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FDA & EMA APPROVALS IN R/R DLBCL
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BiTEs and trimers
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Trimers and efficacy window
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Not all trimers are identical
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Treatment induced CD8+ exhaustion: give them a rest
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ACTIVATED EFFECTOR MEMORY CD8+ T CELLS DURING Q4W
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IMiDs:
Cereblon-targeting ImmunoModulatory imide Drugs
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CELMoDs:
Cereblon E3 Ligase Modulator Drugs
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~10-20-fold higher affinity
~10-100 fold potency

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



Potency of CELMoDs in the induction of Ikaros

degradation compared to classical IMiDs:
golcadomide > iberdomide > avadomide >

pomalidomide > lenalidomide.

Pomalidomide CELMoDs
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The 67th ASH Annual Meeting Abstracts

ORAL

629. AGGRESSIVE LYMPHOMAS, IMMUNOTHERAPY INCLUDING BISPECIFIC ANTIBODIES

Mosunetuzumab (Mosun) or glofitamab (Glofit) in combination with golcadomide (Golca) demonstrates a

manageable safety profile and encouraging efficacy in patients with relapsed or refractory (R/R) B-cell
non-Hodgkin lymphoma (B-NHL)



Golcadomide, a Potential, First-In-Class, Oral CELMoD™
Agent, Plus R-CHOP in Patients With Previously
Untreated Aggressive B-Cell Lymphoma:

24-Month Efficacy Results

Dose escalation Dose expansion
(part 1) (part 2)

Golcadomide + R-CHOP-21

Golcadomide + R-CHOP-21 at RP2D-1

DL-1: Golcadomide 0.2 mg, D17

DL1: Golcadomide 0.4 mg, D17

Golcadomide 0.4 mg, DA—10% » Golcadomide + R-CHOP-21 at RP2D

ctDNA was collected at baseline, C2D1, C3D1, and EOT

Patients were treated for 6 cycles unless progressive disease or unacceptable toxicity
occurred, patient withdrew from study, or physician decision led to discontinuation

Nowakowski et al., ASH 2025
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Golcadomide 0.4 mg + R-CHOP resulted in high complete response rates
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Baseline ctDNA levels by IPl and clinical risk

EOT MRD negativity using PhasED-Seq in the overall
and high-risk populations®
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GOLSEEK-1 Phase 3 Study Design.

Patients
N = 850

S

Key eligibility criteria
» Age 18-80 years

» Previously untreated LBCL by
WHO 2022 classification®

» Ann Arbor stage II-1V disease
« |Pl score
-23

- 1 or 2 with LDH > 1.3 x ULN
and/or bulky disease®

» Measurable disease by Lugano
classification©

» No other lymphoma subtypes

» No lymphoma involvement in
CNS

Screening:
< 4 weeks

Stratified by:
«|Pl score
- IPI 1-2 (with
high-risk factors)
+|PI 3
- IPI 4-5
* Bulky disease
-27cm
- <7cm

Golcadomide +
R-CHOP

x 6 cycles

(golcadomide 0.4 mg;
day 1-7 of each 21-day cycle)

Placebo + R-CHOP

x 6 cycles

(placebo; day 1-7 of each
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Primary endpoint
« PFS by investigator based on
Lugano Response Criteria

' Key secondary endpoints
“~ « PFS (non-high-grade BCL)
« OS
« EFS by investigator
« CMR by IRAC
« MRD-negativity rate
(PhaseED-Seq)

Other (select)
secondary endpoints
« PFS by IRAC
» OR by investigator
» CMR by investigator
« DOR
« HRQoL
« Safety
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BCL6 (% change from baseline)

PD INFORMING OF SELECTIVITY
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Global proteomics
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Example of metabolic responses in DLBCL

R/R DLBCL, 260 mg QD, 4 prior lines of therapy
» Liso-cel (BOR: CMR), glofitamab (BOR: PMR)

End of cycle 2

Baseline

R/R DLBCL, 260 mg QD, 3 prior lines of therapy
« Axi-cel (BOR: PD)

End of cycle 2

Morschhauser et al. ASH 2025



Some conclusions

» Patients vs drugs : exhaustion
* Degrade old targets with new immunomodulators
* Degrade novel targets with new drugs

* PK/PD informing of schedule, dose & selectivity



	Slide 1
	Slide 2
	Slide 3
	Slide 4
	Slide 5
	Slide 6
	Slide 7
	Slide 8
	Slide 9
	Slide 10
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28

