EBV-Associated Tumors Increase Regulatory T cell Recruitment via CCR4 Ligand Expression F LX e
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CCR4 Ligands and FOXP3 Expression are Elevated || CCR4 Ligands are Coexpressed with EBV Genes in
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Regulatory T cells (Treg) are a major immune-suppressive
cell found in the tumor microenvironment (TME)
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FLX Bio has developed potent and selective small molecule
antagonists of CCR4, a key T ., chemotactic receptor that
helps them migrate into tumors
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Epstein-Barr Virus (EBV) positivity is seen in approximately
95% of Nasopharyngeal Carcinoma, 40% of classical
Hodgkin's Lymphoma, and 10% of Gastric Carcinomas

Expression
(TPM, Quantile Normalized)

P PRRA0T L4440 040004 0400044404 P40

0.0

The EBV gene LMP1 has been shown to drive high - R A | ‘ =§Bu;':;rstam ,' | . = Nucarsti wy '
expression of the CCR4 ligands, CCL17 and CCL22 Tumor Type - ' L CCE R e ' Wy 8

(ordered by median FOXP3)

EBV-positive tumors may be pa rticula rly sensitive to A) RNA-Seq data from 79 Nasopharyngeal Carcinomas (NPCA) from two published studies normalized with
TCGA/TARGET tumor data. NPCA had the 1, 3, and 2"¢ highest median expression of FOXP3, CCL17, and Sections of Nasopharyngeal carcinomas (A) or cores from classical Hodgkin’s Lymphoma (B) were used for

treatment Wlth the FLX BIO CCR4 antagOI’IISt In the c||n|c CCL22, respectively. B) Gastric carcinoma was divided into EBV™ and EBV* subsets based on TCGA annotation. RNA in situ hybridization by ACD RNAScope technology. CCL17 coexpression with EBER1, a constitutive

FOXP3, CCL17, and CCL22 expression was significantly increased in EBV™ tumors. Housekeeping genes such EBV transcript, can clearly be seen in both tumor types. CCL22 coexpression (not shown) could similarly
as TBP and GAPDH (not shown) were not significantly different. be seen in both tumor types.

Expression of LMP1 in Human EBV™ B Cells LMP1* Tumors Produce High Levels of CCL22 in

Induces CCL22 Mouse Models Summary and Conclusion
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