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Poster Session 1: Tuesday, June 18

1“1 ? Differential genetic influen ces of comman variants on the TG/
HOLC ratia pcconding to Sasang conptitutional typaes

a0 ngwon Chis Hyunjoo Yi and Jong eol Kim
KM Health Technology Research Group, Korea Institwie of Oriental Medicine (I08),
Daejieien, 305-81 1, Repuiblic of Konmea

The ratie ol triglyeerides te HDL chalestensd (TGHOLD) predics the sisk of
cardiovascoular dizsase (C¥DL In Sasang constitutional medicine (Konean traditional
Tailonsd medicine], one constitutional type characierized by irsulin resistance,
hypertension, diabetes mellitus, and metabolic syndrome represents the risk for
V0

In this study, we almed to investigate the commaon genetic vanants influencing the
TGHDLE ratia in Kareans and to estimate whether the genetic influences. diffened
according to Sasang constiutional types.

Tharelare, we performed a genome-wide asodation siudy (GWAS) in Konean
cohorts {n = 5 781} and in tertiles of the probabiity walues for discriminating the:
conditulional fypes with CUVD riski.

Im b GWAS, we fownd sewveral variants near the apodpaprodein 4-V gene,
represeriting strong associations with the TGQMHDLE matio (p< 167100 In a top
bertile n'E.lEnl]ng thi cordtitutional type with kigh OVD risks, & variamt near the
e guoth factor gene showed a significant signal (B < 10%)-—the signal was
higher than that shown by the apalipepraban -V varanl Interestingly, the above
Twa genes ane related with CVD risis. On the other hand, the TGAHDLE ratho was
significantly associsved with & vardant near the 5-fyclosyrpdomine (Teoiomin]
secepror 54 gene (p < 107, previously lnoen i affect TG levels, in the botiom tertile
presenting the comtitational fype with low CVD risks,

These results showed that the vadants associabed with the TGHDLE mtio, &
redictor of CVDL were diffensnt soconding 16 Sidang constituliong types, which alse
have different risks for VL We planned 1o replicabe the association with another
Konesn popalation (n > 2000) 1o carfirm the asseciaions fiom the GAAS analysis,

This work wars. supporbed by the Mational Research Foundation ol Komea [MRF) Grant
funded by the Konsa government (MEST] (no. 201 20009001 [2006-2005173)).

1“19 A mabs-specific and tumor suppressor like IncRMA in human
hepatacellular carcinama

Shit-¥a Hung'? and Jan-Gewth Chang'™
"Epigenome Aesearch Center, China Medical University Hospital, Taichung
A7, Talwian

Yraduate Institute of Integrated Medicing, College of Chinese Medicing, China
Pmadical Univessity, Talchumg du08 F, Taiwan,

Hegatace!lular carcinoma (HOC) is the fifth most common cancer and the thind
leading cause of cancer-related deaths worldwide. Chronle viral infection |s one
of tha most causes In the development of HCC. In recent vears, lang non-coding
AMAs {IncRMAS, = 200-bp) have been shown bo have critical regulatory roles in
cancer biadodgy, and several IncRblas have shown a rale in the develapment of
HEC, Here, we found an incRMAs-IncRNAA0, which was assoclated with Chnonls
hepatitis and gandarin 91 HCC patients. Our result showed that IncRNALD
significantly law epression in HOC tumahows eompared o paired nom-
rumarus tissues, suggesting its potential tumar suppressor-like role, Sequence
analysis demonstrated that IncRNA4D |ocates an 'Y chromosome and specific
expresses in human, Knodedown Incih Ad0 by using s5iANA enhanced HOC cells”
pealiferation and migration. Inaddition, we found IncRMASD direct interaction
with proteins of PRC2 complex, DMMT3a, G%, HIK27med by RIP assays These
results suggeating that IncRMALD is 3 male specfic and umor suppresson-

like IncRNA, The biclogical function of IncRMNAD is through regulating the
inflarmrration-nelated genes by recruiting histone modification factars whidh

Is related with eplgenetic regulation by histane methylation or chromosome
resmadeling.

1018  #roteomic Analysis of Proteins Responsibie for the Development
of Dozorubicin Rezistance in Human Uterine Cancer Cells

Hsiu=chuan Chouw', S2u-Ting Lin® and Hong-Lin Chan’

'Depantrrent af Applied Schence, National Hsinchu Unhversity of Education,
Hzinchu, Takwan

Anstitute of Bioinfsrrmatics and Structural Blolegy and Department of Medical
Sciences, National Tsing Hus University, Hsinchu, Taiwan

Dirwg resistance is a common cause of failure in cancer chemotherapy
treatrents. In this study, we used a paie of utesine sarcoma canoer lines, MES
5A, and the doscrubsicn-resistant MES-5A/D=S as a model systemn 1o exsmine
resistance-dependent cellular responses and 1o (dentify potential therapeutc
targets. We used two-dimensional differential gel electrophoresis (20-DIGE) and
matriz-assisted laser desorption lonization time-af-flight mass spectromstry
MWL DE-TORTOF MS5) to excamine the global protein expression dhanges imduced
by doanrubicin treatment and dosorulicn resistance, A protecmic study
revealed that doxorubicin-exposune altered the expression of B7 proteins in
MiES-£0 cells, while no significant response ocowred in similarly ereated MES-54/
D5 eells, associating these protens with drug spediic resistance, By contrast,
37 prateins showed differential expression between MES-5A and MES-5A/ DS,
inclicating baseline resdstance. Further siudies have used RMA interference,

ool viabiliry analysis, and analysis of apoptosis against asparagine synthetase
{ASNS] and membrane-assodated progestercne recepior componaent 1 jmPR}
proieins, to monitor and evaluate their potency on the formation of doworubicin
resistance. The protecmic approach allowed us te klentify numerous protelns,
including ASNS and mPR, involved in varous drug-resistance-forming
meschanisms Our results provide uselul diagnastic markers and theragautic
candidatos for the treatment of doxorubicinresistant uterine cancer,

This wark was supported by grant (NSC 101-23171-B-007-01 1) from the Mational
Science Council, Taiwan

1020  1n sesrch of novel eancer gene in microsataliite-stable APC-
matation negative familial colorectal cancer patients

Cheah MY, Thean LF', Wang YH', Koh PR, Chew MH' and Tang CL"
Departrment of Calarectal Surgery, Sngapone General Haspital, Singapore

S Swee Hock Schiool of Public Health, Natianal University of Singapone,
Simgapore

*Drue=rdLiE Graduste Medical Schood, Mational Liniversiny off Singapone
Colorectal cancer [CHC) & the most frequent cancer and the secomd leading
cause of cancer mortality in Singapoee, Thers are Two main autosoma
daminantly inherited CRC, farmilial adenomatous polyposis (FAF) and hereditary
non-polyposis colonectal cancer (HNPCC), The formen i caused mainly by
genmlirne mutathon in the adenomatous polyposs coli (4PCH gene and the |atter
by mismatch repair genes (MMR) charsctirized by microsatelite instability
(MSIL Ousr wbdity to exhaustively sereen for these genes have enabled us o
Identify familial CRC patients who are microsatellite-stable and APC-mutation
negative, suggesting that the underiying defect is in other genes although the
clinical manifestation Is siniiar 1o FAR We embaried on the search of new genes
in ane of these familles. We first determined whiether these patients inhesited
defects in other known tumor suppressars by the dirsdt sequencing techn gue.
Mo germbine mutations were found In the MutYH, BMERTA, PTEN and pST geniss,
Mewt, we performed a genomie-wide scrsen with Afgmetric SMP 6 array on

thee lymphocytic, and polyp DNA of two affected members of the famdly and
compared thelr genotypes with that of B8 ethnicity-matched healthy contrals.
Combined loss of heterarygosity, copy number and allelic-specific copy number
analysis uncovered 5 regions of delations comman to both Brathers (germling)
that were alio replicated when their polyp penotypes were companed to the
lymphacytic genotypes [somatic). Lang-rangs palymerase chain reaction
{PCR) enperiments confirmed the 32 kib baas on chromosome 1 9. Real-time PCR
asgays showed the loges of expression of the candidate cancer gend in the paly
companed to the mucoss,




