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Safe Harbor Statement

CKA& LINBaSyidl G6ARYy2 DRY B¢ k§tatemaristhatiaré daFhistorical facts and that involve risks, uadaties and
assumptions, including statements related to Sunesis' overall strategy; outcome of the marketing authorization filing #tA tfuture
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commercial potential ofosaroxinrand SN®62, and outcomes of the ongoing and futurehimman studies of SN#2. These forwartboking
statements are based upddunesiscurrent expectations. Forwasdboking statements involve risks and uncertaint®snesisactual results

and the timing of events could differ materially from those anticipated in such forteaking statements as a result of thesgks and

uncertainties. These statements are based on estimates and information available to us at the time of this presentatiemaingumrantees

of future performance. Actual results could differ materially as a result of many factors, including without limitatiereléstd to Sunesis'

need for substantial additional funding to complete the development and commercializatimsafoxirand SN®62, the risk that

unfavorable economic and market conditions may make it more difficult and costly to raise additional capital, the rigkehiat S

development activities fovosaroxinor SN$62 could be halted or significantly delayed for various reasons, the risk that Sunesis' clinical
studies forvosaroxirmay not demonstrate safety or efficacy or lead to regulatory approval, the risk that data to date and trends may not be
predictive of future data or results, the risk that Sunesis' proprietary rights may not adequately progacoxinor SN€62, and the risk that

Biogen ldec and Takeda/Millennium may abandon development of the product candidates that are the subject of our collaboration

' RRAGAZ2YLFE AYTF2NXIFGA2Yy O2yOSNYyAy3d GKSaS | yR 20 KSUNSSIHA @ 2 JQJor tied 2 NB&
guarter ended September 30, 2016 and other filings with the Securities and Exchange Commission. You are advised thatdloyp kimg
statements you see or hear during this presentation speak only as of the date of this presentation. We assume no oblib@tioiintend

to publicly update or revise these forwaldoking statements for any reason.
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Sunesis Pharmaceuticals, Inc.

A Focused on the development and commercialization of
Innovative productdor the treatment ofcancer

A SNS062 (BTK) and other Kinase Inhibitor Pipeline

A SNS062 is a clinicagtage, norcovalent/reversible BTK inhibitor

1 Favorable PK/PD profile from completed Healthy Volunteer study

7 Activated IND with cancer patierRh1b/2 studyto start in 1H

7 Nearterm opportunity to addressbrutinib-acquired resistance
A TAK580 (ParRaj) is an oral onceveeklytherapy in clinigartnered with Takeda
A SNS229/-510 (PDK1) are in piinical development

A Vosaroxiris a unique AntCancer Quinolone Derivative (AQD)
A Pivotal Phase 3 VALOR trial in relapse/refractory AML basis for MAA filing
A Received MAA 186ay list of outstanding issues
A Potential EU approval and partnership midyear
A Investigatorsponsored trials ongoing in AML and MDS

A Experienced management teapacked bya stronginvestor group
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Product Pipeline

Preclin Phase 1 Phase 2 Phase 3 EU Filing

Vosaroxin AML/MDS > sunes:s

Relapsed/Refractory AMRYVARez¥CH|p)Xe))
//’\\ ) p y
QINPREZO . :
(vosaroxin) Frontline AML and MD BIWGSIsEie] @S oleos o] (=le MITES

Kinase Inhibitor Pipeline
TAK580 Melanoma/Solid TUMOrg 7eeda:

Melanoma/Solid TumorJEEltia?A=NESilale] CWAs Sl &=13le Nfe]11]s]o)]

SNS062 BCell Malignancies « ' sunes:s

SFOIRVERIERSE BTK (ECellPh1b/2 to start 1H)

SNS229 Hematology/Solid Tumor:: sunesis

Hematology/Solid TumorigsLs®

_ Active phase

#  Planned/conditional phase

IDAC = intermediatdosecytarabine P
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Kinase Inhibitors: Rapidly Emerging Pipeline

SN&062
(BTK)

_:.:I SUNESIS

-
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APotent, selective
non-covalent reversible
oral inhibitor

ACompIeted Healthy
Volunteer Study and
presented at ASH

APotential in Bcell
malignancies and beyond

Aworldwide development
and commercial rights

SN§229/-510
(PDK1)

:'_.1"1
LS sunesis
=f

AMaster kinase: central
mediator of PI3K and AKT
signaling

AAlso demonstrates activity
independent of AKT
pathway

Apotential in both
hematologic and solid
tumor indications

Aworldwide development
and commercial rights

TAK 580
(PanrRAF)

Asingleagent MTD identified
(ASCO 2013) with dose
expansion data presented
in melanoma patients
(EORTC 2014 and
ECCO 2015)

Acombo study underway:
a) MLN0128riTOR@/2),
b) Alisertib(Aurora A),

c) Paclitaxel

d) Cetuximab

e) Irinotecan

f) Nivolumab(PD1)
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SNS062: Potential NextGeneration BTK Inhibitor

Almportant pathway and leading treatment for®ell Malignancies

obbvie AstraZeneca
§pharmacyclics’ <= AcertaPharma,
Acquired | $21Bn (2015) 55% Stake | $4Bn (2015)

A lbrutinib resistance is a growing concern

A Caused by acquired mutation at binding site _ |
(C481S) \

ASNS062: Potent oralnon-covalent
reversibleBTK inhibitor

AClinical study completed in Healthy >
Volunteers with excellent PK/PD profile

AIND active with Phaskb/2
dosing expected in H1 2017 Cys 481
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Large Unmet Need for Patients with-8ell Neoplasms

Patients Populations (G7) in Major Hematological Malignancies

600,000
Approved Indications In Development
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Significant Commercial Sales

Achieved with Launch of BFRhibitor (ibrutinib)
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Unique and Differentiated Clinicabtage BTHnhibitor

A Other clinical BTK Inhibitors atevalent/irreversible inhibitors
A SNS062 isnon-covalent/reversiblewith the potential to treat resistant disease

BTKInhibitor Company Stage Binding Profile

Ibrutinib Abbwe’Jans_sen Marketed Covalent
Pharmacyclics

acalabrutinib AstraZeneca/ Phase 3 Covalent
Acerta

BGB3111 Beigene Phase2 (CLL) Covalent

ONQG4059 Gilead/Ono Phase 1 Covalent

SNS062 Sunesis Phag 1B/2 Non-covalent
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Emerging C481S Resistance to Covalent BTK Inhibitors

ORIGINAL ARTICLE

Resistance Mechanisms for the Bruton’s
Tyrosine Kinase Inhibitor Ibrutinib

Jennifer A. Woyach, M.D., Richard R. Furman, M.D., Ta-Ming Liu, M.S,,
Hatice Gulcin Ozer, Ph.D., Marc Zapatka, Ph.D., Amy S. Ruppert, M.A.S,,

Ling Xue, Ph.D., Daniel Hsieh-Hsin Li, Ph.D., Susanne M. Steggerda, Ph.D.,

Matthias Versele, Ph.D., Sandeep S. Dave, M.D., Jenny Zhang, B.S.,
Ayse Selen Yilmaz, M.S., Samantha M. Jaglowski, M.D., M.P.H.,
Kristie A. Blum, M.D., Arletta Lozanski, M.S., Gerard Lozanski, M.D.,

Danelle F. James, M.D., Jacqueline C. Barrientos, M.D., Peter Lichter, Ph.D.,
Stephan Stilgenbauer, M.D., Joseph J. Buggy, Ph.D., Betty Y. Chang, Ph.D.,

Amy J. Johnson, Ph.D., and John C. Byrd, M.D.

The NEW ENGLAND
JOURNAL of MEDICINE

RESULTS
We identified a cysteine-to-serine mutation in BTK at the binding site of ibrutinib
in five patients and identified three distinct mutations in PLCy2 in two patients.
Functional analysis showed that the C481S mutation of BTK results in a protein that
is only reversibly inhibited by ibrutinib. The R665W and L845F mutations in PLCy2
are both potentially gain-of-function mutations that lead to autonomous B-cell-re-
ceptor activity. These mutations were not found in any of the patients with pro-
longed lymphocytosis who were taking ibrutinib.

CONCLUSIONS
Resistance to the irreversible BTK inhibitor ibrutinib often involves mutation of a
cysteine residue where ibrutinib binding occurs. This finding, combined with two
additional mutations in PLCy2 that are immediately downstream of BTEK, under-
scores the importance of the B-cell-receptor pathway in the mechanism of action
of ibrutinib in CLL. (Funded by the National Cancer Institute and others.)

N ENGL) MED 370;24 NEJM.ORG JUNE 12, 2014
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SN&062 Retains Activity Against BT&I81S Mutant Cells

Inhibition of Kinase Activity

IC50 WT C481S Fold

(nM) BTK BTK Change
Ibrutinib 0.58 25.2 43.4
SNS062 2.9 4.5 1.6

Inhibition of pBTK Levels

IC50 WT C481S Fold
(>M) BTK BTK Change

Ibrutinib 0.016 25.5 >1,000
SNS062 0.57 0.8 1.4

A Activity ofibrutinib is profoundly affected

A Significant loss of potency combined with poor PK that contribute to a los:
efficacy in presence of BTK C481S mutation
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Recent JCO Publication: ~90% of CLL Relapse with C4¢§

A Ohio State recently reported results of a landmark analysis in JCO of

308 CLL patients treated withrutinib

A Median followup of 3.4 years:
A 51% discontinued treatment dbrutinib

A Reasons for discontinuation include:

Transformation

Cumulative Incidence of
Discontinuation of Ibrutinib Therapy
(=]

A Disease progression 52.5% 7 J,ﬂ”
A Adverse events 47 .5% o Tme?}eam]"‘

A An estimated 19.1% had progressive CLL by ye| sy pwm s
A By year 5, ~280% with progressive CLL I T T

A Of these, 77.5% had mutations in BTK C481 only
A An additional 15% had mutations in both BTK C481 and PLCG2

Source: BT¥81SMediated Resistance tbrutininbin CLL; Jennifer Aoyach JClinOncol35,
February 2017
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SNS062 Is a Selective Kinase Inhibitor

TEC Family Kinases Other Kinases

. T —
B 3 ) G e e

IG, NM 474 224 6644

*Determined with SN®62 free base.
YActivated.

A Inhibits BTK potently and shows selective activity
A In 234kinomescreen, only 4 noifec kinases inhibited with JG< 100nM
A 1000old less potent against EGFR compared with ibrutinib

A Kinase selectivity and reversible binding profile may provide
safetyand tolerability benefits
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Phase 1A Healthy Volunteers Studybjectives

A Objectives: evaluate safety, pharmacokinetics (PK), and
pharmacodynamics (PD) after a single dose of(E®3administered to
healthy volunteers

A Dosing began for cohort 1 in March 2016

A Firstin-human Phase 1a randomized, doubliénd, placebecontrolled,
single dose study, conducted in 3 stages

A Stage 1 (completed):
71 SNS062 dosing: progressively higher single oral administrations at doses of
50, 100, 200, and 300 mg
A Stages 2 and 3 (completed)

7 Evaluated effects of food and CYP3A4 inhibition, respectively, on the PK-of SN
062

Ward R, et al. Presented at 2nd International Conference on New Confidential (5”:?)\) SUNEBSIS  Fhamoceuticals. Inc
N2 » )
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Phase 1A: Favorable Pharmacokinetic Properties

A SNS062 was rapidly absorbed, with a medigp,, = 1 hour (range: 0:3.0)
A Mean t,,, values across all dose cohorts ranged fibdito 17 hours

A SNS062 concentrations declined in a multiphasic manner

A Total exposure (AUC afg},,,) increased ~proportionally with dose
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SNS-062 Free Base Concentrations (ng/mL)
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Data reported as mean, SD

Ward R, et al. Presented at 2nd International Conference on New
Concepts in Eell Malignancies;-21 September 201&stori| Portugal.

~#-- Cohort 1
—o— Cohort 2

8- Cohort 3
--6-- Cohort 4

50 mg)

100 mg)
200 mg)
300 mg)

—~ o~ — —

Cohort 1| Cohort2| Cohort 3| Cohort4

G, (ng/mL) 1913 3404 5956 6795

(i) 7826 14505 29904 35406
T (1) 1.2 1.3 1.0 15

CL/F (mLtr) 6139 7162 7886 7615

VdJ'F (mL) 69580 72948 117823 177190

t,,, (hn) 8.1 7.4 10.5 17.0
(gf}}) SUNEBSIS Pharmaceuticals, Inc.
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Phase 1A: Improved PK Profile to Covalent Binders

A Mean SN962 exposure at the lowest dose of 50 mg exceeded exposures
reported for both ibrutiniB-= and acalabrutinibwhen administered at their

respective recommended dose levels

SNS062 50 mg (single dose) 1913 7826
Acalabrutinib 100 mg BID (steadtate) 827 1850
Ibrutinib 560 mg (single doske) 141 682

1. BinnertsME, et alMol CancefTher. 2015;14 (15uppl2).
2. IMBRUVICA® (ibrutinib) capsules, for oral use [prescribing information]. Sunnyvlea@#acyclickLC; 2016. 5 5
od / SYGSNJ F2NJ 5NUz3 9@l tdzZ G§GA2Yy YR wSaASINOK® HnpppH [/ fAYAOLf LIKINXNIO2f 2=

4. Byrd JC, et d\ EnglJ Med 2016;374:3232.
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Phase 1A: Profound and Sustained Target Inhibition

BTK Inhibition vs SN&2 Plasma

Concentration

A It is expectedhat 85% inhibition is
sufficientfor clinical activity

Percent BTK Inhibition Over Time

A SNS062 demonstrated rapid, profound
(~100%), and prolonged (>12 hotajget
inhibition

STUDYID=062-HSP-101, Treatment=Active, Separate_Plot=., PDTEST=pBTK/totBTK,
Variable=Pct_Inhibition

150 —
>0 150 —

200 ng/mL
400 ng/mL

100

~#-- Cohort 1 (50 mg)

—6— Cohort 2 (100 mg)
£ Cohort 3 (200 mg)

--%-- Cohort 4 (300 mg)

B |
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T TTIT T TTTI TTTIT T TTTTI
1 10 100 1000 10000 100000

50

% BTK Inhibition

% BTK Inhibition

Time (hr)
SNS-062 Free Base Concentration (ng/mL)

% BTK inhibition determined by assessmerm®fKas described in methods; SN62
free base concentration determined by-MS/MS
BTK, NIzitgrosietkinasepBTK phosphorylated BTK.

1. Byrd JC, et al Engld Med 2016;374:3232..
=

=)
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=7 » Inc.
A
17

Concepts in Eell Malignancies;-21 September 2016&storil Portugal.




Phase 1A: Safety Outcomes from Dose Escalations

A Investigators were blinded as to treatment arm when determining relatedness of AE
A No obvious pattern of dosdependent toxicity

A All AEs were transient and low grade

A No clinically meaningful AEs, laboratory abnormalities, ECG, or telemetry findings
A No serious AEs

Subjects with AEs n (%) 4(67%) 1(17%) 1(17%) 2(33%) 8(33%) 3(38%)
Treatment related
Headache 4 (67%) 0 0 1(17%) 5(21%) 2 (25%)
Diarrhea 0 0 0 0 0 1 (13%)
Nausea 0 0 1 (17%) 0 1(14%) 2 (25%)
Supraventricular tachycardia (SVT) 0 0 0 1 (17%) 1 (4%) 0
Treatment unrelated
Constipation 0 1(17%) 0 0 1(4%) 0
Fatigue 0 0 0 1 (17%) 1 (4%) 0
Orthostatic hypotension 0 0 0 1 (17%) 1 (4%) 0
Bronchitis 0 0 0 1 (17%) 1 (4%) 0
AE, adverse event; TEAE, treatmentergent adverse event. £
Ward R, et al. Presented at 2nd International Conference on New ((;:?;) SUNEBSIS rharmaceuticadls, Inc.
Concepts in Eell Malignancies;-91 September 201@&stori| Portugal. A 18



Conclusions from Phase 1A Study

A Well tolerated in healthy subjects following singlese administration

A Rapidly absorbed and orally bioavailable

A PK properties improved over ibrutinib and acalabrutinib

A PK and PD profiles support twice daily dosing

A Rapid and near complete inhibition of pBTK observed at all dose levels

A PK/BTK inhibition profile suggests potential for clinical activity in B
lymphoid malignancies with either mutant C481 or wiyge BTK

A May be administeredvith/without food:; is a sensitive substrataf CYP3A4

A Resultssupport plannedPhase 1b/2 study in advanceetBll malignancies
after prior ibrutinib exposure

=N
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Phase 1b/2 Cancer Study to Initiate 1H

AU.S. IND Active (January 2017)
A Openlabel trial initially at5 top U.S. centers

A Treat patients with progressed-&:!Il malignancies (Q2)
A CLL
A Mantle Cell
A2 f RSyaildNRYQa

A Doseescalation to identify RP2 dose followed by Ph2 cohort expansio
Ao b o RS&aA3Iy F2NItKmo Ay alftft O2Y
A'In Ph2 at recommended dose:

7 CLLlprogressed with documented C481S mutations
7 Plus cohorts in other malignancies

A To evaluate:

A Safety
A Pharmacokinetics (PK) and pharmacodynamics (PD)
A Antitumor activity (ORR) .
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PDK1: Exciting New Cancer Program (Preclinical)

Modality

Molecular Hypothesis

Therapeutic Hypothesis

Potential Target
Indications

Program Status

Smalmolecule, selective oral inhibitor of PEIK

Major mediator of PI3K signaling with unique, addition
effects on survival and invasion beyond PI3K and AKT
pathways

Potentially broader activity that PISK/AKT inhibitors bo
singleagent and combination activity

A Hematologic tumorincluding CLL and AML
A Solid tumorsncluding breast, prostate, stomach, lun
colon and pancreatic

A 1dentified Development Candidates (SRED/-510)
A Toxicology evaluatioand testingongoing
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TAKS580: Oral ParRafKinase Inhibitor in Clinic

(akedn

TAK580 (MLN2480)

A Rafkinases (Raf BRafand GRa) are key
regulators of cell proliferation and survival

A TAK580 is a pafRafkinase
inhibitor which has exhibited
a promising profile

Opportunity

A Up to $57.5 million in preommercialization
milestones

C28002Multi-arm, openlabel Phase 1B study
in adult patients with advanced non

hematologic malignancies

BRAF+

Prior
MAPK
NRAS+
Naive to

inhibitor
MAPK

inhibitor

==

Q2D
escalation:
20-280 mg

Qw
escalation:
400-800 mg

= =)

MTD = 200 mg

MTD = 600 mg

BRAF/
NRAS WT

Prior
chemotx

Initial safety profile and efficacy of once weekly oral dosing

A Royalty payments on net sales

A Option to cadevelop/promote
potentially in 2017

ESMO 2015 linicalTrials.gov

being explored in novel combination strategies in stl@ors:

TAK580 +nivolumal{PD1) melanoma
TAK580 + TORC1/2i (TARS)
TAK580 +alisertib(Aurora A)
TAK580 + paclitaxel
TAK580 +cetuximab
TAK580 +rinotecan

FAN
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QINPREZJ (Vosaroxir)

//\\
QINPREZO"
(vosaroxin)
Initial Target Indication for Treatment of Relapsed/Refractory AML

A Anti-Cancer Quinolone Derivative: Fiegt-Class Therapeutic

A Intercalates DNA and inhibits topoisomerase I

Replicationdependent, siteselective DNA damage, G2 arrest and apoptos
Evades common drug resistance pathways-ghbBnd p53

Low risk of drugdrug interaction

o o Io I

Lower potential for oftarget organ damage

Drug Metab Disp 2009; Cancer Chemother Pharmacol 2009, 2010; Clin Cancer N

(7=

Res 2010; PLoS One 2010; Oncotarget 2010; Haematologica 2011 ((‘\‘w?) SUNEBSIS Pharmaceu ticals, Inc.
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AML Overview: Unmet Need Greatest in Older Patients

A AML is a rapidly progressing cancer of the
blood characterized by the uncontrolled
proliferation of immature blast cells in the

bone marrow. o ’

A Incidence of 19,950 in the US in 2016

Age-Specific Incidence Rates for AML, 200801

24
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1  http://www.cancer.org/cancer/leukemisacutemyeloidaml/detailedguide/leukemiacutemyeloidmyelogenouskey-statistics ( i') SUNEBSIS Pharmaceuticals, Inc.
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2 Leukemia and Lymphoma Society. Facts 208.4
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Approved Treatment Options

Non-Hodgkin Lymphoma ) @ 00 © 200 © 0o 0 @
Acute Lymphoblastic Leukemia o @O ® 0
Multiple Myeloma @) © @) e @ e ©
Chronic Lymphocytic Leukemia ) @e 6) @ o0 @ © @O
Chronic Myeloid Leukemia e ® i @ ®
Acute Myeloid Leukemia © o o
@ US approvals 1995 20[00 20[05 20[10 20|15

@ EU approvals
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Vosaroxinin Europec Regulatory Timeline

Proposed Indigation: Treatment of Adult Patients
X C SFNAR 2F !'3S GgA0GK wStl LASRKwWST

5

2016 2017

< MAA filed
<> GCP Inspections & GMP

<> D120 List of Outstanding Issues
D120 Response <
D180 Listof Ols <> 4 D180 Response
4 SAG-O Review

@ CHMP Decision
4 Named Patient Program

Launch
‘ w/ Partner
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