Gastrointestinal Malignancies

toxicities (H-tox and NH-tox) at 4 months and grade 2-4 neurological
at 6 months were the endpoints of the study. Thirteen genetic variants
in 10 candidate genes were selected for pharmacogenetic analysis:
ERCC1_04 (rs3212961), ERCC1_05 (rs11615), ERCC1_06 (rs3212948),
ERCC1_24 (rs3212955), ERCC2_02 (rs1799793), ERCC2_03 (rs13181),
ERCC2_06 (rs238406), ERCC2_09 (rs1799787), GSTM1 (null/present),
GSTT1 (null/present), TS (TSER, Ins/del6bp) and UGT1A1 (rs8175347).
Genotyping was performed using Tagman probes, QMPSF and fragment
analysis.

Results: 327 pts (156/171) out of 410 were included (61 had no blood
samples, 16 had less than 2 cycles, 3 had incomplete data on toxicity, 3 had
insufficient DNA). No difference was found between included and excluded
pts in the analysis for gender, age, OMS, number of metastatic organs
and adjuvant chemotherapy. Pts received similar 5FU doses in both arms.
Number of patients with at least one toxicity in arms 1/2 were as follows:
5/54 grade 3-4 H-tox, 28/47 grade 3-4 NH-tox, and 0/103 grade 2-4
neurological. The genotype CC of ERCC2_02 correlated with higher NH-tox
at 4 months in arm 2 (p=0.0008, OR=0.31, 95% CI=[0.15-0.62] versus
p=0.87, OR=0.93, CI=[0.39-2.21] in arm 1) compared to genotypes CT
and TT, with borderline interaction (p =0.05).

Conclusions: These preliminary results on early toxicity in first-line are in
favour of an effect of ERCC2_02 on NH-tox of FOLFOX6 and a predictive
effect on NH-tox of oxaliplatin.
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Background: Panitumumab, a fully human monoclonal antibody directed
against EGFr, has demonstrated efficacy as monotherapy in pts with
mCRC. Recently, differences with regards to the predictive value of EGFr
GCN with response to anti-EGFr therapy have been published. In this
analysis, we associate clinical outcome with EGFr GCN from pt samples
from a large, phase 2 panitumumab monotherapy study of mCRC.
Methods: Tumor sections from 39/148 treated pts who were consented,
had response data, and were available for testing were included in this
analysis. EGFr GCN was analyzed by FISH using the Vysis® kit (per
the kit protocol; Des Plaines, IL). Increased GCN (# EGFr signals per
nucleus) was defined as >2.5, and amplification (EGFr signals/CEP7
signals) was defined as >1.1. Best objective response (OR) was assessed
using modified RECIST criteria at prespecified weeks by blinded central
review. Association of EGFR GCN with clinical outcomes was tested using
a Fisher’'s Exact Test for best OR, and a Cox Proportional Hazards model
for progression-free survival (PFS) and overall survival (OS).

PR SD PD
GCN>25 0/5 4/13 5/18
Rate? 0% 31% 28%
p-value 0.51
Amplification >1.1 0/5 6/13 2/18
Rate? 0% 46% 11%
p-value 0.05
GCN (continuous) PFS os
HRP 1.00 1.00
95% CI 0.83-1.21 0.82-1.21
Amplification (continuous)
HR® 0.87 0.93
95% CI 0.37-2.04 0.42-2.08

@Fisher’s exact test; 5CoxPH model.

Results: 36/39 pt samples were evaluable by FISH and were included in
this analysis. Five (14%) pts had a partial response (PR), 13 (36%) pts had
stable disease (SD), and 18 (50%) had progressive disease (PD). Analyses
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by clinical efficacy outcomes are shown (table). Additional analyses on
FISH using ROC curves for parameters of response, survival and PFS were
negative. Similar results were obtained with gene amplification. Based on
these results, we would be unable to ascribe any value to GCN or gene
amplification as an indicator of outcome.

Conclusion: In this data set, EGFr GCN and gene amplification do not
predict response (PR, SD, or PD), OS or PFS with panitumumab. These
findings warrant further investigation in a larger set of samples.
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Background: In a phase Il pivotal trial in patients (pts) with metastatic
colorectal cancer (nCRC), BEV (BEV, Avastin®) increased overall survival
(OS) by 30% when added to first-line IFL chemotherapy (CT). Recently, a
second trial reported a significant improvement in progression free survival
(PFS) when BEV was added to FOLFOX/XELOX in a similar patient
population. Although, First BEAT was opened to evaluate the safety profile
of BEV in a broader pt population using a variety of CT regimens, efficacy
endpoints were investigated.

Material and Methods: First BEAT screened 1,965 mCRC patients
in 41 countries between June 2004 and February 2006. 1,914 eligible
pts were treated with first-line CT (physician’s choice) in combination
with BEV (5 mg/kg g2w [5-FU-based CT] or 7.5 mg/kg q3w [capecitabine
[cap, Xeloda®]-based CT]) until disease progression. Secondary endpoints
included OS, time to progression (TTP) and PFS. Disease progression
was assessed by investigators. A confirmatory analysis censored pts who
discontinued Bev before progression.

Results: All eligible pts were evaluable by 16 March 2007 (male 58%;
median age 59 years, 33% >65 years; ECOG PS 0/1 65%/34%). Median
follow-up was 18 months; 60-day mortality was 2.5%. First-line CT
regimens used with BEV included FOLFOX (28%), FOLFIRI (26%), XELOX
(18%) and 5-FU /cap monotherapy (15%). 55% of pts were treated until
progression. Pts receiving 5 FU/cap CT appeared to have poorer prognosis
with respect to age >65 years (41%), ECOG PS 0/1 (58%/42%) and 60-day
mortality rate (6.6%), compared with those receiving doublet CT regimens
plus BEV. Median overall PFS was 10.7 (95% Cl: 10.3-11.2 months,
based on 1,110 events), 10.6 (9.8-12.0) in FOLFOX, 10.7 (10.1-11.6) in
XELOX, 11.3 (10.7-12.4) in FOLFIRI and 9.1 (8.1-10.3) in pts receiving
5-FU or cap CT with BEV, respectively. Median overall TTP was 11.1
(95% CI: 10.6-11.6) months (based on 1,026 events). On treatment median
PFS was 11.2 (95% Cl: 10.7-11.7 months) and TTP was 11.5 (95% Cl:
11.0-12.3 months). Metastasectomy was performed in 143 (7.5%) pts, of
which 85% were done with curative intent. 614 pts have died, but OS data
are immature. Updated analyses will be presented.

Conclusions: In this ongoing, large community-based study, the pre-
liminary efficacy of first line BEV in mCRC pts receiving a variety of
CT regimens appears consistent with that observed in large phase llI
randomised trials.
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Background: While BV (Avastin®) prolongs OS when used with standard
15t or 2"-Jine chemotherapy (CT) in mCRC, no data exist on the effects of
BBP. A previous report from BRITE showed favorable median OS (27.1 mo,
95% Cl 24.8-NE), with 1% line PFS (median 10.1 mo, 95% CI:9.7-10.4)
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comparable to historical mMCRC trials, suggesting significant impact of
post-progression survival on OS. This exploratory analysis evaluates the
association of various pre- and post-treatment variables with OS in BRITE.
Methods: Pt population and methods have been described previously
(Kozloff, ASCO 2006). All pts in BRITE received BV as part of 15-line
therapy. The use of BBP and choice of CT were at investigator’s discretion.
Cox’s proportional hazard model was used to assess the independent
effects of pre- and post-treatment pt-related factors on OS, including age,
ECOG PS, albumin, alkaline phosphatase, site of primary tumor, 15-line
CT regimen, exposure to all 3 active CT agents (oxaliplatin, irinotecan,
and 5-FU [or capecitabine]), exposure to biologics (e.g., cetuximab), and
BBP. Though there was variability observed in patterns of BBP, including
continuous and discontinuous use, for the purpose of this analysis, BBP
was defined as any exposure to BV after 1t progression (PD).

Results: A total of 1953 pts were treated in BRIiTE. At median follow-up
of 19.6 months, there were 1445 15! PD and 932 deaths. Among pts with
15 PD, 54% received BBP, 37.8% received cetuximab and 53.8% were
exposed to all 3 active CT agents. In a multivariate analysis, BBP and
exposure to all 3 active CT agents were independently associated with
increased OS (both p<0.001). Age >65, PS> 1, low albumin, elevated
alkaline phosphatase, and colon primary tumor site, were associated with
inferior OS.

Conclusions: BBP appears to be associated with longer OS in BRITE.
This finding supports the evaluation of BBP in prospective randomized
clinical trials. Other factors that may have impacted this finding, including
physician-related variables, will be investigated in future analyses.
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Background: Prognosis of pts with initially unresectable MCRC can be
improved if chemotherapy induces a significant down-sizing of metastatic
disease thus allowing an RO surgical resection of metastases (mts). In
particular it has been demonstrated a clear correlation between the activity
of the regimen used and the rate of secondary RO resections (Folprecht et
al, Ann Oncol 2005).

Methods: We studied the triple drug combination FOLFOXIRI (irinotecan
165 mg/sqm d1, oxaliplatin 85mg/sgm d1, I-LV 200 mg/sqm d1, 5-FU
3200 mg/sqm 48-h flat continuous infusion starting on d1, repeated every
2 weeks) in phase Il and Ill trials. Overall 196 pts with initially unresectable
MCRC and not selected for a neo-adjuvant strategy were treated. This
regimen was associated with an elevated activity (response rate ranging
from 66% to 72%) and 37 patients (19%) could undergo to a secondary
RO surgery on mts.

Results: Characteristics of the 37 radically resected pts were: median age
64 years (45-73), ECOG PS> 1 in 11 pts (30%), median CEA 10 ng/ml
(1-288), liver involvement >25% in 16 pts (43%). Sites of disease were:
liver only 25 pts (68%), lung only 4 pts (11%), liver + lymphnodes 5 pts
(13%), liver + peritoneum 1 pt (3%), liver + lung 2 pts (5%). Mts were
synchronous in 25 pts (68%) and metachronous in 12 pts (32%). There
was no perioperative mortality. After a median follow up of 55 mos median
OS is 39+ mos. The actuarial 5-year survival is 40% from the onset of
chemotherapy. In 8 pts progressed after surgery a surgical re-resection
and/or radiofrequency ablation was performed.

Conclusions: These data indicate that FOLFOXIRI allows an RO surgical
resection in about one out of five pts with initially unresectable MCRC not
selected for a neoadjvant approach. Long term survival of resected pts
is significant and comparable with the survival of pts resectable up-front.
This FOLFOXIRI regimen should be considered as neo-adjuvant treatment
in initially unresectable metastatic colorectal cancer pts. Partially supported
by Fondazione ARCO.
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Background: Targeting current and future chemotherapeutic agents
specifically to tumours is expected to reduce the unwanted side effects
associated with current cancer treatments. One of the suggested methods
for this is to enclose the therapeutic agent within a liposome. The relative
permeability of tumour blood vessels allows liposomes to accumulate in
the tumour tissue resulting in persistently high concentrations of liposomes
in the extracellular space. So far this strategy has resulted in only limited
therapeutic improvements due to the low rate of release of the drugs from
liposomes.

We have developed a new generation of liposomes called LiPlasomes
which are specifically targeted for degradation by sPLA2. Overexpression
of secretory phospholipase A2 type IIA (sPLA2 IIA) has been reported
in several tumour types and these tumours are expected to be suitable
for treatment with therapeutics enclosed in the LiPlasomes. Previous
in vitro experiments comparing LiPlasomes containing cisplatin (named
LiPlaCis) and free cisplatin have demonstrated sPLA2-dependent, efficient
and synergistic inhibition of growth of tumour cells and cell death using
MTT cell viability and clonogenic assays on various tumor cell lines.
Materials and Methods: In this study we examined the expression of
sPLAZ2 IIA in 192 colorectal carcinomas and 8 normal colon samples using
immunohistochemistry (IHC) on a commercially available tissue array. The
IHC was performed with a standard method using a polyclonal sPLA2
IIA specific antibody and enzyme based colorimetric detection. sPLA2 IIA
expression was scored using a weighted histoscore method based on
percentage and intensity of staining with 300 representing a very high
intensity stain in all tumour cells and 0 representing no tumour cells stained.
Results: Of the 196 tumours, 180 (91.2%) exhibited expression of sPLA2
1A, 134 (68.4%) of these had moderate to strong staining in more than 1%
of the cells. sPLA2 IIA expression occurred in the cytoplasm of the tumour
cells and was not correlated with tumour grade in this dataset.
Conclusion: The observation that sPLA2 IIA was frequently expressed
in colorectal carcinomas regardless of grade suggests that the LiPlasome
based treatment of a large number of patients with colorectal carcinomas
is possible. Studies of sPLA2 IIA expression in other tumour types are
ongoing.
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Background: This study was undertaken to investigate the clinical and
molecular features of hereditary colorectal cancer (CRC) in population and
hospital screening in Latvia.

Materials and Methods: From 01/2004 to 1/2007 family cancer
histories/blood samples were collected from 763 consecutive hospital
based colorectal cancer cases and from 17440 consecutive adult
population individuals in particular region of Latvia. Blood samples from
763 CRC cases and 978 population control group cases were collected.
All samples were tested for CHEK2(I1157T) and NOD2(3020insC) gene
constitutional mutations. In families suspected of having a history consistent
with Hereditary Nonpolyposis Colorectal Cancer, DNA testing for MLH1,
MSH2 and MSH6 genes was performed.

IHC analysis was performed in high risk group patientstHNPCC, HNPCC-
susp, HEC, HECsusp).

Results: Among 763 CRC patients only 9 (1. 3%) fulfilled the Amsterdam
criteria. 21 (2.7%) cases matched the criteria for suspected HNPCC and
5 (0.7%) cases matched the late onset HNPCC criteria. Only in 2 cases
MMR gene test were performed and 2 mutations detected: 1 in MLH1 and
1in MSH2 (ex6 Cys333Arg). 7 cases in detecting process at the moment.
21 planning in nearest future.

NOD2(3020insC) mutation was positive in 6.91%(31/435) of CRC cancers
and in 7.7% (75/978) of control group cases. CHEK2(1157T) gene mutation
was positive in 8.52% (38/435) of colon cancer cases and in 6.4% (63/978)
of control group cases. CHEK2(I157T) variant is associated with increased
odds ratio of CRC 1.33. In population screening group hereditary colorectal



