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On February 24, 2026, Cadrenal Therapeutics, Inc. (CVKD) 
announced encouraging results from the company’s Phase 2 
trial evaluating CAD-1005 (formerly CAD-1005) in patients 
with heparin-induced thrombocytopenia (HIT). The primary 
endpoint of the study, platelet count recovery rate, was 
chosen by the previous investigational new drug sponsor, 
Veralox Therapeutics, with a secondary endpoint of incidence 
of new or worsening thrombotic events. The study did not 
meet the primary endpoint, however CAD-1005-treated 
patients had few thrombotic events (50%) than the placebo 
group (>75%), suggesting that CAD-1005 added to standard 
anticoagulant therapy may be more effective in preventing 
thrombotic events in HIT patients. The company is scheduled 
to meet with the FDA in an ‘End-of-Phase 2’ meeting next 
month to align on a Phase 3 registration pathway.  

52-Week High $20.45 
52-Week Low $4.91 
One-Year Return (%) -61.05 
Beta 1.18 
Average Daily Volume (sh) 47,325 
  
Shares Outstanding (mil) 2 
Market Capitalization ($mil) $18 
Short Interest Ratio (days) N/A 
Institutional Ownership (%) 8 
Insider Ownership (%) 26 

  

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 2026 Estimate N/A 

P/E using 2027 Estimate N/A 
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CVKD: Phase 2 HIT Results Show 
Encouraging Reduction in Thrombotic 
Events 

Based on our probability adjusted DCF model that 
takes into account potential future revenues for CAD-
1005 in HIT, CVKD is valued at $25.00/share. This 
model is highly dependent upon continued clinical 
success of tecarfarin and will be adjusted accordingly 
based upon future clinical results. 

Sponsored – Impartial - Comprehensive 
 

 Sponsored – Impartial - Comprehensive 

ZACKS ESTIMATES 
 

Revenue  
(in millions of $) 

 Q1 Q2 Q3 Q4 Year 

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

2024 0.0 A    0.0 A    0.0 A    0.0 A    0.0 A    

2025 0.0 A    0.0 A    0.0 A    0.0 E    0.0 E    

2026              0.0 E 

2027              0.0 E 
  

Earnings per Share 
 

 Q1 Q2 Q3 Q4 Year 

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

2024 -$1.56 A -$2.24 A -$2.18 A -$2.55 A -$8.73 A 

2025 -$2.13 A -$1.87 A -$1.31 A -$1.12 E -$6.35 E 

2026     -$3.00 E 

2027                 $2.36 E 
  
 



 

 
 

Zacks Investment Research                                          Page 2                                                            scr.zacks.com 

 
      WHAT’S NEW 

 
 
Business Update 
 
Encouraging Results from Phase 2 HIT Trial 
 
On February 24, 2026, Cadrenal Therapeutics, Inc. announced encouraging results from the Phase 2 trial of 
CAD-1005 (formerly CAD-1005) in heparin-induced thrombocytopenia (HIT). The results showed a meaningful 
reduction in thrombotic events despite not meeting the study’s primary endpoint of platelet count recovery. 
While platelet recovery did not differ between treatment groups, thrombotic events occurred in 50% of CAD-
1005-treated patients compared with >75% in placebo-treated patients, which represents a >25% absolute 
reduction. Although the study was not powered for statistical significance, the signal is clinically compelling in 
a condition with a high morbidity and mortality and no approved therapies specifically targeting the immune 
mechanism underlying HIT. 
 
The randomized, placebo controlled Phase 2 study evaluated CAD-1005, a selective inhibitor of 12-
lipoxygenase (12-LOX) in patients with suspected HIT receiving standard anticoagulant therapy (argatroban or 
bivalirudin). The trial was initiated by Veralox Therapeutics, which selected platelet count recovery rate as the 
primary endpoint. The strategic intent of that design was to determine whether platelet count recovery could 
serve as a surrogate endpoint for clinical outcomes in a future registrational study. In other words, the Phase 2 
trial was structured not only to evaluate efficacy, but to test whether platelet count recovery could reliably 
predict reductions in thrombotic events. Following the acquisition by Cadrenal, the study concluded with 24 
randomized patients, 17 of whom had centrally confirmed HIT.  
 
The study did not demonstrate a difference in platelet count recovery between treatment arms. In addition, 
thrombotic events continued to occur even after platelet count recovery in both arms. This indicates that 
platelet count recovery may not function as a reliable surrogate marker for clinical efficacy in HIT, particularly 
in a setting where background event rates remain high despite standard anticoagulation. Rather than 
representing a setback for CAD-1005, the results help to clarify endpoint strategy. The study successfully 
answered the scientific question it was designed to address: platelet count recovery does not appear to predict 
thrombotic outcomes in this context. This now allows Cadrenal to align the development of CAD-1005 around 
clinically meaningful endpoints, such as thrombotic events.  
 
The key secondary endpoint, incidence of new or worsening thrombotic events, produced the most compelling 
signal in the dataset, with a >75% thrombotic event rate in placebo treated patients compared to a 50% 
thrombotic event rate in CAD-1005-treated patients. Although the study was not powered for statistical 
significance, the magnitude of the reduction in a small, blinded, placebo controlled trial in HIT is noteworthy.  
 
Current management of HIT relies on alternative anticoagulants, which address clot formation but do not 
target the upstream immune mechanism. CAD-1005’s inhibition of 12-LOX is designed to interrupt the immune 
signaling cascade responsible for platelet activation on thrombus propagation. The divergence between 
platelet recovery and thrombotic outcomes in the Phase 2 trial further reinforces the importance of targeting 
the underlying immune driver (which CAD-1005 does) rather than focusing solely on platelet counts.  
 
Cadrenal has been granted an ‘End-of-Phase 2’ meeting with the U.S. FDA in March 2026 to align with the 
agency on a Phase 3 registration strategy. The company intends to use thrombotic event reduction as the 
primary endpoint in Phase 3, build on the safety profile observed to date, and leverage CAD-1005’s Orphan 
Drug Designation (ODD) and Fast Track status.   
 
Background on HIT 
 
HIT is a severe, immune-mediated prothrombotic disorder triggered by exposure to heparin, an anticoagulant 
used widely in clinical practice (e.g., surgery, dialysis). It is estimated to occur in approximately 1 in 1500 
hospital admissions (Dhakal et al., 2018). Data shows that certain variables can increase the risk of 
developing HIT, including cardiac surgery (Pishko et al., 2017) and exposure to unfractionated heparin vs. low 

https://pubmed.ncbi.nlm.nih.gov/29703336/
https://pubmed.ncbi.nlm.nih.gov/28597462/


 

 
 

Zacks Investment Research                                          Page 3                                                            scr.zacks.com 

molecular weight heparin (Warkentin et al., 1995), while a shorter exposure to heparin appears to decrease 
the risk of developing HIT (Smythe et al., 2007). 
 
Diagnosis of HIT uses the “4Ts Score”, which is a pre-test scoring system that assesses the probability of HIT 
(Lo et al., 2006). It is calculated as a sum of points from four components: Thrombocytopenia, Timing of 
platelet count fall, Thrombosis or other sequelae, and oTher causes of thrombocytopenia. Laboratory 
diagnosis of HIT is divided into two steps: an immunoassay and a functional assay. The immunoassay 
examines for the presence of anti-platelet factor 4 (PF4)/heparin antibodies. If anti-PF4/heparin antibodies are 
identified, a functional assay is performed to determine if those antibodies are pathogenic. The 14C-serotonin 
release assay (SRA) is the “gold standard” functional assay and has both high sensitivity (~0.95) and 
specificity (~0.95) (Warkentin et al., 2015). 
 
Management for patients suspected of suffering from HIT includes 1) the avoidance of heparin, indefinitely if 
possible, and 2) use of non-heparin anticoagulation. The duration of non-heparin anticoagulation will be 
dictated by the presence of absence of thrombosis. Preferred agents for non-heparin anticoagulation therapy 
include argatroban and bivalirudin, which can be administered IV, or danaparoid, which can be administered 
subcutaneously.   
 
For patients who develop HIT, there are a number of potential negative outcomes, including thrombosis, 
bleeding, amputation, increased risk of hospital stay, and even death. Despite decades of research, no 
approved therapy directly targets the core immune and platelet activation mechanisms in HIT. Current 
anticoagulants decrease the risk of coagulation but do not modulate immune-mediated platelet activation, 
which leaves patients at persistent risk of thrombosis. 
 
CAD-1005 for HIT 
 
CAD-1005 is a highly selective inhibitor of human 12-LOX and is designed to reduce or prevent platelet 
activation and the downstream pro-thrombotic cascade in HIT. By inhibiting 12-LOX activity, CAD-1005 
reduces the production of proinflammatory and procoagulant 12-LOX metabolites that feed into platelet 
activation loops. The drug also addresses the immune-driven aspect of HIT pathogenesis, which is the 
pathway that links immune complexes and platelet hyperactivity, a mechanism wholly distinct from direct 
anticoagulation. Lastly, preclinical and Phase 1 clinical trial results indicate there is no increased bleeding 
signal, which distinguishes CAD-1005 from traditional anticoagulants that reduce the risk of clotting at the cost 
of an increased risk of bleeding.  
 
12-LOX Biology 
 
12-LOX (encoded by the ALOX12 gene) catalyzes the oxidation of arachidonic acid to proinflammatory lipid 
mediators such as 12-hydroxyeicosatetraenoic acid (12-HETE) (Dobrian et al., 2011). 12-LOX is expressed in 
platelets (Contursi et al., 2022), however unlike cycolooxygenase-1 (COX-1), which drives thromboxane A2 
(TXA2) production and classical platelet aggregation, 12-LOX does not primarily initiate aggregation but 
instead acts as a potentiator and amplifier of platelet activation. The main bioactive product of 12-LOX, 12-
HETE, is a lipid molecule that easily transits cell membranes and can induce its effects both intracellularly, 
where it promotes oxidative stress, and extracellularly, where it impacts a variety of signaling pathways to 
modulate inflammatory activity. Importantly, 12-HETE does not cause strong platelet activation alone, it just 
lowers the activation threshold thus making platelets hyper-responsive (Tamang et al., 2024). 
 

In HIT, platelets are activated via FcRIIa binding of anti-PF4/heparin antibody complexes (Yeung et al., 

2024). 12-LOX acts downstream of FcRIIa signaling: FcRIIa activation leads to phospholipase A2 activation 
that leads to arachidonic acid release. The arachidonic acid is then converted to 12-HETE, and it is the 12-
HETE that feeds back to sustain and amplify the activation signal. By inhibiting 12-LOX, pathologic 
amplification is selectively inhibited by reducing 12-HETE generation. This targets the disease itself and as 
opposed to current HIT therapies does not result in a residual thrombotic risk. The high selectivity of CAD-
1005 helps to preserve baseline platelet function and allows it to be used with standard anticoagulants while 
being short-lived and controllable in an in-patient setting. 
 

https://pubmed.ncbi.nlm.nih.gov/7715641/
https://pubmed.ncbi.nlm.nih.gov/17400685/
https://pubmed.ncbi.nlm.nih.gov/16634744/
https://pubmed.ncbi.nlm.nih.gov/25775976/
https://pubmed.ncbi.nlm.nih.gov/20970452/
https://pubmed.ncbi.nlm.nih.gov/36130648/
https://www.sciencedirect.com/science/article/pii/S0006497124066874
https://pubmed.ncbi.nlm.nih.gov/25100742/
https://pubmed.ncbi.nlm.nih.gov/25100742/
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Phase 1 Results 
 
Veralox previously completed a Phase 1a study in healthy volunteers that consisted of a single ascending 
dose (SAD) and multiple ascending dose (MAD) portion to evaluate the safety, tolerability, pharmacokinetics 
(PK) and pharmacodynamics (PD) of CAD-1005. In that study, CAD-1005 was found to be well tolerated with 
no reports of serious adverse events (SAEs), dose-limiting toxicities (DLTs) or discontinuations. The data 
showed a dose linear increase in key PK metrics with no upper limits on tolerability to the maximum dose 
tested.  
 
Veralox also completed a Phase 1b drug-drug interaction (DDI) study of CAD-1005 in combination with 
argatroban, an anticoagulant drug approved for the treatment of HIT. The results showed that co-
administration of CAD-1005 with argatroban was well tolerated with no SAEs. Analysis of the PK and PD data 
showed no evidence for DDI.  
 
Market Opportunity 
 
Currently approved HIT treatments focus on non-heparin anticoagulation, which mitigate clot propagation but 
do not directly modulate immune platelet activation, which is the core driver of HIT pathology. Thus, there is a 
high residual risk of thrombosis that persists in HIT patients despite anticoagulant therapy. In addition, there 
are no approved agents that target the immune-mediated platelet activation pathway, thus positioning CAD-
1005 as a first-in-class drug. There are approximately 240,000 suspected cases and approximately 48,000 
confirmed cases of HIT in the U.S. each year, thus offering a large patient population that could potentially 
benefit from a safe and effective HIT therapy. 
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Conclusion 
 
The Phase 2 results for CAD-1005 in HIT were very encouraging as the trial successfully achieved its 
intended scientific objective (determining if platelet count recovery could be used as a surrogate endpoint) 
while also revealing a potentially practice-changing signal in thrombotic event reductions. We look forward to 
the outcome of the upcoming meeting with the FDA as well as additional details regarding the design and 
timeline for the Phase 3 study. With no changes to our model, our valuation remains at $25 per share.  
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       PROJECTED FINANCIALS 

 
 
 

Cadrenal Therapeutics, Inc. 2024 A Q1 A Q2 A Q3 A Q4 E 2025 E 2026 E 2027 E 

CAD-1005 $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

License and other revenues $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Total Revenues $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Cost of revenues $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Research & development $4.2  $1.7  $1.1  $0.7  $1.2  $4.6  $6.0  $6.5  

General & administrative $6.8  $2.3  $2.7  $2.0  $1.2  $8.2  $9.0  $10.0  

Depreciation Expense $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Operating Income ($11.0) ($3.9) ($3.7) ($2.7) ($2.4) ($12.8) ($15.0) ($16.5) 

Non-Operating Expenses (Net) ($0.3) $0.1  $0.1  $0.1  $0.1  $0.4  $0.0  $0.0  

Pre-Tax Income ($10.7) ($3.8) ($3.7) ($2.6) ($2.3) ($12.4) ($15.0) ($16.5) 

Income Taxes $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  $0.0  

Net Income ($10.7) ($3.8) ($3.7) ($2.7) ($2.3) ($12.5) ($15.0) ($16.5) 

Net Margin - - - - - - - - 

Reported EPS ($8.73) ($2.13) ($1.87) ($1.31) ($1.12) ($6.35) ($3.00) ($2.36) 

YOY Growth - - - - - - - - 

Basic Shares Outstanding 1.2 1.8 2.0 2.0 2.1 2.0 5.0 7.0 

Source: Zacks Investment Research, Inc.                   David Bautz, PhD         
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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. 

 


