UNANEDd
SWalasINIg RSA5480003
#alasems MIANHUULULNUNILEAIBANTEY MIRNAS LAZLEUN NN IEIRY I
Tutras I lusuan aduaInzisIv aﬁwﬁLﬁaﬂa%TwLaqaLﬂ']ﬁu’] alnailu
AIINW

v A o ¥ & A a

Fownvguazanl TIAIRAINNTY LANENAII A7.TUNIN Tg"’)%(il@if

o

o

a 6

mﬂ%ﬂ’“mmn“ﬁﬁamu AULNNYFRATFITITWEILIR

q

ANIINYIFBURAAR
E-mail address cthuwaijit@yahoo.com, chanitra.thu@mahidol.ac.th
szgza1lasanis ﬁqmau 2553 — WO NAY 2557 (mmm’Jmﬁoﬁqmﬂu 2558)

mﬁ\wiaﬁwﬁtﬂﬂsﬂﬁtﬂuﬁ@mmamsmqmﬁéwﬁzymaaﬂizmmvl,m lasanwizlu
nimamitauazaziueaniidesnilevesdszineg u215siustaslatrmndanuaansalung
PP ERRHES msﬁﬂmﬁfu”ﬂLﬁamimaqa'ﬁ'ma‘lumﬁﬁaﬁma:wmmrﬁiﬂﬁuﬂuéoﬁ'ﬁmm
Fudulumswamimsine nsdnsduduunuinueasas WIUTURNES N TRAIUI 284
vuiSmanesiia ﬁﬂﬁumﬁ@ﬁ'%gaLﬂﬂmsﬁ“ﬂmvl,ﬂﬁnavl,ﬂﬁﬁ@ﬂnﬁlumaﬁmﬁaLL@iLﬁ‘masha
WWenanaliiiedne ﬂm:;ﬁﬁ‘i’ﬂ"l,@i”ﬁmﬂmfiav[;imuf:d’]Leﬁaa“lWImuma@“Lumﬁmaﬁﬁﬁ
sanTandIEIndnnimisnihmaiamnvsnasduniold msnslulassmsilfaundgmn
’5’1Lsnaa“lvﬂmumam"[umlﬁwiaﬁwﬁﬁm’mﬁﬂﬂnﬁmaamsmqummamaanmaﬁu laun
nalnmsmugulaslulaseriiauie namsanwnuImadinlusuaaduean ldaniitalde
wsSvioihafuuuununnssielelasensidue AuandsnnaasWlusuamasing nsfiugn
szaunIasvadlulasofidualudlatnsaas lusuaaanuinlulasesidue 158 uas
148a dnsaieanasetnafiisimdmsunusiulsinmmssefiisduseddsiuihnansves
lalasarsiduieasnan loun PAI-2 uaz VEGFA (st lulasansiduie 15a) waz WNT10B
@Ewivlulasonsidulae 148a) wamsdnulunasanaaaslusdumwuin PAI2 uaz WNT10B
mmmmﬁmﬁﬂmigﬂﬂmaaL%&&TM:L%G"L@T daAnlulasarsiiwe 15a uar 148a winlulu
Load M lusuaaaUaINsiTInLIszaumIa e lYsawihwany  PAI2 Uaz WNT10B aaad
asaliinindy gisuidenlulasensidue 1sa lumsdnwiFednnazaansaauqulysiud
Adoaruuzseldunnin 1 vie nsdnslwidadousSmuinszaullsdin PA-2 uaz
VEGFA fisdiuninlwitoifiotnd ﬂa%eamﬁm”rymaamsmuqumsa%”wamimﬂmaa‘"[vﬂmu
maslaglulasonfidue  lumandisinmsuninszansvasimasuzis sﬁammsaﬂanmﬂ%
na"l,ﬂ@”anamLﬂmﬂmmtl‘lumsﬁ'@ummﬁﬂm;‘Tﬂ’;tlml,%wiaf:’]ﬁ@ia"lﬂ
ddan: wnSionnd, wadlWlusuaad, lulasensiduie, PAI2, VEGFA, Whnunoms

STalta

RSA5480003 Page 4



ABSTRACT

Project Code : RSA5480003

Project Title : Study of microRNA profiling and oncogenic signal pathway in
cholangiocarcinoma-associated fibroblasts to identify molecules as
novel therapeutic targets

Investigator : Associate Professor Dr. Chanitra Thuwaijit M.D.
Department of Immunology, Faculty of Medicine Siriraj Hospital
Mahidol University

E-mail Address : cthuwaijit@yahoo.com, chanitra.thu@mahidol.ac.th

Project Period : June 2008 - May 2014 (extended to June 2015)

Cholangiocarcinoma (CCA) is a health problem in Thai peoples habited in the
Northern and Northeastern parts of the country. Regarding its character of slow growth,
diagnostic difficulty but rapid metastasis, finding of molecules to help diagnosis, predict
prognosis and treatment is of great challenge. Since the impact of cancer-associated
fibroblasts in cancer progression, targeting only abnormalities in cancer cells seem to be not
enough to overcome cancer. Our group has recently revealed the effect of CCA-associated
fibroblasts in induction of cancer progression as the result of the aberrant gene expression-
mediated production of tumorigenic proteins. We hypothesized that miRNAs are the major
regulators of these tumorigenic protein productions in CCA-associated fibroblasts. Herein, we
aimed to investigate the difference of miRNA profiling between CCA-associated fibroblasts
and normal fibroblasts. Validation by real time PCR revealed the significant down-regulation
of miR-15a and miR-148a in CCFs corresponded to the increased levels of PAI-2 and
VEGFA (miR-15a-targeted proteins) and WNT10B (miR-148a-targeted protein). The
recombinant of both PAI-2 and WNT10B exhibited the induction of CCA cell invasion and
migration. After transfection of miR-mimic of either miR-15a or miR-148a in CCFs, the levels
of PAI-2 and WNT10B were reduced. As the ability to control both VEGFA and PAI-2 which
involve in cancer progression, miR-15a was selected to explore. The data from CCA tissues
confirmed the increasing levels of VEGFA and PAI-2 more than benign liver tissues. Taken
all, this study highlight the importance of fibroblast-derived substances controlled their
productions by miRNAs to induce CCA aggressiveness. This is to encourange the clinical
application to use miRNA, its targeted proteins and probably activated mechanism in cancer

cells as the therapeutic targets for the treatment of CCA patients in the future.
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