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CXCL2 combined with HVJ-E suppresses tumor growth and lung metastasis in breast cancer
and enhances anti-PD-1 antibody therapy (CXCL2/HVJ-E DA 512 Xk 2 3L OHEFE,. i
H58 DN 0 e ds L OHIPD-1HUIARTR ) A HE HE D i)

F SCRE A
Title

WLNEDEE

(H #J(Purpose)]

Triple—negative breast cancers (TNBCs) represent high—grade tumors that are large and commonly associated
with regional node metastases, and recur at distant sites, especially within the first 5 years of diagnosis.
Because of lacking the ER, PR, HER-2 receptors, TNBCs are insensitive to anti—hormone therapy or Herceptin.

Therefore our research aim is that to finding a new gene therapy for TNBCs.

(77 & N Fuf(Methods/Results) )

we combined CXCL2 (CXC chemokine ligand 2) plasmid DNA with inactivated Sendai virus (hemagglutinating virus
of Japan)—envelope (HVJ-E) to treat with 4T1 orthotopic and lung metastatic models. We also went through a
variety of experiments to find out the mechanism of the tumor suppression by the combination of CXCL2 DNA
and HVJ-E (C/H) treatment

Here, we found the combination of CXCL2 DNA and HVJ-E (C/H) suppressed the growth of murine breast cancers
in orthotopic syngeneic models by enhancing cytotoxic T lymphocytes and inhibited lung metastasis of breast
cancer from primary lesions. N1 type neutrophils (CD11b" Ly6G" FAS') increased in the tumor microenvironment
with C/H treatment, and tumor suppression and cytotoxic T lymphocyte activation from C/H was blocked after
administrating anti-neutrophil antibodies, which indicates the role of N1 type neutrophils in cancer
immunotherapy. We also demonstrated that the anti—tumor activities of C/H treatment were enhanced by the

administration of anti—PD-1 antibodies through neutrophil-mediated cytotoxic T lymphocyte activation.

(#  #E(Conclusion)]
C/H treatment enhanced the tumor suppression effect of anti-PD-1 antibody treatment in a breast cancer model.
Our findings indicated that the triple combination of C/H and anti— PD-1 antibodies may be an improvement

in cancer immunotherapy.
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FHHZ B CCXCLIM R T B L UHVI-E (CXCL2/HVI-E) 0 B 58 B~ pa 8 A3 512 K0HUER 2l B 46 L DU~ o
HIh RN DT L% B BT, ATISLBE F A <0 RIS CXCLE/HY J-E OB I 55T - 7= 55 B . HUEEs R L Ui
M%) D ITERR S ALz, CXCL2/HVI-ED MR PI% &t | MM N BRBEZIINT BT P ER(CD 11, Ly8G”, Fas)asginL .,
U R A U7 7 - THINAO TS M o 2 R FedRa gz, Wiz, I FERP IR A3 CXCL2/HVI-EO MU P % 512 LA 1S
SR DI &3¢ Z — THINA OFE AR BRI Uiz 2828 NIBHF A ERO FEFE 505 IR 15 A RIAGRE S iz, Fm. 5T
PD-1HE (44 iFF A & CXCL2/HV]-ROFBER D B A S G I B AL L 2 AL L,

EL &Y AR CX LR TR L UHVI-ERF RS ST X8I T2 R BERE R R L T o LB A S
TR L% BRFE ~ DRI EMEZ R LI D e 5B e E X b5,




