Background

 NHL represents a biologically and clinically diverse group of hematologic malignancies originating from B cells, T cells, and/or natural killer * In preclinical studies, ARV-393 induced rapid and robust degradation (>90%) of BCL6 in NHL cell lines and demonstrated
= = _ cells, with those of B-cell origin constituting approximately 80%—85% of all NHL cases’ substantial tumor growth inhibition in xenograft models, supporting further investigation in patients with NHL (Figure 2)
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SArvinas Operations, Inc., New Haven, CT; “Rutgers Cancer Institute of New Jersey, New Brunswick, NJ proteasome (Figure 1) aGeneral PROTAC protein degrader is shown. ****P<(0.0001 vs vehicle. ARV-393 administered for 23 consecutive days.
BCL6=B-cell ymphoma 6; PROTAC=PROteolysis TArgeting Chimera. BCL6=B-cell ymphoma 6; bid x23=twice daily for 23 days; GAPDH=glyceraldehyde 3-phosphate dehydrogenase; qd x23=once daily for 23 days; TGI=tumor growth inhibition.
Objective Study Design
. . . . Table 2: Key outcome measures
* This multicenter, first-in-human, phase 1 study . This open-label, first-in-human, phase 1 dose-escalation study in adult patients with relapsed/refractory NHL is evaluating the safety,
(NCTO6393738) IS eva|uating the safety, tolerability, El-e-ra|b|“ty, .PK, PhD, and prellmlnafry antitumor activity of ARV-393 (Flgl.Jre 3) | | | | | Primary objective Primary endpoints
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pharmacoklnetlcs (PK), pharmacodynamlcs (PD), and Igible patients have relapse_d/re ractory mature B-cell NHL and 22 prior systemic therapies, or histologically confirmed nTFHL-AI that has
o _ o _ _ _ recurred or progressed following standard of care therapy (Table 1)
preliminary antitumor activity of ARV-393 in patients with . Key outcome measures are shown in Table 2 + DLTs during cycle 1
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