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Introduction: In metastatic colorectal cancer (MCRC), mucinous histology has been
associated with poor response rate and prognosis. We have confirmed that mucinous
colorectal cancer (MC) have an unfavourable prognosis to oxaliplatin/irinotecan-based
first-line combination chemotherapy compared with nonmucinous (NMC) colorectal
cancer patients (pts) (Catalano et al, BJC 2009, 100:881-887). Subgroup analysis
showed a possible poor outcome of MCRC pts with mucinous histology treated with
oxaliplatin-based regimens (Catalano et al, Ann Oncol 2017, 28 Supplement 6:A1).
Therefore, we addressed this study to evaluate whether oxaliplatin-based chemotherapy
regimens may affect survival of MCRC pts with mucinous histology.

Methods: We analyzed the population from two consecutive studies, consisting of 897
MCRC pts who were treated with first-line chemotherapy. Chemotherapy regimens
consisted of OXA-based (FOLFOX, capecitabine and oxaliplatin, raltitrexed and oxali-
platin); IRI-based (FOLFIRI, capecitabine and irinotecan), FOLFOXIRI, or the same
regimens plus bevacizumab (B). Pts were classified according to the histology in MC
and NMC. The possible prognostic interaction between histology and different chemo-
therapy regimens was assessed by multivariate Cox proportional hazards analyses.

Results: One hundred thirty-nine (15.4%) pts had MC, male/female 528/369, median
age 65 years (range, 25-89). More pts in the MC group had right-sided tumours (MC
47.5% vs NMC 30.9%, p¼ 0.0002) and peritoneal disease (MC 31.7% vs NMC 16.5%,
p< 0.0001), whereas pts in the NMC group had more frequently liver metastasis
(NMC 74.7% vs MC 58.3%, p¼ 0.0001). All other variables were comparable among
the two groups. Pts received the following treatments: BþIRI-based, MC/NMC¼43/
263; BþOXA-based, MC/NMC¼18/159; BþFOLFOXIRI, MC/NMC¼29/130; IRI-
based, MC/NMC 9/56; OXA-based, MC/NMC 34/135; FOLFOXIRI, MC/NMC 6/15.
The overall response rates for MC and NMC were 33.8% (95% CI, 25.9-41.7) and
58.2% (95% CI, 54.7-61.7), respectively (chi-test, p< 0.0001). After a median follow-
up of 50 months, median overall survival for the mucinous MCRC patients was 25.2
months compared with 26.4 months in the control group (univariate analysis,
HR¼ 0.89; 95% C.I., 0.71-1.12; p¼ 0.333).The analysis of interaction between chemo-
therapy regimens and histology has given a highly significant result (p< 0.0001). In
particular, in mucinous MCRC, by assuming as reference treatment OXA-based regi-
mens, pts having a better outcome were those who were treated with IRI-based
(HR¼ 0.47; 95% C.I., 0.29-0.75; p¼ 0.002) or FOLFOXIRI (HR¼ 0.40; 95% C.I.,
0.23-0.70; p¼ 0.001). As expected, patients with non-mucinous histology treated with
IRI-based (p¼ 0.0001), OXA-based (p¼ 0.005) and FOLFOXIRI (p¼ 0.001) achieved
better survival than MC treated with OXA-based chemotherapy.

Conclusion: Pts with mucinous histology have poor survival and responsiveness to
chemotherapy as compared with non-mucinous MCRC. However, OXA-based regi-
mens may not represent the optimal chemotherapy treatment options in MCRC with
mucinous histology. In this subgroup of pts, regimens containing irinotecan should be
considered.
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Introduction: Colorectal cancer presents with malignant bowel obstruction in about
10% of cases. SEMS can be an alternative for immediate surgery although long-term
data is limited regarding clinical outcomes and safety of Bevacizumab (BV) in this

subset of patients. The aim of this study was to evaluate procedure-related morbidity in
relation to the type of previous or subsequent medical treatment used, including BV.

Methods: We performed a retrospective review of 2850 cases of metastatic colon cancer
diagnosed from January 2012 to October 2017, and identified those patients with
malignant bowel obstruction that were initially treated with either SEMS or emergency
surgery. Differences in procedure-related morbidity were assessed by the Chi-square
test, overall survival (OS) with the log-rank test and a multivariate analysis with Cox
proportional-hazards model was performed.

Results: We selected 119 cases, 79 of which were treated with SEMS and 40 with sur-
gery. Median age was 76. Median follow-up time was 11 months. No differences in
sidedness or RAS status between cohorts. SEMS had a similar rate of complications
compared to surgery (32.5% vs 35.5%, p¼ 0.45) and showed longer time to complica-
tions (18m vs 1m, p¼ 0.004). In patients treated with BV, complications were similar
in SEMS and surgery groups (40% vs 31%, RR 1.28, p¼ 0.45), the incidence of perfora-
tion was similar in patients with SEMS compared to surgery (16% vs 7%, RR 1.09,
p¼ 0.16) and when BV regimen is compared to chemotherapy alone (16% vs 6%, RR
1.11, p¼ 0.16). SEMS and surgery showed similar OS (14m vs 15m, p¼ 0.5).
Treatment with BV increased OS in both the SEMS group (18 months vs 7 months,
p¼ 0.001) and the surgery group (20 months vs 4 months, p¼ 0.001) compared to
patients without subsequent medical treatment. Also, BV treatment showed a trend for
longer OS when compared to chemotherapy alone in the SEMS group (18 months ver-
sus 15 months, p¼ 0.13) and in the surgery group (20 months versus 17 months,
p¼ 0.13). In the multivariate analysis, patients treated with subsequent medical treat-
ment showed a statistically significant longer OS [Hazard Ratio (HR) 0.43, Confidence
Interval (CI) 95% 0.19-0.94, p¼ 0.02], patients with left-sided colon cancer showed a
trend for longer OS (HR 0.5, CI95% 0.22-1.13, p¼ 0.09) and, in those patients who
had complications, we observed shorter OS (HR 2.45, CI95% 1.17-5.12, p¼ 0.01).

Conclusion: SEMS was associated with a similar outcome than emergency surgery and,
furthermore, using BV was not associated with a higher risk of complication. In
patients with metastatic colorectal cancer with acute malignant colon obstruction,
SEMS is a safe option, including patients that received BV.
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Introduction: In the last years, the availability of active upfront systemic regimens, the
development of surgical techniques and the diffusion of other locoregional treatments
increased the therapeutic options for mCRC patients with liver-limited disease.
Estimating the likelihood to develop extra-hepatic metastases may affect clinicians’ atti-
tudes towards locoregional procedures. No tools to predict the probability of ePD of
initially liver limited mCRC are currently available.

Methods: We retrospectively analysed a cohort of 225 patients with initially unresect-
able liver-limited disease, treated from January 2004 to December 2017 with first-line
doublets or triplet plus a biologic agent at two Italian Institutions. Information about
baseline clinical, pathological and molecular features, treatments received and meta-
static sites from the diagnosis of mCRC to death or last follow up were collected. The
impact of baseline characteristics and treatments received on extra-hepatic progres-
sion-free survival (ePFS) was assessed in uni- and multi-variable models.

Results: Overall, 52 (23%) patients were ePD-free and 173 (77%) experienced ePD
which occurred within 1, 2 or 3 years from the diagnosis of mCRC in 20%, 63%, and
86% of patients, respectively. Globally, 164 (73%) patients underwent a secondary liver
resection at some point of their disease history, and 66 (40%) of them underwent a sub-
sequent locoregional treatment. Among 164 resected patients, 118 (72%) experienced
ePD, occurring within 1, 2 or 3 years from resection in the 43%, 71%, and 91% of cases,
respectively. Age< 70 years, ECOG performance status (PS) 0,< 4 liver metastases,
longest diameter of liver lesions< 30 mm, the involvement of< 6 liver segments and
secondary resection were significantly associated with prolonged ePFS. In the multi-
variable model, ECOG PS (p¼ 0.022), number (p¼ 0.011) and diameter (p 0.005) of
liver metastases and secondary liver resection (p¼ 0.006) were still associated with
ePFS. In the subgroup of analysed patients (N¼ 35), microsatellite instability was
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associated with shorter ePFS (p¼ 0.029). In the subgroup of patients who did not
undergo metastases’ resection in their disease history (N¼ 61), ECOG PS 0
(p¼ 0.024), longest diameter of liver lesions< 30 mm (p¼ 0.011) and left-sidedness
(p¼ 0.081) were independently associated with longer ePFS.

Conclusion: In this contemporary cohort, the vast majority of mCRC patients with ini-
tially unresectable liver-limited disease underwent surgical procedures (73%) and fur-
ther locoregional interventions (40%) in their disease history. ECOG PS, number and
diameter of liver metastases, and sidedness independently predict ePFS. These factors
could help physicians in personalizing the intensity and aggressiveness of liver directed
treatments in mCRC patients with initially unresectable liver-limited disease.
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Introduction: In recent years, the difference in survival between right-sided and left-
sided colorectal cancer (CRC) has been extensively studied. Various studies have con-
vincingly shown that patients with tumors originating on the left side of the colon have
a significantly better prognosis than those with tumors originating on the right side of
the colon. However, these conclusions are mostly based on data of clinical trials and
therefore selected patients. These findings need to be confirmed in population-based
studies. Therefore, the aim of this study is to compare survival rates in left-sided and
right-sided CRC in the (non-selected) Belgian population.

Methods: In Belgium, data on patient and tumor characteristics of all new diagnosed
cancers is collected in a national and population based cancer registry, the Belgian
Cancer Registry (BCR). Patients diagnosed with CRC between 2004 and 2015 were
included in our analysis. We obtained information on age, sex, stage, location of the
primary tumor and survival. Furthermore, we collected biomarker data (MSI status
and BRAF, KRAS and NRAS mutational status) in a random sample of 1.000 metastatic
CRC patients diagnosed in 2014. Cancers were classified as right-sided cancer if they
were located in the caecum, ascending colon, hepatic flexure and transverse colon. Left-
sided colon cancer was defined as cancer of the splenic flexure, descending colon, sig-
moid and rectosigmoid colon. We constructed a logistic regression model, using loca-
tion, age, gender and biomarkers as independent variables and fraction of deceased
patients as dependent variable.

Results: The study included 93,011 patients: 27,863 (30%) with right-sided CRC,
35,815 (38.5%) with left-sided CRC, 27,359 (29.4%) with rectal cancer and 1,974
(2.1%) with an overlapping lesion of the colon or unknown localization. In all stages
combined, the 5-year relative survival rate for patients with right-sided colon cancer
was 65.6% (95% CI: 64.7% to 66.4%) compared with 68.4% (95% CI: 67.7% to 69.1%)
for patients with left-sided colon cancer and 66.1% (95% CI: 65.4% to 66.9%) for
patients with rectal cancer. In stage IV CRC, the 5-year relative survival rate was 13.4%
(95% CI: 12.2% to 14.5%) in right-sided colon cancer compared with 19.6% (95% CI:
18.4% to 20.7%) for patients with left-sided colon cancer and 20.2% (95% CI: 18.8% to
21.6%) for patients with rectal cancer. Overall, left-sided CRC had a statistical signifi-
cant better prognosis than right-sided CRC. However, right-sided CRC had a signifi-
cant better survival in certain subgroups: stage I> 80-year-old males, stage II> 70-
year-old males and females, stage III>80 year old females and stage IV> 80 year old
males.

Conclusion: We present the survival data of all colorectal cancer patients diagnosed
between 2004 and 2015 in Belgium according to tumor location, age, sex and stage. We
conclude that the prognostic value of tumor location is age and stage dependent in the
Belgian population. When combining all stages, left-sided CRC has a statistical signifi-
cant better prognosis than right-sided CRC. These findings correspond with previous
research.
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Introduction: Because cancer can be considered as a complex, biological-systems dis-
ease, we have explored a cell-based systems therapeutic approach based on this concept.

We report ongoing human experience using mouse renal adenocarcinoma cells
(RENCA) entrapped in agarose macrobeads (RMB) for late-stage mCRC therapy
(Chin J Cancer Res 2018;30(1):72-83). Such cells undergo genomic changes that release
multiple anti-neoplastic factors (> ten). One or more achieve 40% of their tumor-cell
inhibitory effect via MEF-2 regulation. (Cancer Res. 2011;71(3): 716–724;725–735).
Other pathways are currently under study with Lund University. Phase I and IIa RMB
trials provided evidence of survival and quality of life benefit in treatment-resistant,
late-stage mCRC patients (Cancer Growth Metastasis.2016;9:9–20). Here, we report
the combined findings of the P I/IIa, along with new preliminary survival and other-
benefit findings from a PIIb multi-site trial.

Methods: Eighty-nine mCRC patients who failed all available cancer treatments under-
went laparoscopic intraperitoneal implantation of RMBs up to 4 times in these open-
label PI/IIa/IIb trials. The PIIb multi-site trial (40 patients), closed for enrollment, cur-
rently includes four in LTFU and one patient undergoing a fourth implantation. OS
was the primary endpoint, with serial physical examinations, lab profiles and PET-CT
imaging performed pre- and three months post-implantation to further evaluate
safety/efficacy in all three trials. Survival was measured from time of study entry until
death. The P I/IIA trials differed from IIb in that none of their patients had been treated
with regorafenib or trifluridine/tipiracil.

Results: Mean survival for 84/89 patients (all three trials) was 41 weeks [median
survival¼33 weeks; SDþ/-37.5 wks]. For all patients in Phase IIb only (n¼ 36/41), pre-
liminary analysis indicates mean survival of 34 weeks [median, 29.5 wks; SDþ/-24
wks]. For patients who received regorafenib and/or trifluridine/tipiracil prior to RMBs
in this trial (n¼ 12/13), mean survival was 26.5 weeks [median survival¼21wks; SDþ/-
23 wks]. For the patients not receiving either (n¼ 23/36), mean survival was 37wks
[median survival¼35wks; SDþ/-25 wks]. In all three trials, the ancillary testing
described in Methods indicated that there were responders (R), as well as non-respond-
ers (NR) to the RMB. For the combined PI/IIa data, two groups of patients: R (n¼ 25)
and NR (n¼ 9) were defined by their LDH values at days 30 and 60 after first implanta-
tion (D30, mean R value 305.92þ/-284.76 vs. NR, 649.33þ/- 363.60; p< 0.0070), D60
(R, 333.88þ/-445.89 vs. NR, 1278.50þ/- 761.9; p< 0.0001). These correlated with CEA
and/or CA19-9 decreases (�20%), and with the PET-CT SUVmax findings. Eighty-
four FDG-positive mCRC lesions were detected in 26/34 patients at D90. Of the 25
LDH responders, 14 showed stable or decreased SUVmax values; seven an increase (4
non-evaluable) (doi:10.3252/pso.eu.19wcgic.2017). Parallel data from PIIb will be pre-
sented at WCGIC 2018.

Conclusion: Taken together, the PI/IIa/IIb trial data are encouraging in indicating
improved survival of late-stage mCRC patients with RMB treatment. The laboratory
data (LDH levels, CEA and CA19-9) decreases, as well as PET-CT imaging (decreased
SUVmax) support this. The data to date merit development of a Phase III randomized
trial of RMB vs. standard therapy to further assess the effectiveness of the RMB in late-
stage mCRC.
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Introduction: The XELAVIRI (AIO KRK0110) study compared upfront application of
FPþBEV plus sequential escalation to IRIþ FPþ BEV (arm A) vs. initial combination
therapy with FPþ IRIþ BEV (arm B) in patients (pts) with mCRC, trial identification:
NCT01249638. In the full analysis set of the study, non-inferiority of time to failure of
strategy (TFS, primary endpoint) was not shown;

Methods: Patients were stratified for age (<65,>¼65<75,>¼75 yrs) and
molecular subgroups (RAS status). TFS as well as overall survival (OS) and 60-day mor-
tality were evaluated in age categories by Kaplan-Meier method, log rank test and Cox
regression.
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