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The information in this prospectus is not complete and may be changed. We may not sell these securities until the registration statement filed with the
Securities and Exchange Commission is effective. This prospectus is not an offer to sell these securities and it is not soliciting an offer to buy these
securities in any jurisdiction where the offer or sale is not permitted.

Subject to Completion
Preliminary Prospectus dated July 12, 2019

PROSPECTUS
Shares
Common Stock
This is Aprea Therapeutics, Inc.'s initial public offering. We are selling shares of our common stock.
We expect the public offering price to be between $ and $ per share. Prior to this offering, there has been no market for our common stock. We

intend to apply to list our common stock on the Nasdaq Global Select Market under the symbol "APRE."

We are an "emerging growth company" under federal securities laws and are subject to reduced public company disclosure standards for this prospectus and
future filings. See "Summary—Implications of Being an Emerging Growth Company."

Investing in the common stock involves risks that are described in the "Risk Factors" section beginning on page 11 of
this prospectus.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or passed
upon the accuracy or adequacy of this prospectus. Any representation to the contrary is a criminal offense.

Per share Total
Public offering price $ $
Underwriting discount(1) $ $
Proceeds, before expenses, to us $ $
(1) ‘We have agreed to reimburse the underwriters for certain FINRA-related expenses. We refer you to "Underwriting" beginning on page 179 of this prospectus for additional information regarding
underwriting compensation.

The underwriters may also exercise their option to purchase up to an additional shares from us, at the public offering price, less underwriting
discounts and commissions, for a period of 30 days after the date of this prospectus.

The shares will be ready for delivery on or about , 2019.

Joint Book-Running Managers
J.P. Morgan Morgan Stanley RBC Capital Markets

The date of this prospectus is , 2019.
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Explanatory note

Immediately prior to the completion of this offering, we will consummate a corporate reorganization described under the section titled "Corporate
Reorganization," pursuant to which all of the issued and outstanding stock of Aprea Therapeutics AB, a corporation domiciled in Sweden, will be exchanged for
shares of common and preferred stock of Aprea Therapeutics, Inc. As a result of this corporate reorganization, Aprea Therapeutics AB will become a wholly-
owned subsidiary of Aprea Therapeutics, Inc., a recently formed holding company with nominal assets and no liabilities, contingencies, or commitments, which
will not have conducted any operations prior to this offering other than acquiring the entire issued and outstanding stock of Aprea Therapeutics AB. In connection
with the closing of this offering, the preferred stock of Aprea Therapeutics, Inc. will convert into an aggregate of 7,828,687 shares of our common stock.

We refer to these transactions throughout the prospectus included in this registration statement collectively as the "Holdco Reorganization." See "Corporate
Reorganization" for further detail regarding these transactions.

Except as disclosed in the accompanying prospectus, the audited consolidated financial statements for 2017 and 2018 and the notes thereto and selected
historical consolidated financial data and other financial information included in this registration statement are those of Aprea Therapeutics AB and do not give

effect to the Holdco Reorganization.

Shares of the common stock of Aprea Therapeutics, Inc. are being offered by the prospectus included in this registration statement.
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Through and including , 2019 (the 25th day after the date of this prospectus), all dealers that effect transactions in these securities,

whether or not participating in this offering, may be required to deliver a prospectus. This is in addition to the dealers' obligation to deliver a prospectus
when acting as underwriters and with respect to their unsold allotments or subscriptions.

We are responsible for the information contained in this prospectus. We have not, and the underwriters have not, authorized anyone to provide you with any
information other than in, or incorporated by reference in, this prospectus. We and the underwriters take no responsibility for, and can provide no assurance as to
the reliability of, any other information that others may give you or any representation that others may make to you. We are not, and the underwriters are not,
making an offer to sell these securities in any jurisdiction where the offer or sale is not permitted. The information in this prospectus is accurate only as of the date
of this prospectus, regardless of the time of any sale of the common stock. Our business, liquidity position, financial condition, prospects or results of operations
may have changed since the date of this prospectus.

This prospectus contains forward-looking statements that are subject to a number of risks and uncertainties, many of which are beyond our
control. See "Risk Factors" and "Special Note Regarding Forward-Looking Statements."

For investors outside the United States: We have not, and the underwriters have not, done anything that would permit this offering or possession or
distribution of this prospectus in any jurisdiction where action for that purpose is required, other than in the United States. Persons outside




the United States who come into possession of this prospectus must inform themselves about, and observe any restrictions relating to, the offering of the shares of
common stock and the distribution of this prospectus outside the United States.

Presentation of financial and operating data

Unless otherwise indicated, the historical financial and operating information presented in this prospectus as of and for the years ended December 31, 2017
and 2018 is that of Aprea Therapeutics AB.

Certain amounts and percentages included in this prospectus have been rounded. Accordingly, in certain instances, the sum of the numbers in a column of a
table may not exactly equal the total figure for that column.

The consolidated financial statements for the years ended December 31, 2017 and 2018 represent the operations of Aprea Therapeutics AB and its
consolidated subsidiaries. Immediately prior to the completion of this offering, we will consummate a corporate reorganization described under the section titled
"Corporate Reorganization." In this prospectus, we refer to this transaction as the "Holdco Reorganization." We expect that the Holdco Reorganization will not
have a material effect on our consolidated financial statements.

Industry and market data

We obtained the industry, market and competitive position data used throughout this prospectus from our own internal estimates and research, as well as
from independent market research, industry and general publications and surveys, governmental agencies and publicly available information in addition to
research, surveys and studies conducted by third parties. Internal estimates are derived from publicly available information released by industry analysts and
third-party sources, our internal research and our industry experience, and are based on assumptions made by us based on such data and our knowledge of our
industry and market, which we believe to be reasonable. In some cases, we do not expressly refer to the sources from which this data is derived. In that regard,
when we refer to one or more sources of this type of data in any paragraph, you should assume that other data of this type appearing in the same paragraph is
derived from the same sources, unless otherwise expressly stated or the context otherwise requires. In addition, while we believe the industry, market and
competitive position data included in this prospectus is reliable and based on reasonable assumptions, such data involve risks and uncertainties and are subject to
change based on various factors, including those discussed in "Risk Factors." These and other factors could cause results to differ materially from those expressed
in the estimates made by the independent parties or by us.

Trademarks and tradenames

non non

In this prospectus, unless otherwise stated or the context otherwise requires, references to "Aprea," "the company," "we," "us," "our" and similar references
refer to Aprea Therapeutics, Inc. and its consolidated subsidiaries, after giving effect to the Holdco Reorganization, and to Aprea Therapeutics AB and its
consolidated subsidiaries prior to giving effect to the Holdco Reorganization. Aprea and other trademarks or service marks of Aprea appearing in this prospectus
are the property of Aprea. The other trademarks, trade names and service marks appearing in this prospectus are the property of their respective owners. Solely
for convenience, the trademarks and trade names in this prospectus are referred to without the ® and ™ symbols, but such references should not be construed as
any indicator that their respective owners will not assert, to the fullest extent under applicable law, their rights thereto.

noun
>
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Summary

This summary highlights, and is qualified in its entirety by, the more detailed information and financial statements included elsewhere in this
prospectus. This summary does not contain all of the information that may be important to you. You should read and carefully consider the entire
prospectus, especially our financial statements and the notes thereto appearing at the end of this prospectus and the "Risk Factors" section of this
prospectus, before deciding to invest in our common stock. Except as otherwise indicated herein or as the context otherwise requires, references in this
prospectus to "Aprea," "the company,” "we," "us" and "our" refer to Aprea Therapeutics, Inc. and its consolidated subsidiaries, after giving effect to the
reorganization transaction described herein, the Holdco Reorganization, and to Aprea Therapeutics AB, referred to herein as Aprea AB, and its
consolidated subsidiaries prior to giving effect to the Holdco Reorganization.

"o

Aprea Therapeutics overview

We are a clinical-stage biopharmaceutical company focused on developing and commercializing novel cancer therapeutics that reactivate mutant p53
tumor suppressor protein. p53 is the protein expressed from the TP53 gene, the most commonly mutated gene in cancer. We believe that mutant p53 is an
attractive therapeutic target due to the high incidence of p53 mutations across a range of cancer types and its involvement in key cellular activities such as
apoptosis. Cancer patients with mutant p53 face a significantly inferior prognosis even when treated with the current standard of care, and a large unmet
need for these patients remains. Our lead product candidate, APR-246, is a first-in-class small molecule p53 reactivator that is in late-stage clinical
development for hematologic malignancies, including myelodysplastic syndromes, or MDS, and acute myeloid leukemia, or AML. APR-246 has received
Orphan Drug and Fast Track designations from the FDA for MDS, and Orphan Drug designation from the EMA for AML and ovarian cancer. We have
commenced a pivotal Phase 3 trial of APR-246 with azacitidine for frontline treatment of TP53 mutant MDS and expect initial data from this trial
in . Our pivotal Phase 3 trial is supported by data from the ongoing investigator initiated Phase 1b/2 clinical trial testing APR-246 with azacitidine
as frontline treatment in TP53 mutant MDS or AML patients in the U.S. In this Phase 1b/2 trial, the regimen achieved an objective response rate, or ORR,
of 88% and a complete remission, or CR, rate of 60% in 40 response-evaluable patients as of June 2019. In addition, 43% of evaluable patients were able
to discontinue treatment in order to proceed to allogeneic hematopoietic stem cell transplantation, or allo-HCT. Allo-HCT is currently the only recognized
therapy believed to increase the likelihood of long term survival for TP53 mutant MDS and AML patients in remission. We are also developing a next-
generation small molecule p53 reactivator, APR-548, for potential use in multiple hematologic malignancies and other oncologic indications, and expect to
file an IND with the FDA in . We currently retain global
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development and commercialization rights to all of our preclinical and clinical product candidates, which are summarized in the following figure:
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1) Investigator-initiated trial

) With or without azacitidine

We believe that targeting p53 and thereby reactivating key intrinsic cellular functions has the potential to significantly impact patients' lives and
treatment strategies for a wide variety of cancers. p53 is a tumor suppressor protein that in its normal state functions to sense DNA damage and induce cell
cycle arrest, DNA damage repair, senescence and cellular apoptosis. Mutant p53 is an attractive target because it is widely mutated across hematologic and
solid tumors and is associated with an aggressive clinical and molecular phenotype. In preclinical studies and clinical trials, mutations in p53 and the
apoptotic pathway have been shown to play a key role in cancer genesis, proliferation and resistance to currently marketed therapeutic agents. Many
approved and clinical stage oncology drugs are more effective with a functional p53 pathway. Our approach is to restore normal function to p53, thereby
re-enabling a cell's ability to undergo apoptosis. Accordingly, we believe that by targeting p53, our drug candidates may enhance the ability of other anti-
cancer therapies to induce cancer cell death. In addition, we believe that our approach may counteract resistance mechanisms that characterize many of the
most aggressive cancers. In preclinical testing of APR-246, we have observed single agent activity as well as strong additive or synergistic effects in
combination with multiple conventional chemotherapeutic drugs, DNA hypomethylating agents, or HMAs, inhibitors of anti-apoptotic proteins and
immuno-oncology checkpoint blockade agents.

We believe there is a significant market opportunity for therapies targeting mutant p53 because these mutations occur in more than half of all tumors
and confer an inferior prognosis relative to patients with wild type p53. Based on the importance of p53 mutations as disease-driver mutations, the
sensitivity of hematopoietic cells to oxidative stress and continued unmet medical need, we have initially focused our clinical development on
hematological malignancies, MDS and AML, with mutations in the TP53 gene.
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MDS is a collection of bone marrow disorders in which malignant hematopoietic cells prevent the production of healthy, mature blood cells. As of
2019, there are an estimated 200,000 MDS patients worldwide, with 68,000 of these in the United States and 69,000 MDS patients across the five major
markets of the European Union and Japan.

AML is the most common form of adult leukemia, with the highest incidence in patients age 60 years and older. Like MDS, AML is characterized by
proliferation of abnormal immature white blood cells which impair production of normal blood cells. There are an estimated 213,000 AML patients
worldwide, with 37,000 of these in the United States, and 41,000 across the five major markets of the European Union and Japan.

MDS and AML can develop de novo or may arise secondary to progression of other hematologic disorders or from chemotherapy or radiation
treatment for a different, prior malignancy. Secondary MDS and AML carry a worse prognosis than de novo disease. Mutations in TP53 occur in
approximately 20% of patients with newly diagnosed MDS/AML and in more than 30% of patients with therapy-related MDS/AML.

Treatment with azacitidine is the standard of care for frontline therapy in TP53 mutant MDS and AML, with an ORR of approximately 40-50%, a CR
rate of approximately 10-20% and median overall survival, or OS, of approximately 7-8 months. There are no established curative pharmacologic therapies
for MDS and AML. Allo-HCT is currently the only recognized therapy believed to increase the likelihood of long term survival for TP53 mutant MDS and
AML patients in remission; however, many patients are not candidates for allo-HCT due to lack of sufficient clinical response to therapy, advanced age,
comorbidities or lack of a suitable donor. Unfortunately, even for those TP53 mutant MDS and AML patients who receive allo-HCT, the post-
transplantation prognosis is poor: TP53 mutations are associated with a 4-fold increased risk of death and 1-year relapse-free survival of only 30%
following transplantation.

Given the poor prognosis for patients with TP53 mutant MDS and AML, there is a significant need for more effective therapies in this population,
particularly if such treatments have a favorable safety profile, and a mechanism of action that targets mutant p53 directly, and may be used in combination
with existing or future treatment options.

We have assembled an outstanding team, which includes world-class scientific and clinical oncology leaders, to execute on our mission to create novel
p53-reactivating therapies to help patients suffering with cancer. Together with our board of directors, our scientific founders and members of our
management team have significant experience in drug discovery and development and finance. Collectively, we believe our team's strong capabilities
position us to build a leading biotech company focused on developing novel cancer therapies to address the significant unmet medical need of patients with
p53 mutant malignancies, for whom there are limited effective therapeutic options.

Our drug candidates

Our lead product candidate, APR-246, is a small molecule that has demonstrated reactivation of mutant p53 in both clinical trials and preclinical
studies. Promising clinical and preclinical data support the application of APR-246 across a variety of hematologic malignancies and other oncologic
indications. APR-246 is a pro-drug that is administered intravenously and forms the active moiety, 2-methylene-quinuclidin-3-one, or MQ, under
physiological conditions. APR-246 has been shown to induce apoptosis in cancer cells with mutant p53 in Phase 1/2 trials. We believe the mechanism of
action and potential safety profile of APR-246 may provide the basis for its combination with both conventional and novel therapies, such as targeted
therapies, chemotherapy, radiotherapy and immuno-therapy. APR-246 has received Orphan Drug and Fast Track designations from the FDA for MDS, and
Orphan Drug designation from the EMA for AML and ovarian cancer.
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Our strategy

are to:

We are conducting and supporting multiple clinical trials of APR-246:

Pivotal Phase 3 MDS Trial- We are currently enrolling a pivotal Phase 3 randomized, controlled trial evaluating APR-246 with azacitidine
as frontline therapy in HMA-naive TP53 mutant MDS patients. The first patient was enrolled in January 2019 and we anticipate full
enrollment in our Phase 3 trial in and top-line data from this trial in

U.S. Phase 1b/2 MDS/AML Trial- We are supporting an investigator-initiated Phase 1b/2 single-arm, open-label trial in the United States
evaluating APR-246 with azacitidine as frontline therapy in HMA-naive patients with TP53 mutant MDS or AML. The primary endpoint of
the trial is CR rate and enrollment has completed with 55 patients. Top-line results on the CR rate primary endpoint are expected

in . The regimen achieved an ORR of 88% and a CR rate of 60% in 40 response-evaluable patients as of June 2019. In addition,
43% of evaluable patients were able to discontinue treatment in order to proceed to allo-HCT. Median OS has not yet been reached in this
trial as of June 2019.

French Phase 1b/2 MDS/AML Trial- We are supporting a parallel investigator-initiated Phase 1b/2 single-arm, open-label trial in France,
evaluating APR-246 with azacitidine as frontline therapy in HMA-naive patients with TP53 mutant MDS or AML. All patients are to
receive the recommended Phase 2 dose from the U.S. Phase 1b/2 MDS/AML Trial. As of June 2019, the regimen has achieved an ORR of
80% in 15 response-evaluable patients. Responding patients who proceed to allo-HCT are eligible to continue receiving APR-246 with
azacitidine as post-transplant maintenance therapy. The primary endpoint of the trial is CR rate. We anticipate full enrollment in

Phase 2 MDS/AML Post-Transplant Trial- We are currently enrolling our single-arm, open-label Phase 2 trial evaluating APR-246 with
azacitidine as post-transplant maintenance therapy in TP53 mutant MDS and AML patients who have received allo-HCT. The primary
endpoint is relapse-free survival at 12 months. We anticipate full enrollment in

Phase 1/2 AML Trials- Based on in vitro data demonstrating synergistic activity between APR-246 and a Bcl-2 inhibitor, we have designed
and plan to conduct Phase 1/2 clinical trials in frontline and relapsed/refractory AML assessing APR-246 with a Bcl-2 inhibitor with or
without azacitidine. We anticipate the first patient to be enrolled in

Our second product candidate, APR-548, is a next-generation p53 reactivator with the potential for oral administration. APR-548 is a unique analog of
APR-246 and therefore a pro-drug of MQ. We have filed a patent application in support of composition of matter intellectual property protection for APR-
548. APR-548 exhibits high oral bioavailability in preclinical testing and is being developed in an oral dosage form. We are currently conducting
Investigational New Drug, or IND, enabling preclinical trials of APR-548 and anticipate submitting an IND in

Our mission is to be the leading player in the development and commercialization of p53-targeted cancer therapies. The key elements of our strategy

Rapidly develop and commercialize our lead mutant p53 reactivator product candidate, APR-246, in frontline combination therapy for TP53
mutant MDS

Expand the clinical opportunity for APR-246 by pursuing development of combination therapy for post-transplant maintenance in TP53
mutant MDS and AML

Rapidly develop APR-246 for frontline and relapsed/refractory TP53 mutant AML

Advance our next-generation p53 reactivator, APR-548
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following:

Explore additional oncology indications for APR-246 and APR-548

Maximize the commercial opportunity of our product candidates across global markets

Risks associated with our business

Our ability to execute on our business strategy is subject to a number of risks, which are discussed more fully in the section of this prospectus entitled
"Risk Factors." You should carefully consider these risks before making an investment in our common stock. These risks include, among others, the

We have incurred significant losses since inception. We expect to incur losses for the foreseeable future and may never achieve or maintain
profitability. As of December 31, 2018, we had an accumulated deficit of $62.5 million.

Our limited operating history may make it difficult for you to evaluate the success of our business to date and to assess our future viability.
We have never generated revenues and may never be profitable. Our lead product candidate, APR-246, is currently in multiple clinical trials
and all of our other product candidates are in preclinical research.

We believe that the net proceeds from this offering, together with our existing cash, cash equivalents and investments, will enable us to fund
our operating expenses and capital expenditure requirements through . We expect that the net proceeds from this offering and our
existing cash, cash equivalents and investments will be sufficient to enable us to complete each of our ongoing clinical trials. We do not
expect that the net proceeds from this offering and our existing cash, cash equivalents and investments will be sufficient, however, to enable
us to conduct through completion any additional clinical trials of APR-246 or to otherwise complete the development of APR-246.
Accordingly, we will need substantial additional funding, which may not be available to us on acceptable terms or at all, to complete
development of APR-246 and to fund development of our next-generation p53 reactivator, APR-548. If we are unable to raise capital when
needed, we may be forced to delay, reduce and/or eliminate our research and drug development programs or commercialization efforts.

We are substantially dependent on the success of APR-246 and cannot be certain that we will receive marketing approval for APR-246 or
will successfully commercialize APR-246 even if we receive such marketing approval.

If we experience delays or difficulties in the enrollment of patients in clinical trials, we may not be able to initiate or complete clinical trials
for our product candidates on a timely basis.

The outcome of preclinical testing and early clinical trials may not be predictive of the success of later clinical trials, and interim results of a
clinical trial do not necessarily predict final results.

If clinical trials of our product candidates fail to demonstrate safety and efficacy to the satisfaction of regulatory authorities or do not
otherwise produce positive results, we may incur additional costs, experience delays in completing, or ultimately be unable to complete, the
development of our product candidates or be unable to obtain marketing approval.

We rely on third parties to conduct our clinical trials, some aspects of our research and preclinical studies and the manufacturing of our
product candidates. If these third parties do not perform satisfactorily, including by failing to meet deadlines for the completion of such
trials, research and studies, we could be delayed in our clinical development activities or in our efforts to obtain marketing approval of our
product candidates.

If we are unable to obtain or maintain patent and other intellectual property-related protection of our proprietary technologies and our
product candidates, including APR-246, their respective
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components, formulations, methods used to manufacture them and methods of treatment, if the scope of the patent protection obtained is not
sufficiently broad, or if we are unable to successfully defend our patents against third-party challenges or enforce our patents against third-
parties, our competitors and other third parties could develop and commercialize products and technology similar or identical to ours, and
our ability to successfully commercialize any product candidate we may develop and our technology may be adversely affected.

° Our commercial success depends in part on the ability to avoid and successfully defend claims that we have infringed, misappropriated or
otherwise violated the intellectual property of a third party.

Our corporate information

We were incorporated under the laws of the State of Delaware on May 2019 under the name Aprea Therapeutics, Inc. Immediately prior to the
completion of this offering, we will consummate the Holdco Reorganization, pursuant to which all of the issued and outstanding stock of Aprea
Therapeutics AB, or Aprea AB, will be exchanged for shares of common and preferred stock of Aprea Therapeutics, Inc. As a result of this corporate
reorganization, Aprea AB, will become a wholly-owned subsidiary of Aprea Therapeutics, Inc. See "Corporate Reorganization" for additional information.
We are a holding company. We conduct substantially all of our operations through our subsidiaries. Our subsidiary, Aprea AB, a corporation domiciled in
Sweden, was originally incorporated in 2002 and commenced principal operations in 2006, and holds substantially all of our intellectual property assets.
Our executive offices are located at 535 Boylston Street, Boston, MA 02116, and our telephone number is 617-463-9385. Our website address is
www.aprea.com. The information contained on, or that can be accessed through, our website is not a part of this prospectus. We have included our website
address in this prospectus solely as an inactive textual reference.

non "o "o nn

In this prospectus, unless otherwise stated or the context otherwise requires, references to "Aprea," "the company,” "we," "us," "our" and similar
references refer to Aprea Therapeutics, Inc. and its consolidated subsidiaries, after giving effect to the the Holdco Reorganization, and to Aprea AB and its
consolidated subsidiaries prior to giving effect to the Holdco Reorganization. Aprea and other trademarks or service marks of Aprea appearing in this
prospectus are the property of Aprea. The other trademarks, trade names and service marks appearing in this prospectus are the property of their respective
owners. Solely for convenience, the trademarks and trade names in this prospectus are referred to without the ® and ™ symbols, but such references
should not be construed as any indicator that their respective owners will not assert, to the fullest extent under applicable law, their rights thereto.

Implications of being an emerging growth company

As a company with less than $1.07 billion of revenue during our last fiscal year, we qualify as an "emerging growth company" as defined in the
Jumpstart Our Business Startups Act of 2012, or the JOBS Act. We may remain an emerging growth company for up to five years, or until such earlier time
as we have more than $1.07 billion in annual revenue, the market value of our stock held by non-affiliates is more than $700 million (and we have been a
public company for at least 12 months and have filed one annual report on Form 10-K with the Securities and Exchange Commission, or the SEC) or we
issue more than $1 billion of non-convertible debt over a three-year period. For so long as we remain an emerging growth company, we are permitted and
intend to rely on exemptions from certain disclosure and other requirements that are applicable to other public companies that are not emerging growth
companies. These provisions include:

. reduced disclosure about our executive compensation arrangements;
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° exemption from the non-binding stockholder advisory votes on executive compensation or golden parachute arrangements;
. exemption from the auditor attestation requirement in the assessment of our internal control over financial reporting; and
. reduced disclosure of financial information in this prospectus, such as being permitted to include only two years of audited financial

information and two years of selected financial information in addition to any required unaudited interim financial statements, with
correspondingly reduced "Management's Discussion and Analysis of Financial Condition and Results of Operations" disclosure.

We have taken advantage of some reduced reporting burdens in this prospectus. Accordingly, the information contained herein may be different than
the information you receive from other public companies in which you hold stock. The JOBS Act permits an emerging growth company to take advantage
of an extended transition period to comply with new or revised accounting standards applicable to public companies. This allows an emerging growth
company to delay the adoption of certain accounting standards until those standards would otherwise apply to private companies.
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The Offering
Common stock offered by us shares
Underwriters' option to purchase =~ We have granted the underwriters a 30-day option to purchase up to additional shares at the public
additional shares offering price, less underwriting discounts and commissions.
Common stock to be outstanding
after the offering shares (or shares if the underwriters exercise in full their option to purchase additional shares)
Use of proceeds We estimate that our net proceeds from this offering, after deducting the underwriting discounts and commissions
and estimated offering expenses payable by us, will be approximately $ million, or $ million if the

underwriters exercise their option to purchase additional shares in full. We intend to use the proceeds of the
offering to fund our ongoing clinical trials of APR-246, the potential expansion of our ongoing clinical trials of
APR-246, the initiation of additional clinical trials of APR-246 by us or by clinical investigators, research related
to APR-246 and research related to our platform and other programs, including our next-generation p53
reactivator, APR-548, and for working capital and other general corporate purposes. See "Use of Proceeds" on
page 75 for a more complete description of the intended use of proceeds from this offering.

Risk factors See the "Risk Factors" section beginning on page 11 of this prospectus, as well as other information included or
incorporated by reference in this prospectus for a discussion of factors to consider carefully before deciding to

invest in shares of our common stock.

Proposed Nasdaq Global Select
Market symbol "APRE"

The number of shares of our common stock to be outstanding after the completion of this offering assumes that the Holdco Reorganization takes place
prior to the completion of this offering and is based on shares of our common stock outstanding as of June 30, 2019, and excludes:

shares of common stock, with a weighted-average exercise price of $ per share, issuable upon exercise of stock options
outstanding and shares of common stock issuable upon vesting of restricted stock units outstanding as of June 30, 2019 under our
2016 Stock Incentive Plan;

. shares of common stock reserved for issuance pursuant to future awards under our 2019 Stock Incentive Plan, as of June 30, 2019,
plus any future increases in the number of shares of common stock reserved for issuance under our 2019 Stock Incentive Plan pursuant to
provisions thereof that automatically increase the share reserve under the plan each year;

Unless otherwise indicated or the context otherwise requires, this prospectus reflects and assumes the following:

. no exercise of outstanding options or warrants;

the completion of the Holdco Reorganization; and

. no exercise by the underwriters of their option to purchase up to an additional shares of our common stock.
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Summary Financial Data

results that should be expected in any future period.

Consolidated Statement of Operations Data:
Operating expenses:
Research and development
General and administrative
Total operating expenses
Other income (expense)

The following table sets forth summary balance sheet data as of December 31, 2018:

on an actual basis;

. on a pro forma as adjusted basis to give further effect to our issuance and sale of

You should read the following summary financial data together with our financial statements and the related notes appearing at the end of this
prospectus and the "Selected Financial Data" and "Management's Discussion and Analysis of Financial Condition and Results of Operations" sections of
this prospectus. We have derived the statement of operations data for the years ended December 31, 2017 and 2018 and the balance sheet data as of
December 31, 2018 from our audited financial statements appearing at the end of this prospectus. Our historical results are not necessarily indicative of

Years ended December 31,
2017 2018

$ 13,392,631 $ 14,194,732
2,459,744 2,294,671
15,852,375 16,489,403

Interest expense (15) (182)
Foreign currency translation gain 662,140 961,316
Total other income (expense) 662,125 961,134
Net loss $ (15,190,250) $ (15,528,269)
Net loss per share attributable to common stockholders, basic and diluted(1) $ (21.14) $ (21.58)
Weighted average common shares outstanding, basic and diluted(1) 718,647 719,457
Pro forma net loss per share attributable to common stockholders, basic and diluted(1) $ (2.64)
Pro forma weighted average common shares outstanding, basic and diluted(1) 5,876,518
(€5} See Note 2 to our audited financial statements included elsewhere in this prospectus for an explanation of the method used to calculate basic and diluted net loss per share

and unaudited pro forma net basic and diluted loss per share as well as the weighted-average number of shares used in the computation of the per share amounts.

. on a pro forma basis to give effect to the Holdco Reorganization described under the section titled "Corporate Reorganization"; and

shares of our common stock in this offering at an
assumed initial public offering price of $ per share, which is the midpoint of the price range set forth on the cover page of this
prospectus, after deducting estimated underwriting discounts and commissions and estimated offering expenses payable by us.




Table of Contents

December 31, 2018
Pro forma
Actual Pro forma as adjusted(1)

Consolidated Balance Sheet Data:

Cash and cash equivalents $ 65675931 $ 65,675,931

Working capital(2) 61,129,968 61,129,968

Total assets 66,022,638 66,022,638

Total liabilities 4,868,109 4,868,109

Convertible preferred stock 112,590,631 0

Total stockholders' equity (deficit) (51,436,102) 61,154,529

1) A $1.00 increase or decrease in the assumed initial public offering price of $ per share, which is the midpoint of the price range set forth on the cover page of this
prospectus, would increase or decrease the pro forma as adjusted amount of each of cash, cash equivalents and investments, working capital, total assets and total
stockholders' equity by $ million, assuming that the number of shares offered by us, as set forth on the cover page of this prospectus, remains the same and after
deducting estimated underwriting discounts and commissions. An increase or decrease of 1,000,000 shares in the number of shares offered by us, as set forth on the cover
page of this prospectus, would increase or decrease the pro forma as adjusted amount of each of cash, cash equivalents and investments, working capital, total assets and
total stockholders' equity by $ million, assuming no change in the assumed initial public offering price per share and after deducting estimated underwriting
discounts and commissions. This pro forma as adjusted information is illustrative only and will depend on the actual initial public offering price and other terms of this
offering determined at pricing.

) We define working capital as current assets less current liabilities. See our financial statements for further details regarding our current assets and current liabilities.
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Risk Factors

Investing in our common stock involves a high degree of risk. Before you decide to invest in our common stock, you should consider carefully the risks
described below, together with the other information contained in this prospectus, including our financial statements and the related notes appearing at the end of
this prospectus. We believe the risks described below are the risks that are material to us as of the date of this prospectus. If any of the following risks actually
occur, our business, financial condition, results of operations and future growth prospects could be materially and adversely affected. In these circumstances, the
market price of our common stock could decline, and you may lose all or part of your investment.

Risks related to our financial position and need for additional capital

We have incurred significant losses in each year since inception. We expect to incur losses for the foreseeable future and may never achieve or maintain
profitability.

Since our inception, we have incurred significant losses on an aggregate basis. Our net loss was $15.5 million for the year ended December 31, 2018. As of
December 31, 2018, we had an accumulated deficit of $62.5 million. We have not generated any revenue to date from sales of any drugs and have financed our
operations principally through private placements of our preferred stock. We have devoted substantially all of our efforts to research and development. Our lead
product candidate, APR-246, is in clinical development, and our other product candidates are in preclinical research. As a result, we expect that it will be several
years, if ever, before we have any product candidates ready for commercialization. We expect to continue to incur significant expenses and increasing operating
losses for the foreseeable future. The net losses we incur may fluctuate significantly from quarter to quarter.

To become and remain profitable, we must develop, obtain approval for and eventually commercialize a drug or drugs with significant market potential,
either on our own or with a collaborator. This will require us to be successful in a range of challenging activities, including completing preclinical studies and
clinical trials of our product candidates, obtaining marketing approval for these product candidates, manufacturing, marketing and selling those drugs for which
we may obtain marketing approval and establishing and managing any collaborations for the development, marketing and/or commercialization of our product
candidates. We may never succeed in these activities and, even if we do, may never generate revenues that are significant or large enough to achieve profitability.
If we do achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual basis. Our failure to become and remain profitable
would decrease the value of our company and could impair our ability to raise capital, maintain our research and development efforts, expand our business and/or
continue our operations. A decline in the value of our company could also cause you to lose all or part of your investment.

Even if we succeed in commercializing one or more of our product candidates, we will continue to incur substantial research and development and other
expenditures to develop and market additional product candidates. We may encounter unforeseen expenses, difficulties, complications, delays and other unknown
factors that may adversely affect our business. The size of our future net losses will depend, in part, on the rate of future growth of our expenses and our ability to
generate revenue. Our prior losses and expected future losses have had and will continue to have an adverse effect on our stockholders' equity and working
capital.

Our product candidates, if approved, may not achieve commercial success. Our commercial revenues, if any, will be derived from sales of drugs that we do
not expect to be commercially available for many years, if at all. If we are unable to obtain product approvals or generate significant commercial revenues, our
business will be materially harmed.

11
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Our limited operating history may make it difficult for you to evaluate the success of our business to date and to assess our future viability. We have never
generated revenues and may never be profitable.

We are an early-stage company. Aprea Therapeutics AB, or Aprea AB, was originally incorporated in 2002 and commenced operations in 2006. We were
incorporated in May 2019. Our operations to date have been limited to organizing and staffing our company, business planning, raising capital, developing our
lead product candidate, APR-246, identifying potential product candidates, conducting preclinical studies of our product candidates and conducting clinical trials
of our product candidates. All of our product candidates other than APR-246 are in preclinical research. We have not yet demonstrated our ability to successfully
complete large-scale, pivotal clinical trials, obtain marketing approvals, manufacture commercial-scale drug products or arrange for a third party to do so on our
behalf, or conduct sales and marketing activities necessary for successful drug commercialization. Typically, it takes about six to ten years to develop a new drug
from the time it is in Phase 1 clinical trials to when it is approved for treating patients, but in many cases it may take longer. Consequently, any predictions you
make about our future success or viability may not be as accurate as they could be if we had a longer operating history.

In addition, as a business with a limited operating history, we may encounter unforeseen expenses, difficulties, complications, delays and other known and
unknown factors. We may need to transition from a company with a research focus to a company capable of supporting commercial activities. We may not be
successful in such a transition.

As we continue to build our business, we expect our financial condition and operating results may fluctuate significantly from quarter to quarter and year to
year due to a variety of factors, many of which are beyond our control. Accordingly, you should not rely upon the results of any particular quarterly or annual
periods as indications of future operating performance.

We will need substantial additional funding, which may not be available to us on acceptable terms or at all. If we are unable to raise capital when needed, we
may be forced to delay, reduce and/or eliminate our research and drug development programs or future commercialization efforts.

Developing drug products, including conducting preclinical studies and clinical trials, is a very time-consuming, expensive and uncertain process that takes
years to complete. We expect our expenses to increase in connection with our ongoing activities, particularly as we conduct clinical trials of, and seek marketing
approval for, APR-246 and our other product candidates. In addition, if we obtain marketing approval for any of our product candidates, we expect to incur
significant commercialization expenses related to drug sales, marketing, manufacturing and distribution to the extent that such sales, marketing, manufacturing
and distribution are not the responsibility of any collaborator that we may have at such time for any such product candidate. Furthermore, commencing upon the
closing of this offering, we expect to incur additional costs associated with operating as a public company. Accordingly, we will need to obtain substantial
additional funding in connection with our continuing operations. If we are unable to raise capital when needed or on attractive terms, we may be forced to delay,
reduce and/or eliminate our research and drug development programs or future commercialization efforts.

We plan to use the net proceeds from this offering to fund our ongoing clinical trials of APR-246 and additional research and clinical development activity
related to APR-246 and other programs and for working capital and other general corporate purposes, which may include additional research, hiring additional
personnel, capital expenditures and the costs of operating as a public company. We will be required to expend significant funds in order to advance the
development of APR-246, as well as any other product candidates. In any event, the net proceeds from this offering and our existing cash, cash equivalents and
investments will not be sufficient to fund all of the efforts that we plan to undertake or to fund the completion of development of any of our product candidates.
Accordingly, we will be
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required to obtain further funding through public or private equity offerings, debt financings, collaborations and licensing arrangements or other sources. We do
not have any committed external source of funds. Adequate additional financing may not be available to us on acceptable terms, or at all. Our failure to raise
capital as and when needed would have a negative impact on our financial condition and our ability to pursue our business strategy.

We believe that the net proceeds from this offering, together with our existing cash, cash equivalents and investments, will enable us to fund our operating
expenses and capital expenditure requirements through . Our estimate as to how long we expect the net proceeds from this offering, together with our
existing cash, cash equivalents and investments, to be able to continue to fund our operations is based on assumptions that may prove to be wrong, and we could
use our available capital resources sooner than we currently expect. Further, changing circumstances, some of which may be beyond our control, could cause us to
consume capital significantly faster than we currently anticipate, and we may need to seek additional funds sooner than planned. Our future capital requirements
will depend on many factors, including:

. the scope, progress, results and costs of our current and future clinical trials of APR-246 for our current targeted indications;

. the scope, progress, results and costs of drug discovery, preclinical research and clinical trials for APR-246 and our other product candidates;
. the number of future product candidates that we pursue and their development requirements;

. the costs, timing and outcome of regulatory review of our product candidates;

the extent to which we acquire or invest in businesses, products and technologies, including entering into or maintaining licensing or collaboration
arrangements for product candidates on favorable terms, although we currently have no commitments or agreements to complete any such
transactions;

. the costs and timing of future commercialization activities, including drug sales, marketing, manufacturing and distribution, for any of our product
candidates for which we receive marketing approval, to the extent that such sales, marketing, manufacturing and distribution are not the
responsibility of any collaborator that we may have at such time;

. the amount of revenue, if any, received from commercial sales of our product candidates, should any of our product candidates receive marketing
approval;

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

. our headcount growth and associated costs as we expand our business operations and our research and development activities; and
. the costs of operating as a public company.

Raising additional capital may cause dilution to our stockholders, including purchasers of common stock in this offering, restrict our operations or require us
to relinquish rights to our product candidates.

We expect our expenses to increase in connection with our planned operations. Until such time, if ever, as we can generate substantial revenues from the sale
of drugs, we expect to finance our cash needs through a combination of equity offerings, debt financings, collaborations, strategic alliances and/or licensing
arrangements. To the extent that we raise additional capital through the sale of equity or convertible debt securities, your ownership interest may be diluted, and
the terms of these securities could include liquidation or other preferences and anti-dilution protections that could adversely affect your rights as a common
stockholder. In addition, debt financing, if available, would result in fixed
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payment obligations and may involve agreements that include restrictive covenants that limit our ability to take specific actions, such as incurring additional debt,
making capital expenditures, creating liens, redeeming stock or declaring dividends, that could adversely impact our ability to conduct our business. In addition,
securing financing could require a substantial amount of time and attention from our management and may divert a disproportionate amount of their attention
away from day-to-day activities, which may adversely affect our management's ability to oversee the development of our product candidates.

If we raise additional funds through collaborations, strategic alliances or licensing arrangements with third parties, we may have to relinquish valuable rights
to our technology, future revenue streams or product candidates or grant licenses on terms that may not be favorable to us. If we are unable to raise additional
funds when needed, we may be required to delay, reduce and/or eliminate our product candidate development or future commercialization efforts or grant rights
to develop and market product candidates that we would otherwise prefer to develop and market ourselves.

Risks related to the discovery, development and commercialization of our product candidates

We are substantially dependent on the success of our lead product candidate, APR-246, which is currently in multiple clinical trials. Our clinical trials of
APR-246 may not be successful. If we are unable to obtain approval for and commercialize APR-246 or experience significant delays in doing so, our
business will be materially harmed.

Our future success is substantially dependent on our ability to timely obtain marketing approval for, and then successfully commercialize, APR-246, our lead
product candidate. We are investing a majority of our efforts and financial resources in the research and development of APR-246. Our other product candidates
are in earlier stages of development. Our business depends entirely on the successful development and commercialization of our product candidates. We currently
have no drugs approved for sale and generate no revenues from sales of any products, and we may never be able to develop a marketable product.

APR-246 will require additional clinical development, evaluation of clinical, preclinical and manufacturing activities, marketing approval in multiple
jurisdictions, substantial investment and significant marketing efforts before we generate any revenues from product sales. We are not permitted to market or
promote APR-246, or any other product candidates, before we receive marketing approval from the FDA and comparable foreign regulatory authorities, and we
may never receive such marketing approvals.

The success of APR-246 will depend on several factors, including the following:

. successful and timely completion of our ongoing clinical trials of APR-246;

° initiation and successful patient enrollment and completion of additional clinical trials on a timely basis;

. our ability to demonstrate APR-246's safety, tolerability and efficacy to the FDA or any comparable foreign regulatory authority for marketing
approval;

. timely receipt of marketing approvals for APR-246;

* obtaining and maintaining patent protection, trade secret protection and regulatory exclusivity, both in the United States and internationally;

. successfully defending and enforcing our rights in our intellectual property portfolio;

. avoiding and successfully defending against any claims that we have infringed, misappropriated or otherwise violated any intellectual property of
any third party;
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. the performance of our future collaborators, if any;

* the extent of, and our ability to timely complete, any required post-marketing approval commitments imposed by FDA or other applicable
regulatory authorities;

. establishment of supply arrangements with third-party raw materials and drug product suppliers and manufacturers who are able to manufacture
clinical trial and commercial quantities of APR-246 drug substance and drug product and to develop, validate and maintain a commercially viable
manufacturing process that is compliant with current good manufacturing practices, or cGMP, at a scale sufficient to meet anticipated demand and
over time enable us to reduce our cost of manufacturing;

. establishment of scaled production arrangements with third-party manufacturers to obtain finished products that are compliant with cGMP and
appropriately packaged for sale;

° successful launch of commercial sales following any marketing approval;

. a continued acceptable safety profile following any marketing approval;

. commercial acceptance by patients, the medical community and third-party payors;

* the availability of coverage and adequate reimbursement and pricing by third-party payors and government authorities;

. the availability, perceived advantages, relative cost, relative safety and relative efficacy of alternative and competing treatments; and
. our ability to compete with other therapies.

We do not have complete control over many of these factors, including certain aspects of clinical development and the regulatory submission process,
potential threats to our intellectual property rights and the manufacturing, marketing, distribution and sales efforts of any future collaborator. Accordingly, we
cannot assure you that we will ever be able to generate revenue through the sale of APR-246. If we are not successful in commercializing APR-246, or are
significantly delayed in doing so, our business will be materially harmed.

We may find it difficult to enroll patients in our clinical trials given the relatively smaller patient population who have the diseases for which our product
candidates are being developed. If we experience delays or difficulties in the enrollment of patients in clinical trials, our receipt of necessary marketing
approvals could be delayed or prevented.

‘We may not be able to initiate or continue clinical trials for our product candidates if we are unable to locate and enroll a sufficient number of eligible
patients to participate in these trials as required by the FDA or comparable foreign regulatory authorities. Patient enrollment is a significant factor in the timing of
clinical trials. In particular, because our clinical trials of APR-246 are focused on indications with relatively small patient populations, our ability to enroll eligible
patients may be limited or may result in slower enrollment than we anticipate.

Patient enrollment may be affected if our competitors have ongoing clinical trials for product candidates that are under development for the same indications
as our product candidates, and patients who would otherwise be eligible for our clinical trials instead enroll in clinical trials of our competitors' product
candidates. Patient enrollment may also be affected by other factors, including:

° size and nature of the patient population;
. severity of the disease under investigation;
. availability and efficacy of approved drugs for the disease under investigation;
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. patient eligibility criteria for the trial in question;

* patients' and clinicians' perceived risks and benefits of the product candidate under study;
. competing clinical trials;

. efforts to facilitate timely enrollment in clinical trials;

° patient referral practices of physicians;

. the ability to monitor patients adequately during and after treatment;

. proximity and availability of clinical trial sites for prospective patients; and

* continued enrollment of prospective patients by clinical trial sites.

Our inability to enroll a sufficient number of patients for our clinical trials would result in significant delays or may require us to abandon one or more
clinical trials altogether. Enrollment delays in our clinical trials may result in increased development costs for our product candidates, which would cause the
value of our company to decline and limit our ability to obtain additional financing.

The reactivation of p53 is a novel and unproven therapeutic approach and our development of APR-246 may never lead to a marketable product.

We are developing APR-246 for its ability to reactivate the tumor suppressor protein p53, the protein product of the TP53 gene and the most commonly
mutated gene in cancer. We are also developing a next-generation p53 reactivator, APR-548, for potential use in multiple hematologic malignancy indications. We
believe that mutant p53 is an attractive target for novel cancer therapy due to the high incidence of p53 mutations across a range of cancer types and the
universally inferior prognosis for cancer patients with mutated p53. However, to our knowledge, no one has advanced a product candidate with this mechanism of
action into clinical development. The scientific evidence to support the feasibility of developing these product candidates is both preliminary and limited. For
instance, even though APR-246 has shown promising results in preclinical studies and early-stage clinical trials, we may not succeed in demonstrating safety and
efficacy of APR-246 in larger-scale clinical trials, including our pivotal Phase 3 clinical trial. Advancing APR-246 as a novel product to reactivate p53 creates
significant challenges for us, including:

. obtaining marketing approval, as obtaining regulatory approval of a p53 reactivator from the FDA or comparable foreign regulatory authorities has
never been done before;

. educating medical personnel regarding the potential efficacy and safety benefits, as well as the challenges, of incorporating our product candidates,
if approved, into treatment regimens; and

° establishing the sales and marketing capabilities to gain market acceptance, if approved.

If serious adverse or unacceptable side effects are identified during the development of our product candidates or we observe limited efficacy of our product
candidates, we may need to abandon or limit the development of one or more of our product candidates.

Adverse events or unacceptable side effects caused by, or other unexpected properties of, our product candidates could cause us, any future collaborators, an
institutional review board, or IRB, or regulatory authorities to interrupt, delay or halt clinical trials of one or more of our product candidates and could result in
the (i) delay or denial of marketing approval by the FDA or comparable foreign regulatory authorities, (ii) approval with significant restrictions on distribution or
(iii) required labeling information regarding safety concerns, if approved.
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In general, our clinical trials of APR-246 include cancer patients who are very sick and whose health is deteriorating, and we expect that additional clinical
trials of APR-246 and our other product candidates will include similar patients with deteriorating health. Multiple patients in our trials have experienced adverse
events, the most common of which include nausea, vomiting, constipation, dizziness and neutropenia. Some patients have died during their participation in the
clinical trials for APR-246, and there has been one death reported by an investigator as possibly related to both APR-246 and azacitidine. We believe this death
may have been caused by the underlying disease, other comorbidities from which such patient was suffering or the other co-administered treatments. Any deaths
occurring in our clinical trials, whether related to our product candidate or not, could affect perceptions relating to our product candidate.

If any of our product candidates are associated with adverse events or undesirable side effects or have properties that are unexpected, our trials could be
suspended or terminated and the FDA or comparable foreign regulatory authorities could order us to cease further development of or deny approval of our
product candidates for any or all targeted indications. We, or any future collaborators, may abandon development or limit development of that product candidate
to certain uses or subpopulations in which the undesirable side effects or other characteristics are less prevalent, less severe or more acceptable from a risk-benefit
perspective. Drug-related side effects could affect patient recruitment or the ability of enrolled patients to complete the trial or result in potential product liability
claims. Any of these occurrences may harm our business, results of operations, financial condition and prospects significantly.

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

We currently have no drugs approved for sale and we cannot guarantee that we will ever have marketable drugs. Clinical failure can occur at any stage of
clinical development. Clinical trials may produce negative or inconclusive results, and we or any future collaborators may decide, or regulators may require us, to
conduct additional clinical trials or preclinical studies. We will be required to demonstrate with substantial evidence through adequate and well-controlled clinical
trials that our product candidates are safe and effective for use in treating specific conditions in order to obtain marketing approvals for their commercial sale.
Success in preclinical studies and early-stage clinical trials does not mean that future larger registration clinical trials will be successful because product
candidates in later-stage clinical trials may fail to demonstrate safety and efficacy to the satisfaction of the FDA and non-U.S. regulatory authorities despite
having progressed through preclinical studies and early-stage clinical trials. Product candidates that have shown promising results in preclinical studies and early-
stage clinical trials may still suffer significant setbacks in subsequent registration clinical trials. Additionally, the outcome of preclinical studies and early-stage
clinical trials may not be predictive of the success of later-stage clinical trials.

From time to time, we may publish or report interim or preliminary data from our clinical trials. Interim or preliminary data from clinical trials that we may
conduct may not be indicative of the final results of the trial and are subject to the risk that one or more of the clinical outcomes may materially change as patient
enrollment continues and more patient data become available. Interim or preliminary data also remain subject to audit and verification procedures that may result
in the final data being materially different from the interim or preliminary data. As a result, interim or preliminary data should be viewed with caution until the
final data are available.

In addition, the design of a clinical trial can determine whether its results will support approval of a drug and flaws in the design of a clinical trial may not
become apparent until the clinical trial is well advanced. We have limited experience in designing clinical trials and may be unable to design and conduct a

clinical trial to support marketing approval. Further, if our product candidates are found to

17




Table of Contents

be unsafe or lack efficacy, we will not be able to obtain marketing approval for them and our business would be harmed. A number of companies in the
pharmaceutical industry, including those with greater resources and experience than us, have suffered significant setbacks in advanced clinical trials, even after
obtaining promising results in preclinical studies and earlier clinical trials.

In some instances, there can be significant variability in safety and efficacy results between different clinical trials of the same product candidate due to
numerous factors, including changes in trial protocols, differences in size and type of the patient populations, differences in and adherence to the dosing regimen
and other trial protocols and the rate of dropout among clinical trial participants. We do not know whether any clinical trials we may conduct will demonstrate
consistent or adequate efficacy and safety sufficient to obtain marketing approval to market our product candidates.

We have multiple clinical trials of APR-246 currently ongoing. In the event that an adverse safety issue, clinical hold or other adverse finding occurs in one
or more of our clinical trials of APR-246, such event could adversely affect our other clinical trials of APR-246. Moreover, there is a relatively limited safety data
set for product candidates that are designed to reactivate p53. An adverse safety issue or other adverse finding in a clinical trial conducted by a third party with a
product candidate reactivate p53, could adversely affect our clinical trials of APR-246.

Further, our product candidates may not be approved even if they achieve their primary endpoints in Phase 3 clinical trials or registration trials. The FDA or
non-U.S. regulatory authorities may disagree with our trial design and our interpretation of data from preclinical studies and clinical trials. In addition, any of
these regulatory authorities may change requirements for the approval of a product candidate even after reviewing and providing comments or advice on a
protocol for a pivotal clinical trial that has the potential to result in approval by the FDA or another regulatory authority. In addition, any of these regulatory
authorities may also approve a product candidate for fewer or more limited indications than we request or may grant approval contingent on the performance of
costly post-marketing clinical trials. In addition, the FDA or other comparable foreign regulatory authorities may not approve the labeling claims that we believe
would be necessary or desirable for the successful commercialization of our product candidates.

Before obtaining marketing approvals for the commercial sale of any product candidate for a target indication, we must demonstrate with substantial
evidence gathered in preclinical studies and adequate and well-controlled clinical trials, and, with respect to approval in the United States, to the satisfaction of
the FDA and other comparable foreign regulatory authorities, that the product candidate is safe and effective for use for that target indication. There is no
assurance that the FDA or other comparable foreign regulatory authorities will consider our future clinical trials to be sufficient to serve as the basis for approval
of one of our product candidates for any indication. The FDA and other comparable foreign regulatory authorities retain broad discretion in evaluating the results
of our clinical trials and in determining whether the results demonstrate that a product candidate is safe and effective. If we are required to conduct additional
clinical trials of a product candidate than we expect prior to its approval, we will need substantial additional funds and there is no assurance that the results of any
such additional clinical trials will be sufficient for approval.

Clinical drug development is a lengthy and expensive process, with an uncertain outcome. If clinical trials of our product candidates fail to demonstrate
safety and efficacy to the satisfaction of regulatory authorities or do not otherwise produce positive results, we may incur additional costs, experience delays

in completing, or ultimately be unable to complete, the development of our product candidates or be unable to obtain marketing approval.

Before obtaining marketing approval from regulatory authorities for the sale of our product candidates, we must complete preclinical development and then
conduct extensive clinical trials to demonstrate the safety and efficacy of our product candidates. Clinical testing is expensive, difficult to
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design and implement, can take many years to complete and is uncertain as to outcome. A failure of one or more clinical trials can occur at any stage of testing.
The outcome of preclinical studies and early-stage clinical trials may not be predictive of the success of later clinical trials, and interim results of a clinical trial,
such as the results of our ongoing clinical trials of APR-246, do not necessarily predict final results. Moreover, preclinical and clinical data are often susceptible
to varying interpretations and analyses, and many companies that have believed their product candidates performed satisfactorily in preclinical studies and
clinical trials have nonetheless failed to obtain marketing approval of their drugs.

We do not know whether ongoing clinical trials will be completed on schedule or at all, or whether future clinical trials will begin on time, need to be
redesigned, enroll patients on time or be completed on schedule, if at all. Clinical trials can be delayed for a variety of reasons, including delays related to:

. obtaining regulatory authorization to commence a trial;

. reaching agreement on acceptable terms with prospective contract research organizations, or CROs, and clinical trial sites, the terms of which can
be subject to extensive negotiation and may vary significantly among different CROs and clinical trial sites;

. obtaining institutional review board or ethics committee approval at each clinical trial site;

. recruiting suitable patients to participate in a trial;

* developing and validating any companion diagnostic to be used in the trial, to the extent we are required to do so;

. patients failing to comply with the clinical trial protocol or dropping out of a trial;

. clinical trial sites failing to comply with the clinical trial protocol or dropping out of a trial;

* addressing any conflicts with new or existing laws or regulations;

. the need to add new clinical trial sites;

. manufacturing sufficient quantities of product candidate for use in clinical trials and ensuring clinical trial material is provided to clinical sites in a

timely manner; or

° obtaining advice from regulatory authorities regarding the statistical analysis plan to be used to evaluate the clinical trial data or other trial design
issues.

We may experience numerous unforeseen events during, or as a result of, clinical trials that could delay or prevent our ability to receive marketing approval
or commercialize our product candidates, including:

. we may receive feedback from regulatory authorities that requires us to modify the design of our clinical trials;

. clinical trials of our product candidates may produce negative or inconclusive results, and we may decide, or regulators may require us, to conduct
additional clinical trials or abandon drug development programs;

* the number of patients required for clinical trials of our product candidates may be larger than we anticipate, enrollment in these clinical trials may
be slower than we anticipate or participants may drop out of these clinical trials at a higher rate than we anticipate;

. our third-party contractors, including our CROs, may fail to comply with regulatory requirements or meet their contractual obligations to us in a
timely manner, or at all;

° we, our investigators, or any of the overseeing IRBs or ethics committees might decide to suspend or terminate clinical trials of our product
candidates for various reasons, including
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non-compliance with regulatory requirements, a finding that our product candidates have undesirable side effects or other unexpected
characteristics, or a finding that the participants are being exposed to unacceptable health risks;

. the cost of clinical trials of our product candidates may be greater than we anticipate;

. the supply or quality of our product candidates or other materials necessary to conduct clinical trials of our product candidates may be insufficient
or inadequate;

. regulators may revise the requirements for approving our product candidates, or such requirements may not be as we anticipate; and

. any future collaborators that conduct clinical trials may face any of the above issues, and may conduct clinical trials in ways they view as
advantageous to them but that are suboptimal for us.

If we are required to conduct additional clinical trials or other testing of our product candidates beyond those that we currently contemplate, if we are unable
to successfully complete clinical trials of our product candidates or other testing, if the results of these trials or tests are not positive or are insufficiently positive
to support marketing approval, or if there are safety concerns, we may:

* incur unplanned costs;

. be delayed in obtaining marketing approval for our product candidates or not obtain marketing approval at all;

. obtain marketing approval in some countries and not in others;

* obtain marketing approval for indications or patient populations that are narrower or more limited in scope than intended or desired;

. obtain marketing approval subject to significant use or distribution restrictions or with labeling that includes significant safety warnings, including

boxed warnings;
. be subject to additional post-marketing testing requirements; or

° have the drug removed from the market after obtaining marketing approval.

Our drug development costs will also increase if we experience delays in testing or marketing approvals. We do not know whether clinical trials will begin as
planned, will need to be restructured or will be completed on schedule, or at all. Furthermore, we rely on third-party CROs and clinical trial sites to ensure the
proper and timely conduct of our clinical trials, and while we have agreements governing their committed activities, we have limited influence over their actual
performance. Significant clinical trial delays also could shorten any periods during which we may have the exclusive right to commercialize our product
candidates or allow our competitors to bring drugs to market before we do and impair our ability to successfully commercialize our product candidates and may
harm our business and results of operations.

We may expend our limited resources to pursue a particular product candidate or indication and fail to capitalize on product candidates or indications that
may be more profitable or for which there is a greater likelihood of success.

Because we have limited financial and managerial resources, we focus on research programs and product candidates that we identify for specific indications.
As a result, we may forego or delay pursuit of opportunities with other product candidates or for other indications that later prove to have greater commercial
potential. Our resource allocation decisions may cause us to fail to capitalize on viable commercial drugs or profitable market opportunities. Our spending on
current and future research and development programs and product candidates for specific indications may not yield any commercially viable drugs. If we do not
accurately evaluate the commercial potential or target market for a particular
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product candidate, we may relinquish valuable rights to that product candidate through collaboration, licensing or other strategic arrangements in cases in which it
would have been more advantageous for us to retain sole development and commercialization rights to such product candidate.

The failure to obtain required regulatory clearances or approvals for any companion diagnostic tests that we may pursue may prevent or delay approval of
any of our product candidates. Moreover, the commercial success of any of our product candidates that require a companion diagnostic will be tied to the
receipt of any required regulatory clearances or approvals and the continued availability of such tests.

In connection with the clinical development of our product candidates for certain indications, we may work with collaborators to develop or obtain access to
companion diagnostic tests to identify appropriate patients for our product candidates. We may rely on third parties for the development, testing and
manufacturing of these companion diagnostics, the application for and receipt of any required regulatory clearances or approvals, and the commercial supply of
these companion diagnostics. The FDA and foreign regulatory authorities regulate companion diagnostics as medical devices that will likely be subject to clinical
trials in conjunction with the clinical trials for product candidates, and which will require separate regulatory clearance or approval prior to commercialization.
This process could include additional meetings with health authorities, such as a pre-submission meeting and the requirement to submit an investigational device
exemption. In the case of a companion diagnostic that is designated as "significant risk device," approval of an investigational device exemption by the FDA and
IRB is required before such diagnostic is used in conjunction with the clinical trials for a corresponding product candidate. We or our third-party collaborators
may fail to obtain the required regulatory clearances or approvals, which could prevent or delay approval of our product candidates. In addition, the commercial
success of any of our product candidates that require a companion diagnostic will be tied to and dependent upon the receipt of required regulatory clearances or
approvals and the continued ability of such third parties to make the companion diagnostic commercially available to us on reasonable terms in the relevant
geographies.

We may not be successful in our efforts to identify or discover additional potential product candidates.

Our research programs may initially show promise in identifying potential product candidates, yet fail to yield product candidates for clinical development
for a number of reasons, including:

. the research methodology used may not be successful in identifying potential product candidates;

potential product candidates may, on further study, be shown to have harmful side effects or other characteristics that indicate that they are
unlikely to be drugs that will receive marketing approval and/or achieve market acceptance; and

. potential product candidates may not be safe or effective in treating their targeted diseases.

Research programs to identify new product candidates require substantial technical, financial and human resources. If we are unable to identify suitable
compounds for preclinical and clinical development, our business would be harmed.

If any of our product candidates receives marketing approval and we, or others, later discover that the drug is less effective than previously believed or causes
undesirable side effects that were not previously identified, our ability, or that of any future collaborators, to market the drug could be compromised.

Clinical trials of our product candidates must be conducted in carefully defined subsets of patients who have agreed to enter into clinical trials. Consequently,
it is possible that our clinical trials, or those of any future collaborator, may indicate an apparent positive effect of a product candidate that is greater than the
actual positive effect, if any, or alternatively fail to identify undesirable side effects. If one or more of our product candidates receives marketing approval and we,
or others, discover that the
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drug is less effective than previously believed or causes undesirable side effects that were not previously identified, a number of potentially significant negative
consequences could result, including:

. regulatory authorities may withdraw their approval of the drug or seize the drug;

we, or any future collaborators, may be required to recall the drug, change the way the drug is administered or conduct additional clinical trials;
. additional restrictions may be imposed on the marketing of, or the manufacturing processes for, the particular drug;

. we may be subject to fines, injunctions or the imposition of civil or criminal penalties;

regulatory authorities may require the addition of labeling statements, such as a "black box" warning or a contraindication;

. we, or any future collaborators, may be required to create a Medication Guide outlining the risks of the previously unidentified side effects for
distribution to patients;

. we, or any future collaborators, could be sued and held liable for harm caused to patients;
* the drug may become less competitive in the marketplace; and
. our reputation may suffer.

Any of these events could have a material and adverse effect on our operations and business and could adversely impact our stock price.

Even if any of our product candidates receive marketing approval, they may fail to achieve the degree of market acceptance by physicians, patients,
healthcare payors and others in the medical community necessary for commercial success.

If any of our product candidates receive marketing approval, they may nonetheless fail to gain sufficient market acceptance by physicians, patients,
healthcare payors and others in the medical community. For example, current cancer treatments like chemotherapy and radiation therapy are well-established in
the medical community, and doc