
survey of common miRNA SNPs and their surrounding regions and
evaluated associations between four SNPs in pre-miRNAs and non-small
cell lung cancer (NSCLC) survival. We found that rs11614913 in hsa-mir-
196a2 was significantly associated with NSCLC survival in the recessive
genetic model in both 556 test set patients and 107 validation set patients.
Stepwise Cox proportional hazard regression analysis showed that
rs11614913 variant homozygote CC was a significantly unfavorable
prognostic factor of NSCLC [Hazard ratio (HR) =1.76, 95% CI=1.34-2.33)].
In the genotype-phenotype correlation analysis using 23 lung cancer tissue
samples, rs11614913 CC was associated with a significantly increased
mature hsa-mir-196a expression in a recessive model (P = 0.037) but not
the precursors, suggesting an enhanced processing of pre-hsa-mir-196a to
its mature form. Furthermore, in vitro binding assays revealed that
rs11614913 variant can affect target mRNA binging to its mature hsa-mir-
196a2-3p. Therefore, rs11614913 in hsa-mir-196a2 may be an
independent prognostic biomarker for NSCLC. Further characterization of
miRNA SNPs may open new avenues for cancer biological studies and
therapeutic interventions.

5-PP
Effects of IL-10 and IL-6 Gene Polymorphisms and Atomic-bomb
Radiation Exposure on Gastric Cancer Risk

T. Hayashi1, Y. Morishita1, H. Nagamura1, M. Maki1, K. Imai1, K. Yoshida1,
Y. Kusunoki1, I. Hayashi2, E. Tahara3, Nakachi1
1Department of Radiobiology/Molecular Epidemiology, Radiation Effects
Research Foundation, Hiroshima, Japan; 2Hiroshima University Faculty of
Dentistry, Hiroshima, Japan; 3Hiroshima Cancer Seminar Foundation,
Hiroshima, Japan

Results of epidemiological studies conducted since the establishment of
the Atomic Bomb Casualty Commission-Radiation Effects Research
Foundation (ABCC-RERF) in 1947 have clearly demonstrated several
important long-term effects of atomic-bomb (A-bomb) radiation in humans,
including radiation dose-dependent increases in the incidence of, and
mortality due to, malignant tumors. Our immunology studies implied that
radiation exposure greatly affected host immune systems of A-bomb
survivors, further providing the possibility that altered immune response in
this population, specifically inflammatory response and immunological host
defense, might be involved in the development of various cancers. In fact,
we have reported that the advancement of persistent inflammation with
increased age was further accelerated among people exposed to A-bomb
radiation (Hayashi et al., Am J Med., 2005). In this study, we examined
relationship between gastric cancer risk and radiation dose based on
inflammation-related IL-10 and IL-6 gene polymorphisms, in a case-control
study of 181 cases and 1,576 controls within a subcohort of the RERF Adult
Health Study. Written informed consent was obtained from all subjects. This
study was approved by the RERF Ethical Committee for Genome
Research. We identified a single haplotype block indicated by four htSNPs
(generating two major alleles, IL10-ATTA and IL10-GGCG). We found that
risk of gastric cancer varied significantly by IL-10 haplotype both in non-
exposed and exposed individuals (P<0.001), and that risk-enhancing
effects of radiation were evident in all the haplotypes. In addition,
association between IL-10 haplotypes, radiation exposure, and plasma IL-
10 levels was examined. As a result, we found that plasma IL-10 levels
increased by both IL-10 haplotype (IL10-GGCG/IL10-GGCG > other
haplotypes) and increased radiation dose, suggesting the potential for use
of plasma IL-10 as a surrogate biomarker of gastric cancer risk among
populations exposed to radiation. We also found association between IL-6
genotypes and risk of gastric cancer, and interaction between IL-6
genotypes and radiation dose with gastric cancer risk. We have observed
that the aging-associated attenuation of immunological capacity was further
accelerated among A-bomb survivors in a radiation dose-dependent
manner and that increased mutability found in A-bomb survivors exposed
to high radiation dose was associated with increased cancer incidence in a
follow-up study. Our present results included significant associations
between IL-10 haplotypes or IL-6 genotypes and gastric cancer risks in A-
bomb survivors. Our findings proposed the possibility that aging effects on
relationship between radiation and cancer risks were modulated by genetic
factors of individuals.

6-PP
A case-control study on the effect of p53 and p73 polymorphisms on
gastric cancer risk and progression in an Italian population

E. De Feo1, R. Persiani2, A. La Greca2, R. Amore1, D. Arzani1, S. Rausei2,
D. D’Ugo2, P. Gallì1, G. Ricciardi1, S. Boccia 1

1Institute of Hygiene, 2Department of Surgery, Università Cattolica del
Sacro Cuore, Rome, Italy

Background. We investigated the distribution and the potential gene-gene
and gene-environment interaction of selected polymorphisms in p53 and

p73 genes in relation to gastric adenocarcinoma risk and progression in an
Italian population.

Methods. One hundred and fifteen cases and 295 hospital controls were
genotyped for p53 polymorphisms on exon4 (Arg72Pro), intron 3 and 6,
and p73 G4C14-to-A4T14. Modification of the effect measures on gastric
cancer by age, gender, alcohol, smoking and familiarity for cancer was
tested through homogeneity tests across strata estimates from logistic
regression analysis.

Results. For the first time an increased risk of gastric cancer was found
to be associated with the inheritance of p73 homozygous variant genotype
among the intestinal histotype (OR = 6.75, 95%CI: 1.88–24.24). An effect
modification of p73 variant allele by gender was observed [OR = 2.82
(95%CI: 1.24–6.40) among females, versus an OR of 0.70 (95%CI: 0.32-
1.54) among males; p-value for homogeneity among strata estimates =
0.03]. No differences were observed for the genotype and haplotype
distributions of p53 exon 4, intron 3 and 6 among cases and controls. The
gene-gene interaction analyses demonstrated that individuals with
combined p53 exon 4 and intron 6 unfavourable variants are borderline
significantly protected from gastric cancer risk (OR=0.52, 95%CI: 0.26-
1.07; p-value for interaction = 0.005), which was confirmed by the
haplotype analysis. Survival analysis did not show any association between
each polymorphism on the overall survival, however when the analysis was
restricted to the intestinal gastric cancer histotype, a poorer survival
resulted among carriers of the variant allele of p53 intron 6.

Conclusion: This study shows that p73 G4C14-to-A4T14 polymorphism
might be a risk factor for gastric cancer, as reported from other studies on
Caucasians about different tumour sites. Also, the combined inheritance of
the unfavourable variants of p53 exon 4 and intron 6 might be protective
against gastric cancer, as reported for breast and lung cancer. Larger
studies are required to confirm our results.

7-PP
Circulating vitamin d concentration, vitamin d receptor
polymorphisms and the risk of colorectal cancer: results from the
European Prospective Investigation into Cancer and Nutrition (EPIC)

M. Jenab1, P. Ferrari1, J. McKay1, N. Slimani1, S. Rinaldi1, T. Norat1,
H.B Bueno-de-Mesquita1, F.J.B. van Duijinhoven1, P. Boffetta1, P. Autier1,
E. Riboli1, on behalf of the EPIC Study1

1Lifestyle, Environment and Cancer Group, International Agency for
Research on Cancer (IARC), Lyon, France

Vitamin D can be obtained either from the diet or primarily via endogenous
production from sunlight exposure. It is vital to calcium homeostasis and
has been suggested to have a role in the control of cell cycle kinetics.
Results from cell culture and animal studies suggest that vitamin D may
play a role in colorectal cancer (CRC) prevention. However, epidemiologic
data considering the role of vitamin D are inconsistent and previous
consideration of this hypotheses has not sufficiently focused on the
potential interaction of vitamin D with (i) calcium, (ii) polymorphisms of
important genes involved in their metabolism, i.e. vitamin D receptor (VDR;
modulates intra-cellular vitamin D activity), calcium sensing receptor
(CaSR; detects changes in extra-cellular calcium concentration) and (iii)
parathyroid hormone (PTH; a calciotropic hormone).

In order to address these points, a detailed nested case-control study was
conducted based on the ongoing European Prospective Investigation into
Cancer and Nutrition (EPIC), a large cohort of over 520,000 subjects from
10 European countries. In total, 1248 CRC cases (number of colon cancer
cases=785; number of rectal cancer cases=463) were identified and
matched to 1248 control subjects by age, gender, study centre, follow-up
time, time of the day and fasting status at the time of blood donation. Serum
vitamin D (25OHD) and PTH concentrations were measured using enzyme
immunoassay methods. Genotyping for the VDR (BsmI: rs1544410; FokI:
rs2228570) and CaSR (rs1801725) genes was performed by Taqman®
methodology. Conditional logistic regression models (adjusted for body
mass index, total energy intake, smoking status/duration/intensity, physical
activity, level of schooling, as well as level of consumption of fruits,
vegetables and meats) were used to estimate relative cancer risks.

Compared to a serum 25OHD concentration of 50.0-75.0 nmol/L, a lower
level of a 25OHD concentration (25.0-49.9 nmol/L) was associated with a
statistically significant increase in CRC risk (OR=1.25, 95%CI=1.02-1.53),
whereas higher concentrations were associated with a decreased risk of
CRC (75.0-99.9 nmol/L: OR=0.85, 95%CI=0.66-1.08; ≥100.0 nmol/L:
OR=0.75, 95%CI=0.55-1.04). The cancer risk associations appeared to be
stronger in the colon than in the rectum. A statistically significant interaction
was observed between serum 25OHD concentration and dietary calcium
intake (pinteraction=0.05), with reduced levels of both nutrients resulting in
an increased CRC risk. Dietary vitamin D and serum PTH were not
associated with disease risk in this study. Compared to the wild type, the
BB genotype of BsmI was associated with a significantly reduced CRC risk
(OR=0.76, 95%CI=0.59-0.98). The FOK1 and CaSR genotypes were not
associated with disease risk in this study.
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These results from a pan European population confirm a role of vitamin
D status and BSMI genotype in CRC risk.
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Retrospective analysis of Oral Carcinoma cases in Baghdad
specialist centre – Iraq using ICD – O during the period 2000- 2006

K.A. Hassan1, L.M. Al - Azzawi1, R. H. Al - Jubori1
1Department of Oral Pathology, College of Dentistry, University of
Baghdad, Iraq

Oral cancer is a common neoplasm worldwide, particularly in the
developing countries; oral cancer is a condition that involves an abnormal
tissue growth in the oral tissue. It may arise as a primary lesion originating
in any of the oral tissues, by metastasis from a distant site of origin, or by
extension from neighboring anatomic structures. Oral cancer may originate
in any of tissues of the mouth, and may be of various histologic types:
adenocarcinoma derived from a major or minor salivary gland. The most
common oral cancer is squamous cell carcinoma (SCC). The aim of this
study is to achieve an epidemiological study of oral squamous cell
carcinoma and salivary gland tumors in Iraqi patients during the period
(1999-2006) and perform a clinical and pathological analysis of selected
tumors in accordance with patient’s informations (age, sex, occupation,
address, cancer family history, and smoking habit) and tumor’s
informations. Finally, to direct the attention for application of ICD-10 in the
case report of oral squamous cell carcinoma and salivary gland tumors
according to topography and morphology of selected tumors.

The present work is retrospective descriptive study that includes a review
for reported cases of oral carcinoma cases in 5 centers in Baghdad, 4
centers from (2000-2006) and one center (The Nuclear Medicine and
Radiation Hospital) from (1999-2006). The materials were obtained from
filling systems in 5 centers in Baghdad, to them most provinces reports
were sent and registered. The oral site distribution and histopathological
finding of oral carcinoma were reported and categorized according to ICD
code 10 as recommended by International Classification of Disease for
Oncology (ICD-10, 1992).

In this study males were affected more than females with male to female
ratio 1.2:1. with the peak onset of oral carcinoma in age between 40-64
years (476, 54.3%).

Increase incidence of oral carcinoma in Baghdad in the year 2000, with
more than half of patients was residence in Baghdad (381 cases, 55%).

The most occupation for females was housewife (260 cases, 39.6%) and
for male /females was clerical (201 cases, 30.6%).

Tongue was the most commonly affected site by (242 cases, 27.6%).
Male was affected more than female.

The salivary gland was the second most affected site (150 cases, 17.1%),
also male affected more than female, while buccal mucosa of cheek third
most affected site by oral carcinoma in this study and males (75 cases,
15.7%) affected more than females (54 cases, 13.6%). Moreover female
was affected more by gum and palatal cases in this study (57 cases, 14.3%
for the gum and 37 cases, 9.3% for the palate).

Oral cavity (unspecified site) cases represent the less percentage (2
cases, 0.2%).

The vast majority of histopathological report in this study was squamous
cell carcinoma –NOS (595 cases, 67.8%).

According to (ICD-O) classification, little number of cases was lack
information about the precise location of tumor.

2-POS
Pre-pregnancy weight, rate of gestational weight gain and risk of
infant leukemia

C.K. Blair1, A.M. Linabery1, L.E. Eberly2, M.K. Georgieff1, J.A. Ross1

1Department of Pediatrics, University of Minnesota, Minneapolis, USA;
2Division of Biostatistics, School of Public Health, University of Minnesota,
Minneapolis, USA

High birth weight (HBW) is associated with an increased risk of younger
age childhood leukemia. Few studies have examined the key predictors of
HBW, including high pre-pregnancy weight for height and increased
gestational weight gain. Infant leukemia (diagnosed <1 year of age) is
thought to arise in utero and is characterized by a preponderance of
rearrangements involving the MLL gene (MLL+) at chromosome band
11q23. We evaluated the association between pre-pregnancy weight, rate

of gestational weight gain, and risk of infant leukemia in a case-control
study using data abstracted from prenatal medical records and telephone
interviews. Analyses consisted of 204 incident cases (127 acute
lymphoblastic leukemia (ALL) (74 MLL+), 77 acute myeloid leukemia (AML)
(24 MLL+)) and 195 controls. First a general linear mixed-effects model
was used to fit a 3-piece linear spline for weight gain during pregnancy,
allowing the rate of gain to change during each trimester. The resulting
person-specific intercepts (representing pre-pregnancy weight) and slopes
(representing the rates of weight gain) for 3 time periods during pregnancy
(corresponding to weeks 0-16.6, 16.7-30.0, and 30.1-end of pregnancy)
were then used as predictors in multivariate unconditional logistic
regression analysis (adjusted for maternal height and race, and gestational
length) to evaluate their association with leukemia. Overall, there was a
statistically significant 49% increased risk of infant leukemia among women
who had a high pre-pregnancy weight (e.g., 78.0 kg) and who had a greater
rate of weight gain during pregnancy (2nd,3rd periods: e.g., 0.68, 0.91
kgs/week) compared to women of average pre-pregnancy weight (e.g.,
67.1 kg) with average rate of weight gain (e.g., 0.54, 0.68 kgs/week,
respectively). This synergistic interaction was most apparent during the
second time period of pregnancy for AML (OR=1.96, 95% CI:1.24-3.12)
and for MLL- (OR=1.68, 95% CI:1.05-2.69). However, the interaction was
strongest during the third period for ALL (OR=1.35, 95% CI: 0.99-1.84) and
MLL+ (OR=1.49, 95% CI 1.06-2.07). These analyses suggest that maternal
weight prior to pregnancy as well as the rate and timing of pregnancy
weight gain may be involved in the etiology of infant leukemia. Given the
divergent associations with weight gain and MLL positivity, these data
emphasize the need for further investigations to pinpoint the timing of
leukemogenesis.

3-POS
Creating an automated system for the calculation of exposure to
dietary compounds within NewGeneris; a European molecular
epidemiology project

S.J. Hepworth1, T.J. Fleming1, N. Polychronaki2, S. de Breda3, T. de Kok3,
V.J. Burley1, P.A. McKinney1, S. Kyrtopoulos2, J. Kleinjans3, C.P. Wild1

1Leeds Institute for Genetics, Health and Therapeutics, University of
Leeds, Leeds, UK; 2National Hellenic Research Institute, Athens, Greece;
3University of Maastricht, Maastricht, The Netherlands

The Newborns and Genotoxic Exposure Risk (NewGeneris) study is an
integrated European project investigating exposure to dietary contaminants
during prenatal life and subsequent childhood cancers and immune
disorders. Measurement of exposure and early effect biomarkers is being
carried out, alongside Food Frequency Questionnaires (FFQ) collected
during pregnancy. To allow future investigation of whether dietary factors
influence biomarker measurements in maternal and cord blood, intake
values for chemicals of interest (including acrylamide and heterocyclic
amines) are required.

A relational database system was created to calculate maternal exposure
to each chemical from FFQ data. Concentrations were assigned and
loaded into the database system. Questionnaire items were then assigned
to food groups for each chemical. FFQ consumption data (in grams
consumed per day) are then entered and combined with the concentration
data to calculate an estimated exposure level on an individual basis.
Individuals can then be assigned to quantiles of exposure for any chemical.
The system supports multiple scenarios so that worst-case and
conservative estimates of chemical levels in food items can be applied, or
sensitivity analyses carried out. Furthermore, the system supports
adjusting the concentration level of the chemical by cooking method for
questionnaire designs which include relevant questions.

Data from a 217-item FFQ was available for 35,372 women participating
in the UK Women’s Cohort Study1. Results showed an average calculated
acrylamide intake of 0.4 µg/kg per day with coffee providing the largest
contribution to intake as reported in previous studies2. Similar plausible
values were found for the other chemicals. Calculation using the automated
indices allowed for values to be obtained quickly on a large number of
participants and for flexibility in the format of output.

The system allowed efficient calculation of exposure to dietary
compounds of interest within the NewGeneris study. The format of the
database will allow for the calculations using FFQ data from all participating
birth cohorts to investigate the relationship between dietary intake and
biomarker values.

1.Cade JE et al. The UK Women’s Cohort Study: comparison of
vegetarians, fish eaters and meat eaters. Public Health Nutr (2004) 7:871-
878.

2.Kütting B et al. The association between self-reported acrylamide
intake and hemoglobin adducts as biomarkers of exposure. Cancer Causes
Control. (2007); [Epub].
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