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HIF2a transcription factor is thought to act as a tumorigenic driver of ccRCC. A498-SEAP cCRCC orthotopic tumor mouse model T Dosing day
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Cellular uptake of Cy3-labeled, tumor targeted HIF2 RNAI was evaluated in A498 « Tumor cell uptake is greatly enhanced with TTL functionalized HIF2 RNAI Creen actin
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HIF2a gene silencing inhibits tumor growth as TRIM™ delivery platform can be utilized to deliver a RNAi therapeutic selectively

g . . assessed by SEAP expression and tumor weights rendor 1 2T BIEY - 2966RD 3060 o 0(072) targeting HIF2a for the treatment of ccRCC. This represents a novel therapeutic
Used as sensitive serum biomarker to monitor tumor  1o¢ - " Ly A0 8 ; ' 5 Histology shows wide-spread tumor destruction, with Vendor 2 50 (10/20) n.a. 37.5 (3/8) 71.4 (5/7) 33.3 (1/3) 50 (2/4) approach either as a monotherapy or in combination with other therapies in seeking
growth Tumor vol (mim?) L08 Aome U il B P N : 1« Foasesgs | areas of apoptosis and necrosis. Insets showing Vendor 3 64.7 (22/34) n.a. better tolerated and/or more effective treatment for ccRCC.

: v P iy e : : 4 kidney with tumor (right) and contralateral kidney (left) Vendor 4 68.5(100/146)  66.7 (30/45) 62.7(32/51) 62.5(10/16) 61.1(11/18) 80 (12/15)

phosphatase)

Good correlation between SEAP levels and tumor
volumes

SEAP (RLU)

-

o
o
L

Presented at EORTC-NCI-AACR 2018 Symposium



