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Anti-PD-1: Mechanism of Action



Unmet Medical Needs in Lymphomas

• Primary refractory / high-risk HL (20%-25%) 

• Primary refractory / high-risk DLBCL (30%-40%)

• Primary refractory / high-risk T-NHL (30%-40%)



Cheah CI et al, Ann Oncol, 27:1317, 2016 



• Chromosome 9p24.1 
amplification and 
increased expression 
of PD-L1 in HL and 
MLBCL cell lines

M Green, Blood, 2010







Challenging Issues 

• Response assessment

• Mechanisms of acquired resistance to Nivo



Response Assessment

•Patients at risk of being prematurely removed from 
a treatment from which they actually stand to 
benefit

•Patients at risk of receiving a treatment from which 
they actually do not benefit 



Types of PET Responses
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• Findings suggestive of Progressive Disease despite evidence of 
clinical benefit (eg, tumor flare or pseudo-progression)

• To reduce ambiguity in current trials and to enable the 
collection of accurate data in a consistent way

Blood, 128:2489, 2016





PD-L1-Expressing Lymphomas

• PMLBCL

• Mediastinal gray zone lymphomas 

• Richter transformation of CLL

• EBV & virus-related Lymphomas 

• Plasmablastic lymphomas

• NK/T-cell lymphoma

• Angioimmunoblastic T-cell lymphoma 

• Multicentric Castleman disease



Pembrolizumab in PMLBCL (PD-L1+ Lymphoma)

Zinzani et al, Blood 2017

ORR 7/17 (41%)

CR 2/17 (12%)

Ongoing Responses 6/7 (86%)
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