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Tenax Therapeutics, Inc. (TENX: NASDAQ)

. . OUTLOOK
TENX: Notice of Allowance Increases Confi- _ _ N _ _
Tenax has licensed the calcium sensitizer/K-ATP activator levosimendan

dence and is currently pursuing approval for an indication in Group 2 Pulmonary
Hypertension in the US and Canada with the HELP trial. The drug has
been approved in over 60 countries with 35 published trials supporting its
safety and efficacy and has over 1 million patient exposures.

We use a DCF model and a 15% discount rate combined with a
40% probability of eventual sales of oral levosimendan in the
United States to generate our valuation. In January 2018 Tenax announced a new indication for Levo and met
with the FDA in April to confirm trial design. This indication has a target
population of between 1.5 and 2.0 million patients in the US with no ex-
isting treatment therapy. Tenax completed its Ph2 PH-HFpEF trial in
2020 and is expected to start a Ph3 in 2023. Additionally, Tenax merged
with PH Precision Med bringing Ph3-ready imatinib for PAH in house
which is on hold pending additional funding.

Curren_t Price (6/22/2023) $0.28 Levo has a 20+ year history of use in Europe with a substantial volume of

Valuation $5.00 literature supporting its safety and efficacy. Given the research support-
ing the use of Levo in heart failure, its inotropic and lusitropic effects and
the results from the HELP trial, there is sufficient evidence to support a
Ph3 trial in PH-HFpEF. Additionally, this is a materially sized market with
no effective therapy available, which provides substantial pricing and

SUMMARY DATA penetration opportunity.
52-Week High 13.00 Risk Level Above Average
52-Week Low 0.25 Type of Stock Small-Growth
One-Year Return (%) -97.7 Industry Med-Biomed/Gene
Beta 2.2
Average Daily Volume (sh) 966,198
ZACKS ESTIMATES
Shares Outstanding (mil) 21.7
Market Capitalization ($mil) 6.1 me;’iﬁg‘nggf US$)
Short Interest Ratio (days) 0.1 o1 Q2 03 Q4 Year
Institutional Ownership (%) 1.9
Insider Ownership (%) 2.5 (Mar) (Jun) (Sep) (Dec) (Dec)
2022 $0.0 A $0.0 A $0.0 A $0.0 A $0.0 A
Annual Cash Dividend $0.00 2023 $0.0 A $0.0 E $0.0 E $0.0 E $0.0 E
Dividend Yield (%) 0.00 2024 $0.0E
2025 $0.0 E
5-Yr. Historical Growth Rates ]
Sales (%) N/A Earnings per Share
Earnings Per Share (% N/A
Dividend (%) o) N/A Q1 Q2 @3 Q4 vear
(Mar) (Jun) (Sep) (Dec) (Dec)
P/E using TTM EPS N/A 2022 -$2.16 A -$227A -$222A -$1.94A -$857A
P/E using 2023 Estimate N/A 2023 -$0.15A -$0.13E  -$0.12E -$0.12E  -$0.51 E
P/E using 2024 Estimate N/A A0z -$0.24 E
2025 -$0.17 E
Zacks Rank N/A
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WHAT’S NEW

Additional Support for Oral Levosimendan

Tenax Therapeutics, Inc. (NASDAQ: TENX) announced that the US Patent and Trademark Office (USPTO) has
granted a Notice of Allowance for its patent covering the use of oral levosimendan in pulmonary hypertension in pa-
tients with heart failure and preserved ejection fraction (PH-HFpEF). The Notice of Allowance is a precursor to pa-
tent issuance and declares that the invention meets the requirements for patentability. A fee is required prior to
grant of the patent, which is the next anticipated step for Tenax prior to the grant of the patent.

A patent for oral levosimendan in PH-HFpEF is significant as it extends protection for this use until the end of 2040.
Patent extension and potentially other mechanisms could extend this even further. A patent grant would lengthen
what would otherwise be available, which is five years of exclusivity as a New Chemical Entity (NCE). NCE exclu-
sivity is available to drugs that contain an active moiety that has not been previously approved by the FDA in any
other drug.

Based on the confidence inspired by the recent USPTO successes with levosimendan in PH-HFpEF, Tenax plans
to pursue a Phase Il study of oral levosimendan in these patients. The US Patent Office set a precedent by recog-
nizing PH-HFpEF as a condition separate from heart failure. This provides support for later approval of a patent for
an oral version of levosimendan in a follow-on patent application that is being reviewed by the agency. With the re-
cent $15.6 million raise, Tenax is in a position to start its Phase Il levosimendan trial.

Exhibit | — Levosimendan Potential Phase Il Development Path?
Leverage Phase2b (HELP) Study Results to Design Phase 3

IV-to-Oral Transition: improvement in

Hemodynamic Entry Criteria 85% responder rate 6MWD, 29m, p=0.03
BNP, KCCQ, 6MWD

Initial Phase 3 PH-HFpEF Trial

Hemodynamic Entry Criteria Primary Endpoint = 6MWD ~152 patients, 90% Power, p<0.05

2" Phase 3 PH-HFpEF Trial

Provides additional data required for NDA filing

Results of Initial Phase 3 trial de-risks 2™ Phase 3 Trial
Ssults ot inftial Fhase = trial de-risks ase = iria (FDA has confirmed minimum ICH requirement for safety database)

Imatinib Program

With its near-term development focus on PH-HFpEF, Tenax will soon begin its oral levosimendan trial. The compa-
ny’s second program with imatinib for pulmonary arterial hypertension (PAH) will take a back seat due to financial
considerations. While not active, there are events in motion that may orient investor interest towards Tenax’
imatinib program. This could complement any good news that emerges from the levosimendan trial next year.
Tenax is not the only company pursuing a disease modifying therapy for PAH, as others including Aerovate Thera-
peutics (AVTE), Gossamer Bio (GOSS) and Acceleron/Merck (MRK) are all traveling along this route. We provide a
review of the other programs and also identify some of the hurdles that Aerovate faces with using an inhaled form of
imatinib. If Aerovate is not able to achieve favorable results with its inhaled imatinib, the focus may turn to Tenax
which offers a modified formulation that sidesteps the gastrointestinal (Gl) side effects that plagued the oral form of
imatinib used in the IMPRES study.

Inhaled Imatinib
Imatinib is the subject of a trial by Aerovate Therapeutics that is investigating a dry powder formulation of imatinib
for PAH. The sponsor is running a Phase lll clinical trial designated IMPAHCT and a long term extension of this tri-

! Tenax Therapeutics June 2023 Corporate Presentation
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https://feeds.issuerdirect.com/news-release.html?newsid=4612514217142922
https://clinicaltrials.gov/ct2/show/NCT05036135

al called IMPAHCT-FUL. The primary endpoint for the Phase Il will be the placebo-corrected change in the six-
minute walk distance after 24 weeks of treatment. There will be ~460 participants in the randomized trial. As of
mid-May, Aerovate expects to report topline data in 2Q:24.

Imatinib is a tyrosine kinase inhibitor (TKI) and was shown to improve a PAH subject’s six-minute walk test in the
IMPRES study. Another TKI, seralutinib, was effective in animal models using an inhaled route of administration
but had limited effect in humans. Due to its mechanism, the inhaled route of administration may have limitations in
humans that are not fully represented in the animal model.

While the inhalation route is attractive on many fronts, including avoiding Gl related side effects and direct delivery
to the organ of interest, clinical efficacy using this route may not be feasible. Precise dosing and delivery to the al-
veolar-capillary region is difficult. Furthermore, drug delivered via the peripheral airways has a shorter effect than
drug delivered via other routes as it is absorbed quickly.?

Seralutinib

Gossamer conducted a Phase 2 study of seralutinib in patients with pulmonary arterial hypertension (PAH). Seralu-
tinib is a tyrosine kinase inhibitor (TKI) that targets PDGFRa/B, CSF1R, and c-KIT. It is specifically designed to be
delivered via dry powder inhaler for the treatment of PAH. The company reported topline data in December 2022.
While the primary endpoint of pulmonary vascular resistance (PVR) improved by 14.3% (p value = 0.031), the mag-
nitude was lower than expected. The secondary endpoint was improvement in six-minute walk distance. Active arm
results were better than placebo for this endpoint; however, they were not significant. Gossamer is expected to
move forward with a Phase lll, but lacks investor confidence as indicated by a market cap below cash holdings.

Sotatercept

Acceleron/Merck are developing sotatercept, which is a is a first-in-class therapeutic fusion protein that targets an
imbalance in activin—growth differentiation factor and BMP pathway signaling. Sotatercept is the subject of clinical
trials investigating PAH. In a Phase Il study designated STELLAR, Merck reported a clinically meaningful im-
provement in the six minute walk distance after 24 weeks in October 2022. An improvement in NT-proBNP level
was also achieved in the study. Further analysis was provided in a New England Journal of Medicine article Phase
3 Trial of Sotatercept for Treatment of Pulmonary Arterial Hypertension.

Selection of explanatory research for the levosimendan and imatinib programs:

» June 3, 2020 — Results from Phase Il levosimendan study
o TENX: Target Up on Solid HELP Results

» April 9, 2021 — Background on imatinib
o TENX: HELP Results & New Asset to Boot

» June 2023 — Corporate Presentation
o Tenax Therapeutics Corporate Presentation

Patents

Patent Application Granted Notice of Allowance

On February 1st, Tenax announced it had received a notice of allowance from the US Patent and Trademark Office
(USPTO) for patent number 11,607,412 entitled Levosimendan for Treating Pulmonary Hypertension with Heart
Failure and Preserved Ejection Fraction (PH-HFpEF). A notice of allowance is issued when an examiner deter-
mines that a patent application satisfies the requirements for patentability. On March 22", Tenax reported that the
patent was issued. The patent is expected to provide protection until December 2040 and addresses the subcuta-
neous use of levosimendan. Intravenous levosimendan has been available generically for many years in Europe as
the patent expired in 2015; however, the drug was not approved in the US in any form. With the additional protec-
tion that is expected to be provided by this patent, the value of levosimendan in PH-HFpEF has improved.

Tenax was granted a Notice of Allowance for oral levosimendan in PH-HFpEF as memorialized in a May 31 press
release. Several administrative requirements must be completed, including the payment of the issue fee before the

2 Agnihotri, V., et al. An Update on Advancements and Challenges in Inhalational Drug Delivery for Pulmonary Arterial Hypertension. Molecules,
May 2022.
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patent is issued. This process took approximately two months for the intravenous levosimendan patent in PH-
HFpEF during the first quarter, and we expect a similar time frame for the oral patent.

Exhibit Il = Levosimendan Patent Timeline3

2022 T 2003 | 2024 | 2025 [ 2026 | 2027 | 2028 | 2029 | 2030 [ 2031 [ 2032 | 2033 | 2034 | 2035 | 2036 [ 2037 | 2038 [ 2039 [ 2040 [ 2041 [ 2042 |

Levosimendan SC Claims — Patent Granted (expires in 2039)

Levosimendan IV Claims — Patent Granted (expires in 2040)

Potential
Additional
PTE

Levosimendan Oral Claims — Notice of Allowance (patent will expire in 2040, excluding PTE)

Levosimendan Oral Combination Claims — Filed (if granted expires in 2041)

Summary

With the issue of a Notice of Allowance for oral levosimendan in PH-HFpEF, Tenax can enjoy intellectual property
protection for a related product until at least the end of 2040. With sufficient capital in the bank, we expect Tenax to
begin its Phase Il trial soon with potential interim data reported next year. While imatinib for PAH is on hold, it may
move into the spotlight next year if peer Aerovate fails to show beneficial effect for inhaled imatinib in PAH patients.
This could stimulate investor interest in Tenax’ imatinib program and attract capital to run a Phase Il in a second
indication.

We see therapeutic potential for Tenax’ two candidates that may provide a material improvement in multiple PAH
groups. With existing cash on hand, Tenax has sufficient capital to advance its levosimendan program in PH-
HFpEF. Based on the financial opportunity and the low entry price, the opportunity for investors with sufficient
funds to see the programs to conclusion appears to be substantial.

3 Tenax Therapeutics June 2023 Corporate Presentation
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PROJECTED FINANCIALS

Tenax Therapeutics, Inc. - Income Statement

Tenax Therapeutics, Inc. 2022 A Q1A Q2E Q3 E Q4 E 2023 E 2024 E 2025 E
Total Revenues ($MM) $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $0.0 $2.0
Y OY Growth 0% 0%
Research and development $5.4 $0.3 $1.3 $1.4 $1.6 $4.6 $8.2 $8.3
General & administrative $5.7 $1.3 $1.2 $1.2 $1.2 $4.9 $5.1 $5.3
Income from operations ($11.1) ($1.5) ($2.5) ($2.6) ($2.8) ($9.4) ($13.3) ($11.6)
Operating Margin - - - -
Interest Income (expense) $0.0 ($0.0) $0.0 $0.0 $0.0 $0.0 $0.0 $0.0
Other expense $0.0 (50.1) $0.0 $0.0 $0.0 $0.0 $0.0 $0.0
Pre-Tax Income ($11.1) ($1.4) ($2.5) ($2.6) ($2.8) ($9.4) ($13.3) ($11.6)
Accrual for 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 ($11.1) ($1.4) ($2.5) ($2.6) ($2.8) ($9.4) ($13.3) ($11.6)
Net Margin - - - - - - - -
Reported EPS ($8.57) ($0.15) ($0.13) ($0.12) ($0.12) ($0.51) ($0.24) ($0.17)
Y OY Growth -73% -94% -53% -30%
Basic Shares Qutstanding 1.29 9.30 19.00 22.00 24.00 18.58 56.00 70.00

Source: Company Filing // Zacks Investment Research, Inc. Estimates
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. HISTORICAL STOCK PRICE

Tenax Therapeutics, Inc. — Stock Price Chart*

4 Source: Zacks Research System
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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.
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I, John Vandermosten, hereby certify that the views expressed in this research report accurately reflect my personal views about the subject se-
curities and issuers. | also certify that no part of my compensation was, is, or will be, directly or indirectly, related to the recommendations or
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opinions expressed are subject to change without notice.
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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 or from an investor relations consulting firm engaged by the issuer for providing
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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
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ADDITIONAL INFORMATION
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