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OVERVIEW

Å Immuno-ƻƴŎƻƭƻƎȅόάL-Oέύ ϧ LƳƳǳƴŜ-ǊŜƭŀǘŜŘ όάLwέύ toxicity

ÅWhat is the impact of I-O in the current early phase trial landscape

ÅWhat are the safety related challenges of I-O IMPs in early phase studies?

Å How do they differ from traditional IMPs?

ÅWhat are the challenges inherent in monitoring /managing/ reporting IR AEs?

Å How can we mitigate these risks and design trials that are both safeand efficient?



IMMUNO-ONCOLOGY HAS COME OF AGE

Å Immune checkpoint inhibitors licensed 
for use in melanoma, NSCLC, RCCand 
TCC

ÅPromising results in trials; potentially 
>50% of all cancer patients may be 
eligible for treatment with currently 
licensed agents 

Modified & updated from Michot et al, EJC Feb 2016 



LYMPHOCYTE TARGETING AGENTSIN DEVELOPMENT
CD28/CTLA-Ig family

Target Status

CTLA-4 Approved

PD 1/PDL1-2 Approved/PII

BTLA Preclinical

LAG3 Phase II

ICOS Phase I

TIGIT/CD96 Preclinical

TNF superfamily (&Ligands)

Target Status

CD40/CD40L Phase II

OX40 Phase I/II

CD137(4-1BB) Phase II

GITR Phase I

CD27/CD70 Phase II

CD8+ T
NK

NK agonists

Target Status

SLAMF7 Approved

KIR Phase II

NKG2A Phase II

TIGIT/CD96 Preclinical

Cytokines/Chemokines

Target Status

IFN ɹ Approved

IL2 Approved

CXCR4 Phase II

TGFb Phase II

CCR2 Phase II

CCR4 Approved(Jpn)

Galectindriven pathways

Target Status

TIM-3 Phase I

Galectin 1/3/9 PhaseII



ALSO IN ACTIVE DEVELOPMENT:

Adoptive T cell therapies (TILs / ʴ Tɻ cells)

CAR ςT cell therapies 

Vaccination approaches

Oncoviraltherapies



SINGLE AGENT ACTIVITY

Modified from Chabanonet al CCR; 22(17) Sep 1, 2016

Response rates typically <30%



HOW TO COMBAT MULTIPLE CONCURRENT 
IMMUNE ESCAPE MECHANISMS?

Combinatorial Immunotherapeutics!


