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608P Variations in clinicopathological features, treatment patterns, and
outcomes of young adults with colorectal cancer in the United States
and Egypt

A. Heeke1, N. Rashad2, H.M. Khaled3, N. Ali Eldin4, G.A. Motaal2, H. Wang5,
B. Weinberg1, M. Salem1

1Hematology/Oncology, Lombardi Comprehensive Cancer Center Georgetown
University, Washington, DC, USA, 2Medical Oncology, Maadi Armed Forces Hospital,
Cairo, Egypt, 3Medical Oncology, National Cancer Institute, Cairo, Egypt, 4Biostatistics
and Cancer Epidemiology, National Cancer Institute, Cairo, Egypt, 5Biostatistics and
Bioinformatics, Lombardi Comprehensive Cancer Center Georgetown University,
Washington, DC, USA

Background: A recent American Cancer Society study showed that the rate of colorec-
tal cancer (CRC) in young American adults is rising. There are limited data on young
Arabian adults with CRC. Herein we explore differences between American and
Egyptian young adults with CRC.

Methods: A retrospective review of young (�46 years old) patients (pts) with CRC in
the United States (US-pts) and Egypt (EGY-pts) was undertaken. T and Fisher’s exact
tests were used for comparative analyses. Kaplan-Meier methodology estimated
survival.

Results: In total, 504 pts with CRC were studied, incorporating 62 US-pts (median age
38 yrs, range 20-46) and 442 EGY-pts (35 yrs, 15-46). US-pts were more commonly fe-
male (66% vs 41%, p< 0.001) and had more colon primaries (75% vs 50%, p¼ 0.001).
EGY-pts had more left-sided tumors (78% vs 61%, p¼ 0.008), of which 49% were rec-
tal primaries (vs 24% for US-pts, p< 0.001). US-pts had more well-differentiated
tumors (25% vs 3%, p< 0.001), whereas EGY-pts had more mucin-producing tumors
(40% vs 26%, p¼ 0.042). US-pts were more likely to have bowel obstruction (64% vs
17%, p< 0.001) and present with metastatic (met) disease (66% vs 28%, p< 0.001),
particularly in the liver, lung, and peritoneum (56% vs 40%, p¼ 0.04; 35% vs 5%,
p< 0.001; 48% vs 16%, p< 0.001). Comparing pts with met disease, EGY-pts tended
to have rectal primaries (33% vs 22%), while US-pts had more right-sided tumors
(38% vs 18%). US-pts were more likely to undergo palliative resection or metastatec-
tomy (41% vs 26%, p¼ 0.039) and receive bevacizumab (69% vs 1%, p< 0.001). EGY-
pts received more 5-FU alone (39% vs 2%, p< 0.001) or 5-FUþ radiation (40% vs 0%,
p< 0.001), whereas US-pts received more FOLFOX/FOLFIRI (64% vs 13%,
p< 0.001). There was no statistically significant difference in median overall survival
between US-pts (Not Reached) and EGY-pts (76 months (mos), p¼ 0.6), nor median
progression free survival between US-pts (20 mos) and EGY-pts (13 mos, p¼ 0.202).

Conclusions: Significant differences were observed among young US-pts and EGY-pts
with CRC, particularly primary tumor location, patterns of metastasis, and treatment
used. Further evaluation of the environmental and ethnic impact on disease biology
and treatment outcomes is warranted.

Legal entity responsible for the study: Georgetown University IRB

Funding: None

Disclosure: All authors have declared no conflicts of interest.
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8Department of Gastroenterology, CHU Pitié Salpetriere, Paris, France, 9Department of
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Background: Four retrospective studies were recently published on aspirin efficacy in
patients with surgically resected colorectal cancer (CRC). Two of these studies strongly
suggest that low-dose aspirin (100 mg/d) after resection of CRC with PIK3CA mutation
could act as a targeted therapy with a major protective effect in terms of cancer specific
survival. The other two studies did not confirm the benefit of aspirin in this setting.
These retrospective studies provide an insufficient level of evidence to demonstrate the
benefit of low-dose aspirin as adjuvant therapy for CRC with PIK3CA mutation (ap-
proximately 12% of all CRC). Therefore, as recommended in the conclusion of these
studies and meta-analyses, prospective studies addressing this issue are warranted.

Trial design: PRODIGE 50 is a double blind randomized phase III study comparing as-
pirin and placebo in patients with curative resection of stage III or high-risk stage II

colon cancer with PIK3CA mutation. The primary end point is 3-year disease-free sur-
vival (DFS). Among secondary endpoints Disease-free survival at 5 years, Overall sur-
vival at 5 years, Compliance to aspirin (comptability of containers) will be evaluated.
Randomization (1:1 ratio) is stratified according to center, stage (II vs III), RAS muta-
tion and chemotherapy (oxaliplatin vs no oxaliplatin). The treatment is planned for 3
years (1 tablet 100 mg/day). Abdominal ultrasound/or CT-scan and CEA is performed
every 3 to 6 months during 3 years then every 6 months during the two next years.
Hypotheses (a two-sided¼5%, power¼ 80%) are to improve 3-year DFS from placebo:
72% to aspirin: 83% (HR¼ 0.56). 94 events and 264 patients with PIK3CA mutation
are required. 2200 patients will be screened. Patient blood and tumor tissues will be col-
lected in order to establish a large biobank as a basis for translational research projects
including identification and quantification of circulating tumour DNA and evaluating
Cox2 expression. Inclusion start is planned on September 2017 until 2019.

Clinical trial identification: NCT02945033

Legal entity responsible for the study: CHU Rouen

Funding: Bayer scientific, PHRC K 2015, FFCD

Disclosure: V. Boige: Bayer, Sanofi, Merck Serono, Novartis, Roche, Daiichi Sankyo,
Prestizia, Amgen. T. Aparicio: Roche, Novartis, Sanofi, Pfizer, Ipsen, Pierre Fabre,
HalioDX, BMS, Hospira. J-B. Bachet: Fees: Amgen, Bayer, Celgène, Merck Serono,
Sanofi. Consultant: Amgen, Bayer, Merck Serono, Servier. R. Guimbaud: Roche,
Novartis, Ipsen, Sanofi, Lilly. D. Tougeron: Sanofi, Celgene, Amgen, Ipsen. J. Taieb:
Abbvie, Amgen, Baxalta, Celgene, Lilly, Merck, Roche, Merck, Roche. All other authors
have declared no conflicts of interest.
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Victoria, Malaga, Spain, 9Medical Oncology, University Hospital Reina Sofia, CIBERONC
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Background: Regorafenib is a multikinase inhibitor with broad anti-angiogenic, anti-
stroma and anti-proliferative effects that improved overall survival in patients with
mCRC after failure of all approved drugs in the CORRECT phase 3 trial. The different
tolerability profile of regorafenib compared with other agents normally used for the
treatment of colorectal cancer, caused frequent dose-reductions and interruptions,
thereby jeopardizing dose-intensity and limiting incorporation of the drug as standard
of care. The CORRECT trial showed that the highest rate and intensity of treatment-
related adverse events occurs during the first two cycles. The standard approved dose of
regorafenib (160 mg daily three weeks on/one week off) was determined in a phase 1
study and this dose was moved directly into the phase 3 trial. The immediate sub-MTD
dose level of 120mg daily 3 weeks on/1 week off did not show any DLT among 7 patients
treated in the phase I. In addition, an intermittent dose approach consisting of regora-
fenib 160 mg daily on a 1 week on/1 week off schedule was tested in combination with
chemotherapy in the CORDIAL trial and showed a favorable safety profile.

Trial design: This randomized phase 2 study will evaluate the tolerability regorafenib
using different dose-escalation approaches in patients with treatment refractory
mCRC. Patients will be randomized 1:1:1 to receive regorafenib at the standard
approved dose (arm A), or at 120 mg daily 3 weeks on/one week off during the first
cycle (arm B), or 160 mg daily one week on/one week off during the first cycle (arm C).
In arms B and C, the dose will be escalated to the standard dose from cycle two onwards
if no limiting toxicity appears. The primary objective is to compare the safety profile of
the different treatment arms. Secondary aims include assessment of the percentage of
total administered dose over the planned dose, dose intensity during the treatment
period and during first two cycles, disease control rate, progression-free survival, time
to treatment failure, and overall survival. The trial is in progress; 160 of 295 planned pa-
tients have been recruited at the end of March 2017 (first patient 15 July 2016).

Clinical trial identification: NCT02835924
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