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Chronic Lymphocytic Leukemia (CLL)

Hallmarks of CLL
Clonal expansion of mature B-lymphocytes
CD19*/CD5*/CD23*/CD43*/CD20tow
Disrupted apoptosis
Aberrant activation of survival pathways (i.e. B-cell receptor, NFkB)
Vast (epi)genetic heterogeneity

Despite recent progress with targeted therapies, CLL is still considered
iIncurable

Up to 10% of CLL patients develop Richter’s Transformation (RT)

RT is the most common progression observed in CLL patients receiving
effective targeted therapy

Growing need for novel therapies with curative potential
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BET proteins: Mechanism of Actions

BRD4 recognizes acetylated histones and recruits p-TEFb to modulate
transcriptional activation of critical cell cycle and survival genes

In cancer cells BRD4 is enriched at super-enhancer regions of oncogenes
such as c-MYC, BCL2 and CDKs
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BRDA4 is overexpressed in CLL
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«. PLX51107 is a novel BET inhibitor

Pan BET inhibitor (BRD2, BRD3, BRD4 and BRDT)

Broad activity in Genscript’'s Leukemia and Lymphoma panel
(1C5q = 0.45 uM)

Superior pharmaceutical properties to other BET inhibitors
under clinical evaluation in multiple preclinical leukemia
models

Minimal toxicity with favorable in vivo safety profiles

Expected to enter human Phase | clinical trial first quarter of
2016
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Cytotoxic effects of PLX51107 in malignant
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PLX51107 antagonizes CpG-induced survival
In CLL cells
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PLX51107 treatment overcomes
microenvironment protection
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Eu-TCL1 mouse model

Human TCL1 under the control of a B-cell specific IgV,
promoter and Ig,-Eu enhancer

Develops CD5*/CD19* leukemia similar to human CLL
(9-12 months)

High WBC counts, splenomegaly

Responds clinically to therapeutic agents used in CLL
such as ibrutinib (BTK inhibitor) and JQ1 (BET inhibitor)
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PLX51107 reduces leukemic disease burden In
Epu-TCL1 mouse model of CLL
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PLX51107 reduces leukemic disease burden In
Epu-TCL1 mouse model of CLL
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Eu-TCL1 adoptive transfer model
Suitable model for pre-clinical drug testing
Displays clinical features of aggressive CLL

Develops fatal leukemia
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PLX51107 enhances survival in Eu-TCL1

adoptive transfer model of CLL
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PLX51107 enhances survival in Eu-TCL1
adoptive transfer model of CLL
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Eu-Myc/TCL1 mouse model

Ep-Myc mouse overexpresses murine c-Myc under the MYC
promoter and IgH El,l enhancer Haris, aw et al J Exp Med (1988)

Eu-Myc x Ep-TCL1 rapidly develops both a leukemia and
lymphoma phenotype rogers, ka etai asH (2015)
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Anti-tumor effects of PLX51107 In
Eu-cMyc/TCL1 adoptive transfer model
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Conclusions

BRD4 is a validated target in CLL
BRD4 regulates known oncogenic drivers of CLL

BRD4 inhibition can target multiple oncogenic pathways in
CLL, thus serves as a potential therapeutic strategy

PLX51107, a novel BET inhibitor, demonstrates potent in
VIVo anti-tumor activity
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