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IDENTIFICATION OF
PROGNOSTICALLY RELEVANT
SUBSETS OF COLORECTAL
CARCINOMAS BASED ON
CLUSTERING AMALYSIS OF
PATHOLOGIC AND MOLECULAR

DATA
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During the last decade, research about colorectal
cancer (CRC) classification assessed a wide range of
potential prognostic biomarkers but ignored the robust
clinical significance of pathologic predictors. In this
study, unsupervised hierarchical clustering analysis
was used to investigate the possibility of identifying
prognostically relevant groups of CRCs by integrating
soth pathologic and molecular factors.Unsupervised
hierarchical clustering analysis was done by using 17
markers of putative prognostic significance in 129
CRCs and survival analysis was done by Kaplan-Meier
method.Three prognosticaily relevant subsets of CRCs
were identitiad by clustering analysis (p=0.0006). The
efficacy of the individual clustering predictors was
evaluated by X2 test or Fisher’s exact test. We found
that the following markers showed significant
differences between the three groups: tumor location,
nistologic type, grade, pT stage, macroscopic growth,
invasive tumor pattern, neurcinvasion, angioinvasion,
lymphoinvasion, presence of fibrosis, lymphoid
Infiltrate, MSI and Sq, 17p, 18g LOH status, BRAF
mutation ana MGMT  mechviation siacus.Our study
suggests that unsupervised hierarchical clustering
analysis of pathologic and molecular data identifies
three prognostically rzlevant subsets of CRCs and that
a more accurate classification of CRCs should combine
pathologic and molecular predictors in order to
improve our understanding of the disease and the
selectior: of optimal therapy.
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2xXpressien  of 2NZYmes  respensible for <
.1‘ccumulati0n in EOC cells. Methods, Human "-'CH“ ”
lines: OVCAR3, IGROVI, SKOV3, CagA 1. EONT: cal
from normal ovary surface epithelium (OSE) md
tumoral, immortalized cel| variants (IOSF’ khT
Enzymatic activities were measured by LI.;}11O M
based assays at 9.47 and 16.4T. Microarray-ba
gene  exprassion analysis was performed  ysin,
C\Tryrr!etrnx .HG—U133PIusZ platform on 20C and EONT
rocusmg on expression of genes involved in cholin:
metabolism. Results, In the Kennedy pathway 3
average 20-iold increase was found in th‘e activity
choline kinase (chok) in EOC vs. EONT cells n cataholic
pathways, the activity of PC-specific phosnho-!ipl";se c
{PC-plc) strikingly increased (Up to 17x). The ar_n‘v‘itv' (kj
phosplholipase D (pld) and giycerophosphocho!ihé—
phosphodiesterase (GPC-pd) only increased 2-4x in
some (but not all) EOC calls. Genomic analy: ,
enzymes of the Kennedy pathway showed: 10x choka
upregulation in cancer calls, associarad with practicalf /
unaltered  chokg expression:  30% decrease -
cytidylyitransterase CCTla and a 33% incre: ¢ )
CCT1R and 40% increase in cholineghosp
CPT1. The overal| axpression of pld
dacreased hy zbourt 20%. Real-time
perormed on genes involved in choline metaboli
~.jalidate the microarray data resuits. Regarding
rer which no gencmic informaticn is 1.:3 Yar a
MRS analyses confirmed irs role in modulating
PCho profile in cells axposed to PC-pic inhil
Conciusiens, Major centributions L
accumulation in ECC cells are identified in
regulation/activation of choko and increase n
activity. Emerging Knowledge on
genemic/biochemical ragulation of PC-cycle ¢
may open novei ways to targeted antican/cer the
in EOC.
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CLAUDIN JMMUNGHISTOCHE
EXPRESSIOM PATTERN IS SPE
FOR SOLID-PSEUDOPAPILLARY
TUMOR AND PANCREATIC
ENDOCRINE TUMOR
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