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On April 8, 2022, ESSA Pharma Inc. (EPIX) announced the 
presentation of preclinical data on the company’s first-generation 
androgen receptor (AR) ANITen-bAsed Chimera (ANITAC™) N-
terminal domain (NTD) degrader at the 2022 American 
Association for Cancer Research (AACR) annual meeting. The 
data show that ANITAC degraders can lead to the ubiquitin-
mediated degradation of many forms of AR including full length, 
mutant, and splice variants. In addition, ANITACs can inhibit AR-
dependent transcription and reduce cell viability in AR-
dependent prostate cancer cell lines.  
ESSA is continuing its Phase 1 monotherapy study of EPI-7386, 
with a clinical update expected in the first half of 2022. In 
addition, the combination trial of EPI-7386 with enzalutamide is 

underway and we anticipate the combination trials with 
partners Janssen and Bayer to initiate in the first half of 
2022.   

52-Week High $34.28 
52-Week Low $5.90 
One-Year Return (%) -78.32 
Beta 1.64 
Average Daily Volume (sh) 212,837 
  
Shares Outstanding (mil) 44 
Market Capitalization ($mil) $260 
Short Interest Ratio (days) 1 
Institutional Ownership (%) 90 
Insider Ownership (%) 10 

  

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 -6.0 

P/E using 2021 Estimate -4.8 
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EPIX: Preclinical Data on Androgen 
Receptor N-Terminal Domain Degrader 
Presented at AACR… 

Based on our probability adjusted DCF model that 
takes into account potential future revenues from EPI-
7386 and the TPD program, EPIX is valued at 
$45/share. This model is highly dependent upon 
continued clinical success of EPI-7386/TPD and will be 
adjusted accordingly based upon future clinical results.  

 

Sponsored – Impartial - Comprehensive 
 

 Sponsored – Impartial - Comprehensive 

   April 25, 2022 
David Bautz, PhD 

312-265-9471 
dbautz@zacks.com 

ZACKS ESTIMATES 
 

Revenue  
(in millions of $) 

 Q1 Q2 Q3 Q4 Year 

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

2021 0 A 0 A  0 A    0 A   0 A    

2022 0 A    0 E    0 E    0 E    0 E    

2023                 0 E    

2024                 0 E    
  

Earnings per Share 
 

 Q1 Q2 Q3 Q4 Year 

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

2021 -$0.20 A -$0.36 A -$0.21 A -$0.24 A -$0.96 A 

2022 -$0.21 A -$0.22 E -$0.24 E  -$0.25 E -$0.92 E 

2023     -$0.98 E 

2024                 -$1.06 E 
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      WHAT’S NEW 
 

Business Update 
 
Data on First Generation Androgen Receptor N-Terminal Degrader Presented at AACR 2022 
 
On April 8, 2022, ESSA Pharma, Inc. (EPIX) announced that preclinical data for the company’s first-generation 
androgen receptor (AR) ANITen bAsed Chimera (ANITAC™) N-terminal domain (NTD) degraders was presented at 
the 2022 American Association for Cancer Research (AACR) annual meeting. A copy of the poster can be 
accessed here.  
 
This is the first time the company has presented data on its ANITAC program, which represents a novel means of 
targeting the AR. The following figure shows a cartoon representation of an ANITAC, which consists of an aniten (a 
compound that targets the NTD of the AR) connected to an E3 ligase binder through a flexible linker.   
 

 
 
After the ANITAC compound binds the AR and the E3 ligase, the AR is ubiquitinated and degraded via the ubiquitin 
proteasome system (UPS), as shown in the following figure. Components of the UPS include: ubiquitin (Ub) -  a 76-
amino acid protein that is attached to proteins via a lysine residue to mark them for degradation; E1 – a Ub 
activating enzyme; E2 – a Ub conjugating enzyme; E3 – a Ub ligase. E1 transfers a Ub protein to E2 and E3 
catalyzes the transfer of the Ub protein from E2 to the targeted protein (Molineaux, 2012). At least four Ub 
molecules must be attached to the target protein (in the form of a polyubiquitin chain) before it can be recognized by 
the proteasome for degradation (Thrower et al., 2000). Since the ANITAC molecule contains an aniten that targets 
the NTD of the AR, it has the potential to degrade any form of clinically relevant AR including those that have ligand 
binding domain (LBD) truncated splice mutants. 
 

 

https://investors.essapharma.com/2022-04-08-ESSA-Pharma-Announces-the-Presentation-of-Preclinical-Data-for-its-First-Generation-of-Androgen-Receptor-N-Terminal-Domain-Degraders
https://www.essapharma.com/science/publications/
https://pubmed.ncbi.nlm.nih.gov/22019514/
https://pubmed.ncbi.nlm.nih.gov/10619848/
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As an example of how an ANITAC can degrade both full-length and truncated AR, the following figure shows full-
length (AR-FL) and truncated (AR-V7) AR following treatment of the VCaP prostate cancer cell line with ANITAC 
EPI-8207 or ARV-110, a PROTAC® protein degrader being developed by Arvinas Therapeutics (ARVN). The 
treatment occurs both in the presence (+) and absence (-) of MLN4924, a neddylation inhibitor. Neddylation is a 
post-translational modification similar to ubiquitination, thus inhibiting the process leads to an inhibition of 
proteasomal protein degradation. Treatment with both EPI-8207 and ARV-110 resulted in a decrease in AR-FL with 
increasing concentration of drug. This process was also inhibited in the presence of MLN4924, showing the 
decrease in AR protein is due to proteasomal degradation. However, while EPI-8207 also led to the degradation of 
AR-V7 protein at the higher concentrations tested (which was also inhibited by MLN4924), there was a minimal 
decrease in AR-V7 protein following ARV-110 treatment. 
 

 
 
The degradation of the AR leads to a decrease in AR transcriptional activity. The following graphs shows the 
decrease in expression of an AR-driven reporter gene as a function of ANITAC concentration. ANITACs are able to 
inhibit AR transcriptional activity driven by AR-FL (expressed in LNCaP cells), AR-V7 (expressed in LNCaP95), and 
AR-V567es (expressed in CWR-R1-D567). In contrast, ARV-110 does not inhibit AR-driven expression in cells that 
express the AR splice variant AR-V567es.   
 

 
 
ANITACs have the potential to disrupt AR-driven transcriptional activity in two ways: 1) inhibition of AR activity by 
binding to the NTD; and 2) degradation of the AR through the UPS. This is exhibited in the following figure that 
compares the inhibition of AR transcriptional activity for the aniten EPI-7386 and the ANITAC EPI-8207 with or 
without an E3 ligase inhibitor in LNCaP cells. EPI-8207 appears to inhibit AR transcriptional activity better than EPI-
7386, however when an E3 ligase inhibitor is added the activity of the two compounds is similar. This implies that 
the targeted degradation of the AR through the UPS, in addition to AR activity inhibition through binding to the NTD, 
could result in greater knockdown of AR activity and potentially lead to superior clinical outcomes.  
 

 



 
 

 
Zacks Investment Research                                          Page 4                                                            scr.zacks.com 

 
Background on Targeted Protein Degradation 
 
Targeted protein degradation (TPD) was first reported in 2001, in which researchers successfully caused the UPS-
mediated degradation of MetAP-2 through a ‘protein-targeting chimeric molecule (Protac-1)’ that consisted of an 

IB phosphopeptide (that binds the ubiquitin complex Skp1-Cullin-F box) and ovalicin (that covalently binds 
MetAP-2) (Sakamoto et al., 2001). Since that time a number of advances have been made in TPD and the field has 
advanced with multiple TPD compounds now in clinical trials. TPD is an exciting field of study as it opens the 
possibility to target the hundreds of potential proteins in multiple disease pathways that are considered 
‘undruggable’ using current pharmacological approaches. 
  
There are two main types of TPD molecules: heterobifunctional small-molecule degraders and molecular glues.  
 
Bifunctional degraders: These compounds consist of two molecules coupled by a flexible linker. One of the 
molecules binds to a protein-of-interest and the other molecule binds to an E3 ligase. Bringing a target protein in 
close proximity to the E3 ligase causes ubiquitination and subsequent entry of the target protein into the UPS for 
degradation by the proteasome. 
 
Molecular glues: These are compounds that facilitate the interaction between a ubiquitin ligase and a protein of 
interest. Examples of molecular glues include thalidomide, lenalidomide, and pomalidomide (Asatsuma-Okumura et 
al., 2019). That class of compounds was shown to exert anti-cancer effects by binding the E3 ligase cereblon 
(CRBN) and its transcription factor IKZF1/3, leading to the degradation of IKZF1/3.   
 
While bifunctional degraders and molecular glues both utilize the UPS for protein degradation, they are distinct in 
that bifunctional degraders interact with both a target protein and an E3 ligase, while molecular glues only interact 
with the ligase and induce or stabilize a reaction between it and a cellular protein. This distinction makes molecular 
glues more difficult to design, however the advantage they have over bifunctional degraders is their lower molecular 
weight and improved cellular permeability. 
 
A number of companies are developing TPD molecules, including: 
 
Arvinas, Inc. (ARVN) – Arvinas is developing bifunctional degraders (PROTAC®). This was the first company to get 
a TPD molecule into a clinical trial. The company has multiple development candidates in its pipeline, including 
ARV-110 (in a Phase 2 clinical trial for mCRPC) and ARV-471 (in a Phase 1 clinical trial for breast cancer). The 
current market cap is approximately $3.5 billion.   
 
C4 Therapeutics (CCCC) – C4 is developing MonoDAC (molecular glue) and BiDAC (bifunctional) degraders. The 
company’s lead asset CFT7455 is currently in a Phase 1/2 clinical trial for the treatment of multiple myeloma. 

Following a recent update, the company’s stock fell 60% after it was revealed two of four patients in the 50 g 
cohort had to reduce their dosage due to toxicity. The company’s current market cap is approximately $400 million.  
 
Monte Rosa Therapeutics (GLUE) – Monte Rose is developing molecular glues utilizing the company’s QuEEN 
platform. The lead program GSPT1 is currently in pre-IND studies and will be developed for the treatment of 
different types of cancer. The company’s current market cap is approximately $600 million.  
 
Kymera Therapeutics (KYMR) – Kymera is developing bifunctional molecules to target specific proteins of interest 
and specific E3 ligases. The lead development compound KT-474 (targeting IRAK4 degradation) is currently in a 
Phase 1 trial with two additional candidates (KT-333 and KT-413) recently entering Phase 1 studies. The company’s 
current market cap is approximately $1.9 billion. 
 
Nurix Therapeutics (NRIX) – Nurix is developing bifunctional molecules to target specific proteins of interest and 
specific E3 ligases. The lead development compounds (NX-2127 and NX-5948) are both in Phase 1 clinical trials. 
The company’s current market cap is approximately $500 million.  
 
In addition, we believe that multiple large pharmaceutical companies have devoted considerable resources into 
evaluating various TPD platforms. It’s difficult to make direct valuation comparisons between these companies and 
ESSA since ESSA only has one TPD program, albeit with very encouraging preclinical data. But what is clear is that 
companies with TPD programs appear to command premium valuations, even for early stage assets. 
 
 

https://pubmed.ncbi.nlm.nih.gov/11438690/
https://pubmed.ncbi.nlm.nih.gov/31202702/
https://pubmed.ncbi.nlm.nih.gov/31202702/
https://ir.c4therapeutics.com/news-releases/news-release-details/c4-therapeutics-presents-clinical-data-cohort-ongoing-phase-12
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Conclusion 
 
The data presented by ESSA at AACR 2022 was very exciting as it represented the first time that the company’s 
TPD program had been showcased. The program is still at a very early stage; however, we believe ESSA is off to a 
great start based upon the data generated thus far. We will be following the development of the TPD assets very 
closely as they advance to the clinic. We remind investors that the company will be providing an update on the 
Phase 1 monotherapy trial of EPI-7386 in the first half of 2022 and an update from the combination trial of EPI-7386 
and enzalutamide in the second half of 2022. Even though its early stage, we have added the TPD program to our 
model, which has slightly increased our valuation to $45 per share.   
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       PROJECTED FINANCIALS 

 
 
 

ESSA Pharma Inc. FY2021 A Q1FY21 A Q2FY21 E Q3FY21 E Q4FY21 E FY2022 E FY2023 E FY2024 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  

Research & Development $24.3  $6.0  $6.3  $6.8  $7.4  $26.5  $30.0  $35.0  

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

General & Administrative $12.9  $3.1  $3.5  $3.6  $3.7  $13.9  $14.5  $15.0  

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

Operating Income ($37.2) ($9.1) ($9.8) ($10.4) ($11.1) ($40.4) ($44.5) ($50.0) 

Operating Margin - - - - - - - - 

Non-Operating Expenses (Net) $0.3  ($0.0) $0.0  $0.0  $0.0  ($0.0) $0.4  $0.4  

Pre-Tax Income ($36.8) ($9.1) ($9.8) ($10.4) ($11.1) ($40.4) ($44.1) ($49.6) 

Income Taxes ($0.0) $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 ($36.8) ($9.1) ($9.8) ($10.4) ($11.1) ($40.4) ($44.1) ($49.6) 

Net Margin - - - - - - - - 

Reported EPS ($0.96) ($0.21) ($0.22) ($0.24) ($0.25) ($0.92) ($0.98) ($1.06) 

YOY Growth - - - - - - - - 

Basic Shares Outstanding 38.5 44.0 44.0 44.1 44.1 44.0 45.0 47.0 

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. 

 

 


