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Objective Conclusions
 To evaluate the preclinical combinability of the PROteolysis TArgeting Chimera (PROTAC) B-cell ymphoma 6 (BCL6) degrader ARV-393 with the CD20xCD3 bispecific antibody glofitamab in a humanized * ARV-393 demonstrated combinatorial antitumor activity with
high-grade B-cell lymphoma (HGBCL) cell line-derived (CDX) model glofitamab as evidenced by deeper TGl than single-agent
Key Findings ARV-393 or glofitamab and by an increase in tumor
regressions with both concomitant and sequential dosing of the

« ARV-393 at a low dose (3 mg/kg) combined with glofitamab resulted in substantially greater tumor growth inhibition (TGI) with concomitant dosing (81%) and sequential (ARV-393 then glofitamab) dosing
(91%) compared with single-agent ARV-393 (38%) or a sub-efficacious dose of glofitamab (36%)

« ARV-393 at a higher dose (6 mg/kg) in combination with glofitamab yielded deeper TGI of 106% with concomitant dosing and 107% with sequential dosing vs 99% TGl with single-agent ARV-393
* At the higher ARV-393 dose, an increase in tumor regressions was observed with concomitant (10/10 mice) and sequential dosing (7/8 mice) vs single-agent ARV-393 (5/11 mice) or glofitamab (0/11 mice)

combination

* These findings suggest mechanistic synergy between BCL6
degradation with ARV-393 and T-cell engagement through a
CD20-targeted bispecific antibody and support clinical

* RNA sequencing and pathway biomarker analyses provided mechanistic insight into the observed synergistic activity and suggest that ARV-393 enhances CD20 expression, interferon (IFN) pathway investigation of this chemotherapy-free combination in patients
activity, and antigen presentation, which likely collectively contribute to the observed combinatorial activity with DLBCL
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(C) A CD34+ humanized WSU-DLCL2 HGBCL CDX model was used to evaluate ARV-393 or glofitamab at Champions Oncology (TransCure BioServices) in Archamps, France. Tumors were collected 24 h after the last ARV- 'E 'E
- - H 393 or vehicle dose and snap frozen. Whole blood was collected 24 h after the last ARV-393 or vehicle dose and directly processed for flow cytometry. (A) Experimental design and dosing schema. (B) Mean tumor volume
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