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¢Ƙƛǎ ǇǊŜǎŜƴǘŀǘƛƻƴ Ŏƻƴǘŀƛƴǎ άŦƻǊǿŀǊŘ-ƭƻƻƪƛƴƎέ ǎǘŀǘŜƳŜƴǘǎ ςstatements that are not historical facts and that involve risks, uncertainties and 
assumptions, including statements related to Sunesis' overall strategy; outcome of the marketing authorization filing with the EMA; future 
ǊŜƎǳƭŀǘƻǊȅ ƛƴǘŜǊŀŎǘƛƻƴǎ ǿƛǘƘ ǘƘŜ C5!Τ {ǳƴŜǎƛǎΩ ŀƴŀƭȅǎŜǎΣ ŀǎǎŜǎǎƳŜƴǘǎ ŀƴŘ ŎƻƴŎƭǳǎƛƻƴǎ ƻŦ ǘƘŜ ǊŜǎǳƭǘǎ ƻŦ ǘƘŜ ±![hw ǘǊƛŀƭΤ ǘƘŜ Ŝfficacy and 
commercial potential of vosaroxinand SNS-062, and outcomes of the ongoing and future in-human studies of SNS-062. These forward-looking 
statements are based upon Sunesis' current expectations. Forward-looking statements involve risks and uncertainties. Sunesis' actual results 
and the timing of events could differ materially from those anticipated in such forward-looking statements as a result of these risks and 
uncertainties. These statements are based on estimates and information available to us at the time of this presentation and are not guarantees 
of future performance. Actual results could differ materially as a result of many factors, including without limitation, risks related to Sunesis' 
need for substantial additional funding to complete the development and commercialization of vosaroxinand SNS-062, the risk that 
unfavorable economic and market conditions may make it more difficult and costly to raise additional capital, the risk that Sunesis' 
development activities for vosaroxinor SNS-062 could be halted or significantly delayed for various reasons, the risk that Sunesis' clinical 
studies for vosaroxinmay 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 protect vosaroxinor SNS-062, and the risk that 
Biogen Idec and Takeda/Millennium may abandon development of the product candidates that are the subject of our collaborations. 
!ŘŘƛǘƛƻƴŀƭ ƛƴŦƻǊƳŀǘƛƻƴ ŎƻƴŎŜǊƴƛƴƎ ǘƘŜǎŜ ŀƴŘ ƻǘƘŜǊ Ǌƛǎƪ ŦŀŎǘƻǊǎ ŀǊŜ ŘŜǎŎǊƛōŜŘ ǳƴŘŜǊ άwƛǎƪ CŀŎǘƻǊǎέ ŀƴŘ ŜƭǎŜǿƘŜǊŜ ƛƴ {ǳƴŜǎƛǎΩ quarterly report 
on Form 10-Q for the quarter ended March 31, 2017 and other filings with the Securities and Exchange Commission. You are advised that any 
forward-looking statements you see or hear during this presentation speak only as of the date of this presentation. We assume noobligation 
and do not intend to publicly update or revise these forward-looking statements for any reason. 

Safe Harbor Statement

2



Sunesis Pharmaceuticals, Inc.

ÁFocused on the development and commercialization of 
innovative products for the treatment of cancer

ÁSNS-062 (BTK) and other Kinase Inhibitor Pipeline 
ÅSNS-062 is a clinical-stage, non-covalent/reversible BTK inhibitor 
╖Favorable PK/PD profile from completed Healthy Volunteer study

╖Activated IND with cancer patient Ph1b/2 study to start in 1H

╖Near-term opportunity to address ibrutinib-acquired resistance

ÅTAK-580 (Pan-Raf) is an oral once-weekly therapy in clinic partnered with Takeda
ÅSNS-229/-510 (PDK1) are in pre-clinical development

ÁVosaroxinis a unique Anti-Cancer Quinolone Derivative (AQD)
ÅPivotal Phase 3 VALOR trial in relapse/refractory AML provides strong evidence
ÅInvestigator-sponsored group trials ongoing in AML and MDS 
ÅExploring business development initiatives to support new pivotal trial

ÁExperienced management team backed by a strong investor group



Active phase Planned/conditional phase

IDAC = intermediate-dose cytarabine

Relapsed/Refractory AML

Frontline AML and MDS

Vosaroxin AML/MDS  

Preclin Phase 1          Phase  2        Phase 3

VALOR (+ IDAC)

TAK-580 Melanoma/Solid Tumors

Melanoma/Solid TumorsPan-RAF (Single Agent and Combo)

Investigator Sponsored Trials

B-Cell Malignancies

SNS-062 B-Cell Malignancies

BTK (B-Cell Ph1b/2 to start 1H)                 

Hematology/Solid Tumors

SNS-229 Hematology/Solid Tumors 

PDK1

Product Pipeline

Kinase Inhibitor Pipeline
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Kinase Inhibitors: Rapidly Emerging Pipeline

SNSς062
(BTK)

ÅPotent, selective
non-covalent reversible 
oral inhibitor

ÅCompleted Healthy 
Volunteer Study  and 
presented at ASH

ÅPotential in B-cell 
malignancies and beyond

ÅWorldwide development 
and commercial rights

SNSς229/-510
(PDK1)

ÅMaster kinase; central 
mediator of PI3K and AKT 
signaling

ÅAlso demonstrates activity 
independent of AKT 
pathway

ÅPotential in both 
hematologic and solid 
tumor indications

ÅWorldwide development 
and commercial rights 
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TAKς580
(Pan-RAF)

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

ÅCombo study underway:
a) MLN0128 (mTORC1/2),
b) Alisertib(Aurora A),
c) Paclitaxel 
d) Cetuximab
e) Irinotecan
f) Nivolumab(PD1)



ÁImportant pathway and leading treatment for B-Cell Malignancies

ÁIbrutinib resistance is a growing concern
ÅCaused by acquired mutation at binding site 

(C481S) 

ÁSNS-062: Potent oral, non-covalent  
reversible BTK inhibitor

ÁClinical study completed in Healthy 
Volunteers with excellent PK/PD profile

ÁIND active with Phase 1b/2
dosing expected in H1 2017

SNS-062: Potential Next-Generation BTK Inhibitor

Acquired | $21Bn (2015) 55% Stake | $4Bn (2015)
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Large Unmet Need for Patients with B-Cell Neoplasms

Sources: 
© 2014 DR/Decision Resources, LLC. 
4WM Foundation estimates

Approved Indications In  Development



Emerging C481S Resistance to Covalent BTK Inhibitors
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Unique and Differentiated Clinical-Stage BTK-Inhibitor

ÅOther clinical BTK Inhibitors are covalent/irreversible inhibitors 
ÅSNS-062 is non-covalent/reversiblewith the potential to treat resistant disease

BTK-Inhibitor Company Stage Binding Profile

ibrutinib
Abbvie/Janssen
Pharmacyclics

Marketed Covalent

acalabrutinib
AstraZeneca/
Acerta

Phase 3 Covalent

BGB-3111 Beigene Phase 2 (CLL) Covalent

ONO-4059 Gilead/Ono Phase 1 Covalent

SNS-062 Sunesis Phase 1B/2 Non-covalent
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Recent JCO Publication: ~90% of CLL Relapse with C481S
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ÁOhio State recently reported results of a landmark analysis in JCO of 
308 CLL patients treated with ibrutinib

ÁMedian follow-up of 3.4 years:
Å51% discontinued treatment of ibrutinib

ÁReasons for discontinuation include:
ÅDisease progression 52.5%
ÅAdverse events 47.5%

ÁAn estimated 19.1% had progressive CLL by year 4
ÅBy year 5, ~25-30% with progressive CLL

ÁOf these, 77.5% had mutations in BTK C481 only

ÁAn additional 15% had mutations in both BTK C481 and PLCG2

Source: BTKC481S-Mediated Resistance to Ibrutininbin CLL; Jennifer A. Woyach; J ClinOncol35, 
February 2017



Confidential

Inhibition of Kinase Activity

IC50
(nM)

WT
BTK

C481S
BTK

Fold 
Change

Ibrutinib 0.58 25.2 43.4

SNS-062 2.9 4.5 1.6

Inhibition of pBTK Levels

IC50
( M˃)

WT
BTK

C481S
BTK

Fold 
Change

Ibrutinib 0.016 25.5 >1,000

SNS-062 0.57 0.8 1.4

11AACR-NCI-EORTC Conference, November 2015

SNS-062 Retains Activity Against BTK C481S Mutant Cells

ÁActivity of ibrutinib is profoundly affected
ÅSignificant loss of potency combined with poor PK that contribute to a loss of 

efficacy in presence of BTK C481S mutation

ÁSNS-лснΩǎ ŀŎǘƛǾƛǘȅ ƛǎ ǳƴŀŦŦŜŎǘŜŘ ōȅ /пум{ Ƴǳǘŀǘƛƻƴ ŀƴŘ Ƙŀǎ ŦŀǾƻǊŀōƭŜ tY



Confidential

Phase 1A Healthy Volunteers Study: Objectives
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ÁObjectives: evaluate safety, pharmacokinetics (PK), and 
pharmacodynamics (PD) after a single dose of SNS-062 administered to 
healthy volunteers

ÁDosing began for cohort 1 in March 2016

ÁFirst-in-human Phase 1a randomized, double-blind, placebo-controlled, 
single dose study, conducted in 3 stages 
ÅStage 1 (completed): 
╖SNS-062 dosing: progressively higher single oral administrations at doses of 

50, 100, 200, and 300 mg

ÅStages 2 and 3 (completed)
╖Evaluated effects of food and CYP3A4 inhibition, respectively, on the PK of SNS-

062

Ward R, et al. Presented at 2nd International Conference on New 
Concepts in B-Cell Malignancies; 9-11 September 2016; Estoril, Portugal.



Phase 1A: Favorable Pharmacokinetic Properties
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ÁSNS-062 was rapidly absorbed, with a median Tmax= 1 hour (range: 0.5-3.0)
ÁMean t1/2 values across all dose cohorts ranged from 7.4 to 17 hours
ÁSNS-062 concentrations declined in a multiphasic manner
ÁTotal exposure (AUC and Cmax) increased ~proportionally with dose

Data reported as mean, SD

Ward R, et al. Presented at 2nd International Conference on New 
Concepts in B-Cell Malignancies; 9-11 September 2016; Estoril, Portugal.

Cohort 1 
50 mg
(n=6)

Cohort 2 
100 mg
(n=6)

Cohort 3 
200 mg
(n=6)

Cohort 4 
300 mg
(n=6)

Cmax (ng/mL) 1913 3404 5956 6795 

AUC0-24
(ng*hr/mL) 7826 14505 29904 35406 

Tmax (hr) 1.2 1.3 1.0 1.5 

CL/F (mL/hr) 6139 7162 7886 7615 

Vd/F (mL) 69580 72948 117823 177190 

t1/2 (hr) 8.1 7.4 10.5 17.0 



Improved PK Profile Relative to Ibrutinib and Acalabrutinib
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Ward R, et al. Presented at 2nd International Conference on New 
Concepts in B-Cell Malignancies; 9-11 September 2016; Estoril, Portugal.

1. BinnertsME, et al. Mol Cancer Ther. 2015;14 (12 Suppl2).
2. IMBRUVICA® (ibrutinib) capsules, for oral use [prescribing information]. Sunnyvale, CA: PharmacyclicsLLC; 2016. 
оΦ /ŜƴǘŜǊ ŦƻǊ 5ǊǳƎ 9Ǿŀƭǳŀǘƛƻƴ ŀƴŘ wŜǎŜŀǊŎƘΦ нлрррн /ƭƛƴƛŎŀƭ ǇƘŀǊƳŀŎƻƭƻƎȅ ǊŜǾƛŜǿ όLƳōǊǳǾƛŎŀϰύΦ Wǳƭȅ олΣ нлмоΦ 
4. Byrd JC, et al. N EnglJ Med. 2016;374:323-32.

Cmax

(ng/mL)

AUC0-24

(ng·hr/mL)

t1/2

(hr)

SNS-062 50 mg (single dose) 1913 7826 8.15

Acalabrutinib100 mg BID (steady-state)4 827 1850 1.13

Ibrutinib 560 mg (single dose)3 141 682 τa

Values for SNS-062 are for SNS-062 free base
at1/2 evaluable for 2 of 9 patients only and was 6.1 hr



Phase 1A: Profound and Sustained Target Inhibition
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ÁSNS-062 demonstrated rapid, profound 
(~100%), and prolonged (>12 hour) target 
inhibition

Á It is expected that 85% inhibition is 
sufficient for clinical activity1

Percent BTK Inhibition Over Time BTK Inhibition vs SNS-062 Plasma 
Concentration

% BTK inhibition determined by assessment of pBTKas described in methods; SNS-062 
free base concentration determined by LC-MS/MS
BTK, .ǊǳǘƻƴΩǎtyrosine kinase; pBTK, phosphorylated BTK.

Ward R, et al. Presented at 2nd International Conference on New 
Concepts in B-Cell Malignancies; 9-11 September 2016; Estoril, Portugal.

1. Byrd JC, et al. N EnglJ Med. 2016;374:323-32..



Safety Summary
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Ábƻ DǊŀŘŜ җо !9ǎ ƻǊ {!9ǎ

ÁAll AEs were Grade 1 except for 1 subject (Stage 1, 300 mg) with Grade 2 
headache and fatigue

ÁNone of the reported AEs, laboratory abnormalities, or ECG or telemetry 
findings were considered clinically meaningful 

ÁNo obvious pattern of dose-dependent toxicity



Stage 1 Treatment-Emergent Adverse Events
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SNS-062

Cohort 1 
50 mg
(n=6)

Cohort 2 
100 mg
(n=6)

Cohort 3 
200 mg
(n=6)

Cohort 4 
300 mg
(n=6)

Total 
Active
(n=24)

Placebo 
(n=8)

Subjects with TEAEs 4 (67%) 1 (17%) 1 (17%) 2 (33%) 8 (33%) 3 (38%)

Bronchitis 0 0 0 1 (17%) 1 (4%) 0

Constipation 0 1 (17%) 0 0 1 (4%) 0

Diarrhea 0 0 0 0 0 1 (13%)

Fatigue 0 0 0 1 (17%) 1 (4%) 0

Headache 4 (67%) 0 0 1 (17%) 5 (21%) 2 (25%)

Nausea 0 0a 1 (17%) 0 1 (4%) 2 (25%)

Orthostatic hypotension 0 0 0 1 (17%) 1 (4%) 0

Supraventricular tachycardia 0 0 0 1 (17%) 1 (4%) 0

Adverse events for Stages 2 and 3 included Grade 1 events previously reported in Stage 1 
as well as 2 additional subjects with abdominal pain and 2 subjects with musculoskeletal 
stiffness



SNS-062 Is a Selective Kinase Inhibitor
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ÁInhibits BTK potently and shows selective activity 

ÁIn 234 kinomescreen, only 4 non-Tec kinases inhibited with IC50 < 100nM 

Á1000-fold less potent against EGFR compared with ibrutinib

ÁKinase selectivity and reversible binding profile may provide 
safety and tolerability benefits

TEC Family Kinases Other Kinases

BTK ITK TECϞ BLK TXK* BMX* LCKϞ cSRC* SRC (1-530) NEK11* EGFR*

IC50 nM 3 14 14 23 474 224 8 84 30 90 6644

*Determined with SNS-062 free base.
ϞActivated.
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Conclusions from Phase 1A Study

19

ÁWell tolerated in healthy subjects following single-dose administration

ÁRapidly absorbed and orally bioavailable

ÁPK properties improved over ibrutinib and acalabrutinib

ÁPK and PD profiles support twice daily dosing

ÁRapid and near complete inhibition of pBTK observed at all dose levels

ÁPK/BTK inhibition profile suggests potential for clinical activity in B-
lymphoid malignancies with either mutant C481 or wild-type BTK

ÁMay be administered with/without food; is a sensitive substrate of CYP3A4 

ÁResults support planned Phase 1b/2 study in advanced B-cell malignancies 
after prior ibrutinib exposure

ASH 2016



Phase 1b/2 Cancer Study to Initiate 1H
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ÁU.S. IND Active (January 2017)

ÁOpen-label trial initially at 5 top U.S. centers

ÁTreat patients with progressed B-cell malignancies (Q2)
ÅCLL
ÅMantle Cell
Å²ŀƭŘŜƴǎǘǊƻƳΩǎ

ÁDose-escalation to identify RP2 dose followed by Ph2 cohort expansions:
Åо Ҍ о ŘŜǎƛƎƴ ŦƻǊ tƘмō ƛƴ άŀƭƭ ŎƻƳŜǊǎέ
ÅIn Ph2 at recommended dose:
╖CLL progressed with documented C481S mutations
╖Plus cohorts in other malignancies

ÁTo evaluate: 
ÅSafety 
ÅPharmacokinetics (PK) and pharmacodynamics (PD)
ÅAntitumor activity (ORR)



PDK1: Exciting New Cancer Program (Preclinical)

Modality Small-molecule, selective oral inhibitor of PDK-1

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

Therapeutic Hypothesis
Potentially broader activity that PI3K/AKT inhibitors both 
single-agent and combination activity

Potential Target 
Indications

ÅHematologic tumors including CLL and AML
ÅSolid tumors including breast, prostate, stomach, lung, 

colon and pancreatic

Program Status

Å Identified Development Candidates (SNS-229/-510) 
Å Toxicology evaluationand testingongoing
ÅData available from 14 day DRF in dogs in August
Å If άDƻέΣ ƛƴƛǘƛŀǘŜ Lb5 ŜƴŀōƭƛƴƎ ǿƻǊƪ ǿƛǘƘ Aptuit
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Broad Potential in Hematological Malignancies

Sunesis PDK1 compound inhibits viability of numerous PI3K and AKT 
inhibitor resistant hematologic cancer cell lines

AACR-NCI-EORTC Conference, November 2015


