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Target-mediated drug disposition (TMDD) 

Receptor mediated endocytosis and degradation

Pembrolizumab:

Å Fully humanized IgG4 mAb against the PD-1 

antigen

Å Recommended (original) dosing: 

2 mg/kg or 200 mg (30 min i.v.) q3 weeks

Å Steady state reached after approximately       

18 weeks

Å Average half-life in the range of 14ï27.3 days

Å Exposure-response relationship for efficacy 

and safety is flat between 2 mg/kg to 10 mg/kg 

Plateau PD1 receptor occupancy maintaned @ serum levels < 1.2 mg/mL



Pembrolizumab as a single agent for RR-HL 
The current therapeutic sequence for patients with Hodgkin Lymphoma

The best salvage option today remains HDT-ASCT (tomorrow ?)
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Upfront CT SalvageCT ASCT AlloSCTHDT

Å Increase ócandidabilityô 

functional eligibility

ÅAchieve the best pre-ASCT CR

ÅóCR is good but not all CRs are equalô

ÅAvoid or delay ASCT ?

After ASCT Failure

Prevent ASCT failure



The óearly daysô: Keynote-013 (Phase Ib) & Keynote-087

Keynote-013 Keynote-087



Keynote-087: 3 key findings
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Keynote-204: PFS & DOR  





Keynote-204:  Safety

Immune-Mediated AEsTreatment-Related AEs (Ó10% Either Arm)



Brentuximab vedotin PD1 blockade



1L Chemo

3L Chemo

2L ChemoRelapse

PD1 Blockade

Clonal Reshaping Clonal Persistance



Phase 2 KEYNOTE-B68 trial



Pembrolizumab 400 mg Q6W had no new safety concerns, confirming Q6W dosing in hematologic indications



Pembrolizumab to prevent ASCT failure: post-ASCT consolidation



Pembrolizumab to prevent ASCT failure: post-ASCT consolidation



Spinner et al. Blood. 2023 Mar 1:blood.2022018827.           
doi: 10.1182/blood.2022018827.

PD1-blockade as last treatment line before ASCT (single agent or combined) 













2-yr PFS: 87.2% 2-yr OS: 95.1%

Acute respiratory failure during white blood cell count

recovery after AHSCT, possibly associated with 

Engraftment Syndrome (n = 1)



Moskowitz AJ, ISHL 2022



NCT03618550 - Phase II Study of Second- Line 

Pembrolizumab Plus GVD for Relapsed or 

Refractory Hodgkin Lymphoma

Moskowitz AJ, ISHL 2022
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Pembrolizumab as a upfront strategy for Hodgkin Lymphoma
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Upfront CT SalvageCT ASCT AlloSCTHDT

Å SEQUENTIAL

Å COMBINED



Allen PB, et al. Blood. 2021;137(10):1318-1326

PFS & OS: 100%









Dickinson MJ, et al EHA & Lugano 2023


