
PFS and OS, and their 90% confidence intervals. Safety is assessed by ABT-165 expo-
sure, adverse events (AEs), serious AEs, all deaths, and changes in laboratory data and
vital signs. Archival tissue is collected and evaluated for DLL4 expression and angiogen-
esis signature. Approximately 100 patients are planned to be enrolled, with recruitment
initiated in January 2018.
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Introduction: NAPA is an oral investigational agent, which has been hypothesized to
inhibit cancer stemness pathways, including STAT3 pathway implicated in cancer stem-
cell viability. Preclinical studies suggest that NAPA may sensitize cancer cells to chemo-
therapeutics, including 5-FU and irinotecan. Encouraging anticancer activity in advanced
CRC was observed in a phase 1b/2 study (NCT02024607). In the subset of FOLFIRI-naive
patients with an on-study RECIST evaluation, disease control rate (DCR) was 85% (33/
39) and objective response rate (ORR) was 21% (8/39).1 On the basis of these data, a
phase 3 trial is being conducted in North America, Europe, Australia, and Asia.

Methods: This randomized, multicenter, open-label study (NCT02753127) will assess
the efficacy of NAPAþ FOLFIRI vs FOLFIRI in pts with mCRC (N¼ 1250). Addition
of bevacizumab (bev) to FOLFIRI backbone is permissible per investigator decision.
Pts must have failed 1 prior line of therapy with oxaliplatin and a fluoropyrimidineþ/-
bev for metastatic disease. Pts are randomized 1:1 to receive NAPA 240 mg PO BID
plus FOLFIRI bi-weekly (5-FU at 400 mg/m 2 bolus followed by 1200 mg/m 2 continu-
ous infusion, leucovorin 400 mg/m 2, and irinotecan 180 mg/m 2) , or FOLFIRI
biweekly. Patients are stratified by geography (North America/Western Europe/
Australia vs. Japan/Korea vs. rest of the world), time to progression on 1st-line therapy
(<6 months vs.�6 months), RAS mutation status (mutant vs. wild type), bev as part of
study treatment (yes vs. no), and primary tumor location (left vs. right colon).
Treatment will continue until disease progression or another discontinuation criterion.
The primary endpoint is overall survival (OS) in the general study population (HR 0.80
for OS improvement from 12.54 to 15.68 months); secondary endpoints include pro-
gression free survival (PFS), ORR and DCR, safety and quality of life. Blood and tumor
archival tissue will be assessed for PK and biomarker analyses. An interim analysis for
non-binding futility set at HR> 1 will be performed on OS at 50% of events (424).
Additionally, early efficacy analysis based on OS will be performed at the time of the
interim analysis. Should the trial not stop at time of the interim analysis, study will con-
tinue to final analysis at 850 events. Study enrollment is ongoing with>50% of planned
patients enrolled to date.

P� 298 A phase II study of avelumab in MSI-H metastatic colorectal cancer
patients - Trial in progress

1 Winiarek2, K Marcisz-Grzanka3, J Krynski4, J Zwolinski4, J Pałucki5,
1, K Kokoszynska1, L Wyrwicz6

Memorial Cancer Center, Warsaw, Poland, 2Dept of
Gastrointestinal Oncology, Maria Sklodowska-Curie Memorial Cancer Center and
Institute of Oncology, Warsaw, Poland, 3Mria Skłodowska-Curie Memorial Cancer
Center and Institute of Oncology, Warsaw, Poland, 4Department of Gastrointestinal
Oncology, Maria Sklodowska-Curie Memorial Cancer Center and Institute of Oncology,
Warsaw, Poland, 5Maria Skłodowska-Curie Memorial Cancer Center and Institute of
Oncology, Warsaw, Poland, 6Centrum Onkologii-Instytut im. M. Sklodowskiej Curie,
Warsaw, Poland

Introduction: Colorectal cancer is one of the most common malignancies in the
Western world. The treatment strategy of metastatic disease (mCRC) includes cyto-
toxic agents (oxaliplatin, irinotecan and fluoropyrimidines) and targeted agents (anti-
VEGF and anti-EGFR). Le et al in their fundamental report presented in 2015, has
shown that immunomodulating agents can control the progression and potentially
affect overall survival in colorectal cancer patients as well as other gastrointestinal
malignancies that harbor mismatch-repair deficiency. This molecular phenomenon is
leading to the hypermutated phenotype called microsatellite instability (MSI-H). On
the phenotypic level, such tumors harbor hundreds-to-thousands mutations, which
can make the tumor immunogenic if immune-reaction is not blocked by PD1-PDL1

axis. Avelumab is anti-PD-L1 antibody which can exhibit the similar efficacy in this
rare subtype of mCRC.

Methods: This is a phase II, two-step, single-arm, open-label study in the biomarker
preselected population (MS100070-066; MazoviaGI-2). The eligibility criteria includes
diagnosis of metastatic colorectal cancer, refractory to standard therapy with confirmed
microsatellite instability or loss of expression of mismatch repair genes (MLH1, MSH2,
PMS) by local standards. Other inclusion criteria are good performance status (ECOG
0-1), sufficient organ function and no contraindications for immunotherapy (like
autoimmune disorders). Two-step protocol will include two subsequent cohorts.
Cohort 1: The cohort of 10 subjects with metastatic colorectal cancer refractory to
standard therapy preselected by biomarker (microsatellite instability or mismatch
repair deficient tumors) will receive avelumab at dose 10 mg/kg (1h IV infusion) Q2W.
Subjects will receive Avelumab until confirmed progression, unacceptable toxicity, or
any criterion for withdrawal from the trial. Subjects who have experienced a confirmed
complete response (CR), partial remission (PR) or stable disease (SD) should be treated
with avelumab for a maximum of 24 months and a minimum of 6 months after
response confirmation, at the discretion of the investigator. Subjects who experienced a
CR and have already stopped treatment before they could receive at least 6 months of
treatment can resume treatment with avelumab at the same dose and schedule in order
to complete a minimum exposure of 6 months. The patients will be observed for
response per RECIST 1.1 criteria. If 2 patients of 10 are reported with CR or PR, the sec-
ond cohort will be initiated. If 2 patients with objective response are observed before
recruitment of all 10 patients, the second cohort will be started without delay. Cohort 2:
The additional cohort of 30 subjects with the metastatic colorectal cancer refractory to
the standard therapy preselected by biomarker (microsatellite instability or mismatch
repair deficient tumors) will receive avelumab at dose 10 mg/kg (1h IV infusion) Q2W.
The study procedures in the second cohort will be the same as in the first one. Total up
to 40 patients are planned to be recruited.
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Introduction: Surgery after neoadjuvant treatment with chemoradiotherapy is the
standard treatment in locally advanced rectal cancer (LARC). One of the objectives of
neoadjuvant treatment is to increase the rate of R0 surgeries after tumor downstaging.
The 10-30% of patients achieve complete pathological response (CPR) after chemora-
diotherapy treatment, which has shown reduced local recurrence and better overall sur-
vival in several studies. However, surgery has several genitourinary, sexual and
gastrointestinal postoperative complications. Because of this, the recognition of
patients who would achieve CPR could allow us to consider a “watch and wait” thera-
peutic option instead of surgery in selected patients. The objective of this study is to
determine predictive factors of CPR in order to try to identify patients in whom surgical
treatment may be avoided and preserve organ function.

Methods: Medical records of operated patients with LARC were reviewed. All patients
who were operated and received concurrent chemoradiotherapy with capecitabine
(dosis 825 mg/m2 bi) and radiotherapy (total dose¼ 5040 cGy/28 fx) as neoadjuvant
treatment during period 2011-2015 at Edgardo Rebagliati Martins Hospital were
included. All patients who had incomplete information in their medical records were
excluded. The studied factors were: the platelet-lymphocyte ratio (PLR), the
neutrophil-lymphocyte ratio (NLR), body mass index (BMI) and CEA. All were deter-
mined before neoadjuvant treatment. Comparisons of the CPR rate according to clini-
cal characteristics were performed using the Chi square test. In multivariate analysis,
the factors associated with CPR were determined by the logistic regression model. The
data were analyzed using the SPSS program, version 24.

Results: A total of 57 patients were finally included. The median age was 63.6 years and
the 57.8% were female. All had an ECOG 0-1 and an adenocarcinoma subtype, 81.2%
were G2. 50.9% had a CE II and 49.1% had a CE III. The neoplasia was located in lower
rectum in 49.2% of patients; meanwhile the 40.36% were located in middle rectum and
10.52% in middle-lower rectum. 10 patients achieved complete clinical response after
neoadjuvant treatment. The 49.1% of patients underwent abdominoperineal resection
(APR), 19.3% ultra-low anterior resection, 19.3% local resection and 12.3% low anterior
resection. 17.5% of patients achieved CPR. In the univariate analysis, the CPR rate shows
a significant difference in relation to the PLR (p¼ 0.025) and a statistical tendency in
terms of CEA (p¼ 0.062). The rest of the clinical characteristics were not significant. In
the multivariate analysis, using the logistic regression model, the only variable associated
with CPR was CEA (p¼ 0.027, OR¼ 11.8). The PLR was not significant (p¼ 0.077).

Conclusion: Patients with LARC with a CEA< 3 before neoadjuvant are more likely to
achieve CPR. There is a trend that states that patients with LARC with a PLR< 150
before neoadjuvant are more likely to achieve CPR. Studies with a larger number of
patients are needed to analyze these results. Predictive factors of CPR may help to
choose between different strategies of treatment.
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