5 Fimigk I —] B
201549 J1 29 H

9H29H (k) I, BDAERKIFEINIZCHT 4 BESEEICB W T, ARARKEB AR E
B0 A ORI TIER & 200 THEIC SN T, < OERTZHFRREZ HIF T\ D
Cancer Therapeutics and Stratified Oncology, Genome Institute of Singapore (%
Qiang YU JEAEZHNT, eI —%2BELE L,

& X 7 —Ti% ITherapeutic targeting of molecular events that drives metastasis,
chemo resistance and cancer stamens in refractory breast cancer| & V9 {3 CilliH % L
TWlEEE LT,

I —IiE RN OBIE . REFAEFEN 4 0OANSI L., HRRERIGES
BRAH T E Lz,




DFmEEIT—

Title: Therapeutic targeting of molecular events that
drives metastasis, chemoresistance and

cancer stemness in refractory breast cancer.

Presenter: Professor Qiang YU
Senior Group Leader
Cancer Therapeutics and Stratified Oncology
Genome Institute of Singapore

YuZZE (L. ALAAACKGENALGEBRRIAADFHRS FIZMET DD FHEFREIZDULNT.,
ZLDEN-AEREREHITTNET,
EHRES>TITSMEEELY,

BRE:98298 (N F##&17:00~18:00
% Fh L BAERGBIEMARPT 40 =& E

Although early diagnosis and application of new therapies have significantly improved
survival of breast cancer patients, many patients still develop relapse and died of
metastasis years after surgery and treatment. Triple—negative breast cancer (TNBC),
characterized by tumors that do not express ER, PR, or HER-2 genes, represents one
of the most aggressive subtypes of breast cancers with poor outcomes. Although
TNBC in general is more responsive to chemotherapy, patients often develop
resistance to chemotherapy, leading to early metastatic relapse. One important goal of
breast cancer research is to find solutions to reduce the drug resistance, tumor
recurrence, and metastasis, which remains to be a challenging task. NF-kB—mediated
inflammatory cytokine network has been considered one of the major molecular events
that contribute to breast cancer metastatic progression and chemoresistance.
However, clinical development of NF—kB inhibitors has not been successful due to
severe liver toxicity. Alternatively, targeting oncogenic events that confer NF-kB
dependency in cancer cells but not normal cells may provide new treatment
opportunities. In this talk, I will describe our efforts in uncovering new molecular
targets that regulates NF—kB activity in TNBC. In particular, we have identified an
inflammatory kinase whose overexpression/activation promotes metastasis, cancer
stemness and acquired resistance to chemotherapy. Pharmacologic inactivation of
this kinase and associated gene network abolished TNBC invasion and metastasis in
vitro and in vivo and effectively reversed the chemoresistance, and thus providing a
new therapeutic approach for refractory TNBC which is currently incurable.
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