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NMadrid, Spain ARVINAS ARV-393 potently and rapidly degrades BCL6 in-vitro ARV-393 demonstrates significant anti-tumor activity in DLBCL
OCI-Ly7, SU-DHL-2 and HGBCL triple hit SU-DHL-4 models
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Figure 4. Growth inhibition of germinal center B-cell (GCB)- (left), activated B-cell (ABC)-like (middle) DLBCL, or right, Burkitt lymphoma cell line models by ARV-393. Cells
were cultured in complete media using fetal bovine serum as recommended (ATCC). Cells were split, re-fed/dosed every 3 or 4 days for a total of 9- or 10-days for DLBCL
lines, or for a total of 13 days for Burkitt lines. Cell viability was measured by CellTiter-Glo® Assay (Promega) and compared to vehicle (DMSO) controls. Curves are
representative of 2-3 independent experiments per cell line.
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Figure 1. Mechanism of PROTAC® protein degradation and the ARVINAS Tenets of PROTAC® ARV-393 induces dose-dependent tu mOI‘ gI‘OWth inhibition (TGI) Correlating
illustrating disease-causing mechanisms where a degradation approach could be advantageous; ABC DLBCL Burkitt LY3148
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Female CB17-SCID mice were implanted subcutaneously with OCI-Lyl, SU-DHL-2 or SU-DHL-4 and NuNu females with OCI-Ly7 cells (107/100 pl/mouse). ARV-393 was

. . . . R f formulated in a 40% HPBCD, pH 3.0 citrate buffer vehicle and dosed by oral gavage (per os, PO) to evaluate tumor growth inhibition (TGI). Mice were dosed once daily (qd)
e erenCes or twice daily (bidaily, bid), 8-10 mice/arm. Tumors were harvested 16-hours post-last dose and protein levels determined by traditional western blot and densitometry
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