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Combinations with Immune Checkpoint Inhibitors

COMBINATORIAL EXPLOSION

Ipilimumab, the first approved checkpoint inhibitor, has been tested in dozens of
clinical trials since 2001. And like many other drugs in its class, it is increasingly
being tested in combination with other therapies.
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Development of Anti-PD1/PDL1-Based Therapy
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Hodgkin Lymphoma :
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Response adapted salvage therapy for
transplant eligible HL
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Tumour reduction after brentuximab vedotin
Data shows PET status according to the
Deauville scores of 1-5
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Nivolumab + Brentuximab Salavage Therapy for HL

Stem cell collection
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Hodgkin and Reed Sternberg (HRS) Cells
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DAC Inhibitors:
Regulation of Cell Survival and Immunity

)
N

nhibition of
STAT6-mediated T2
cytokine/chemokine
secretion/TARC

Epigenetic ,
‘effects‘on-gene
expression

Increased p21
Decreased STAT6 : [l”)lpt\)(i Angiogenesis
Decreased Bcl-xL Innibitor
aspase activation
Cell-cycle arrest and Favorable anti-tumor
apo?tosis immune response
J
|
Tumor

response



DAC Inhibitors in HL:
Regulation of Cell Survival and Immunity
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Panobinostat in Patients with
Relapsed/Refractory HL

40 mg (fixed dose) orally, 3 times/week
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Panobinostat Phase Il Study in Relapsed HL
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Panobinostat Downregulates PD-1 on T cells of
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HDACI Upregulate OX40L on HRS Cells
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Phase I/ll Study of Entinostat (HDACI) +
Pembrolizumab (anti-PD1)
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Emerging Role for Chemo-FreeTherapy
Newly diagnosed follicular lymphoma*
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Development of Anti-PD1/PDL1-Based Therapy
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Rationale for combining Ibrutinib with PD1/PDL1 antibodies
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Ibrutinib in combination with anti—PD-L1 induces an
antitumor immune response
A20 mouse B cell lymphoma model
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The combination of ibrutinib with anti-PD-L1 reduces
tumor burden in 4T1 (Mouse Tripple Negative Breast

Carcinoma) tumor-bearing mice.
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PCI32765-LYM-1002: Study Design

Nivolumab + Ibrutinib in relapsed B-cell malignancies

Part A n=18 Part B (n=30 in each cohort)
(Dose Optimization) (Expansion Cohort: Two-stage design)

B1: 1:420 mg/qd PO + N: 3 mg/kg/ql4d

: B2andB3: I: 560 mg/qd PO + N: 3 mg/kg/q14d
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Development of Anti-PD1/PDL1-Based Therapy
Frontline Regimens
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Phase I/l ABVD + Nivolumab in Advances Stage HL

PET?2

ABVD ABVD ABVD ABVD ABVD ABVD

Nivo | Nivo Nivo Nivo Nivo Nivo
Nivo Nivo | Nivo Nivo Nivo Nivo
Nivo Nivo Nivo [ Nivo Nivo Nivo

Nivo Nivo Nivo Nivo | Nivo Nivo

— - ABVD ABVD ABVD ABVD

ABVD ABVD P ET2

ABVD ABVD ABVD ABVD
e I

Nivo Nivo Nivo Nivo Nivo Nivo



Evaluating ctDNA in Curable Lymphomas
(HL and DLBCL)
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