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On April 10, 2021, ESSA Pharma Inc. (EPIX) announced the 
presentation of encouraging preclinical results for EPI-7386, the 
company’s lead N-terminal domain inhibitor of the androgen 
receptor (AR), at the 2021 American Association of Cancer 
Research (AACR) Annual Meeting. Highlights from the 
presentation include data showing EPI-7386 inhibits 
transcriptional activity in the AR splice variant AR-v567es-driven 
cellular model, reduces binding of the AR to genomic DNA, is 
superior to enzalutamide in the AR-V7-driven cellular model, and 
when combined with ‘lutamide molecules exhibits broad and 
deep inhibition of the AR pathway in the VCaP cellular model. 
ESSA is currently conducting a Phase 1 dose escalation trial for 
metastatic castration resistant prostate cancer patients and is 
now dosing patients in the 800 mg cohort. In addition, the 
company has entered into Phase 1/2 partnerships with Janssen 
and Astellas to evaluate EPI-7386 with apalutamide and 
enzalutamide, respectively.         

52-Week High $32.08 
52-Week Low $3.80 
One-Year Return (%) 612.81 
Beta 1.68 
Average Daily Volume (sh) 211,605 
  
Shares Outstanding (mil) 34 
Market Capitalization ($mil) $958 
Short Interest Ratio (days) 1 
Institutional Ownership (%) 68 
Insider Ownership (%) 8 

  

Annual Cash Dividend  $0.00 
Dividend Yield (%)  0.00 
  
5-Yr. Historical Growth Rates  
    Sales (%) N/A 
    Earnings Per Share (%) N/A 
    Dividend (%)   N/A 
  

P/E using TTM EPS N/A 

P/E using 2020 Estimate -30.6 

P/E using 2021 Estimate -26.2 
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EPIX: Additional Preclinical Data Shows 
EPI-7386 Inhibits AR-Driven 
Transcription… 

Based on our probability adjusted DCF model that 
takes into account potential future revenues from EPI-
7386, EPIX is valued at $40/share. This model is highly 
dependent upon continued clinical success of EPI-7386 
and will be adjusted accordingly based upon future 
clinical results.  
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ZACKS ESTIMATES 
 

Revenue  
(in millions of $) 

 Q1 Q2 Q3 Q4 Year 

 (Dec) (Mar) (Jun) (Sep) (Sep) 

2020 0 A 0 A  0 A    0 A   0 A    

2021 0 A    0 E    0 E    0 E    0 E    

2022                 0 E    

2023                 0 E    
  

Earnings per Share 
 

 Q1 Q2 Q3 Q4 Year 

 (Dec) (Mar) (Jun) (Sep) (Sep) 

2020 -$0.22 A -$0.45 A -$0.24 A -$0.17 A -$1.04 A 

2021 -$0.20 A -$0.23 E -$0.23 E -$0.24 E -$0.90 E 

2022     -$0.93 E 

2023                 -$0.97 E 
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      WHAT’S NEW 
 

Business Update 
 
Additional Preclinical Data Presented at AACR 2021 
 
On April 10, 2021, ESSA Pharma, Inc. (EPIX) announced the presentation of encouraging preclinical data at the 
2021 American Association of Cancer Research (AACR) annual meeting. A copy of the presentation can be found 
here. The data presented by ESSA builds on previous preclinical research presented by the company showing that 
EPI-7386, the company’s lead small molecule inhibitor of the N-terminal domain, binds to the full-length androgen 
receptor (AR), inhibits the transcription of AR-driven genes, and interacts with the AR splice variant AR-V7 (which 
lacks the ligand binding domain and thus leads to resistance to the current anti-AR therapies). 
 
The following graphs show the results of reporter gene expression assays and a cell viability assay in CWR-R1 cells 
that express either full-length AR (CWR-R1-AD1) or the ARv567es splice variant (CWR-R1-D567), in which exons 
5, 6, and 7 of the AR gene are deleted. Arv567es is one of two splice variants frequently found in human metastatic 
castration-resistant prostate cancer (mCRPC) samples and it typically portends rapid tumor progression (Hörnberg 
et al., 2011). The graph on the left shows that increasing concentrations of both EPI-7386 and enzalutamide results 
in decreased AR-driven gene expression. The middle graph shows that EPI-7386 is able to inhibit AR-driven gene 
expression in cells that express the ARv567es splice variant while enzalutamide does not. The graph on the right 
shows that EPI-7386 decreases cell viability in the CWR-R1-D567 cell line both in the presence and absence of 
R1881, a synthetic androgen.  
 

    
 
Chromatin immunoprecipitation sequencing (ChIP-seq) analysis showed that EPI-7386 inhibits AR binding to 
genomic DNA. ChIP-seq is a method to analyze protein interactions with DNA and can identify global binding sites 
for a protein such as the AR. ChIP-seq starts with DNA-protein complexes being crosslinked together, antibodies 
specific for the protein of interest are used to immunoprecipitate the DNA-protein complexes, and the DNA is then 
extracted and sequenced. The following graph shows the number of binding events detected for the AR per 1000 
LNCaP cells for various genes after six and 24 hours of treatment. The large number of binding events in the 
presence of R1881 is indicative of the AR’s ability to induce gene expression, while the decreased number of 
binding events in the presence of R1881 + EPI-7386 shows that the drug is able to inhibit the binding of the AR to 
DNA and thus decrease expression of AR-driven genes.  
 

https://www.essapharma.com/wp-content/uploads/2021/04/BR-AACR_ESSInc_10APR2021_FINAL.pdf
https://www.essapharma.com/wp-content/uploads/2021/04/2021-AACR-poster-final-no-voiceover.pdf
https://pubmed.ncbi.nlm.nih.gov/21552559/
https://pubmed.ncbi.nlm.nih.gov/21552559/
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When examining transcriptional activity, EPI-7386 inhibits AR-driven gene expression in a similar manner to 
enzalutamide, however combination treatment with both drugs results in a broader and deeper inhibition. The 
following heat map shows the top 50 R1881-responsive genes in LNCaP cells that are up-regulated (red) or down-
regulated (blue) more than three-fold by single agent and combination treatment. Treatment with EPI-7386 or 
enzalutamide decreases the expression of a number of the R1881-responsive genes (denoted by the light 
red/white/blue colors compared to the dark red in the R1881 only column) while combination therapy further 
decreases the expression of those R1881-responsive genes so their expression more resembles the genes that are 
R1881-repressed. 
 

 
 
Similar results are seen in the VCaP model, which is initially driven by full-length AR but is then followed by AR-V7-
driven growth. The following heatmap again shows decreased gene expression for R1881-activated genes following 
treatment with EPI-7386 or various ‘lutamide drugs (enzalutamide, ENZ; daralutamide, DAR; apalutamide, APA). 
However, the greatest change in gene expression is seen with combination therapy of EPI-7386 and a ‘lutamide, 
which is very encouraging since VCaP cell growth is driven in part by AR-V7, which confers resistance to treatment 
with ‘lutamide monotherapy.  
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To summarize, the data presented by ESSA at the 2021 AACR meeting show that EPI-7386 prevents AR-driven 
gene expression for both full-length AR and AR splice variants (AR-V7 and ARv567es). In addition, combination 
therapy with EPI-7386 and a ‘lutamide results in broader and deeper inhibition of the AR pathway than monotherapy 
treatment with either compound. 
 
ESSA has previously presented initial Phase 1 data from a monotherapy study of EPI-7386 in patients with mCRPC 
(see here for our analysis of that data), and the trial is currently dosing the 800 mg cohort. In addition, the company 
has recently entered clinical trial partnerships with Janssen and Astellas to examine combination therapy of EPI-
7386 with apalutamide or abiraterone acetate + prednisone and enzalutamide, respectively. The combination 
treatment data shown above increases our confidence that combination therapy will lead to positive clinical 
outcomes and we eagerly await initial results from those trials. 
 
Conclusion 
 
The preclinical data presented at AACR 2021 adds to a growing body of evidence suggesting that treatment of 
mCRPC patients with EPI-7386 is likely to result in a clinical benefit and we look forward to additional data from the 
ongoing Phase 1 clinical trial of EPI-7386 and the planned combination therapy trials later in 2021. With no changes 
to our model our valuation currently stands at $40 per share and ESSA remains one of our top picks among our 
small-cap biotech coverage universe.  
 
 
 
 
 
 
 
 

 

https://scr.zacks.com/news/news-details/2021/EPIX-Encouraging-Initial-Clinical-Data-for-EPI-7386/default.aspx
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       PROJECTED FINANCIALS 

 
 
 

ESSA Pharma Inc. FY2020 A Q1FY21 A Q2FY21 E Q3FY21 E Q4FY21 E FY2021 E FY2022 E FY2023 E 

EPI-7386 $0  $0  $0  $0  $0  $0  $0  $0  

Total Revenues $0  $0  $0  $0  $0  $0  $0  $0  

Cost of Sales $0  $0  $0  $0  $0  $0  $0  $0  

Product Gross Margin - - - - - - - - 

Research & Development $12.1  $4.5  $4.5  $4.7  $4.8  $18.5  $20.0  $23.0  

Financing Costs $0.6  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

General & Administrative $11.4  $2.2  $3.1  $3.2  $3.3  $11.8  $13.0  $13.2  

Other (Income) Expense $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Operating Income ($24.1) ($6.7) ($7.6) ($7.9) ($8.1) ($30.3) ($33.0) ($36.2) 

Operating Margin - - - - - - - - 

Non-Operating Expenses (Net) $0.4  ($0.1) $0.1  $0.1  $0.1  $0.2  $0.4  $0.4  

Pre-Tax Income ($23.7) ($6.6) ($7.7) ($7.8) ($8.0) ($30.1) ($32.6) ($35.8) 

Income Taxes ($0.3) $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Tax Rate 0% 0% 0% 0% 0% 0% 0% 0% 

Net Income ($23.4) ($6.6) ($7.7) ($7.8) ($8.0) ($30.2) ($32.6) ($35.8) 

Net Margin - - - - - - - - 

Reported EPS ($1.04) ($0.20) ($0.23) ($0.23) ($0.24) ($0.90) ($0.93) ($0.97) 

YOY Growth - - - - - - - - 

Basic Shares Outstanding 22.4 33.3 33.7 33.8 33.9 33.7 35.0 37.0 

Source: Zacks Investment Research, Inc.                   David Bautz, PhD     
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     HISTORICAL STOCK PRICE 
 
 

 
 

 
Source: Zacks SCR
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      DISCLOSURES 

 
The following disclosures relate to relationships between Zacks Small-Cap Research (“Zacks SCR”), a division of Zacks Investment Research 
(“ZIR”), and the issuers covered by the Zacks SCR Analysts in the Small-Cap Universe. 
 
ANALYST DISCLOSURES 

I, David Bautz, PhD, hereby certify that the view expressed in this research report accurately reflect my personal views about the subject 
securities and issuers. I also certify that no part of my compensation was, is, or will be, directly or indirectly, related to the recommendations or 
views expressed in this research report. I believe the information used for the creation of this report has been obtained from sources I considered 
to be reliable, but I can neither guarantee nor represent the completeness or accuracy of the information herewith. Such information and the 
opinions expressed are subject to change without notice. 
 

INVESTMENT BANKING AND FEES FOR SERVICES  

Zacks SCR does not provide investment banking services nor has it received compensation for investment banking services from the issuers of 
the securities covered in this report or article. 
Zacks SCR has received compensation from the issuer directly, from an investment manager, or from an investor relations consulting firm 
engaged by the issuer for providing non-investment banking services to this issuer and expects to receive additional compensation for such non-
investment banking services provided to this issuer. The non-investment banking services provided to the issuer includes the preparation of this 
report, investor relations services, investment software, financial database analysis, organization of non-deal road shows, and attendance fees 
for conferences sponsored or co-sponsored by Zacks SCR. The fees for these services vary on a per-client basis and are subject to the number 
and types of services contracted.  Fees typically range between ten thousand and fifty thousand dollars per annum. Details of fees paid by this 
issuer are available upon request. 
 

POLICY DISCLOSURES   

This report provides an objective valuation of the issuer today and expected valuations of the issuer at various future dates based on applying 
standard investment valuation methodologies to the revenue and EPS forecasts made by the SCR Analyst of the issuer’s business.  
SCR Analysts are restricted from holding or trading securities in the issuers that they cover. ZIR and Zacks SCR do not make a market in any 
security followed by SCR nor do they act as dealers in these securities.  Each Zacks SCR Analyst has full discretion over the valuation of the 
issuer included in this report based on his or her own due diligence.  SCR Analysts are paid based on the number of companies they cover. 
SCR Analyst compensation is not, was not, nor will be, directly or indirectly, related to the specific valuations or views expressed in any report or 
article. 
 

ADDITIONAL INFORMATION 

Additional information is available upon request. Zacks SCR reports and articles are based on data obtained from sources that it believes to be 
reliable, but are not guaranteed to be accurate nor do they purport to be complete. Because of individual financial or investment objectives 
and/or financial circumstances, this report or article should not be construed as advice designed to meet the particular investment needs of any 
investor. Investing involves risk. Any opinions expressed by Zacks SCR Analysts are subject to change without notice. Reports or articles or 
tweets are not to be construed as an offer or solicitation of an offer to buy or sell the securities herein mentioned. 
 

CANADIAN COVERAGE  

This research report is a product of Zacks SCR and prepared by a research analyst who is employed by or is a consultant to Zacks SCR. The 
research analyst preparing the research report is resident outside of Canada, and is not an associated person of any Canadian registered 
adviser and/or dealer. Therefore, the analyst is not subject to supervision by a Canadian registered adviser and/or dealer, and is not required to 
satisfy the regulatory licensing requirements of any Canadian provincial securities regulators, the Investment Industry Regulatory Organization of 
Canada and is not required to otherwise comply with Canadian rules or regulations. 

 

 


