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CYLENE Corporate Profile

» Fresh Approach Enabled Leadership Positions

o Agents against newly validated cancer targets — CK2 and Pol | enzymes
> Successfully tackled high value but intractable targets avoided by others

» Diverse Pipeline of Highly Differentiated Drugs
> Valuable 1st-in-class agents backed by 121 applications and 26 patents

» CX-4945 Phase I/1l Agent — Protein Kinase CK2

> The CK2 advantage — Ideal target for drug combination therapy
> Boost effectiveness and expand markets of wide range of drugs

» CX-5461 IND Stage Agent — Pol | and Activates p53

> Pol | Advantage — Ideal non-genotoxic path to activate p53

» Talented Management Team
o Dr. Dan Von Hoff — Founder and CMO Oncology expertise

» Backed by Experienced Investors
o Corporate & Traditional: Novartis, Lilly, Celgene, Sanderling, HBM, Others
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CX-4945
Phase I/l Agent

Targeted Small Molecule Inhibitor of CK2 Protein Kinase
For the Treatment of Solid Tumors and Hematologic Malignhancies

In Particular for Combination Therapy
K Reality - All Therapies will be Used in Combination




CK2 in Cancer

Essential & Ideal for Drug Combination

siRNA show essential for survival and maintenance of cancer phenotype
Overexpressed and promotes multiple oncogenic pathways and processes
Mechanistic rationale for extensive combinability with multiple drugs
Applicable to combination therapy in numerous cancer indications
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CX-4945 Phase | Solid Tumors
Safe with Robust Biomarker Responses
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Clinical Benefit to Patients

CX-4945 Treatment Most Recent Treatment
Dose/ Time on Study
Schedule | RESPOMSE | (yeeks) — Weeks
NSCLC 160mg BID SD 16 4 Investigational
Prostate 300mg BID SD 24 12 Docetaxel/Bevacizumab
Thyroid 460mg BID SD 88* 36 Investigational
Leydig 460mg BID SD 48 21 Investigational
Thyroid 700mg BID SD 24 14 Investigational
NSCLC 1000mg BID SD 18* 16 Paclitaxel/Carboplatin/Bevacizumab
Cholangiocarcinoma 300mg QID SD 32 18 Gemcitabine
NET 500mg QID SD 44* 12 Gemcitabine + Investigational
Breast 800mg QID SD 16 36 Paclitaxel

] 8 Patients had Extended Time on Treatment — Real benefit!!
J Single Agent CX-4945 Out Performed Approved Drugs




CX-4945: 15t CK2 Inhibitor in Humans

» 15t Proof CK2 can be Inhibited Safely in Humans

> Safe and Well Tolerated (44 Patients w Solid Tumors)

° Linear PK and Robust PD Responses

- Dose related Inhibition of Mechanistic Biomarkers
* Reductions of Tumor-derived Biomarkers (IL-6, IL-8, CTC)

o Real Clinical Benefit

« 20% of Patients experienced Extended Duration on Treatment
* 67% (6) of those > 6 months and one for > 2 years

* 14% (6) experienced Tumor Reductions from Baseline
> Selected Phase Il Dose and Schedule

» Greater Single Agent Benefit than Anticipated

» Designed for Development as Combination Therapy
> Patient Selection: EGFR-mutations and CK2 upregulated
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First, Exploit CX-4945 to Improve

Effectiveness of Chemotherapies

EGFR DNA Repair to Hsp90 Prevents Angiogenesis NFkB
Her2 Ch th .
Her3 emotherapies

Chaperone Apoptosis Inflammation
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» Chemotherapies Fail
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o - N » Phase Il Randomized Trial
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CX-5461

Selective Inhibitor of RNA Polymerase |
Non-Genotoxic Activator of p53

-

For the Personalized Treatment of Hematologic Malignancies
85-90 % WT p53 and Highly Sensitive to CX-5461



Why and How Activate p53 for Cancer?

» p53 “Guardian of Genome” responds to cellular stress signals
» Stress signals release p53 from MDM2 - triggers arrest or cell death
» Cancer cells highly sensitive to p53 tumor suppressor and readily die

Paths to Activate p53

» @Genotoxic Drugs
Rhosomal ‘.g: - Undesired side effects

\’ > MDM2 Inhibitors
Inactive p53 @m
> Nucleolar Stress Pwy
s & - Inhibit Pol |
/ o Activate p53
' o> No DNA damage
optosis utopha Cell Cycle
Arrest & Repair 5 New IP Space & FTO




CX-5461 Mechanism of Action
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CX-5461 Selectively Kills p53 WT Cancers
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& $ & $ CX-5461 JNJ-26854165 Nutlin-3a
> Selectively kill cancer cells » 10X more potent than JNJ inhibitor
» p53 WT tumors more sensitive than of MDM2

p53 Mutant cancer cells » 100X more potent than Nutlin-3a
» Hematologic cancers more sensitive inhibitor of MDM2
than solid tumor cells » Highly potent small molecule
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CX-5461 In Vivo Efficacy in Transgenic
Mouse Model of B Cell Lymphoma
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CX-5461 Highly Differentiated

Next Big Hematology Drug - Substantial Market Potential
o Leukemias, lymphomas and multiple myeloma
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Newly Validated Pol | Cancer Drug Target
o Potent & selective small molecule inhibitor of Pol |
o Far more potent than competitor MDM2 inhibitors

v

Ideal Path for Non-genotoxic Activation of p53 "y
° Activates validated p53 via Nucleolar Stress Pathway b aia o

» Robust In Vivo Efficacy in Multiple Models
o Favorable preclinical profile N E
> Safe and well tolerated

Well Defined Development Path
o IND projected 4Q 2011 — High Expectations

Cylene Owns All Rights with FTO — USPTO Patent
Optimal Blend of Novelty, Validation and Market Potential
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CYLENE At-a-Glance

» Exploit Newly Validated High-Value Cancer Targets
> Small molecules developed internally - highly differentiated
o Address substantial markets - Strong IP estate and FTO

» Staged Pipeline of Products of 1t-in-Class Agents
o CX-4945 CK2 Inhibitor Program Phase I/1l Stage
- Designed for unprecedented combinability
* CX-8184 Next Generation agent in preclinical development
o CX-5461 Pol | Inhibitor Program Approaching IND g
- |deal non-genotoxic path to activate p53 | ‘
- Immediately applicable to hematologic cancers

» Creating and Delivering Value
o Differentiating drugs to cancer patients
° First-in-class and Best-in-class cancer drugs to the market

> Delivering value and exclusivity to partners and shareholders

S Diego, CA






