
performance) and it is firmly correlated with physical disability, poor quality of life and
death. Several mechanisms are known to explain sarcopenia (inflammation, neurode-
generative process, hormonal disorders, lack of exercise, malnutrition). While there is a
high prevalence in the elderly, it can also develop in younger adults, especially in
advanced cancer. Gradual loss of muscle mass during cancer treatment occurs in more
than half of the patients. Multiple studies demonstrated patients with sarcopenia to be
more prone to toxic effects of chemotherapy, cancer related fatigue and/or nosocomial
infections, leading to dose reductions or treatment delays, which potentially reduce
treatment efficacy and is associated with worse outcome and mortality.

This study will investigate whether sarcopenia is predictive for a worse progression free
survival and increased treatment related toxicity in patients with metastatic colorectal
cancer (mCRC).

Methods: Trial design: This multicenter non-interventional study includes patients
with mCRC who received 1st line chemotherapy plus bevacizumab and who are con-
sidered eligible to continue chemotherapy plus bevacizumab beyond first progression
and who are willing and able to comply with the procedures of the protocol (n¼ 200).
The higher incidence of sarcopenia after an initial period of cancer therapy prompted
the enrolment after first progression, allowing retrospective 1st line and prospective
2nd line data capture. Including only patients receiving bevacizumab beyond progres-
sion confines fluctuations in treatment related toxicity, potentially reducing bias on
study parameters. The primary endpoint is to assess the impact of the presence of CT-
scan based sarcopenia at study entry (SE) on the time to second progression (PFS2). CT
based sarcopenia is defined as a lumber (L3) skeletal muscle index below the level of
41 cm2/m2 for women and 43 or 53 cm2/m2 for men with a BMI below or above 25 re-
spectively. Secondary endpoints include the relation between the presence of sarcope-
nia at SE and time to first progression (PFS1), patient and disease characteristics at
initial diagnosis, functional (FACT-C), physical (muscle strength, BMI) and nutri-
tional status (PG-SGA,VAS for appetite) and treatment-related toxicity (MDASI).
Safety monitoring includes the recording of bevacizumab and sarcopenia-related ad-
verse events. The primary endpoint will use Kaplan-Meier survival analysis. Estimates
and 95% confidence intervals will be calculated for the median PFS2 and the 1st and
3rd quartiles. The 2 populations (sarcopenic versus non-sarcopenic at study entry) will
be compared by means of a log-rank test, performed two-sided at the 0.05 level of sig-
nificance. Clinical trial registration: ClinicalTrials.gov NCT02673710

Results: NA (Trial in Progress)

Conclusion: NA (Trial in Progress)
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Introduction: There have been many advances in the treatment of metastatic colorectal
cancer (mCRC) over the last three decades. Despite this, there is a need for

establishment of novel therapies in pretreated disease where there are few treatment op-
tions (Heiman et al. Value Health, 2014). The efficacy and safety of trifluridine/tipiracil
(TAS-102) has been evaluated in the pivotal, phase 3, randomized, double-blind pla-
cebo-controlled in 800 pretreated mCRC patients (RECOURSE, Mayer et al, NEJM
2015). In 2016, trifluridine/tipiracil received European approval for the management
of mCRC patients previously treated with, or not considered candidates for, available
therapies. In order to confirm the established safety and efficacy profile in everyday
practice, we designed a phase IIIb international, open-label, single-arm, early access
program for trifluridine/tipiracil in mCRC patients.

Methods: Patients eligible for the study are men or women aged�18 years with his-
tologically confirmed metastatic colorectal adenocarcinoma previously treated
with, or not considered candidates for, available therapies including fluoropyrimi-
dine-, oxaliplatin-, and irinotecan-based chemotherapy, anti-VEGF, and anti-
EGFR agents. Other inclusion criteria are Eastern Cooperative Oncology Group
performance status 0 or 1, and adequate organ function. Patients who have already
received trifluridine/tipiracil, with known hypersensitivity to the active substances
or excipients, or who have other serious illness or medical condition are ineligible.
Trifluridine/tipiracil (35 mg/m2 bid) is administered orally on days 1 to 5 and days
8 to 12 of each 28-day cycle. The primary study objective is to collect safety data,
and all adverse events will be graded using the National Cancer Institute Common
Terminology Criteria for Adverse Events (version 4.03). The treatment efficacy will
be recorded on the basis of tumour assessments made by investigators according to
standard of care. Other measurements will include quality of life (EQ-5D and
EORTC QLQ-C30 questionnaires at baseline and every 4 weeks) and medical re-
source utilization data (inpatient stays, outpatient treatments, key concomitant
medications, home care visits, and radiation therapy). The study is planned to in-
clude 20 countries (excluding North America and Asia) and has a target of 1000 pa-
tients. Due to the descriptive nature of the study, there is no formal sample size
calculation. The first patient was enrolled in October 2016. The results will inform
on the efficacy and safety of trifluridine/tipiracil in the context of daily practice.
Interim results are expected in the summer of 2018.

EudraCT Number: 2016-002311-18.

Results:

Conclusion:

Lymphocyte-to-monocyte ratio (LMR) is prognostic factor for selection of
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analysis of Polish-2 study
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Introduction: The prognostic role of blood morphology derrived parameters like neu-
trocyte-to-lymphocyte (NLR) or lymphocyte-to-monocyte (LMR) ratios was estab-
lished in several cancers. Recent studies indicated that granulocyte-monocyte
stimulating factors might boost the abscopal effect of radiotherapy in selected malig-
nancies. In order to test if such parameters may be valuable in the treatment selection
for locally advanced rectal cancer patients, we have analyzed a subset of patients treated
in The M. Sklodowska-Curie Memorial Cancer Center and Institute of Oncology
(Warsaw, Poland) within Polish-2 study. This study was designed to test if short-course
irradiation (5x5 Gy) combined with chemotherapy afterwards can boost the pathologic
response rates (pCR) versus conventional chemoradiation in advanced rectal cancer
patients (cT4 or bulky cT3 tumors). The primary endpoint was negative with similar
pCR and disease-free survival. Surprisingly, the overall survival of patients treated with
short-course irradiation was improved. The hypothesis of an immune-related phenom-
enon was raised, but this was not confirmed until now.

Methods: The cohort of 166 patients randomized to either 5x5 Gy radiotherapy com-
bined with 3 cycles of chemotherapy or chemoradiation treated at the Maria
Sklodowska-Curie Memorial Cancer Center was identified. The blood morphology
parameters from the day of treatment allocation were derived from medical records.
The parameters included in the model were calculated according standard formulas
(NLR – neutrocyte-to-lymphocyte ratio, LMR – lymphocyte-to-monocyte ratio, PLR –
platelet-to-lymphocyte ratio, dNLR¼ ANC/(WBC-ANC); where ANC¼ neutrocyte
count, WBC¼ lymphocyte count). Various cut-offs were tested in this exploratory ana-
lysis according to the literature data. Prognostic and predictive value for particular par-
ameters was assessed with log rank test.

Results: All tested parameters were highly prognostic for patients with locally advanced
rectal cancer. The optimized cut off values for improved prognosis were: NLR< 3,
dNLR< 2.5, PLR< 200 and LMR> 2.6. Notable, the patients with LMR> 2.6
(n¼ 102) had improved prognosis when treated with short-course irradiation

abstract Annals of Oncology

124 | Posters Volume 28 | Supplement 3 | 2017
Downloaded from https://academic.oup.com/annonc/article-abstract/28/suppl_3/mdx261.351/3893993
by guest
on 28 July 2018


