HETERTEBN

YRR E R

DFEEEEY T2

& 0 03-5712121 8 59725

E-mail : chao7@nctu.edu.tw

BR=E  UNEZREZEEEESARERE

ﬁ E& 9:: BhIB IR

RGHRIH - £ BEWRBAH FEREERTPOFRHZOT -
BEPEBARARNEREGERYN | pomicroRNA-200cH BN B E
ARBRERRONTEE - ABBRE w55 i B e

FRIMTREY  BRMERSORE -

A F OB BREBMERERBOTRM - -
PEEANRRABRSMmSEnE  CPOSREEZRUILERRSIENNH
% - BRI e B A B 1 S R BEBRRAGASE -

R EERG ARG LN EEER
B AHNHESTETES 7 AR
HE RS R ETHUMEZEZRNERNE
- DUEREBREAERIENREE - X8
REMBENHR - BBEBR FBREE
BREE2E AHEKEZEBERAMR
FiE=E AR - M35 A& E L IR
BRI, FREFRABESEMR
HMERLEBUNERE S ENTR R

B -




and Technology,

Chi-Hong Chao, prhD.

My current research is focused on revealing
critical molecular mechanisms in which the
tumor microenvironment regulates the epigenetic
status and metabolic alternation of breast cancer
stem cells. Our data show that aberrant stimuli
from tumor microenvironments could lead to
cancer progression and cancer stem cell
expansion through modulating microRNA
expression. Since these microRNAs play an
important role in controlling metabolism and
cancer stem cell properties, my research interests
also include developing novel target therapy by
using Adeno- associated virus (AAV)-mediated
microRNA delivery. Future studies in this field
are expected to open a new avenue by
elucidating the link between epigenetics,
metabolism and cancer stem cells. I believe that
identifying the key regulatory mechanisms or
components which promote cancer stem cells
will unravel important therapeutic targets for
eradicating the genesis of cancer and prevent
cancer progression. Ongoing projects are listed
below:

* The biological roles of microRNA-200c
regulated metabolic alternations in triple-
negative breast cancer (TNBC)
progression

TNBC is the most aggressive breast
cancer type with worst survival rate, and
decreased expression of microRNA-200c has
been observed in more than 70% of TNBC
patients, which indicates miR-200c-deficiency-
induced epithelial-mesenchymal transition
(EMT) and enhanced cancer stemness may
play a critical role in TNBC progression. In
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viewing that altered metabolic flux such as
aerobic glycolysis facilitates tumor formation
and metastasis, and lipid metabolism has been
linked to tumor initiation, metastasis and
resistance to chemotherapy through regulating
stem cell properties, we are interested to know
(i) whether miR-200c harbors the ability to
regulate cellular metabolisms, and (ii) whether
miR-200c-deficiency in TNBc leads to
metabolic alternations, which in turn contribute
to TNBC progression.

* P53 mutants-mediated metabolic
alternations in TNBC and its clinical
significance

P53 mutations can be found in more than
80% of TNBC patients, and this high mutation
rate suggests a critical role of p53 in TNBC
formation. In this project, we aim to elucidate
the effect of p53 mutations in regulating
metabolic flux in TNBC cells, and further clarify
the biological roles of these metabolic alterations
in TNBC progression. Since miR-200c is a
direct target of p53, we also like to investigate
whether miR-200c¢ expression is able to
counteract the metabolic effects exerted by p53
mutants. This study will pave the way for gene
therapy targeting cancers with p53 mutations.
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