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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
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cancer was detected in 6/17440 (0.0344%) cases, suspicion of hereditary
CRC was detected in 11/17440 (0.063%) cases.

Conclusions: The role of the classical Amsterdam criteria in diagnosing
HNPCC in CRC patients of Latvia is quite limited and diagnostic criteria
for suspected HNPCC are the most effective to detected MMR gene
mutation carriers. The frequency of constitutional mutations within the MMR
genes is 1% of all newly diagnosed CRC cases. CHEK2(I157T) variant
is associated with slightly increased risk of CRC, but difference is not
statistically significant. Increased hereditary CRC risk group was observed
in 1.3% of all adult population.
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Background: Cetuximab (Erbitux®), an IgG1 monoclonal antibody tar-
geting the epidermal growth factor receptor (EGFR), is active alone and
in combination with irinotecan in patients (pts) with mCRC failing prior
irinotecan therapy. IRRs have been observed in a small number of pts
especially at the first cetuximab infusion.

Methods: The primary objective of the MABEL study was to investigate
the impact of cetuximab plus irinotecan on the progression free survival
(PFS) rate at week (wk) 12 in pts with EGFR-detectable mCRC who
had recently progressed on irinotecan-containing treatment. Secondary
objectives included PFS time, overall survival (OS) time and rates, and
cetuximab-related adverse events. Pts received cetuximab (initial dose
400 mg/m?, then 250 mg/m? wkly) plus irinotecan as pre-study (125 mg/m?
wkly for 4/6 wks; 180 mg/m? every 2 wks; 350mg/m? every 3 wks).
Data were retrospectively analyzed regarding the impact of prophylactic
pre-medication (classified as antihistamine alone and antihistamine plus
corticosteroid) on the frequency of IRRs and efficacy in terms of PFS and
Os.

Results: Overall, 1147 pts were treated: median age 62yrs [25-84];
KPS > 70%; 64% pts male. 1122 pts were pre-treated with antihistamines.
IRRs were less frequent in pts receiving antihistamine + corticosteroid
as compared to antihistamine alone (9.6% vs 25.6% any grade, 1% vs
4.7% grade 3/4 IRRs). Efficacy results for PFS and OS (see table) by
antihistamine alone vs antihistamine + corticosteroid groups suggest no
apparent differences related to prophylactic pre-medication.

Efficacy results for PFS and OS

Antihistamine + Total antihistamine
corticosteroid pre-treated
(n=700) (n=1122)

Antihistamine
alone (n=422)

Median PFS, wks [95% CI]
PFS rate, % [95% Cl]

13.1[12.6,16.0] 16.1[13.0,19.3] 14.3 [13.0,17.1]

12-wk 60 [56,65] 61 [57,65] 61 [58,64]
24-wk 32 [27,36] 35 [31,39] 34 [31,37]
36-wk 16 [12,19] 18 [15,21] 17 [14,19]
48-wk 6[3,8] 6[4,8] 6 [4,8]
Median OS, months [95% CI] 9.0 [8.3,10.5] 9.2 [8.5,10.0] 9.2 [8.5,9.8]
Survival rate, % [95% Cl]
6-months 67 [63,72] 68 [64,71] 67 [65,70]
12-months 39 [34,44] 37 [33,41] 38 [35,41]
18-months 21[16,25] 19 [16,22] 20 [17,22]
24-months 710,15] 8[3,12] 8[4,21]

Conclusions: The data suggest a reduced incidence of IRRs when both
antihistamine and corticosteroid pre-medication is given (grade 3/4 IRRs:
1% vs 4.7% for antihistamines alone). In addition, there is no apparent
difference in PFS and OS between the analyzed pre-medication groups.

243

3026 POSTER
Loco-regional tumor control and normal tissue reactions after three
different fractionation schedules of preoperative radiotherapy for
rectal cancer

I. Wzietek, J. Wydmanski, R. Suwinski. Maria Sklodowska-Curie Cancer
Center and Institute of Oncology, Radiotherapy Department, Gliwice,
Poland

Purpose: To evaluate the effectiveness and normal tissue reactions in three
different fractionation schedules of preoperative radiotherapy for locally
advanced rectal cancer.

Material and Methods: Between 1996 and 2002 168 patients with locally
advanced rectal cancer were treated as follows: 53 patients received
25Gy in 5Gy per fraction (group A), 45 received 30 Gy in 3.0 Gy per
fraction (group B), and 70 were treated with accelerated hyperfractionation
42 Gy, 1.5 Gy per fraction, given twice a day with an inter-fraction interval
of 6 hours (group C). The clinical characteristics of the groups was
comparable, the patients did not receive concurrent chemotherapy. A Cox
regression method was used to analyze the factors which may influence
loco-regional tumor control (LRC) and overall survival (OS). The evaluation
of normal tissue reactions included the analysis of the incidence of surgical
complications, as well as of acute and late radiation effects.

Results: The following variables significantly influenced LRC: fractionation
scheme (5-year actuarial LRC 82%, 71%, and 93% in groups A, B, C
respectively, p=0.02), and hemoglobin concentration before radiotherapy
(p=0.026). The stage of disease, age and sex did not appear significant
for LRC. The overall 5-year OS was 64%, 60% and 74% in groups
A, B, C respectively (p=0.08). The OS was significantly influenced by
postoperative pathological nodal stage (p = 0.001). The most relevant acute
radiation reaction was a mild/severe diarrhea which appeared in 7%, 4%
and 12% of the patients (no significant differences between the groups
A-C). The spastic ileus appeared in perioperative period in 4%, 2% and 1%
of the patients. The median wound healing time in those who underwent
abdomino-perineal resections was 6, 6 and 4 weeks, and the persistent
fistulas appeared in 4%, 7% and 2% of the patients (groups A, B, C,
respectively). Other reactions appeared less relevant.

Conclusions: While due to non-randomized character of the study the
conclusions should be regarded as hypothesis-generating only, the analysis
has shown an acceptable local effectiveness and tolerance of schedules A
and C, and disappointing effectiveness of schedule B. The present study
supports thus the data which suggest that the clinical effect of preoperative
radiotherapy for rectal cancer is influenced not only by total radiation dose
but also by overall radiation treatment time and dose per fraction.
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Introduction: We have previously reported that 3 cycles of Oxaliplatin
(OXA), Raltitrexed (TOMUDEX [TOM]) and 5-Fluorouracile (FU) + levo-
folinic acid (LFA) during pelvic RT had an acceptable toxicity and produced
a complete (TRG1, 42%) or subtotal (TRG2, 29%) pathologic tumor
regression in 71% of 31 pts with poor prognosis LARC (Avallone et al, Br J
Cancer 2006). Here we report an expanded experience on such treatment.
Methods: We enrolled 62 eligible pts (M, 33; F, 29), with median age of
58 (27-79) yrs, and adenocarcinoma of the extraperitoneal rectum, with
at least one of the following characteristics: cT4 (N pts), cN+ (N), cT3NO
with tumor location <5 cm from the anal verge and/or CRM +ve (assessed
by MRI) (N). Pts received 3 biweekly courses of OXA 100 mg/sgm + TOM
2.5mg/sqm on day 1, and LFA 250 mg/sqm + FU 900 mg/sqm (31 pts) or
800 mg/sgm (31 pts) on day 2, and concomitant pelvic RT (1.8 Gy/day in
25 fractions, total dose 45 Gy). Surgery with TME was planned 8 weeks
after the end of treatment. Pathologic response was evaluated by tumor
regression grading (TRG) according to Mandard’s modified classification.
Pts with cT4, pN+ and pCRM +ve received also 4 months of weekly FU/FA.
Results: All pts received full dose of RT, and 98% of the planned CT
cycles. Neutropenia was the most common grade >3 toxicity (40%), while
grade 3 diarrhea was seen in 19% of pts with FU 900 mg/sgqm, and in only
6% of pts with FU 800 mg/sgm. All but 2 pts had a TME with RO resection,
and no treatment-related or perioperative death occurred. Median number
of sampled lymph nodes was 36 (range, 10-80). 28 (45%) pts obtained a
TRGH1, and 17 (27%) pts a TRG2. Activity of the combined treatment was
similar in all risk groups (N), regardless of FU dosage. On the whole series
of 62 operated pts, 1 pt suffered a local recurrence (after 9 months), and
3 pts had distant metastases (after 22, 33, and 47 months). After a median
follow-up of 34 (range 6-54) months, all pts are alive, and the estimated



