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Event details
Full details of the workshop are available in the public event page on HESI's website
at: hesiglobal.org/event/hesi-protacs-and-molecular-glues-safety-workshop
Workshop Planning Committee Organizations: AbbVie, Almirall, Amgen,
ApconiX, Bayer AG, Bristol Myers Squibb, C4 Therapeutics, Dana Farber Cancer
Institute, Kymera Therapeutics, Novartis, Pfizer Inc., Roche, Sanofi, Stanford
University, Merck & Co., Inc, Janssen Pharmaceuticals, HESI, Synergy Medicines,
UCB, US FDA, UK MHRA
Workshop Coordinators: Connie Mitchell (HESI Scientific Program Manager); Syril

Pettit (HESI Executive Director).



.  Agenda

Thursday Topic
October 14,
2021
10:00-10:15 Welcome and Opening Remarks:
Dr. Ruth Roberts, ApconiX, and Dr. Syril Pettit, HESI
10:15-11:00 Background and Biology: definitions, scope, de-risking molecules versus de-risking targets
Speaker: Dr. Lyn Jones, Dana Farber Cancer Institute
11:00-12:30 Screening and Applied De-Risking Strategies
Rapporteur: Dr. Mira Pavkovic, Bayer
Case Studies
11:00-11:10 Leveraging pharmacology experiments for safety data — Dr. Mira Pavkovic, Bayer
11:10-11:20 Discussion/Q&A
11:25-11:35 A Proteomic Platform to ID Off-Target Proteins Associated with Therapeutic
Modalities that Induce Protein Degradation/ Gene Silencing — Dr. Fan Fan, Amgen,
11:35-11:50 Discussion/Q&A
11:50-12:05 Teratogenic Effects of IMiDs across species and discovery of SALL4 as a target — Dr. Katie
Stamp, BMS
12:05-12:15 Discussion/Q&A
12:15-12:30 Session Discussion and Summary
12:30-12:40 Break
12:40-15:30 Assessment of ADME, Solubility, PD, and other Considerations
Rapporteur: Dr. Laurie Volak, Janssen
Case Studies:
12:40-12:55 Tissue distribution of PROTACSs in mice — Dr. Andreas Reichel & Dr. David Banczyk, Bayer
12:55 -13:10 Discussion/Q&A
13:10-13:25 DMPK optimization challenges for degraders — Dr. Matthias Wittwer & Dr. Carina Cantrill, Roche
13:25-13:40 Discussion/Q&A
13:40-13:55 Insights into ADME Issues for PROTACs — Dr. Matthew Hoffman, BMS,
13:55-14:10 Discussion/Q&A
14:10-14:20 Break
14:20-14:35 ADME Methods to Overcome Technical Challenges in the in vitro Assays for TPD Molecules
— Dr. Dapeng Chen, Kymera
14:35-14:50 Discussion/Q&A
14:50-15:05 Importance of accurate protein binding measurements for establishing PK/PD in vitro-in vivo
correlation (IVIVC) — Dr. Laurie Volak & Dr. Meghan Pryor, Janssen,
15:05-15:20 Discussion/Q&A
15:20-15:30 Session Discussion and Summary
15:30 Adjourn Day 1




Friday October | Topic
15, 2021
10:00-10:10 Welcome and Day 1 Recap
Ms. Connie Mitchell, HESI
10:10-12:00 Role of Different e3 ligases
Rapporteur: Dr. James Sidaway, ApconiX
Case Studies:
10:10-10:35 Role of different E3 ligases — a case study to exploit tissue selective E3 ligases - Dr. Hakryul
Jo, Kymera
10:35-10:50 Discussion/Q&A
10:50-11:05 E3 ligases and PNS effects — Dr. Natasa Zamurovic, Novartis
11:05-11:20 Discussion/Q&A
11:20-11:35 In vivo tox comparison of dog vs NHP using cereblon mediated degrader — Dr. Michelle
Hemkens, Pfizer
11:35-11:50 Discussion/Q&A
11:50-12:00 Combined Discussion and Summary
12:00-12:10 Break
12:10-14:00 Species Selection and Selectivity
Rapporteur: Dr. Madeline Fort, Amgen
Case Studies:
12:10-12:30 How to select a pharmacologically relevant species for cereblon modulators — Dr. Katie Stamp, BMS
12:30-12:45 Discussion/Q&A
12:45-13:00 In vitro shifts in potency across species — Dr. Andrew Burdick, Pfizer
13:00-13:15 Discussion/Q&A
13:15-13:30 Computational approaches in early safety assessment of protein degraders — Dr. Mohan
Rao, Janssen
13:30-13:45 Discussion/Q&A
13:45 - 14:00 Combined Discussion and Summary
14:00-14:10 Break
14:10-14:40 Regulatory Science Panel Discussion and Key Summaries
Moderator:
e Dr. Jim MacDonald, Synergy Medicines
Panel:
e Dr. lan Waterson, MHRA
o  Dr. Jeff Summers, FDA
e Dr. Brad Enerson, Kymera
14:40-15:15 Final thoughts/ Discussion
What does this evaluation of the null hypothesis tell us about how we can move forward as a
community to advance safety and development?
How do we best support critical patient populations safely and efficiently for PROTACs and
Molecular Glues?
Moderators:
Dr. Ruth Roberts, ApconiX and Dr. Lise Loberg, AbbVie
15:15 Meeting Adjourn
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