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®
PGLYPID

We are a Phase 3 clinical-stage biopharmaceutical company focused on developing targeted, locally administered and prolonged-release
therapeutics using our proprietary Polymer-Lipid Encapsulation matriX, or PLEX, technology. Our product candidates are designed to address diseases
with high unmet medical needs by pairing our PLEX technology with drugs already approved by the U.S. Food and Drug Administration, or FDA. Our
PLEX technology is designed to deliver drugs directly to precise sites in the body at predetermined release rates and over durations ranging from several
days to several months. We believe that our PLEX technology and product candidates have the potential to cause a major shift in the management of a wide
variety of localized medical conditions, including surgical site infections, or SSIs, cancer, inflammation and pain. Our lead product candidate, D-PLEX; g,
is in a potentially pivotal Phase 3 clinical trial for abdominal (soft issue). We initiated the first of two potentially pivotal Phase 3 trials of D-PLEX g,
which we refer to as SHIELD I and SHIELD II, respectively, for the prevention of abdominal (soft tissue) SSIs, that we initiated in the third and fourth
quarters of 2020, respectively. We expect to report topline results from the first abdominal surgery trial at the end of 2021, and we initiated the second
Phase 3 trial in December 2020. The World Health Organization, or WHO, estimates that SSIs result in up to $10 billion of additional hospital costs per
year in the United States alone, and a further €11 billion per year in the European Union. We believe that D-PLEX, if approved, would be a significant
improvement over the current standard of care, which includes systemic administration of drugs.

We are an Israeli corporation based in Israel near Tel Aviv, and were incorporated in 2008. Our Ordinary Shares are currently traded in the United
States on the Nasdaq Global Market under the symbol “PYPD”.
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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS

Certain information included or incorporated by reference in this annual report on Form 20-F may be deemed to be “forward-looking statements”.
Forward-looking statements are often characterized by the use of forward-looking terminology such as “may,” “will,” “expect,” “anticipate,” “estimate,”
“continue,” “believe,” “should,” “intend,” “project” or other similar words, but are not the only way these statements are identified.

» «

These forward-looking statements may include, but are not limited to, statements relating to our objectives, plans and strategies, statements that
contain projections of results of operations or of financial condition, expected capital needs and expenses, statements relating to the research, development,
completion and use of our products, and all statements (other than statements of historical facts) that address activities, events or developments that we
intend, expect, project, believe or anticipate will or may occur in the future.

Forward-looking statements are not guarantees of future performance and are subject to risks and uncertainties. We have based these forward-
looking statements on 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.

Important factors that could cause actual results, developments and business decisions to differ materially from those anticipated in these forward-
looking statements include, among other things:

®  We depend on enrollment of patients in our clinical trials in order to continue development of our product candidates;
our ability to raise capital through the issuance of securities;
our ability to advance the development our product candidates, including the anticipated starting and ending dates of our anticipated clinical
trials;

e our assessment of the potential of our product candidates to treat certain indications;

e our ability to successfully receive approvals from the FDA, European Medicines Agency, or EMA, or other applicable regulatory bodies,
including approval to conduct clinical trials, the scope of those trials and the prospects for regulatory approval of, or other regulatory action
with respect to our product candidates, including the regulatory pathway to be designated to our product candidates;

e the regulatory environment and changes in the health policies and regimes in the countries in which we operate, including the impact of any
changes in regulation and legislation that could affect the pharmaceutical industry;

e our ability to commercialize our existing product candidates and future sales of our existing product candidates or any other future potential

product candidates;

our ability to meet our expectations regarding the commercial supply of our product candidates;

the overall global economic environment;

the impact of COVID-19 and resulting government actions on us;

the impact of competition and new technologies;

general market, political and economic conditions in the countries in which we operate;

projected capital expenditures and liquidity;

changes in our strategy;

litigation; and

those factors referred to in “Item 3. Key Information — D. Risk Factors,” “Item 4. Information on the Company,” and “Item 5. Operating and

Financial Review and Prospects”, as well as in this annual report on Form 20-F generally.

Readers are urged to carefully review and consider the various disclosures made throughout this annual report on Form 20-F which are designed to
advise interested parties of the risks and factors that may affect our business, financial condition, results of operations and prospects.

You should not put undue reliance on any forward-looking statements. Any forward-looking statements in this annual report on Form 20-F are
made as of the date hereof, and we undertake no obligation to publicly update or revise any forward-looking statements, whether as a result of new
information, future events or otherwise, except as required by law.

In addition, the section of this annual report on Form 20-F entitled “Item 4. Information on the Company” contains information obtained from
independent industry sources and other sources that we have not independently verified.
Unless otherwise indicated, all references to “Company,” “we,” “our” and “PolyPid” refer to PolyPid Ltd., its wholly owned subsidiaries, PolyPid
Inc., a Delaware corporation with operations in New Jersey, and PolyPid Pharma SRL, a company organized and existing under the laws of Romania.
References to “U.S. dollars” and “$” are to currency of the United States of America, and references to “shekel,” “Israeli shekel” and “NIS” are to New
Israeli Shekels. References to “Ordinary Shares” are to our Ordinary Shares, no par value. We report our financial statements in accordance with generally
accepted accounting principles in the United States, or U.S. GAAP.
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Unless the context otherwise indicates or requires, PolyPid and BonyPid are our proprietary trademarks. These trademarks are important to our

business. Although we have omitted the “®” and “T™” trademark designations for such marks in this annual report on Form 20-F, all rights to such
trademarks and service marks are nevertheless reserved.

Summary Risk Factors

The risk factors described below are a summary of the principal risk factors associated with an investment in us. These are not the only risks we
face. You should carefully consider these risk factors, together with the risk factors set forth in Item 3D. of this annual report on Form 20-F and the other
reports and documents filed by us with U.S. Securities and Exchange Commission, or the SEC.

Risks Related to Our Financial Condition and Capital Requirements

e  We have never generated revenues, have incurred significant losses since our inception and anticipate that we will continue to incur
significant losses for the foreseeable future, and we may never achieve or maintain profitability.

o  We expect that we will need to raise substantial additional funding, which may not be available on acceptable terms, or at all. Failure to obtain
funding on acceptable terms and on a timely basis may require us to curtail, delay or discontinue our product development efforts or other
operations.

Risks Related to the Discovery, Development and Clinical Testing of Product Candidates

e  We depend on enrollment of patients in our clinical trials in order to continue development of our product candidates.

e  We are heavily dependent on the success of D-PLEX, including obtaining regulatory approval to market D-PLEX in the United States
and the European Union.

e Regulatory approval processes of the FDA, the EMA and comparable foreign regulatory authorities are lengthy, time-consuming, costly and
unpredictable, and if we are ultimately unable to obtain regulatory approval for D-PLEX or any future product candidates, our business
may fail.

e PLEX is a novel technology, which makes it difficult to accurately and reliably predict the time and cost of development and of subsequently
obtaining regulatory approval of D-PLEX100 or any future PLEX product candidates.

e (linical drug development is difficult to design and implement and involves a lengthy and expensive process with uncertain outcomes; we
have not previously conducted pivotal clinical trials, and we may be unable to do so for any product candidates we may develop, including D-
PLEX100.

Risks Related to Our Reliance on Third Parties

e  We rely on third parties to conduct certain elements of our preclinical studies and clinical trials and perform other tasks for us. If these third
parties do not successfully carry out their contractual duties, meet expected deadlines or comply with regulatory requirements, we may not be
able to obtain regulatory approval for or commercialize our product candidates.

e  We rely on third parties to manufacture the raw materials, including the active pharmaceutical ingredients, that we use to create our product
candidates. Our business could be harmed if existing and prospective third parties fail to provide us with sufficient quantities of these
materials and products or fail to do so at acceptable quality levels or prices.

e  Our reliance on third parties requires us to share our trade secrets and intellectual property, which increases the possibility that a competitor
will discover them or that our trade secrets and intellectual property will be misappropriated or disclosed.




Risks Related to Our Intellectual Property

If we are unable to obtain and maintain effective patent rights for our product candidates or any future product candidates, we may not be able
to effectively protect our products and business and compete effectively in our markets.

If we are unable to protect the confidentiality of our trade secrets or know-how, such proprietary information may be used by others to
compete against us.

We may not be successful in obtaining or maintaining necessary rights to our product candidates through acquisitions and in-licenses.

Risks Related to Our Business Operations

Our business and operations have been and are likely to further continue to be adversely affected by the COVID-19 global pandemic.

Our future success depends in part on our ability to retain our senior management team and to attract, retain and motivate other qualified
personnel.

Due to our limited resources and access to capital, we must, and have in the past decided to, prioritize development of certain product
candidates over other potential candidates. These decisions may prove to have been wrong and may adversely affect our revenues.

European data collection is governed by restrictive regulations governing the collection, use, processing and cross-border transfer of personal
information.

Risks Related to Commercialization of Our Product Candidates

We have limited manufacturing experience and could experience production problems that result in delays in our development or
commercialization programs or otherwise adversely affect our business.

We currently have no marketing and sales organization. If we are unable to establish sales and marketing capabilities, or enter into agreements
with third parties to market and sell our product candidates, we may be unable to generate any product revenue.

We are subject to significant regulatory oversight with respect to manufacturing our product candidates. Delays in establishing and obtaining
regulatory approval of our manufacturing process and facility or disruptions in our manufacturing process may delay or disrupt our product
development and commercialization efforts.

It may be difficult for us to profitably sell our product candidates if coverage and reimbursement for these products, or the procedures in
which they are used, is limited by government authorities and/or third-party payor policies.

Risks Related to Ownership of Our Ordinary Shares

The market price of our Ordinary Shares may be highly volatile, and you may not be able to resell your Ordinary Shares at or above the price
you paid.

Our executive officers, directors and principal shareholders have the ability to exert significant control over matters submitted to our
shareholders for approval.

We may be or may become classified as a passive foreign investment company. If we are or become classified as a passive foreign investment
company, our U.S. shareholders may suffer adverse tax consequences as a result.

If a United States person is treated as owning at least 10% of our shares, such holder may be subject to adverse U.S. federal income tax
consequences.

Risks Related to Israeli Law and Our Operations in Israel

Our headquarters and other significant operations are located in Israel, and, therefore, our results may be adversely affected by political,
economic and military instability in Israel.

We received Israeli government grants for certain of our research and development activities, the terms of which may require us to pay
royalties and to satisfy specified conditions in order to manufacture products and transfer technologies outside of Israel. If we fail to satisfy
these conditions, we may be required to pay penalties and refund grants previously received.

Provisions of Israeli law and our amended and restated articles of association may delay, prevent or otherwise impede a merger with, or an
acquisition of, us, which could prevent a change of control, even when the terms of such a transaction are favorable to us and our
shareholders.
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PART I
ITEM 1. IDENTITY OF DIRECTORS, SENIOR MANAGEMENT AND ADVISERS
Not applicable.
ITEM 2. OFFER STATISTICS AND EXPECTED TIMETABLE
Not applicable.
ITEM3. KEY INFORMATION
A. Selected Financial Data.

[Removed and reserved]

B. Capitalization and Indebtedness.
Not applicable.

C. Reasons for the Offer and Use of Proceeds.
Not applicable.

D. Risk Factors.

Our business faces significant risks. You should carefully consider the risks described below, together with all of the other information in this
annual report on Form 20-F. The risks described below are not the only risks facing us. Additional risks and uncertainties not currently known to us or that
we currently deem to be immaterial may also materially and adversely affect our business operations. If any of these risks actually occurs, our business and
financial condition could suffer and the price of our Ordinary Shares could decline. This report also contains forward-looking statements that involve risks
and uncertainties. Our results could materially differ from those anticipated in these forward-looking statements, as a result of certain factors including the
risks described below and elsewhere in this report and our other SEC filings. See “Cautionary Note Regarding Forward-Looking Statements” above.

Risks Related to Our Financial Condition and Capital Requirements

We have incurred significant losses since our inception. We anticipate that we will continue to incur significant losses for the foreseeable future,
and we may never achieve or maintain profitability.

We are a Phase 3 clinical-stage pharmaceutical company. We have incurred operating losses each year since our inception, including operating
losses of $26.3 million and $18.6 million for the years ended December 31, 2020 and 2019, respectively. As of December 31, 2020, we had an accumulated
deficit of $132.3 million. We have devoted substantially all of our financial resources to designing and developing our PLEX product candidates, including
conducting clinical trials and preclinical studies and providing general and administrative support for these operations. We expect that our expenses and
operating losses will increase for the foreseeable future as we continue clinical development of D-PLEX for the prevention of SSIs and develop other
product candidates using our PLEX technology. Our ability to ultimately achieve revenues and profitability is dependent upon our ability to successfully
complete the development of D-PLEX and any future product candidates, obtain necessary regulatory approvals for and successfully manufacture,
market and commercialize our products.




We anticipate that our expenses will increase substantially based on a number of factors, including to the extent that we:

® continue our clinical development of D-PLEX g, including our ongoing Phase 3 trials of D-PLEX for the prevention of SSIs in abdominal
(soft tissue) surgeries, and our ongoing Phase 3 trial of D-PLEX, for the prevention of SSIs in post-cardiac sternal (bone) surgeries;

seek regulatory and marketing approvals for any product candidates that successfully complete clinical trials;

advance our preclinical and research and development programs;

identify, assess, acquire, license and/or develop other product candidates;

manufacture current good manufacturing practices, or cGMP, material for clinical trials or potential commercial sales, either at our
manufacturing facility or through third-party contract manufacturers;

establish a sales, marketing and distribution infrastructure to commercialize any products for which we may obtain marketing approval;

hire personnel and invest in additional infrastructure to support our operations as a public company and expand our product development;
enter into agreements to license intellectual property from third parties;

develop, maintain, protect and expand our intellectual property portfolio; and

experience any delays or encounter issues with respect to any of the above, including, but not limited to, failed trials, complex results, safety
issues or other regulatory challenges that require longer follow-up of existing clinical trials, additional major clinical trials or additional
supportive studies in order to pursue marketing approval.

To date, we have financed our operations primarily through the sale of equity securities, convertible loans made by certain of our shareholders,
royalty-bearing and non-royalty bearing grants that we received from the Israeli Innovation Authority, or the ITA, and non-royalty bearing grants under the
European Commission’s Seventh Framework Programme for Research, or the FP7. The amount of any future operating losses will depend, in part, on the
rate of our future expenditures and our ability to obtain funding through equity or debt financings, strategic collaborations or grants. Even if we obtain
regulatory approval to market one or more product candidates, our future revenue will depend upon the size of any markets in which such product
candidates receive approval and our ability to achieve sufficient market acceptance, pricing, reimbursement from third-party payors for such product
candidates. Further, the operating losses that we incur may fluctuate significantly from quarter to quarter and year to year, such that a period-to-period
comparison of our results of operations may not be a good indication of our future performance. Other unanticipated costs may also arise.

We have never generated any revenue from product sales and may never be profitable.

We have no products approved for marketing in any jurisdiction and we have never generated any revenue from product sales. Our ability to
generate revenue and achieve profitability depends on our ability, alone or with strategic collaboration partners, to successfully complete the development
of, and obtain the regulatory and marketing approvals necessary to commercialize, D-PLEX or any future product candidates. We do not anticipate
generating revenue from product sales for at least the next several years. Our ability to generate future revenue from product sales will depend heavily on
our ability to:

e complete research and preclinical and clinical development of D-PLEX g and any future product candidates in a timely and successful
manner, including our ability to resume enrollment in our Phase 3 trial of D-PLEX for the prevention of SSIs in sternal (bone) surgeries,
which was paused in April 2020 in part due to the prioritization of SHIELD I and SHIELD II trials and in part due to the COVID-19
pandemic;

e obtain regulatory and marketing approval for any product candidates for which we complete clinical trials;

e maintain and enhance a commercially viable, sustainable, scalable, reproducible and transferable manufacturing process for D-PLEX;q and
any future product candidates that is compliant with cGMPs;




e establish and maintain supply and, if applicable, manufacturing relationships with third parties that can provide, in both amount and quality,
adequate products to support clinical development and the market demand for D-PLEX (o and any future product candidates, if and when
approved;

e launch and commercialize any product candidates for which we obtain regulatory and marketing approval, either directly by establishing a
sales force, marketing and distribution infrastructure, and/or with collaborators or distributors;

e expose and educate physicians and other medical professionals to use our products;

e obtain market acceptance, if and when approved, of D-PLEX (o and any future product candidates from the medical community and third-
party payors;

e ensure our product candidates are approved for reimbursement from governmental agencies, health care providers and insurers in jurisdictions
where they have been approved for marketing;

e address any competing technological and market developments that impact D-PLEX and any future product candidates or their prospective
usage by medical professionals;

e identify, assess, acquire and/or develop new product candidates;

negotiate favorable terms in any collaboration, licensing or other arrangements into which we may enter and perform our obligations under

such collaborations;

maintain, protect and expand our portfolio of intellectual property rights, including patents, patent applications, trade secrets and know-how;

avoid and defend against third-party interference or infringement claims;

attract, hire and retain qualified personnel; and

locate and lease or acquire suitable facilities to support our clinical development, manufacturing facilities and commercial expansion.

Even if D-PLEX; or any future product candidates are approved for marketing and sale, we anticipate incurring significant incremental costs
associated with commercializing such product candidates. Our expenses could increase beyond expectations if we are required by the FDA, the EMA or
other regulatory agencies, domestic or foreign, or ethical committees in medical centers, to change our manufacturing processes or assays or to perform
clinical, nonclinical or other types of studies in addition to those that we currently anticipate. Even if we are successful in obtaining regulatory approvals to
market D-PLEX g or any future product candidates, our revenue earned from such product candidates will be dependent in part upon the breadth of the
product label, the size of the markets in the territories for which we gain regulatory approval for such products, the accepted price for such products, our
ability to obtain reimbursement for such products at any price, whether we own the commercial rights for that territory in which such products have been
approved and the expenses associated with manufacturing and marketing such products for such markets. Therefore, we may not generate significant
revenue from the sale of such products, even if approved. Further, if we are not able to generate significant revenue from the sale of our approved products,
we may be forced to curtail or cease our operations. Due to the numerous risks and uncertainties involved in product development, it is difficult to predict
the timing or amount of increased expenses, or when, or if, we will be able to achieve or maintain profitability.

We expect that we will need to raise substantial additional funding, which may not be available on acceptable terms, or at all. Failure to obtain
funding on acceptable terms and on a timely basis may require us to curtail, delay or discontinue our product development efforts or other
operations.

We are currently advancing D-PLEX g through clinical development in multiple indications, in order to obtain regulatory approval. Developing
product candidates is expensive, and we expect our research and development expenses to increase substantially in connection with our ongoing activities,
particularly as we advance product candidates through clinical trials and regulatory approval. Furthermore, we expect to incur additional ongoing costs
associated with operating as a public company.




To date, we have financed our operations primarily through the sale of equity securities, convertible loans made by certain of our shareholders,
royalty-bearing and non-royalty bearing grants that we received from the ITA and FP7. As of March 1, 2021, we had cash, cash equivalents, short-term and
long-term deposits of $63.4 million. We will require significant additional financing to fund our operations. Our future funding requirements will depend
on many factors, including but not limited to:

the progress, results and costs of our ongoing and anticipated clinical trials of D-PLEX (g and any future product candidates;
the cost, timing and outcomes of regulatory review of D-PLEX g and any future product candidates;
the costs of maintaining our own commercial-scale cGMP manufacturing facility, including costs related to obtaining and maintaining
regulatory compliance, and/or engaging third-party manufacturers therefor;

e the scope, progress, results and costs of product development, laboratory testing, manufacturing, preclinical development and clinical trials
for any other product candidates that we may develop or otherwise obtain in the future;

e the cost of our future activities, including establishing sales, marketing and distribution capabilities for any product candidates in any
particular geography where we receive marketing approval for such product candidates;

e the terms and timing of any collaborative, licensing and other arrangements that we may establish;

e the costs of preparing, filing and prosecuting patent applications, maintaining and enforcing our intellectual property rights and defending
intellectual property-related claims; and

e the level of revenue, if any, received from commercial sales of any product candidates for which we receive marketing approval.

Identifying potential product candidates and conducting preclinical testing and clinical trials is a time-consuming, expensive and uncertain process
that takes years to complete, and we may never generate the necessary data or results required to obtain marketing approval and achieve product sales. In
addition, our product candidates, if and when approved, may not achieve commercial success. Our product revenues, if any, will be derived from or based
on sales of product candidates that may not be commercially available for many years, if at all. Accordingly, we will need to continue to rely on additional
financing to achieve our business objectives. Any additional fundraising efforts may divert our management from their day-to-day activities, which may
adversely affect our ability to develop and commercialize our product candidates.

We cannot guarantee that financing will be available in sufficient amounts or on terms acceptable to us, if at all, and the terms of any financing
may adversely affect the interests or rights of our shareholders. Even if we believe that we have sufficient funds for our current or future operating plans,
we may seek additional capital if market conditions are favorable or if we have specific strategic considerations. The issuance of additional securities,
whether equity or debt, by us, or the possibility of such issuance, may cause the market price of our shares to decline. Further, our ability to raise additional
capital may be adversely impacted by potential worsening global economic conditions and the recent disruptions to and volatility in the credit and financial
markets in the United States and worldwide resulting from the ongoing COVID-19 pandemic.

To the extent that we raise capital through the sale of equity or convertible debt securities, your ownership interest will be diluted, and the terms of
such securities may include liquidation or other preferences that adversely affect your rights as a shareholder. Debt financing, if available, may involve
covenants restricting our operations or our ability to incur additional debt. If we raise funds through collaboration and licensing arrangements with third
parties, it may be necessary to relinquish certain rights to our technologies or our product candidates, or to grant licenses on terms that are not favorable to
us.

If we are unable to obtain funding on acceptable terms and on a timely basis, we may be required to significantly curtail, delay or discontinue one
or more of our research, development or manufacturing programs or the commercialization of any approved product, or be unable to expand our operations
or otherwise capitalize on our business opportunities, as desired, which could materially affect our business, financial condition and results of operations.




Risks Related to the Discovery, Development and Clinical Testing of Product Candidates
We depend on enrollment of patients in our clinical trials in order to continue development of our product candidates.

We initiated SHIELD I and SHIELD II trials for the prevention of abdominal (soft tissue) SSIs. Our anticipated time to data in these trials is
subject to our ability to recruit sufficient eligible patients and the number and size of cohorts that will need to be enrolled prior to observing activity, if
achieved at all for the dose escalation and expansion arms of the relevant trials. There can be no assurance that we will complete enrollment or have data
from the trials when we anticipate or at all. The timely completion of clinical trials in accordance with their protocols depends, among other things, on our
ability to enroll a sufficient number of patients that are in line with our inclusions and exclusion criteria and our ability to monitor these patients as
required.

We may experience difficulties in patient enrollment in our clinical trials for a variety of reasons. Patient enrollment is affected by many factors
including the size and nature of the patient population, the eligibility criteria for the trial, the design of the clinical trial, the size of the patient population
required for analysis of the trial’s primary endpoints, the proximity of patients to study sites, our ability to recruit clinical trial investigators with the
appropriate competencies and experience, the number of enrolling clinical sites, our ability to obtain and maintain patient consents, the risk that patients
enrolled in clinical trials will drop out of the trials before completion, and competing clinical trials (including other clinical trials that we are conducting or
will conduct in the future) and clinicians’ and patients’ perceptions as to the potential advantages of the drug being studied in relation to other available
therapies, or competing drugs against the same target as well as any new drugs that may be approved for the indications we are investigating.

Additionally, we must compete for clinical sites, clinicians and the limited number of patients who fulfill the stringent requirements for
participation in clinical trials. Also, due to the confidential nature of clinical trials, we do not know how many of the eligible patients may be enrolled in
competing studies and who are consequently not available to us for our clinical trials. Our clinical trials may be delayed or terminated due to the inability to
enroll enough patients. The delay or inability to meet planned patient enrollment may result in increased costs and delay or termination of our trials, which
could have a harmful effect on our ability to develop products.

We are heavily dependent on the success of D-PLEX;, including obtaining regulatory approval to market D-PLEX in the United States and
the European Union.

To date, we have invested all of our efforts and financial resources to: (i) research and develop our PLEX technology, our lead product candidate,
D-PLEX0, and our preclinical and research and development programs, including conducting preclinical studies and clinical trials, and providing general
and administrative support for these operations; (ii) develop and secure our intellectual property portfolio for D-PLEX g and our PLEX technology and
(iii) invest in our current manufacturing facility. Our future su