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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 December13, 2022under 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

ÅExperienced management team with deep expertise in oncology and drug development

ÅOffices in South San Francisco and Vancouver

Company

ÅLead candidate EPI-7386is a first-in-class oral, small molecule androgen receptor N-
ǘŜǊƳƛƴŀƭ ŘƻƳŀƛƴ ƛƴƘƛōƛǘƻǊ όάAnitenέύ

ÅEPI-7386 is being developed as both a monotherapy in late-stage metastatic castration-
resistant prostate cancer and in combination with antiandrogens in 1st line mCRPC

ÅInitial clinical data show EPI-7386 is well-tolerated as a monotherapy and in combination 
with leading antiandrogens; early combination data with enzalutamide showed 4/6 
patients achieving a PSA90 in 90 days

ÅFirst generation AR NTD protein degrader (ANITAC) in preclinical development

Technology & Products

ÅListed on NASDAQ (EPIX) 

ÅCash and short-term deposits: $163.1M (December 31, 2022); runway through 2025

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. (2022). Key Statistics for Prostate Cancer. Retrieved from 
https://www.cancer.org/cancer/prostate-cancer/about/key-statistics.html. 
2. 2021 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 268,000 new 

cases and 34,500 deaths in 

20221

ÅOver $8.6B in global sales 

generated in 2021 by 

leading antiandrogens2

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 



Large Opportunity in U.S. Prostate Cancer Market *
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Antiandrogens 
Approved or in a 
Pivotal Phase 3 Study

Ʒ Approved

In P3 Studyᶵ
Å 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

ᶵ

ᶵ
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48
28

High risk mCSPCTotal mCSPCnmCRPC 1L mCRPC 2L mCRPC 3L+ mCRPC

Ʒ

Ʒ

nmCRPC: non-metastatic castration-resistant prostate cancer; mCSPC: metastatic castration-sensitive prostate cancer; mCRPC: metastatic castration-resistant prostate cancer



Prostate Cancer Evolution and AR Dependency

71. Adopted from Scher, HI, et al. J Clin Oncol, 2016.
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AR Independent
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EPI-7386, First-in-Class NTD AR 
Inhibitor



EPI-7386ôs Novel MoA Uniquely Inhibits the NTD of the Androgen 
Receptor, Potentially Overcoming Resistance to Standard-of-Care
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ÅAll current antiandrogens function through the ligand-
binding domain (LBD) of the androgen receptor (AR)

ÅKnown antiandrogen resistance mechanisms 
develop at the LBD 

ÅEPI-7386 specifically binds to the N-terminal domain  
(NTD) of the AR, a region of the androgen receptor 
required for AR activity

ÅAs a result of this binding, EPI-7386 is active against 
multiple AR forms, 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 ŀ !w b¢5 ƛƴƘƛōƛǘƻǊ

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



EPI-7386 Drug Characteristics 
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EPI-7386
Target 
Criteria

Description

Potency In vitro potency in the range of second-generation antiandrogens

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

ADME/PK Low in vitro metabolism, good animal ADME & human t1/2 ~24 hrs

Safety Specific NTD on-target activity, minimal off-target binding, clean toxicology profile

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



EPI-7386 Monotherapy Clinical Development for AR-Driven CRPC

111. Adopted from ScherHI, 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 Genomic Structural Rearrangements and Splice Variants

AR LBD Point Mutations

AR Dependent
AR Independent

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

Current EPI-7386 
Monotherapy

EPI-7386 
Development

Current EPI-7386 
Monotherapy



EPI-7386 Phase 1 Monotherapy Study in mCRPC Patients: Study 
Design
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1000 mg

800 mg

600 mg

400 mg

200 mg

Phase 1a: QD Dosing Regimen

ÅFirst-in-human Phase 1 multi-center open-label study enrolling mCRPC patients failing standard-of-care therapy

ÅTwo-part study: Phase 1a dose-escalation followed by Phase 1b dose expansion

Original Protocol
N = 31 patients
QD dosing

Amended Protocol
N = 8 patients
BID dosing

600 mg BID 
(1200 mg/day)

ÅNo limitations on the # prior lines of therapy
ÅVisceral metastases permitted 
ÅPrior chemotherapy permitted

1200 mg
400 mg BID 
(800 mg/day))

Phase 1a: BID Dosing Regimen

DLT period  
ongoing

Å[ƛƳƛǘŜŘ ǘƻ Җ о ǇǊƛƻǊ ƭƛƴŜǎ ƻŦ ǘƘŜǊŀǇȅ
ÅExclusion of visceral metastases
ÅOne lineof prior chemotherapy permitted



Patients Enrolled Under the QD Dosing Regimen were Heavily 
Pretreated and Clinically/Molecularly Complex 
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Molecular Alteration Frequency (n=29)

AR-associated 86%

Non-AR-associated 93%

Parameter QD (n = 31)

Median age (range), yrs 72 (50-85) yrs

Median # lines of prior therapy  (range) 7 (4-13)

Median # lines of prior therapy for mCRPC
(range)

4 (2-10)

Type of prior therapy, n (%)
Å!ōƛǊŀǘŜǊƻƴŜ όά!.Lέύ
Å9ƴȊŀƭǳǘŀƳƛŘŜ όά9b½έύ
ÅBoth (ABI + ENZ)
ÅDarolutamide/Apalutamide
ÅChemotherapy

Å27 (87.1%)
Å25 (80.6%)
Å22 (71%)
Å4 (12.9%)
Å18 (58.1%)

Median baseline PSA, (range), ng/ml 94.5 (5.4-1900)

Median baseline PSA doubling time (range), 
months

2.1 (0.85 -9.5)

Median baseline ctDNA* % (range) 29% (4-73%)

Visceral Disease, n (%) 9 (29%)

NSE** > 10 ng/ml, n (%) 9 (29%)



EPI-7386 Was Well-Tolerated at All Dose Levels and Schedules 
(QD and BID regimens) Administered in the Phase 1a (n=39)
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TRAE* Term
Grade 1 

n (%)
Grade 2 

n (%)
Grade 3**

n (%)
Total 
n (%)

Anemia 4 (10.2) 2 (5.1) 1 (2.5) 7 (17.9)

Aspartate 
aminotransferase 
increased

2 (5.1) 0 (0) 0 (0) 2 (5.1)

Diarrhea 3 (7.7) 2 (5.1) 0 (0) 5 (12.8)

Fatigue 1 (2.5) 5 (12.8) 0 (0) 6 (15.4)

Hot Flush 0 (0) 4 (10.2) 0 (0) 4 (10.2)

Nausea 6 (15.4) 1 (2.5) 0 (0) 7 (17.9)

Å All TRAEs (exception of one 

occurrence of what was later 

considered non-related Grade 

3 anemia) were Grade 1 and 2

Å No apparent dose-

dependency was observed

Å All the Grade 2 TRAEs of 

diarrhea occurred at doses Ó 

600 mg QD

Å Low dose-reduction rate 

(8.1%) due to related AEs (5 

cases of Grade 2 diarrhea in 2 

subjects)

ϝ¢ǊŜŀǘƳŜƴǘ wŜƭŀǘŜŘ !ŘǾŜǊǎŜ 9ǾŜƴǘ όά¢w!9έύ
**Initially, principal investigator considered Grade 3 anemia in a patient who received 400 mg BID EPI-тоус ŀǎ άǇƻǎǎƛōƭȅ ǊŜƭŀǘŜŘέ όŘǳŜ ǘƻ ŀƴǘƛŀƴŘǊƻƎŜƴ ǎŀŦŜǘȅ ǇǊƻŦƛƭŜύ ŀƭǘƘƻǳƎƘ ŎƻƴŦƻǳƴŘŜŘ ōȅ ŎƻƴŎǳǊǊŜƴǘ ǊŀǇƛŘ ōƻƴŜ ŘƛǎŜŀǎŜ ǇǊƻƎǊŜǎǎƛƻƴ ό![tҔмΣлллύΤ ƭŀǘŜǊ ŎƘanged 
ǘƻ άǳƴƭƛƪŜƭȅ ǊŜƭŀǘŜŘέ



EPI-7386 Exposures Reached the Predicted Efficacious Thresholds 
Observed in Preclinical Enzalutamide-Resistant Models 
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Å EPI-7386 has a long half life (>24hrs) 

which supports QD administration

Å The steady state AUC EPI-7386 exposure 

increases with higher doses

Å All doses reached exposures above the 

minimum target drug threshold

Å Doses > 400mg per day of EPI-7386 

exhibit AUC concentrations generally 

above the highest target drug threshold 

Å The 600 mg QD cohort exhibited the 

highest AUC

Å BID dosing allows for higher Cmin drug 

levels

Predicted 
efficacious  
exposure range 
based on 
preclinical 
models
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Longer Duration of Treatment on EPI-7386 is Associated with Less 
Prior Therapy for mCRPC
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QD Dosing Regimen Patients

Å ~ 30% of patients across all dose levels remained 
on therapy longer than 3 months

Å The patients who progressed before or at 12 
weeks had in general: >10 ng/mL NSE, prior 
chemotherapy, visceral metastases and received 
>3 lines of therapy for mCRPC

Å One patients was treated for 18 months;one 
patient is currently on study at 1000 mg QD in 
cycle 17

Å No obvious dose response observed

BID Dosing Regimen Patients

Å ~60% of patients across the two dose levels 
remained on therapy longer than 3 months

Å One patient remains on therapy

*NSE level association with neuro-endocrine differentiation - IJBM 2018 



PSA Reductions were Observed in a Clinically Defined Subset of 
Patients

17

PSA decrease or PSA stabilization was 
observed in patients with:
Å No visceral disease 
Å Fewer DNA genomic aberrations in 

non-AR oncogenic pathways
Å < 3 lines of therapy

ND: Not determined. 0% ctDNAat baseline

QD BID


