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Clinical Development Pipeline 

Transcriptional Regulation 
 

 

 

 

 
Mitosis Regulation 
 

 

Transcriptional Regulation Program 

Fadraciclib — Cyclin Dependent Kinase (CDK) Inhibitor 



JCO,

PNAS

•

•

o

o

o

Clinical development 

Phase 1/2 Study in advanced solid tumors and lymphomas (CYC065-101, dosed orally, NCT04983810) 



Advanced cancers (CYC065-01, i.v., NCT02552953) 

Phase 1/2 study in hematological malignancies (CYC065-102, dosed orally, NCT05168904) 



 

Chronic lymphocytic leukemia (CYC065-02, i.v., NCT03739554) 

Acute myeloid leukemia, or AML (CYC065-03, i.v., NCT04017546) 



• Prolonged survival and reduced tumor burden in MYCN-addicted neuroblastoma 

• May reverse drug resistance associated with addiction of cancer cells to cyclin E, the partner protein of CDK2 

• May have activity in KRAS-mutated cancers

SLAS Discovery
Mol Cancer Ther

Science Signalling

 

• Induces leukemia cell death and can combine beneficially with other anti-cancer drugs 



in vitro 

Leukemia

Mitosis Regulation Program 

Polo-Like-Kinase inhibitor — Plogosertib 

Clinical development 

Phase 1/2 Study in advanced solid tumors and lymphomas (CYC140-101, orally dosed) 
 

 



Advanced leukemias and MDS (140-01, i.v., NCT03884829) 

Focus on the cell cycle and cancer 

Develop anticancer drug candidates in all phases of the cell cycle and multiple compounds for particular cell cycle 
targets 

Enter into partnering arrangements selectively, while developing our own sales and marketing capability 



Patents and Proprietary Rights 

Intellectual Property Strategy 
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Preclinical development 



Clinical Trials 

• Phase 1

• Phase 2: 

• Phase 3: 



NDA Submission and Review by the FDA 



Fast Track, Priority Review, and Breakthrough Therapy Designations 



Accelerated Approval

Special Protocol Assessment 

Orphan Drugs 



Patent term restoration 

Post-approval requirements
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Other U.S. health care laws and regulations 



Regulation outside of the United States 



•

•



•



•

•

Health Care Reform 







In analyzing our company, you should carefully consider the following risk factors. Factors that could cause or 
contribute to differences in our actual results include those discussed in the following subsection, as well as those 
discussed below in “Management’s Discussion and Analysis of Financial Condition and Results of Operations” and 
elsewhere throughout this Annual Report on Form 10-K. Each of the following risk factors, either alone or taken 
together, could adversely affect our business, operating results and financial condition, as well as adversely affect the 
value of an investment in our Company. The risks and uncertainties described below are not the only ones we face. 
Additional risks not currently known to us or other factors not perceived by us to present significant risks to our business 
at this time also may impair our business operations. 



Clinical trials are expensive, time consuming, subject to delay and may be required to continue beyond our available 
funding and we cannot be certain that we will be able to raise sufficient funds to complete the development and 
commercialize any of our product candidates currently in clinical development, should they succeed. 
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If we experience delays or difficulties in the enrollment of research subjects in clinical trials, those clinical trials 
could take longer than expected to complete and our receipt of necessary regulatory approvals could be delayed or 
prevented. 

•
•
•
•
•
•

•
•
•
•

•

The outcome of preclinical testing and early clinical trials may not be predictive of the success of later clinical trials, 
and the results of our clinical trials may not satisfy the requirements of the FDA or comparable foreign regulatory 
authorities. 



We are making use of biomarkers, which are not scientifically validated, and our reliance on biomarker data may 
thus cause us to direct our resources inefficiently. 

The review processes of regulatory authorities are lengthy, time consuming, expensive and inherently unpredictable. 
If we are unable to obtain approval for our drug candidates from applicable regulatory authorities, we will not be 
able to market and sell those drug candidates in those countries or regions and our business could be substantially 
harmed. 
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Our product candidates may cause undesirable side effects that could delay or prevent their marketing approval, limit 
their commercial potential, or result in significant negative consequences following marketing approval, if marketing 
approval is obtained. 
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As we evolve from a company primarily involved in discovery and development to one also involved in the 
commercialization of drugs and devices, we may encounter difficulties in managing our growth and expanding our 
operations successfully. 

Our applications for regulatory approval could be delayed or denied due to problems with studies conducted before 
we in-licensed the rights to some of our product candidates. 



Even if we obtain regulatory approval for a product candidate, we will remain subject to ongoing regulatory 
requirements.  
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Obtaining and maintaining marketing approval of our current and future product candidates in one jurisdiction does 
not mean that we will be successful in obtaining marketing approval of our current and future therapeutic product 
candidates in other jurisdictions.  

Even if we successfully complete the clinical trials for one or more of our product candidates, the product candidates 
may fail for other reasons. 

•
•

•
•
•

We face intense competition and our competitors may develop drugs that are less expensive, safer, or more effective 
than our drug candidates. 
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•

•
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The commercial success of our drug candidates depends upon their market acceptance among physicians, patients, 
healthcare providers and payors and the medical community. 

•

•

•

•

•

•



If our drug candidates or distribution partners’ products fail to achieve market acceptance, we may not be able to 
generate significant revenue and our business would suffer, and our business may be affected by the efforts of 
government and third-party payors to contain or reduce the cost of healthcare through various means. 

The failure to attract and retain skilled personnel and key relationships could impair our drug development and 
commercialization efforts.   



We may be exposed to product liability claims that may damage our reputation and we may not be able to obtain 
adequate insurance. 

If a supplier upon whom we rely fails to produce on a timely basis the finished goods in the volumes that we require 
or fails to meet quality standards and maintain necessary licensure from regulatory authorities, we may be unable to 
meet demand for our products, potentially resulting in lost revenues. 

The commercialization of our products will be substantially dependent on our ability to develop effective sales and 
marketing capabilities. 



We face potential product liability exposure, and if successful claims are brought against us, we may incur 
substantial liability for a product candidate and may have to limit its commercialization. 
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Healthcare legislative reform measures may have a material adverse effect on our business, financial condition or 
results of operations.  





We may be subject, directly or indirectly, to federal and state healthcare fraud and abuse laws, false claims laws, and 
health information privacy and security laws. If we are unable to comply, or have not fully complied, with such laws, 
we could face substantial penalties.  
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We may be subject to, or may in the future become subject to, U.S. federal and state, and foreign laws and regulations 
imposing obligations on how we collect, use, disclose, store and process personal information. Our actual or 
perceived failure to comply with such obligations could result in liability or reputational harm and could harm our 
business. Ensuring compliance with such laws could also impair our efforts to maintain and expand our customer 
base, and thereby decrease our revenue. 



Defending against claims relating to improper handling, storage or disposal of hazardous chemical, radioactive or 
biological materials could be time consuming and expensive. 



Our business and operations would suffer in the event of system failures. 

We have a history of operating losses and we may never become profitable. Our stock is a highly speculative 
investment. 

There is substantial doubt regarding our ability to continue as a going concern. Our ability to raise additional capital 
in the future may not be available to us on reasonable terms, if at all, when or as we require additional funding. If we 
issue additional shares of our common stock or other securities that may be convertible into, or exercisable or 
exchangeable for, our common stock, our existing stockholders would experience further dilution. If we fail to obtain 
additional funding, we may be unable to complete the development and commercialization of our lead drug 
candidates, fadraciclib and plogosertib, or continue to fund our research and development programs. 



Unstable market and economic conditions may have serious adverse consequences on our business, financial 
condition and stock price. 

The United Kingdom’s withdrawal from the European Union could adversely impact our business, results of 
operations and financial condition. 

Inadequate funding for the FDA, the SEC and other government agencies could hinder their ability to hire and 
retain key leadership and other personnel, prevent new products and services from being developed or 
commercialized in a timely manner or otherwise prevent those agencies from performing normal business functions 
on which the operation of our business may rely, which could negatively impact our business. 



Our employees, independent contractors, principal investigators, contract research organizations, consultants or 
vendors may engage in misconduct or other improper activities, including noncompliance with regulatory standards 
and requirements.  

If we are unable to compete successfully in our marketplace, it will harm our business. 

We are at an early stage of development as a company and we do not have, and may never have, any products that 
generate significant revenues. 



If we continue to fail to comply with the continued listing requirements of the Nasdaq Capital Market, our common 
stock may be delisted and the price of our common stock and our ability to access the capital markets could be 
negatively impacted.  

To the extent we elect to fund the development of a drug candidate or the commercialization of a drug at our expense, 
we will need substantial additional funding. 
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Our insurance policies are expensive and only protect us from some business risks, which will leave us exposed to 
significant uninsured liabilities. 

Funding constraints may negatively impact our research and development, forcing us to delay our efforts to develop 
certain product candidates in favor of developing others, which may prevent us from commercializing our product 
candidates as quickly as possible. 

We are exposed to risks related to foreign currency exchange rates. 



Security breaches, loss of data and other disruptions could compromise sensitive information related to our business 
or prevent us from accessing critical information and expose us to liability, which could adversely affect our business 
and our reputation. Our business and operations would suffer in the event of system failures. 

It is still uncertain what the impact of the COVID-19 pandemic will have on the Company and, the degree to which 
the pandemic will adversely affect our business.  



We rely, and expect to continue to rely, on third parties to conduct some aspects of our product formulation, research, 
preclinical, and clinical studies, and those third parties may not perform satisfactorily, including by failing to meet 
deadlines for the completion of such formulation, research or testing. 



We rely on third-party supply and manufacturing partners for drug supplies for our late-stage clinical activities and 
may do the same for any commercial supplies of our product candidates. 



•

•

•

•

•

•

If we fail to enter into and maintain successful strategic alliances for our drug candidates, we may have to reduce or 
delay our drug candidate development or increase our expenditures. 

To the extent we are able to enter into strategic transactions, we will be exposed to risks related to those 
collaborations and alliances. 

•

•

•

•

•

•



If we fail to enforce adequately or defend our intellectual property rights, our business may be harmed.  

If we do not obtain protection under the Hatch-Waxman Act and similar legislation outside of the United States by 
extending the patent terms and obtaining data exclusivity for our product candidates, our business may be materially 
harmed. 



We may be subject to damages resulting from claims that our employees or we have wrongfully used or disclosed 
alleged trade secrets of former employers. 

Confidentiality agreements with employees and others may not adequately prevent disclosure of our trade secrets and 
other proprietary information and may not adequately protect our intellectual property, which could limit our ability 
to compete. 

Intellectual property rights of third parties may increase our costs or delay or prevent us from being able to 
commercialize our drug candidates. 



•

•

•

•

We may incur substantial costs as a result of litigation or other proceedings relating to patent and other intellectual 
property rights. 

Obtaining and maintaining our patent protection depends on compliance with various procedural, document 
submission, fee payment and other requirements imposed by governmental patent agencies, and our patent protection 
could be reduced or eliminated for non-compliance with these requirements. 

The patent applications of pharmaceutical and biotechnology companies involve highly complex legal and factual 
questions, which, if determined adversely to us, could negatively impact our patent position. 



Inter Partes 

Failure to achieve and maintain internal controls in accordance with Sections 302 and 404 of the Sarbanes-Oxley 
Act of 2002 could have a material adverse effect on our business and stock price. 

We incur increased costs and management resources as a result of being a public company, and we may fail to 
comply with public company obligations. 



Our common stock may have a volatile public trading price. 

•

•

•

•

•

•

•

Fluctuations in our operating losses could adversely affect the price of our common stock. 

If securities or industry analysts do not publish research or reports about us, if they change their recommendations 
regarding our stock adversely or if our operating results do not meet their expectations, our stock price and trading 
volume could decline. 

Anti-takeover provisions in our charter documents and provisions of Delaware law may make an acquisition more 
difficult and could result in the entrenchment of management. 



Certain severance-related agreements in our executive employment agreements may make an acquisition more 
difficult and could result in the entrenchment of management. 

In the event of an acquisition of our common stock, we cannot assure our common stockholders that we will be able 
to negotiate terms that would provide for a price equivalent to, or more favorable than, the price at which our shares 
of common stock may be trading at such time. 



Our certificate of incorporation and bylaws and certain provisions of Delaware law may delay or prevent a change in 
our management and make it more difficult for a third-party to acquire us. 

•

•

•

We may have limited ability to pay cash dividends on our preferred stock, and there is no assurance that future 
quarterly dividends will be declared. 

Our common and preferred stock may experience extreme price and volume fluctuations, which could lead to costly 
securities-related litigation, including securities class action litigation or securities-related investigations, which 
could make an investment in us less appealing. 

•

•

•

•

•

•

•

•



The future sale of our common and convertible preferred stock and future issuances of our common stock upon 
conversion of our preferred stock could negatively affect our stock price and cause dilution to existing holders of our 
common stock. 

If we exchange the convertible preferred stock for debentures, the exchange will be taxable, but we will not provide 
any cash to pay any tax liability that any convertible preferred stockholder may incur. 

If we automatically convert the convertible preferred stock, there is a substantial risk of fluctuation in the price of our 
common stock from the date we elect to automatically convert to the conversion date. 

We do not intend to pay cash dividends on our common stock in the foreseeable future. 

The number of shares of common stock which are registered, including the shares to be issued upon exercise of our 
outstanding warrants, is significant in relation to our currently outstanding common stock and could cause 
downward pressure on the market price for our common stock. 



If persons engage in short sales of our common stock, including sales of shares to be issued upon exercise of our 
outstanding warrants, the price of our common stock may decline. 

We are exposed to risks related to the marketable securities we may purchase. 

Our management team will have broad discretion over the use of the net proceeds from the sales of our securities. 

Claims for indemnification by our directors and officers may reduce our available funds to satisfy successful 
stockholder claims against us and may reduce the amount of money available to us. 



Shares sold under our ATM Sales Agreement may be subject to rescission rights and other penalties, requiring us to 
repurchase shares sold thereunder.

Provisions of the Inflation Reduction Act 



Cautionary Statement Regarding Forward-Looking Statements 

This report contains certain statements that may be deemed ‘forward-looking statements’ within the meaning of 
United States securities laws. All statements, other than statements of historical fact, that address activities, events or 
developments that we intend, expect, project, believe or anticipate will or may occur in the future are forward-looking 



statements. Such statements are based upon certain assumptions and assessments made by our management in light of 
their experience and their perception of historical trends, current conditions, expected future developments and other 
factors they believe to be appropriate. Certain factors that could cause results to differ materially from those projected 
or implied in the forward-looking statements are set forth in this Annual Report on Form 10-K for the year ended 
December 31, 2022 under the caption 

We encourage you to read those descriptions carefully. We caution you not to place undue reliance on the forward-
looking statements contained in this report. These statements, like all statements in this report, speak only as of the date 
of this report (unless an earlier date is indicated) and we undertake no obligation to update or revise the statements 
except as required by law. Such forward-looking statements are not guarantees of future performance and actual results 
will likely differ, perhaps materially, from those suggested by such forward-looking statements. 

Agreements to Sell Securities 



Dividend on Preferred Stock 

Years Ended December 31, 2021 and 2022 

•

•

•

•

•

•



The future 

The future 



Foreign exchange gains (losses) 

The future 

The future 



Cash Flows 

Operating activities 

Investing activities 

Financing activities 



Funding Requirements and Going Concern 

•

•

•

•

•

•

•



Presentation of Financial Statements - Going Concern



Accrued Research and Development Costs 

Stock-based Compensation 







as of



•

•

•

•













Going Concern 

Presentation of Financial 
Statements-Going Concern



Basis of Presentation 

Use of Estimates 

Foreign Currency and Currency Translation 

Cash and Cash Equivalents 



Property and Equipment 

Impairment of Long-lived Assets 

Fair Value of Financial Instruments 

•

•

•



Segments 

Revenue Recognition 

Revenue from 
Contracts with Customers

Other Income 

Research and Development Costs 

Clinical Trial Accounting 

Patent Costs 



•
•
•
•
•

Stock-based Compensation 



Income Taxes 

Net Loss Per Common Share 

Comprehensive Income (Loss) 



Recently Issued Accounting Pronouncements 

, Government Assistance (Topic 832): Disclosures by 
Business Entities about Government Assistance

.

Earnings Per Share (Topic 260), Debt-Modifications and 
Extinguishments (Subtopic 470-50), Compensation-Stock Compensation (Topic 718), and Derivatives and Hedging-
Contracts in Entity’s Own Equity (Subtopic 815-40)

Distribution, Licensing and Research Agreements 





General 

Note 3 — Significant Contracts

Leases 



August 2021 Controlled Equity Offering Sales Agreement 

 
March 2021 Equity Financing



December 2020 Warrants 

April 2020 Warrants

July 2017 Warrants







2018 Plan 
 

2020 Inducement Equity Incentive Plan  

 
Option Grants and Exercises 



 
Outstanding Options 

Restricted Stock Units



Pension Plan 

401(k) Plan 











(a) Disclosure Controls: 

(b) Management’s Annual Report on Internal Control Over Financial Reporting: 



(c) Changes in Internal Control Over Financial Reporting 













Directors 

Dr. Christopher Henney 
Chairman of Cyclacel Pharmaceuticals, Inc. 

Dr. Robert Spiegel 
Vice Chairman of Cyclacel Pharmaceuticals, Inc.,  
Biotech consultant, scientific advisory board member and 
director of various companies. 

Dr. Samuel L. Barker 
Director of various public companies. 

Dr. Kenneth M. Ferguson 
Operating partner at Accelerator Life Science 
Partners. 

Dr. Brian Schwartz 
Former Senior Vice President, Head of Research 
and Development and Chief Medical Officer at 
ArQule Inc. Director of various public companies. 

Lloyd Sems 
President of Sems Capital, LLC and Capital 
Edge, LLC. 

Karin L. Walker 
Chief Accounting Officer of Prothena 
Corporation plc. 

Spiro Rombotis 
President and Chief Executive Officer of 
Cyclacel Pharmaceuticals, Inc. 

Paul McBarron 
Executive Vice President – Finance, Chief 
Financial Officer, Chief Operating Officer  
and Secretary of Cyclacel Pharmaceuticals, Inc. 

Executive Officers 

Spiro Rombotis 
President and Chief Executive Officer 

Paul McBarron 
Executive Vice President – Finance, Chief 
Financial Officer, Chief Operating Officer  
and Secretary 

Dr. Mark Kirschbaum 
Senior Vice President and Chief Medical Officer 

Stockholders and Stock Listing 

Our common stock is traded on the Nasdaq Capital Market 
under the symbol CYCC. On April 20, 2023, the closing 
price of our common stock was $0.70 per share and our 
common stock was held by 19 stockholders of record. 

Investor Information 

You may obtain a copy of any of the exhibits to our Annual 
Report on Form 10-K free of charge. These documents are 
available on our website at www.cyclacel.com or by 
contacting Investor Relations at (908) 517-7330. 

Requests for information about Cyclacel Pharmaceuticals, 
Inc. should be directed to our Investor Relations team. 

Annual Meeting 

The annual meeting of stockholders will be held at 12:00 
p.m. E.D.T. on June 13, 2023, via live audio webcast at the
following URL:
www.virtualshareholdermeeting.com/CYCC2023

Internet Website 

www.cyclacel.com  

Legal Counsel 

Mintz, Levin, Cohn, Ferris, Glovsky and Popeo, P.C. 
New York, New York 

Independent Registered Public Accounting Firm  

RSM US LLP 
New York, New York 

Transfer Agent and Registrar 

American Stock Transfer and Trust Company 
Brooklyn, New York


