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Results: The overall IRS-1 genotype distribution was comparable within
healthy women population, EC and BC patients. The frequency of the
rare Arg972 IRS-1 variant was not significantly increased in EC [0.05]
and BC [0.04] groups compared with healthy females [0.03]. LepR allele
frequencies did not show differences between EC and BC patients either.
It is interesting to mention, however, that in BC cases the frequency of
LepR Gln/Arg223 genotype was higher [0.63] and Gln/Gln223 genotype
lower [0.21] than in healthy females [0.49, p < 0.05] and [0.34, p < 0.05]
respectively. We demonstrated the tendency to more frequent Arg972
IRS-1 allele in individuals with glucose intolerance. LepR genotypes
distribution was not associated with glucose tolerance state or ROS-
inducing glucose effect.
Conclusion: An inclination of EC patients to higher than in BC incidence
of excessive weight and diabetes can not be explained by differences in
distribution of the studied polymorphic variants. Further investigations are
warranted, including the analysis of polymorphisms related simultaneously
to mitochondrial status and lipid and carbohydrate metabolism.
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Background: Despite recent improvements in diagnostic and therapeutic
technologies, prognosis of oral squamous cell carcinoma (OSCC) has
remained dismal, as more than 50% of patients die within 5 years. Cervical
lymph node metastasis (LNM) has been reported strong correlation
with poor prognosis. In this study, array-based comparative genomic
hybridization (CGH) with individual gene-level resolution has been carried
out to precisely identify biomarkers that reflect occurrence of cervical LNM
in OSCC patients.
Materials and Methods: A total of 54 patients with OSCC were included in
the present study. Surgical resection of tumors from all patients has been
done at the Hospital of Tokyo Dental College, Japan, between July 1999
and September 2006. Cervical LNM was confirmed by histopathological
examination of resected neck tissues. Informed consent to participate in
the study, which was approved by the Ethical Committees of Tokyo Dental
College and of National Institute of Radiological Sciences, Japan, was
obtained from each patient before surgical resection. Array-based CGH
(Agilent Human Genome 44B Microarray) was carried out using primary
tumor DNA from 10 each of OSCC patient with or without cervical LNM.
Real-time quantitative PCR (QPCR) of selected gene loci was carried out
to further investigate rest of samples.
Results: Gain at 11q13 region was the only chromosomal abnormality that
reached frequency of 30% exclusively in the cervical LNM present patient
group revealed by array-based CGH. Abnormality of individual genes
located in this region was further investigated using the rest of samples
by real-time QPCR. Two-tailed unpaired Student’s t-test was applied to
the analysis and it was revealed that CCND1 and FADD to be the two
most strongly associated genes to cervical LNM with p-values 0.0029 and
0.0032, respectively. Area under the receiver-operating characteristic curve
was then calculated to evaluate specificity and sensitivity as predictive
markers. FADD was revealed to have higher score of 0.80 than CCND1
with a score of 0.70. Cervical LNM-free survival plotted by Kaplan-Meier
method further confirmed superior distinguishment of patients by FADD (log
rank test p-value: 0.0044) than by CCND1 (log rank test p-value: 0.2580).
Conclusions: FADD in 11q13 was revealed to be the most reliable
predictive marker for the studied population. Further study with larger
patient number should be conducted to validate this result.
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Extensive hypermethylation and consecutive transcriptional silencing of
tumor suppressor genes have been documented in multiple types of tumors
including head and neck squamous cell carcinomas (HNSCCs). The aim
of this study was to determine the correlation between methylation status
of multiple tumor suppressor genes, p16(INK4A), p14(ARF), p15 (INK4B)
in a HNSCCs and paired serum DNA and clinicopathological parameters.
We, therefore, investigated CpG island methylation of p16(INK4A),

p14(ARF), p15 (INK4B) in a series of 50 pairs of primary HNSCCs
and on healthy tissue to assess specificity of aberrant methylation. The
samples were tested by methylation specific PCR (MSP) digested with
restriction enzymes that distinguish the two species and resolved using
gel electrophoresis. Gene expression was detected with real time RT-
PCR while presence of p16(INK4A) gene in serum was detected using
real-time PCR. Of the 50 HNSCCs examined, 34 (68%) tumors showed
aberrant methylation at least on one of the genes tested. Methylation
frequencies varied from 4% for p14(ARF), 50% for p16(INK4A), and 26%
for p15(INK4B). Twenty-one (42%) of these HNSCCs samples were HPV-
positive and 29 (58%) were HPV-negative. The frequency of methylation of
the promoters was significantly different between HPV-positive and HPV-
negative tumors (p = 0.029), being less frequent in HPV-positive HNSCCs.
In addition, there was concordance between DNA methylation in tumor and
paired serum DNA for p16(INK4A). Aberrant methylation of p16(INK4A),
is common gene silencing mechanism in HNSCC. However, aberrant
methylation of p15 (INK4B) appears to be important in the sample tested.
No association between p16(INK4A), p14(ARF), p15 (INK4B) methylation
and conventional clinicopathological factors was noted in this cohort. In
summary, we have identified a set of aberrant methylation signatures of
the 9p21 locus tumor suppressor genes CDKN2A/p14(ARF)/CDKN2B may
be useful as tumor markers for the early identification of HNSCC patients.
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Background: Glutathione S-transferases (GST) are presumed to play
an important role in cellular response to platinum drugs. Several GST
genes are subjected to common polymorphisms, which can influence
the outcome of anticancer chemotherapy. We evaluated prospectively the
polymorphisms in GST genes among women with ovarian cancer and
correlated the genetic data with efficacy and toxicity of cisplatin-based
chemotherapy.
Materials and Methods: 80 women with epithelial ovarian cancer entered
the study, 77 of them were available for efficacy and toxicity analysis.
Before treatment initiation, patient’s DNA was isolated from whole blood
and tested for deletion (GSTM1, GSTT1) and single nucleotide (GSTA1
(−69 C/T), GSTP1 (Ile105Val and Ala114Val) gene polymorphisms. GSTM1
and GSTT1 genotypes were determined by multiplex PCR; genotypes
for GSTA1 and GSTP1 were assessed with PCR-RFLP. Chemotherapy
consisted of cisplatin 100 mg/m2 and cyclophosphamide 600mg/m2 every
3 weeks for 6 cycles.
Results: GSTP1 Ile105Val polymorphism greatly affected treatment
outcome: women with Ile/Ile genotype enjoyed prolonged progression-free
survival (PFS) compared with carriers of Val allele (Ile/Val and Val/Val;
log rank test, p = 0.0026), 2-year PFS was 77% and 35%, respectively
(p < 0.05). Median overall survival was reached in neither group, but a
trend favored Ile/Ile carriers. Val/Val carriers appeared to have higher
rates of clinically significant ototoxicity: 3 of 7 (43%) compared with 18%
in women with other genotypes, although this association didn’t reach
statistical significance. Other polymorphisms didn’t seem to correlate with
any parameter of efficacy or toxicity.
Conclusion: Polymorphism of GSTP1 and possibly other genes may
emerge as important prognostic and predictive factor in ovarian cancer
chemotherapy. More studies are needed to define the role of pharmacoge-
nomic analysis in clinical practice.
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Objective: The objectives of this study is to investigate whether polysomal
RNA can induce tumor specific immunity to ovarian cancer cells.
Materials and Methods:We lysed the human ovarian cancer cell (SKOV3)
and fractionated into 16 samples by sucrose gradient. The heavier fractions
were considered as polysomal RNA which contained mRNA, ribosome
RNAs, and translating nascent polypeptides. To identify which type of RNA
has the strongest ability to induce cytocytic cells, we stimulated HLA-A2
positive healthy donor peripheral blood mononuclear cells (PBMC) with
autologous immature Dendritic cells (iDC) pulsed with 1 mg (/105 dendritic




