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Forward Looking Statements
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Certainwritten statementsin and/ororal statementsmadein connectionwith thispresentationmaybe consideredforward-lookingstatementswithin the meaningof
applicableCanadiansecuritieslawsandthe UnitedStatessecuritieslaws,that maynot be basedon historicalfact, including,without limitation, statementscontaining
the wordsάōŜƭƛŜǾŜέΣάƳŀȅέΣάǇƭŀƴέΣάǿƛƭƭέΣάŜǎǘƛƳŀǘŜέΣάŎƻƴǘƛƴǳŜέΣάŀƴǘƛŎƛǇŀǘŜέΣάǇǊŜŘƛŎǘέΣάǇǊƻƧŜŎǘέΣάƛƴǘŜƴŘέΣάŜȄǇŜŎǘέΣάǇƻǘŜƴǘƛŀƭέand similar expressions. Forward-
lookingstatementsin thispresentationinclude,but arenot limited to: the mortality rate of prostatecancer;9{{!Ωǎupcomingmilestones; potential treatmentsfor EPI-
7386; EPI-7386ΩǎPhase1 studyandits success; clinicaltrials; andpotentialmarketopportunitiesforEPI-73896.

Forward-lookingstatementsand information are subject to variousknown and unknown risksand uncertainties,many of which are beyondthe ability of ESSAto
control or predict, andwhichmaycause9{{!Ωǎactualresults,performanceor achievementsto be materiallydifferent from thoseexpressedor implied thereby. Such
statementsreflect9{{!Ωǎcurrentviewswith respectto future events,aresubjectto risksanduncertaintiesandarenecessarilybaseduponanumberof estimatesand
assumptionsthat, while consideredreasonablebyESSAasof the dateof suchstatements,are inherentlysubjectto significantmedical,scientific,business,economic,
competitive,political and socialuncertaintiesand contingencies,many of which, with respectto future events,are subject to change. In makingforward-looking
statements,ESSAmaymakevariousmaterialassumptions,includingbut not limited to the marketanddemandfor the securitiesof ESSA,generalbusiness,marketand
economicconditions,obtainingpositiveresultsof clinicaltrials,andobtainingregulatoryapprovals.

Forward-lookinginformationisdevelopedbasedon assumptionsaboutsuchrisks,uncertaintiesandother factorssetout hereinandin9{{!ΩǎAnnualReporton Form
10-K filed on November18, 2021under the headingάwƛǎƪCŀŎǘƻǊǎέΣa copy of which is availableon9{{!Ωǎprofile on the SEDARwebsite at www.sedar.com,9{{!Ωǎ
profile on EDGARat www.sec.gov,andasotherwisedisclosedfrom time to time on9{{!ΩǎSEDARprofile andEDGARprofile. Forward-lookingstatementsare made
basedon management'sbeliefs, estimatesand opinions on the date that statementsare made and ESSAundertakesno obligation to update forward-looking
statementsif these beliefs,estimatesand opinionsor other circumstancesshouldchange,exceptas may be required by applicableCanadianand United States
securitieslaws. Investorsare cautionedthat forward-lookingstatementsare not guaranteesof future performanceand investorsare cautionednot to put undue
relianceon forward-lookingstatementsdueto their inherentuncertainty.



ESSA Corporate Overview
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Focused on the 
development of novel 
therapies for the 
treatment of prostate 
and other androgen-
driven cancers

Founded with technology licensed from The University of British Columbia and the British 
Columbia Cancer Agency

Sites in South San Francisco, Vancouver, and Houston

Company

Å First-in-class N-ǘŜǊƳƛƴŀƭ ŘƻƳŀƛƴ όb¢5ύ ƛƴƘƛōƛǘƻǊǎ ƻŦ ǘƘŜ ŀƴŘǊƻƎŜƴ ǊŜŎŜǇǘƻǊ όάAnitensέύ 

Å EPI-7386 phase 1 monotherapy study in patients with mCRPC who are resistant to 
standard of care treatments began in 2020

Å First phase 1/2 study of EPI-7386 in combination with antiandrogens in patients with 
earlier mCRPC disease began in 1Q2022

Å Emerging research pipeline focused on prostate and other androgen-driven cancers

Technology & Products

Å Listed on NASDAQ (EPIX) 

Å Completed raise of $150M in 2021

Å Cash and short-term deposits: $189.2M (December 31, 2021)

Financial Details



Experienced Management Team
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David R. Parkinson, MD
President & Chief Executive Officer

Peter Virsik, MS, MBA
EVP & Chief Operating Officer

David S. Wood, MBA, CPA, CMA
Chief Financial Officer

Alessandra Cesano, MD
Chief Medical Officer

https://www.google.com/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&cad=rja&uact=8&ved=2ahUKEwiM7-7AsqDfAhVMhOAKHdTUDpEQjRx6BAgBEAU&url=http://brandingsource.blogspot.com/2013/07/new-logo-ey.html&psig=AOvVaw2RFFzIBkWBMNEc4RnLBkkG&ust=1544913786874635


Prostate Cancer Disease Landscape
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1. American Cancer Society. (2021). Key Statistics for Prostate Cancer. Retrieved from 
https://www.cancer.org/cancer/prostate-cancer/about/key-statistics.html. 
2. 2020 financial reports from www.sec.gov.  

3. Robinson D, et al. Cell, 2015.
4. Chen CD, et al. Nat Med, 2004.
5. Kumar A, et al. Nat Med, 2016.

6. Sharp A, et al. JCI, 2019. 
7. ESMO2021.

PUBLIC HEALTH 
PROBLEM

LARGE 
MARKET

VALIDATED 
THERAPEUTIC TARGET

NEED FOR NEW 
THERAPEUTIC 
STRATEGIES

ÅProstate cancer is the 2nd

most common cause of 

male cancer deaths

ÅAmerican Cancer Society 

estimates 248,000 new 

cases and 34,000 deaths in 

20211

ÅOver $7.5B in global sales 

generated in 2020 by 

leading antiandrogens

ÅNewest antiandrogens: 

Zytiga® (abiraterone 

acetate), Xtandi® 

(enzalutamide), Erleada® 

(apalutamide) and Nubeqa® 

(darolutamide)2

ÅAndrogen receptor (AR) 

signaling is critical for prostate 

cancer development and 

progression3,4,5

ÅMounting evidence that 

progression to CRPC remains 

dependent upon persistent 

AR signaling driven by AR 

resistance mechanisms3,5

ÅResistance to second-

generation antiandrogens is 

common and on average 

occurs within a year of 

starting therapy6

ÅClinical results suggest that 

more potent AR inhibition 

used earlier in therapy may 

provide improved clinical 

outcomes for patients7 



Current Antiandrogen Therapies Only Target the Androgen Receptor Ligand-
Binding Domain
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7. Culig Z, et al. Cancer Res, 1994.4. Mostaghel EA, et. al. Clin Cancer Res, 2011.
5. Annala, et al. Cancer Discov, 2018.
6. Chen EJ, et al. Clin Cancer Res, 2015.

1. Azad AA, et al. Clin Cancer Res, 2015.
2. Joseph JD, et al. Cancer Discov, 2013.
3. Antonarakis ES, et al. NEJM, 2014.

N-terminal domain DNA-binding domain Ligand-binding domain

AR Amplification1

AR LBD truncations3,4,5 

Å Genomic
Å Splice variants

Promiscuous activation 
(i.e., glucocorticoids, 
progesterone)6,7

Gain-of-function LBD 
point mutations1,2

ANDROGEN

Zytiga®(abiraterone acetate)

Eligardã, Lupron®(leuprolide)

Zoladex®(goserelin)

Firmagon®(degarelix)

Nubeqa®(darolutamide)

Erleada®(apalutamide)

Xtandi®(enzalutamide)

Nilandron®(nilutamide)

Casodex®(bicalutamide)

Eulexin®(flutamide)

Inhibit androgen synthesis

Block androgen 
binding

Antiandrogen Resistance 
Mechanisms

ÅAll current antiandrogens function through the ligand-binding domain (LBD) of the androgen receptor

ÅKnown antiandrogen resistance mechanisms develop at the LBD



EPI-7386: US Prostate Cancer Market Opportunity is Large*
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Antiandrogens 
Approved or in a 
Pivotal Phase 3 Study

Ʒ Approved

In P3 Study

* Sher, H, et al. PLOS One, 2015. 3L mCRPC patients are estimated as the yearly mortality incidence due to prostate cancer.

ƷƷ

Ʒ

Ʒ

Ʒ

Ʒ Ʒ

US Prostate Cancer Prevalence Estimated in 2020 by Stage of Disease* (in thousands)

EPI-7386 in 
Combination w/ 
Antiandrogens

EPI-7386 as a 
Monotherapy

500

33

237

112

42

48
28

High risk HSPCTotal mHSPCnmCRPC 1L mCRPC 2L mCRPC 3L+ mCRPC



Prostate Cancer Evolution and AR Dependency

81. Adopted from Scher, HI, et al. J Clin Oncol, 2016.

Clinically 
Localized 
Disease

Rising PSA 
Noncastrate

mCSPC

nmCRPC

mCRPC

3rd+ Line

mCRPC

2nd Line

mCRPC

1st Line

Prostate 
Cancer1

Local Systemic

AR Amplification

AR Truncations and Splice Variants
AR Gene Structural Rearrangements and Splice Variants

AR LBD Point Mutations

AR Dependent
AR Independent

PTEN-PI3K-AKT, Wnt, neuroendocrine, other tumor growth drivers



EPI-7386, First-in-Class NTD AR 
Inhibitor



EPI-7386 is Uniquely Designed to Prevent AR Transcription by Binding to the NTD
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ÅEPI-7386 specifically binds to the NTD of the AR, 
unlike current therapies which bind to the LBD, a 
site with multiple known resistance mechanisms

ÅUnlike current antiandrogens, EPI-7386 is active 
against multiple forms of the AR, including those 
resistant to current antiandrogens

ÅEPI-тоусΩǎ ƴƻǾŜƭ ƳŜǘƘƻŘ ƻŦ inhibiting the AR may 
lead to greater AR suppression when used in 
combination with current antiandrogen 
therapies

1. Hong NH, et al. AACR-NCI-EORTC-Virtual Int Conf, 2021.
2. De Mol E, et al. ACS Chem Biol, 2016.

N-terminal domain DNA-binding domain Ligand-binding domain

3. Andersen RJ, et al. Cancer Cell, 2010.
4. De Mol E, et al. ACS Chem Biol, 2016.

DǊŀƴǘŜŘ ǳƴƛǉǳŜ ¦{!b ŘǊǳƎ ǎǘŜƳ ƻŦ άAnitenέ ŀǎ ŀƴ b-terminal domain inhibitor of AR

5. Yang YC, et al. Clin Cancer Res, 2016.



Three NMR Approaches Confirm Binding of EPI-7386 to the AR NTD1

ÅPreclinical data in antiandrogen-
sensitive and resistant models 
demonstrate impact of EPI-7386 on 
AR biology and suggest EPI-7386 
binding to AR NTD:

Å AR reporter screening assays

Å AR transcriptional activity (RNA-seq)

Å AR dependent cell growth

Å AR binding to cistrome(ChIP-seq)

Å Cellular AR engagement (CETSA)

Å Prostate cancer xenograft activity

ÅRecent nuclear magnetic resonance 
(NMR) studies conclusively 
demonstrate EPI-7386 engagement 
and binding to AR NTD

STD-NMR

LO-NMR T2-CPMG

2D 13C, 1H-NMR

1. Hong NH, et al. AACR-NCI-EORTC-Virtual Int Conf, 2021.



In Vitro Target Product Profile of EPI-7386 Next Generation AR NTDInhibitor
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EPI-7386 Target Criteria Description

Potency In vitro potency similar to second generation lutamideantiandrogens

Activity In vivo xenograft anti-tumor activity in both antiandrogen-sensitive & resistant models

ADME Low in vitro metabolism, good animal ADME & long predicted human T1/2

Selectivity Specific NTD on-target activity with minimal off-target binding

DDI Appropriate properties to combine with other drugs (e.g. drug-drug interactions (DDI), etc.)

CMC
Simple synthesis of drug substance and favorable pharmaceutical properties for the drug 
product



Currently 
Approved
Treatments

Prostate Cancer Clinical Treatment Model: Patient Population for Monotherapy
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1. Adopted from Scher, HI, et al. J Clin Oncol, 2016.
2. Sharp, A, et al. J Clin Invest, 2019.

Clinically 
Localized 
Disease

Rising PSA 
Noncastrate

mCSPC

nmCRPC

mCRPC

3rd+ Line

mCRPC

2nd Line

mCRPC

1st Line

Prostate 
Cancer1

Local Systemic

Surgery 
Radiation +/-

ADT

ADT +/-
lutamides

Abiraterone 
Enzalutamide 
Apalutamide 
Darolutamide

Abiraterone / lutamides
Docetaxel/Cabazitaxel/Radium / 

Olaparib

Rucaparib / 
Experimental 

Agents

Potential EPI-7386 
Development

EPI-7386 
Combo

EPI-7386 
Combo

EPI-7386 
Combo

EPI-7386
Monotherapy

EPI-7386 
Combo



Phase 1a/1b Monotherapy Study of EPI-7386 in Patients with mCRPC

ÅDose escalation 3+3 monotherapy clinical trial initiated in 3Q2020 

ÅƳ/wt/ ǇŀǘƛŜƴǘǎ ǿƘƻ ƘŀǾŜ ŦŀƛƭŜŘ җ н ǇǊƛƻǊ ǎȅǎǘŜƳƛŎ ǘƘŜǊŀǇƛŜǎ ǿƛǘƘ җм ǎŜŎƻƴŘ-generation antiandrogen  

Å Initial EPI-7386 cohorts planned as 200, 400, 600, 800 and 1000 mg dosed QD

ÅPrimary Objective: 
Å Safety and tolerability of EPI-7386

ÅSecondary Objectives:

Å Determine MTD, evaluate the PK profile, define the recommended phase 2 dose (RP2D)

ÅBiomarker characterization of patients

Å Initial results from the first cohort of patients presented at ASCO-GU 2021

14

Phase 1a Monotherapy EPI-7386 Dose Escalation Study Design

ÅConfirmation of EPI-7386 safety and tolerability of the RP2D from the phase 1a study

ÅEvaluate the clinical effects of EPI-7386 at the RP2D in a select group of mCRPCpatients

Phase 1b Monotherapy EPI-7386 Dose Expansion Study Design



Expanding Patient Biology Characterization Through Biomarker Exploration
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ÅPatient biomarker characterization of circulating tumor DNA (ctDNA) is currently being 
conducted on all patients entering the monotherapy study1,2,3

ÅProvides genomic characterization of patient tumor biology focusing on both AR and non-AR pathways

ÅCan help provide insight into disease heterogeneity and AR pathway dependency

ÅChanges in ctDNAcan be used to measure tumor burden changes in response to treatment

Å/ŀǊƛǎ ŀƴŘ 9{{! ŀǊŜ ǳǘƛƭƛȊƛƴƎ /ŀǊƛǎΩ ²ƘƻƭŜ ¢ǊŀƴǎŎǊƛǇǘƻƳŜ {ŜǉǳŜƴŎƛƴƎ ό²¢{ύ ŀƴŘ ²ƘƻƭŜ 
Exome Sequencing (WES) platform in clinical studies of EPI-7386
Å/ŀǊƛǎΩ ǇƭŀǘŦƻǊƳ Ƴŀȅ ŀƭƭƻǿ 9{{! ǘƻ ƳƻǊŜ Ŧǳƭƭȅ ŎƘŀǊŀŎǘŜǊƛȊŜ ǇŀǘƛŜƴǘ ōƛƻƭƻƎƛŎŀƭ ǇǊƻŦƛƭŜǎ as well as monitor the 

biological effects of EPI-7386

ÅUltimately, these approaches may facilitate more efficient development of EPI-7386 in 
patients through the identification of relevant tumor biological subpopulations

1. AnnalaM. et al. CancerDiscov. 2018.
2. VandekerkhoveG. et al. Eur Urol. 2019. 
3. Warner E. et al. Clin Cancer Res. 2021.



EPI-7386 Phase 1 Monotherapy Study Update
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Casodex Enzalutamide

Provenge Abi

EPI-7386

HSPC mCRPC

ÅFavorable pharmacokinetic profile: long T1/2 with patient 
plasma concentrations of EPI-7386 >10uM for 24 hours

ÅEPI-тоус ǿŀǎ ǿŜƭƭ ǘƻƭŜǊŀǘŜŘ ǿƛǘƘ ƴƻ {!9Ωǎ ƻōǎŜǊǾŜŘ

ÅPatient (01-002) achieved PSA50 response and showed 
stable disease at 12 weeks by radiologic assessment (bone 
and pelvic lymph nodes)

- Patient achieved a deeper (PSA80) and extended PSA 
response, dose escalated several times and remained on 
therapy for a total of 72 weeks. 

ÅAt dose cohorts >800 mg QD, saturation of absorption 
may be present but AUC >300K ng*hr/mL

ÅMost patients entering the study were heavily pretreated 
and 80% exhibited non-AR mutations, suggesting possible 
non-AR related tumor growth dependence

ÅProtocol Amendment:

- Protocol amendment limits prior therapy to no more than 3 
prior systemic therapies for mCRPC

- Also excludes patients with visceral metastases

- Twice-daily dosing at 400mg BID (800mg daily) will be tested 
initially with 600mg BID potentially to follow

ASCO-GU 2021 Presentation

Cohort 1 Pharmacokinetic Profile



Currently 
Approved
Treatments

Prostate Cancer Clinical Treatment Model: Patient Population for Combination Therapy
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1. Adopted from Scher, HI, et al. J Clin Oncol, 2016.
2. Sharp, A, et al. J Clin Invest, 2019.

Clinically 
Localized 
Disease

Rising PSA 
Noncastrate

mCSPC

nmCRPC

mCRPC

3rd+ Line

mCRPC

2nd Line

mCRPC

1st Line

Prostate 
Cancer1

Local Systemic

Surgery 
Radiation +/-

ADT

ADT +/-
lutamides

Abiraterone 
Enzalutamide 
Apalutamide 
Darolutamide

Abiraterone / lutamides
Docetaxel/Cabazitaxel/Radium / 

Olaparib

Rucaparib / 
Experimental 

Agents

Potential EPI-7386 
Development

EPI-7386 
Combo

EPI-7386 
Combo

EPI-7386
Combo

EPI-7386 
Monotherapy

EPI-7386
Combo



Rationale for the Combination of EPI-7386 with Antiandrogens
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ÅDecades of clinical research link 

improved clinical results with deeper 

AR axis suppression

ÅCombining an AR NTD-inhibitor with 

an LBD-inhibitor provides two 

complementary ways of inhibiting AR 

biology

ÅPreclinical studies support deeper 

and broader suppression of AR-

driven biology by combining EPI-7386 

with antiandrogens 

AR Binding to Genomic DNA Mouse VCaPXenograft Efficacy

Vehicle

ENZ

EPI-7386

ENZ+ 
EPI-7386



Janssen collaboration with ESSA to evaluate EPI-7386 in combination with Erleada
(apalutamide) and Zytiga (abiraterone acetate) in two phase 1/2 clinical studies in mCPRC 
patients

Bayer collaboration with ESSA to evaluate EPI-7386 in combination with Nubeqa
(darolutamide) in a phase 1/2 clinical study in mCRPC patients

Clinical Collaborations: EPI-7386 With Approved Second-Generation 
Antiandrogens

19

ESSA collaboration with Astellas to evaluate EPI-7386 in combination with Xtandi 
(enzalutamide) in a phase 1/2 clinical study in mCRPC patients (study began 1Q2022)



ESSA-Led Phase 1/2 Study of EPI-7386 in Combination with Enzalutamide in Patients 
with mCRPC
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Phase 1 Single-Arm Dose Escalation Study Combining EPI-7386 and Enzalutamide

ÅmCRPC patients who have not yet been treated with a second-generation antiandrogen
ÅTwo-arm randomized (2:1) open label study design of ~120 patients
ÅPrimary Objective: 

Å Evaluate the antitumor activity and safety of the combination compared to single agent enzalutamide 

ÅSecondary Objectives:
Å Evaluate the pharmacokinetics of each of the two agents 

Phase 2 Two-Arm Randomized Study Combining EPI-7386 and Enzalutamide

ÅDose escalation 3+3 combination clinical trial began 1Q2022 

ÅmCRPC patients who have not yet been treated with a second-generation antiandrogen  

ÅInitial EPI-7386 cohort planned as 600 mg QD EPI-7386 and 120mg QD enzalutamide

ÅPrimary Objective: 
Å Safety and tolerability of the combination of EPI-7386 and enzalutamide

Å Establish the recommended phase 2 combination dose (RP2CD) of each of the two agents

ÅSecondary Objectives:
Å Evaluate the pharmacokinetics of each of the two agents 



Milestones and Cash Flow



ESSA Research and Development Pipeline
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EPI-7386

PROGRAM INDICATION RESEARCH PRECLINICAL PHASE 1 PHASE 2 PHASE 3 COLLABORATIONS

EPI-7386 monotherapy

mCRPC ςResistant to 
standard of care 
treatments

Non-PC AR-driven Cancers

EPI-7386 + enzalutamide mCRPC

EPI-7386 + abiraterone 
acetate + prednisone

mCRPC

EPI-7386 + apalutamide mCRPC

EPI-7386 + darolutamide mCRPC

Discovery

PROGRAM INDICATION RESEARCH PRECLINICAL PHASE 1 PHASE 2 PHASE 3 COLLABORATIONS

3rd-Generation
AR N-Terminal Domain 
Inhibitor

Prostate Cancer

AR N-Terminal Domain 
Degrader

Prostate Cancer

AR N-Terminal
Domain Tau-1 Site Inhibitor

Prostate Cancer


