Gastrointestinal Malignancies

Efficacy results

XELOX FOLFOX4 HR [95% CI]
PFS (PPP), months 5.1 5.5 1.03 [0.87-1.24]
PFS (ITT), months 4.7 4.8 0.97 [0.83-1.14]
OS (PPP), months 12.7 13.2 1.07 [0.88-1.31]
OS (ITT), months 11.9 12.6 1.03 [0.87-1.23]

Conclusions: Second-line treatment of MCRC with XELOX is non-inferior
to FOLFOX4 in terms of PFS, OS and ORR. This study supports the
results of another large phase Ill study in first-line MCRC reported recently
[Cassidy et al. ASCO GI 2007], which compared XELOX +/- bevacizumab
vs. FOLFOX4 +/- bevacizumab and also showed similar efficacy in PFS
and OS. The safety profile was similar to previous studies, with no
unexpected toxicities.
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Tissue biomarkers in colon cancer (COC): Early results of the
translational study on a phase Il trial comparing infused irinotecan/
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Background and Aims: PETACC 3 is a large adjuvant trial with 3005
COC pts. The value of biomarkers (BIOM) in COC in adjuvant setting
is still a matter of debate because of lack of large data sets. We took
advantage of PETACC 3 to assess P53, SMAD4, thymidylate synthetase
(TS), telomerase (HTERT) expressions, UGT1A1 genotype, KRAS and
BRAF mutations, microsatellite instability (MSI), 18q and 8p LOH with
regard to their prognostic and predictive values and their interactions on a
very large homogeneous cohort of COC pts.

Methods: 1564 formalin fixed paraffin embedded (FFPE) tissue blocks
of PETACC 3 pts were prospectively collected and 5-20u sections cut.
DNA from normal (Nor) and tumoral (Tu) tissues was extracted after
section microdissection. P53, SMAD4, TS and HTERT were assessed
by immunohistochemistry (IHC); MSI was typed with 10 markers, KRAS
exon 2 and BRAF exon 15 mutations by allele specific real time PCR on
Tu DNA; 189 and 8p LOH by typing multiple SNPs by pyrosequencing on
Nor/Tu DNA; UGT1A1 genotypes by PCR and fragment sizing on Nor DNA.
Prognostic/predictive value of each BIOM is analysed by Cox regression
for disease free survival and by logistic regression for specific toxicity.
Associations between any 2 categorized BIOM and between each BIOM
and each known prognostic variable are tested by chi-square tests.
Results: DNA of 1405 pts was extracted and successfully analysed in
97.1% for KRAS, 98.6% for BRAF, 94% for 18q LOH, 93.6% for MSI, 95%
for UGT1A1, 8p LOH is still ongoing. Of 1530 pts slides IHC analysis was
successful in 94.5% for P53, 94.2% for SMAD4, 82.9% for TS, 53.9% for
HTERT. Early results show significant improvement of prognosis with high
SMAD4 expression (p <0.001), lack of p53 overexpression (p =0.04), high
MSI (p=0.04) and a trend for better prognosis with high TS expression
(p=0.07) and lack of BRAF mutation (p=0.11). None of the 4 KRAS
mutations tested had any impact on prognosis.

Conclusion: This is the largest multicenter centrally coordinated tissue
BIOM study performed in COC to date. The high success rate of analysis
shows that large prospective BIOM studies can be performed on routine
decentrally processed FFPE material. These early data obtained on a large
patient population confirm (MSI, SMAD4, KRAS) or challenge (p53, TS)
published results coming from smaller patient cohorts.Further analysis of
these data is ongoing.
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Association of somatic KRAS gene mutations and clinical outcome
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panitumumab monotherapy
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Background: Panitumumab, a fully human monoclonal antibody directed
against the epidermal growth factor receptor has demonstrated efficacy
as monotherapy in pts with mCRC. Identifying markers of responsiveness
would allow physicians to target therapy to those pts most likely to benefit.
In this analysis, pt samples from 4 mCRC monotherapy studies of safety
and efficacy with panitumumab were used to test the hypothesis that KRAS
mutations are associated with resistance to panitumumab.

Methods: Tumor sections from 59/709 treated pts (57/533 pts from three
phase 2 studies, and 2/176 pts from a phase 3 extension study) were
consented, had response data, and were available for analysis of KRAS
gene mutations. Genomic DNA was isolated from FFPE tumor sections
(pretreatment). PCR was performed on KRAS (exons 2 & 3) to determine
the prevalence of activating mutations. More than 30 colonies per exon
were sequenced and resolved on a Genetic Analyzer. Subsequent PCR
and genomic DNA sequencing confirmed the existence of mutations. In
all 4 studies, best objective response (OR) was assessed using RECIST
criteria at prespecified weeks; the phase 2 studies were assessed by
blinded central review; the extension study was assessed by local review.
Results: Of the 59 pts, 6 (10%) had a partial response (PR), 22 (37%) had
stable disease (SD), and 31 (53%) had progressive disease (PD) as their
best OR. 21 of the 59 pts harbored a KRAS mutation: 5 pts had SD (24%)
and 16 pts had PD (76%) as their best OR. All of these mutations were
located in exon 2 (amino acids 12 and 13). No responders had a KRAS
mutation. In the wild-type KRAS population, the PR rate was 16% (95% Cl:
4, 27), the SD rate was 45% (95% Cl: 29, 61), and the PD rate was 39%
(95% CI: 24, 55). There was a statistically significant association between
KRAS mutation status and response to panitumumab (Fisher’s exact test,
p=0.013). From a Cox PH model for KRAS mutation as a predictor of
PFS, the HR was 1.7 (95% Cl: 1.0-2.9); for OS the HR was 1.73 (95% Cl:
1.0-3.1).

Conclusion: Although the sample size is limited, these data suggest that
CRC pts with activating KRAS mutations may be less likely to respond to
treatment with panitumumab monotherapy. These findings warrant further
investigation, including sequencing a larger set of samples to correlate
KRAS mutations with pt responsiveness to panitumumab. A prospective
trial to evaluate KRAS as a predictive biomarker of response is currently
ongoing.
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irinotecan, and oxaliplatin in advanced colorectal cancer (ACC).
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Background: Imbalances in salvage treatments may affect overall survival
(OS) in phase Ill studies with 1st line combination therapy in ACC. This
is the first trial that prospectively evaluates the sequential versus the
combined use of all available effective cytotoxic drugs.

Methods: Previously untreated patients (pts) with ACC, WHO PS 0-2
were randomized between 1st line capecitabine (Cap), 2nd line irinotecan
(Iri), and 3rd line Cap + oxaliplatin (CapOx) (Arm A, sequential) vs 1st



