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Background: The addition of cetuximab to FOLFOX4 has previously been
reported to increase the overall response rate (ORR) of patients (pts) with
metastatic colorectal cancer (MCRC), compared with FOLFOX4 alone, in
the randomized phase Il OPUS study. In this study, KRAS mutation status
was also shown to be predictive for progression-free survival and ORR in
pts treated with cetuximab in combination with FOLFOX4. Here we report
median overall survival (OS) data from the OPUS study for pts with KRAS
wild-type (wt) tumors.

Materials and Methods: Pts with previously untreated EGFR-expressing
mCRC, which was not resectable with curative intent, were enrolled
in the OPUS study and stratified by Eastern Cooperative Oncology
Group performance status (0/1 vs 2). Pts were randomized 1:1 to either
cetuximab 400 mg/m? initial dose then 250 mg/m?/week plus FOLFOX4
every 2 weeks, or to FOLFOX4 alone. The primary objective of the
randomized phase || OPUS study was to assess best confirmed ORR
among pts receiving cetuximab + FOLFOX4, compared with those
receiving FOLFOX4 alone. Tumor samples from 238/337 (70.6%) pts were
available for survival analysis. KRAS mutation status at codons 12/13 was
determined by a quantitative PCR-based assay using isolated genomic
DNA. OS was analyzed for pts with KRAS wt tumors treated with FOLFOX4,
with or without cetuximab.

Results: Among pts with KRAS wt tumors (136/238; 57.1%), the median
OS was 22.8 months (95% confidence interval [CI] 19.3-26.0) in the
cetuximab + FOLFOX4 arm, compared with 19.5 months (95% CI
15.5-23.8) in the FOLFOX4-alone arm (hazard ratio 0.89; 95% CI
0.60-1.34; p=0.58). Further OS results will be presented at the meeting.
Conclusions: The addition of cetuximab to FOLFOX4 in the 1st-line
treatment of mMCRC resulted in an improvement in median OS of
approximately 3 months in pts with KRAS wt tumors; however, this
difference was not significant, possibly due to the small number of pts
available for this analysis.
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Background: The triple drug combination of irinotecan, oxaliplatin and
5-fluorouracil (FOLFOXIRI) developed by the GONO has demonstrated
higher activity and efficacy compared to the doublet FOLFIRI in a phase IlI
trial on 244 metastatic colorectal cancer (NCRC) patients. Several studies
demonstrated a positive impact of second-line chemotherapy in mCRC,
but the use of all the three active cytotoxics upfront might compromise the
activity of second-line chemotherapy. However, recent studies suggested
that the reintroduction after progression of disease of drugs received
upfront may be associated with response and improved survival. The
objective of this retrospective analysis was to evaluate the outcome of
mCRC patients treated with first-line FOLFOXIRI who received, at the time
of disease progression, retreatment with FOLFOXIRI.

Material and Methods: Overall, a total of 196 initially unresectable
mCRC patients were treated with first-line FOLFOXIRI administered for
a maximum of 12 cycles in two consecutive phase Il and in one
phase Ill studies. Among the 185 patients so far progressed, 137 patients
(74%) received a second-line treatment and were evaluable for response;
32 of these patients (23%) received a second-line chemotherapy with
FOLFOXIRI.

Results: The main characteristics of these patients were: M/F 26/6 pa-
tients, median age 62 years (range 38-74), ECOG performance status
0/1 in 21/11 patients, primary tumor site colon/rectum 20/12. Twenty-nine
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patients had obtained a partial response and three a stable disease with
first-line FOLFOXIRI that was administered for a median of 9 cycles (range
3-12). Median time from the end of first-line FOLFOXIRI to the beginning
of second-line was 6.2 months (range 3.3-25.3).

Retreatment with FOLFOXIRI at the time of progression obtained 1 (3.1%)
complete and 11 (34.4%) partial responses for an overall response rate of
37.5%; sixteen (50%) patients presented stable disease while 4 (12.5%)
progressed. The median progression-free and overall survival from the
reintroduction of FOLFOXIRI were 8.2 and 19.3 months, respectively.
The median time from the beginning of first-line to definitive failure of
FOLFOXIRI treatment was 20.1 months.

Conclusions: Retreatment with FOLFOXIRI in a kind of stop-and-go
fashion is an active treatment for selected patients having received the
same drugs in first-line and may represent an option for second-line
treatment of selected mMCRC patients.
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Background: The combination of BV with fluoropyrimidines and oxali-
platin/irinotecan based doublets is a safe and effective treatment of MCRC.
The FOLFOXIRI regimen developed by the GONO group significantly
improved response-rate (RR), progression-free survival (PFS), overall
survival (OS) and post-CT surgical resection of metastases compared to
FOLFIRI in a phase Il study.

Methods: This phase Il trial evaluates the combination of bevacizumab
5 mg/kg on d1 with the GONO-FOLFOXIRI regimen (irinotecan 165 mg/sqm
d1, oxaliplatin 85 mg/sgm d1, I-LV 200 mg/sqm d1 and 5FU 3200 mg/sqm
48-h flat continuous infusion starting on d1) repeated every 2 weeks, as
first-line treatment of initially unresectable mCRC patients (pts). After a
maximum of 12 cycles of induction treatment a maintenance treatment
with bevacizumab +/- 5FU/LV was planned.

Results: A total of 57 pts have been enrolled. Main pts characteristic
are: M/F =60%/40%, median age (range) = 61 (34-75) years, ECOG-PS
0/1/2 = 68%/26%/5%, primary colon/rectum = 72%/28%, primary on site =
23%, sites of disease single/multiple = 58%/42%, liver only mts = 53%. All
the 57 pts have been assessed for toxicity. The maximum grade (G) 3-4
observed toxicities per pt during the induction treatment were: neutropenia
50% (febrile neutropenia 2%), diarrhea 14%, nausea 4%, stomatitis 4%,
neurotoxicity 2%, deep venous thrombosis 5% and hypertension 11%;
G1-2 bleeding occurred in 32% of pts. No toxic deaths have occurred. All
pts have been evaluated for response (RECIST) and we observed 7 CR,
37 PR (ORR =77%) and 13 SD (disease control rate = 100%). So far, 18 pts
underwent to secondary surgery on mts and 15 RO resections (26%) have
been performed. In particular among the 30 pts with liver-only mts an RO
surgery was achieved in 13 (43%). After a median follow up of 18.4 months,
39 pts (68%) have progressed with a median PFS of 13.4 months and a
10-months PFS of 72%. Median OS have not yet been reached.
Conclusion: BV can be safely combined with the GONO-FOLFOXIRI
regimen with manageable toxicities. Results in term of RR (77%),
secondary RO resection of mts (26%) and PFS (13.4 months) are very
promising. On behalf of the GONO group we are conducting a phase Ill trial
comparing this regimen with FOLFIRI+ BV. Partially supported by ARCO
Foundation.
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Background: The GONO-FOLFOXIRI regimen demonstrated significant
improvements in response rate (RR), secondary radical resection of
metastases, progression-free survival (PFS) and overall survival (OS)
compared to FOLFIRI in a phase Il study conducted on metastatic





