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Modified after Singh et al. Br. J. Cancer (2021) 124:1037-1048

BiTEs and trimers

Silenced Fc



Betts et al. Clin. Pharmacol. Ther. 2020;108:528

Trimers and efficacy window



Kd (nM)

Epco 4.73 

Mosu 40

Glofi 4-5

Kd (nM)

Epco 6

Mosu     68

Glofi 21

lower & asimmetric

affinity

FDA Access Data, Reference ID: 5192035FDA Access Data, Reference ID: 5100050; 

Not all trimers are identical



PK/PD INFORMING OF SCHEDULE

CPT: Pharmacometrics & Systems Pharmacology, 2025; 0:1–10



Treatment induced CD8+ exhaustion: give them a rest 

Blood. 2022;140:1104–1118



Q4WQ2WQW
REST

FDA Access Data, Reference ID: 5176690;  Leukemia (2024) 38:2653 – 2662

MORE REST
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ACTIVATED EFFECTOR MEMORY CD8+ T CELLS DURING Q4W



Journal of Hematology & Oncology (2025) 18:68



Labicki et al. Cell Chem. Biol. 2022; 29: 1245-1247

IMiDs: 

Cereblon-targeting ImmunoModulatory imide Drugs



Labicki et al. Cell Chem. Biol. 2022; 29: 1245-1247

CELMoDs: 

Cereblon E3 Ligase Modulator Drugs

10-20-fold higher affinity 

10-100 fold potency



Potency of CELMoDs in the induction of Ikaros 

degradation compared to classical IMiDs: 

golcadomide > iberdomide > avadomide > 

pomalidomide > lenalidomide.

Fuchs O. Blood Reviews 57 (2023) 100994 Watson et al.,  (2022) BioRxiv

CELMoDs
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Nowakowski et al., ASH 2025



Br J Clin Pharmacol. 2026;1–13.

PK/PD informing of GOLCA dose
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Morschhauser et al. ASH 2025

PROTAC 
(PROteolysis-TArgeting Chimera) 



Semin Hematol. 2015 April ; 52(2): 67–76. doi



Morschhauser et al. ASH 2025

PD INFORMING OF SELECTIVITY



Morschhauser et al. ASH 2025



• Patients vs drugs : exhaustion

• Degrade old targets with new immunomodulators

• Degrade novel targets with new drugs

• PK/PD informing of schedule, dose & selectivity

Some conclusions
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