoledronic acid for 3 years.

The primary endpoint of this trial was disease-
free survival for the 903 patients who received
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anastrozole compared with the 900 patients who
received tamoxifen. Secondary endpoints includ-
ed overall survival and the effect of the treatments
on local-regional relapse. The effect of treatment
on bone metastasis-free survival was considered
to be an exploratory endpoint.

At 2 median follow-up of 60 months, overall
5-year disease-free survival was 94% and overall
survival was 98.2%. No difference in disease-free
survival was detected among patients who re-
ceived tamoxifen and those patients who received
anastrozole. There was no advantage in relapse-
free or overall survival rates for anastrozole over
tamoxifen.

In the analysis of zoledronic acid, the bis-
phosphonate improved the primary endpoint of
disease-free survival (hazard ratio [HR] = 0.643,

See Zoledronic Acid, Page 24






