
P 001 Factors influencing late presentation for health care among men

Introduction: Late presentation for health care among patients with Cancer Esophagus
is a major problem in Uganda. Cancer of Esophagus is one of the curable cancers if
caught in its early stages. World Health Organization (2010) reports that esophageal
cancer is the second most common cancer among men and was responsible for over
25000 deaths in 2010, approximately 80% occurred in developing countries. It was pro-
jected that it will increase by 25% over the next 10 years if nothing is done like putting
prevention measures of adequate screening and treatment into place.

Methods: A recording tape was used to store all the discussions for flexibility. The
recorded material was first transcribed from local language then translated into
English. Different themes were identified and then coding was done to come up with
clear relations to the topic.

Results: The results were also presented to Hospice Africa Uganda and Mbarara
regional referral hospital management for proper planning. The 60% of the patient had
no transport neither finicial support to access or report at the health facilities. The 40%
of these patient had financial support but did not have time to visit the health workers.

Conclusion: In conclusion, the themes realized which contributed to the late presenta-
tion for health care, could be grouped under three main factors: Socio-economic fac-
tors, Health system factors and Patient and community factors. These factors are
interdependent. These need to be addressed by the responsible personnel in order to
realize a change for the better in the health seeking mannerisms of patients.
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Introduction: Mouse models of gastroesophageal junction (GEJ) cancer strive to reca-
pitulate the intratumoral heterogeneity and cellular crosstalk within patient tumors to
improve clinical translation. GEJ cancers remain to be a therapeutic challenge due to a
lack of reliable mouse model for preclinical drug testing.

Methods: A novel patient derived tumor orthotopic xenograft (PDOX) was established
from GEJ cancer via transabdominal surgical implantation in athymic and NSG-SCID
mice. Patient tumor was compared to subcutaneously implanted patient derived tumor
xenograft (PDX) and PDOX by H&E, IHC, and next generation sequencing (T200.1
panel). Drug efficacy studies of CDK9 inhibitors with and without radiotherapy are
being performed.

Results: Mechanical abrasion of mouse GEJ prior to surgical implantation of patient
derived tumor in situ promotes tumor engraftment. Complete PDOX engraftment was
observed with rapid intra and extra luminal tumor growth as evidenced by serial
Magnetic Resonance Imaging. Patient derived stroma co-engrafts with tumor cells in
GEJ-PDOX. PDOXs contain fibroblasts, immune and inflammatory cells, vascular and
lymphatic vessels. Stromal hallmarks of aggressive GEJs are recapitulated in GEJ-
PDOX mouse model. PDOXs demonstrates tumor invasion into vasculature. GEJ-
PDOXs is a clinically relevant model for metastases and immunological studies.

Conclusion: Murine models have been instrumental in advancing our understanding
of gastroesophageal cancers. However, these models have limited applications in tumor
microenvironment, immune oncology and metastatic studies. A GEJ-PDOX model
exhibits remarkable fidelity to human disease and captures the precise tissue microen-
vironment present within the local GEJ architecture facilitating it as a novel tool in
translating findings from such studies. This model can be applied to address impor-
tance of tumor microenvironment in metastatic and immunological studies, and to
develop novel therapeutic approaches for the treatment of GEJ cancer.
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Introduction: Gastric cancer is a heterogeneous disease with various molecular sub-
types. Signet ring cell carcinoma is characterized by a highly malignant phenotype of
gastric cancer with no known effective molecularly targeted therapies. The limited
knowledge of the molecular mechanisms underlying signet ring cell carcinoma hinders
the development of therapeutic strategies.

Methods: We performed a targeted sequencing panel focusing on 416 genes in 70 gas-
tric signet ring cell carcinoma (SRCC) tumor-normal pairs, for integrative genomic
analysis. This gene panel is composed of 416 cancer-related genes which can test a wide
range of genetic abnormalities including point mutations, fusions, insertions, deletions
and amplifications. Furthermore, this panel covers all currently available molecular-
targeted & chemotherapy drugs, and ongoing clinical trials.

Results: We identified previously well-known oncogenes and tumor suppressor genes
mutation, including chromatin remodeling genes CDH1 (17%), ARID1A (9%),
BRCA1 (6%), CHD4 (6%), SMARCA4 (4%), TP53 (27%) dysregulation, activation of
receptor tyrosine kinases genes ERBB3 (9%), PIK3CA (7%), PTEN (6%), MTOR (4%),
ERBB2 (4%), ERBB4 (3%), FGFR2 (3%), FGFR4 (3%), stem cell pathways genes
TGFBR2 (6%), APC (3%), and others. Meanwhile, we observed new significantly
mutated genes in SRCC. Specifically, gene PKHD1 (16%), MED12 (16%), STAG2
(10%), KDR (10%), ATRX (9%) were frequently mutated in SRCC tumor samples.
However, RHOA mutation was detected only in 4% tumor samples. For DNA copy
number profiling, genes including NOTCH1 (16%), FLT4 (9%), CCND1 (7%),
HNF1A (6%), CDKN2A (6%), CDKN2B (6%) and RECQL4 (6%), were frequently
altered in SRCC.

Conclusion: Our genomic landscape revealed SRCC was a distinct entity which harbor-
ing different mutational profile to other gastric cancers. Our results may provide poten-
tial target for genome-guided personalized therapy in SRCC.
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Introduction: Gastric cancer (GC) remains a major source of cancer morbidity and
mortality worldwide. The most commonly accepted histologic classification of this dis-
ease separates it into two main subtypes: intestinal (IGC) and diffuse (DGC). The cad-
herin family is a cell adhesion-related protein family largely implicated in
carcinogenesis of both histotypes, with the best-known member being E-cadherin. This
calcium-dependent transmembrane adhesion protein is encoded by CDH1 tumor sup-
pressor gene. While complete loss of E-cadherin is predominant in DGC, more subtle
factors can be involved in its modulation in IGC, in which some level of protein is often
retained. Such factors include miRNAs that play a role in gene expression dosage either
directly by interacting with the CDH1 transcript, or indirectly by acting on genes that
are part of its regulatory network. Aim of the study was to evaluate the levels of specific
miRNAs involved in the regulation of CDH1 expression in IGC.

Methods: Fresh-frozen paired normal and cancer tissue samples were obtained from 40
patients diagnosed with IGC. An in silico and literature based approach was performed
to determine the miRNAs most likely targeting CDH1 in GC. In case of an indirect
effect on CDH1, the direct miRNA targets were noted. Expression analysis was carried
out by using a custom-made RT pool containing primers for the miRNAs of interest
and the TaqMan microRNA RT Kit. This was followed by qPCR reactions in miRNA
custom-made 96-well plates and quantification by the 2-DCt method with RNU6 as a

Published by Oxford University Press on behalf of the European Society for Medical Oncology 2018.

Annals of Oncology 29 (Supplement 5): v1–v91, 2018

doi:10.1093/annonc/mdy151

POSTERS

http://www.oxfordjournals.org/


reference. CDH1 expression levels were quantified by two step reverse transcription
dPCR with GAPDH as an endogenous control.

Results: The combined in silico and literature-search based approach gave rise to a list
of 14 miRNAs possibly involved in the regulation of CDH1 expression in GC (miR-
506, miR-217, miR-199a, miR-153, miR-544a, miR-34c, miR-141, miR-429, miR-101,
miR-200a, miR-200b, miR-200c, miR-26b, miR-23a). Tumor and normal paired sam-
ples from 17 patients have been analyzed so far. At the end of the qPCR reactions, 8
miRNAs could be successfully quantified (miR-141, miR-429, miR-200a, miR-200b,
miR-200c, miR-101, miR-26b and miR-23a); among those miR-101 (p¼ 0.00236) and
miR-26b (p¼ 0.001623) were found to be significantly lower in tumors compared to
normal tissue, while miR-200c showed borderline significance (p¼ 0.05373). With
respect to CDH1, it was similarly found to be significantly less in tumor than normal
tissue (p¼ 0.01). Meanwhile, no significant correlations were found between miRNAs
and CDH1 expression levels.

Conclusion: Based on our preliminary results both miR-26 and miR-101 seem to con-
tribute to IGC carcinogenesis. To further investigate whether they act by perturbing E-
cadherin-mediated signaling and cell-cell adhesion we are planning to analyze a bigger
case series.
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Introduction: Gastric cancer is now the fourth most common malignancy worldwide,
and the second cause of mortality, with 738,000 deaths per year (10% of cancer deaths).
This tumour encompasses a heterogeneous collection of histologic, anatomic, epide-
miologic subtypes associated with a variety of known and unknown environmental and
genetic factors. Numerous receptors such as mesenchymal epithelial transition (MET)
receptor, epidermal growth factor receptor (EGFR), fibroblastic growth factor receptor
(FGFR) and human epidermal growth factor receptor 2 (HER 2) have been shown
potential to target specific pathways for tumour cell growth. Hence, more active search-
ing of novel targets in gastric cancer is essential. The anaplastic lymphoma kinase
(ALK) tyrosine kinase receptor has emerged recently as a potentially relevant biomarker
and therapeutic target. The EML4-alk translocation has been analyzed in other types of
cancer. The frequency of this translocation in gastric cancer has not been widely
evaluated.

Methods: This study is designed to obtain the frequency of the ALK translocation
obtained by positivity of the VentanaVR ALK (D5F5) CDx immunohistochemistry assay
in all patients with gastric adenocarcinoma. All patients with a gastric adenocarcinoma
diagnosed from 2010 to 2015 at Hospital San Juan de Dios were evaluated for biopsy
analysis. Epidemiologic data was obtained and various factors were analysed. Inclusion
criteria for the study included patients 18 years of age or older, diagnosis with a proven
biopsy of gastric adenocarcinoma, and sufficient tumor sample to perform the

ALK

translocation analysis using Ventana immunohistochemistry. Exclusion criteria
included non- sufficient biopsy sample and incomplete medical records. Ethical
Committee approval was obtained.

Results: A total of 485 gastric adenocarcinoma biopsy reports were obtained between
2010 and 2015 rom the Pathology Department at Hospital San Juan de Dios. Of these,
complete information and adequate biopsy samples were able to be obtained in 272
patients. The ALK positivity was obtained in 12 patients (4.4%). The median age of
diagnosis was 83.5 years old, and most likely to harbour a poorly differentiated tumor
(45.5%). Negative patients had a median age at diagnosis of 72.6% and 32% had a
poorly differentiated tumor. There was no difference in terms of gender (63% in both
groups were male) and tumor site (62% vs 64% had an antral tumor).

Conclusion: Our findings suggested that some patients with gastric adenocarcinoma
may harbour an ALK translocation diagnosed by the VentanaVR ALK (D5F5) CDx
Assay. Patients were more likely to be older than the general population with poorly dif-
ferentiated tumors. This finding could provide another potentially relevant biomarker
and therapeutic target in the management of gastric adenocarcinomas.
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treatment is the most effective method of treatment of gastric
cancer, however this method gives good results only at early stage of the disease. One
way to improve the results of a gastric cancer patient’s treatment is the strategy of per-
sonalization based on implication of gastric cancer molecular genetic markers.

Methods: The research was conducted in the Clinic of faculty surgery of N.N.
Burdenko of Sechenov University. The study period ran from 2006 through 2017.

Participants included 156 patients – 106 patients with gastric cancer (group of the
research) and 50 patients with cholelithiasis (control). All 106 patients with cancer of
the stomach underwent standard examination which included laboratory and instru-
mental (electrocardiography, external respiration function testing, ultrasonography of
abdominal organs, esophagogastroduodenoscopy, X-ray examination, multislice com-
puted tomography of organs of the thorax and abdominal cavity with intravenous con-
trasting) methods and consultations of profile experts. For the study, biopsies were
performed during esophagogastroduodenoscopy, and samples for histological and
cytological examination were taken. Samples of 53 patients received at biopsy were
examined on molecular genetic markers. All 50 patients from the cholelithiasis group
underwent preoperative examination including the esophagogastroduodenoscopy
with biopsy, and molecular genetic markers were analyzed. All 106 patients with gastric
cancer underwent surgical treatment: gastrectomy – 42 patients (40%) or resections –
64 patients (60%) with a lymph node dissection D1 – 9 patients (8%), D2 – 85 patients
(87%), D3 – 13 patients (12%). In all the cases tumor cells were found in the samples,
taken from a tumor. In all biopsy samples from edges of a resection tumor cells were
found to be absent, atrophic gastritis in combination with an intestinal metaplasia and/
or a dysplasia of various degree was found. Results of a postoperative histological
examination of the stages of neoplastic process showed the following: T1N0M0 – 16
(15%), T1N1M0-T2N0M0 – 20 (18,9%), T1N2M0-T3N0M0 – 26 (24,6%), T2N2M0-
T4N0M0 – 20 (18,9%), T3N2M0-T4N1M0 – 10 (9,4%%), T4N2M0-T4N2M1 – 14
(13,2%). High-grade differentiated adenocarcinoma was found in 16 cases (15%),
moderately differentiated adenocarcinoma – 34 (32%), low-grade differentiated
adenocarcinoma - 32 (30,2%), signet ring cell carcinoma – 22 (20,8%), undifferentiated
cancer – 2 (2%). Cholecystectomia was performed in all 50 patients from group of com-
parison. In all biopsy samples from patients with cholelithiasis tumor cells were found
to be absent, and atrophic gastritis without intestinal metaplasia and epithelial dyspla-
sia were found.

Results: The methylation of genes RASSF1A, MLH1, the expression of genes of MMP7,
hTERT, BIRC5 and telomerase activity in combination with other methods of examina-
tion can be used for diagnostics of gastric carcinoma at early stages (p< 0,01). High
level of CDH1, N33, DAPK methylation in morphologically normal tissue, boundary
with tumoral, indicates high probability of involvement of this tissue in pretumor
transformation (p< 0,01) that needs additional control for patients in the postopera-
tive period with the aim of early diagnostics of a recurrence of the disease. The samples
received endoscopically could be used for presurgical evaluation of gastric cancer
molecular genetic markers (p< 0,01).

Conclusion: In our research we showed the possibility of introducing a system of molecu-
lar markers in clinical practice. The methylation of genes RASSF1A, MLH1, the expression
of genes of MMP7, hTERT, BIRC5 and telomerase activity helps to improve diagnostics of
a gastric carcinoma and to concretize tactics of management with a patient.
As we continue our search for markers, it has to include evaluation of methylation genes
CDH1, N33, RUNX3 as recurrence disease predictors. Also, the search for predictors of
effective use of 5-fluorouracil and platinum based chemotherapeutic schemes continues.
By preliminary estimate definition of polymorphic options of a gene TYMS (R2/R3,
G>C, del 6 bp) and ��53 (Arg>Pro, ins 16 bp) is capable to influence individual choice
of chemotherapy regimen.
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Introduction: Perioperative FLOT (5FU/leucovorin, oxaliplatin, docetaxel) improved
all efficacy endpoints in resectable gastroesophageal adenocarcinoma (GOA), com-
pared to ECF/X. This analysis aims to assess the tolerability of patients of our institu-
tion, and to compare with the reported toxicity rates of the AIO-FLOT4 trial.

Methods: Clinical information was retrieved from patient notes and electronic files of
patients undergoing neoadjuvant FLOT (November 2017-February 2018). All reported
adverse events and hospital admissions were recorded and analysed. The analysis
focused only on the neoadjuvant component of treatment.

Results: Thirty-nine patients with resectable GOA commenced FLOT. Only 33 patients
that completed/discontinued their neoadjuvant course by the time of the analysis were
included. Demographics: males (n¼ 27, 82%), mean age 62 (range: 38-84). Tumour
location: gastric (n¼ 3, 9%), GOJ (n¼ 16, 49%), and lower oesophagus (n¼ 14, 42%).
Sixteen patients had node-positive disease (48.5%). Performance status (PS) prior to
treatment: 0 (n¼ 26, 78.8%) and 1 (n¼ 7, 21.2%). Twenty-two patients (67%) com-
pleted 4 cycles. Three patients (9%) discontinued treatment after 3 cycles, 4 (12%) after
2 cycles, and 4 (12%) after 1 cycle. Twenty-three patients (70%) had at least 1 hospital
admission during treatment, with mean duration 5.8 days (range 1-22). Commonest
reasons for admission were non-neutropenic fever/infection (n¼ 9, 27%) and diar-
rhoea (n¼ 6, 19%). Thirteen patients (39%) had at least one treatment deferral/delay.
Eight patients (24%) required dose reduction. Twenty-four patients (73%) had a drop
in PS compare to baseline. Weight loss>5% was observed in 11 patients (34%) during
treatment. All patients (100%) experienced grade 1/2 toxicities. Twenty patients (61%)
had at least one grade 3/4 toxicity. Commonest grade 3/4 toxicities: neutropenia
(n¼ 10, 30.3%), neutropenic sepsis (n¼ 3, 9%) diarrhoea (n¼ 4, 12.1%), fatigue
(n¼ 4, 12.1%) nausea/vomiting (n¼ 2, 6%) anorexia (n¼ 2, 6%), oral mucositis
(n¼ 1, 3%) anaemia (n¼ 1, 3%). Life threatening adverse events included one case of
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