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The information contained in this preliminary 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 preliminary prospectus is not an offer to sell these
securities and we are not soliciting offers to buy these securities in any jurisdiction where the offer or sale is not permitted.

Subject to completion, dated March 25, 2021
PRELIMINARY PROSPECTUS

9,750,000 American Depositary Shares

ACHILLES

ERAFEUTICS

~
Representing 9,750,000 Ordinary Shares

This is the initial public offering of American Depositary Shares, or ADSs, representing ordinary shares, nominal value £0.001 per share, or ordinary shares, of Achilles Therapeutics plc. We are
offering 9,750,000 ADSs. Each ADS represents one ordinary share. We expect the public offering price to be between $17.00 and $19.00 per ADS.

Prior to this offering, there has been no public market for the ADSs or our ordinary shares. We have applied to have the ADSs listed on The Nasdaq Global Market under the symbol “ACHL.”

We are both an “emerging growth company” and a “foreign private issuer” under the U.S. federal securities laws and have elected to comply with certain reduced public company reporting
requirements. See “Prospectus summary—implications of being an emerging growth company” and “Prospectus summary—Implications of being a foreign private issuer.”

Per share Total
Initial public offering price $ $
Underwriting discounts(1) $ $
Proceeds, before expenses, to us $ $

(1) See “Underwriting” for additional information regarding underwriting compensation. We have agreed to reimburse the underwriters for certain expenses in connection with the offering.

Investing in the ADSs involves a high degree of risk. Before buying any ADSs, you should carefully read the discussion of material risks of investing in the ADSs. See the “Risk factors”
section beginning on page 15 of this prospectus.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or determined if this prospectus is truthful or
complete. Any representation to the contrary is a criminal offense.

Following the closing of this offering, we will have two classes of ordinary shares, ordinary shares and Class A ordinary shares. The ordinary shares and Class A ordinary shares will be economically
equivalent to each other. The rights of the holders of our ordinary shares and Class A ordinary shares will be identical, except with respect to voting and conversion. Each ordinary share will be entitled
to one vote and will not be convertible into any other class of our share capital. The Class A ordinary shares do not have associated voting rights and each Class A ordinary share is convertible at any
time at the election of the holder into one ordinary share. See “Description of share capital and articles of association—Ordinary shares” for more information on the rights of the holders of our ordinary
shares and Class A ordinary shares.

We have granted the underwriters an option for a period of 30 days from the date of this prospectus to purchase up to an additional 1,462,500 ADSs from us at the initial public offering price, less
underwriting discounts and commissions.

The underwriters expect to deliver the ADSs against payment in New York, New York on , 2021.

J.P. Morgan BofA Securities Piper Sandler
Chardan Oppenheimer & Co. Kempen & Co

Prospectus dated , 2021
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Neither we nor any of the underwriters have authorized anyone to provide any information or to make any representations other than those
contained in this prospectus or in any free writing prospectuses we have prepared. 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. We are offering to sell, and seeking offers to
buy, ADSs only in jurisdictions where offers and sales are permitted. The information in this prospectus is accurate only as of the date of this
prospectus, regardless of the time of delivery of this prospectus or any sale of ADSs. Our business, financial condition, results of operations

and prospects may have changed since that date.
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For investors outside the United States: Neither we nor any of the underwriters have 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 ADSs and
the distribution of this prospectus outside of the United States. We are incorporated under the laws of England and Wales. Under the rules of the U.S.
Securities and Exchange Commission, or the SEC, we are currently eligible for treatment as a “foreign private issuer.” As a foreign private issuer, we will
not be required to file periodic reports and financial statements with the SEC as frequently or as promptly as domestic registrants whose securities are
registered under the Securities Exchange Act of 1934, as amended.

Through and including , 2021 (25 days 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 delivery requirement is in addition to a dealer’s
obligation to deliver a prospectus when acting as an underwriter and with respect to an unsold allotment or subscription.
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About this prospectus

Pursuant to the terms of a corporate reorganization effected in December 2020, all shareholders of Achilles Therapeutics UK Limited (at that time named
Achilles Therapeutics Limited) exchanged each of the shares held by them for equivalent shares (both in terms of number and class but with a nominal
value of £1.20 per share) in Achilles TX Limited. As a result, Achilles Therapeutics UK Limited became a wholly owned subsidiary of Achilles TX Limited.
On February 10, 2021, we altered the legal status of Achilles TX Limited under the laws of England and Wales from a private limited company by
re-registering as a public limited company and changing our name from Achilles TX Limited to Achilles Therapeutics plc. Our audited financial statements
for the years ended December 31, 2019 and 2020 pertain to Achilles Therapeutics plc. Following the corporate reorganization, the historical consolidated
financial statements of Achilles Therapeutics plc were retrospectively adjusted to include the historical financial results of Achilles Therapeutics UK
Limited for all periods presented. In this prospectus, we refer to all transactions related to our reorganization as the “corporate reorganization.”

Unless otherwise indicated or the context otherwise requires, all references in this prospectus to the terms “Achilles,” “the company,” “the group,” “we,”
“us” and “our” refer to: (i) Achilles Therapeutics UK Limited (and, where the context requires, its subsidiaries) prior to the completion of our corporate
reorganization; (ii) Achilles TX Limited (and, where the context requires, its subsidiaries) following the completion of our corporate reorganization, but
prior to the re-registration of Achilles TX Limited as a public limited company and the change of its name to Achilles Therapeutics plc; and (iii) Achilles
Therapeutics plc (and, where the context requires, its subsidiaries) following the corporate reorganization and subsequent re-registration of Achilles TX
Limited as a public limited company and the change of its name to Achilles Therapeutics plc.

Trademarks

We own various trademark registrations and applications, and unregistered trademarks, including ACHILLES, PELEUS, VELOS and our corporate logo.
All other trade names, trademarks and service marks of other companies appearing in this prospectus are the property of their respective holders. Solely
for convenience, the trademarks and trade names in this prospectus may be 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. We do not intend to
use or display other companies’ trademarks and trade names to imply a relationship with, or endorsement or sponsorship of us by, any other companies.
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Presentation of financial information

We maintain our books and records in pounds sterling. For financial reporting, our results are translated to U.S. dollars and we prepare our consolidated
financial statements in accordance with generally accepted accounting principles in the United States, or US GAAP, as issued by the Financial
Accounting Standards Board. All references in this prospectus to “$” are to U.S. dollars and all references to “£” and “GBP” are to pounds sterling. Unless
otherwise indicated, certain pounds sterling amounts contained in this prospectus have been translated into U.S. dollars at the rate of $1.365 to £1.00,
which was the noon buying rate of the Federal Reserve Bank of New York on December 31, 2020, the last business day of our fiscal period ended
December 31, 2020. Such U.S. dollar amounts are not necessarily indicative of the amounts of U.S. dollars that could actually have been purchased
upon exchange of pounds sterling at the dates indicated.

We have made rounding adjustments to some of the figures included in this prospectus. Accordingly, numerical figures shown as totals in some tables
may not be an arithmetic aggregation of the figures that preceded them. We have historically conducted our business through Achilles Therapeutics UK
Limited, and therefore our historical consolidated financial statements present the consolidated results of operations of Achilles Therapeutics UK Limited
and its subsidiaries. Following the completion of this offering, and after the consummation of the transactions described under the section titled
“Corporate reorganization,” our consolidated financial statements will present the consolidated results of operations of Achilles Therapeutics plc and its
subsidiaries. We expect that the consummation of the transactions described under the section titled “Corporate reorganization” will not have a material
effect on our consolidated financial statements.
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Prospectus summary

The following summary highlights information contained elsewhere in this prospectus and does not contain all of the information you should consider
before investing in the ADSs. You should carefully read the entire prospectus, and the registration statement of which this prospectus is a part,
including “Risk factors,” “Management’s discussion and analysis of financial condition and results of operations,” and our consolidated financial
statements and the related notes, in each case included in this prospectus, before making an investment decision.

Overview

We are a clinical stage immuno-oncology biopharmaceutical company developing precision T cell therapies to treat multiple types of solid tumors.
We are focused on advancing cancer therapies through our pioneering work in the field of tumor evolution and our belief that clonal neoantigens
represent the most specific class of cancer cell targets. Our platform enables us to identify mutations formed early in the development of a cancer
that give rise to antigens that are expressed by all of a patient’'s cancer cells but are absent from healthy tissue. We refer to this novel class of solid
tumor targets as clonal neoantigens. To identify clonal neoantigens in a patient, we have developed a proprietary bioinformatic platform called
PELEUS. This platform employs sophisticated statistical algorithms trained on the unique tumor genetic data derived from our exclusive license to
data from the TRACERX study, which aims to analyze tumor samples from more than 840 non-small cell lung cancer, or NSCLC, patients. Once we
have identified the clonal neoantigens our proprietary manufacturing process, VELOS, uses the patient’s T cells and blood-derived dendritic cells to
create a Clonal Neoantigen Targeting T cell therapy, or cNeT, that specifically targets multiple clonal neoantigens to eradicate the tumor. We are
currently conducting two open-label Phase I/lla trials to evaluate our cNeT product candidate, ATLO01, in advanced NSCLC and metastatic or
recurrent melanoma and expect to report interim data from these trials in the second half of 2022. We are also using our Material Acquisition
Platform, or MAP, network, which consists of a network of participating medical facilities, to collect tissue samples from other tumor types, such as
head and neck squamous cell carcinoma, or HNSCC, renal cell carcinoma, or RCC, triple negative breast cancer, or TNBC, and bladder cancer, to
develop our PELEUS platform to identify clonal neoantigens in these tumor types. We expect to file investigational new drug applications, or INDs,
for our earlier stage programs in the second half of 2021 and in the second half of 2023. We expect these INDs to be for our HNSCC and RCC
programs, with HNSCC expected to be the lead program and to commence a clinical trial in the second half of 2022.

Cancers originate from mutations in the DNA of individual cells that promote uncontrolled proliferation, metastasis and evasion of the immune
system. Tumors within any given patient evolve in a Darwinian branched manner, where the mutations present at the point of a cell becoming
cancerous will be carried to all future cancer cells and are therefore present in every future tumor cell of the patient. Additional mutations continue to
arise in response to environmental pressures, carcinogens and genomic instability. These additional mutations increase the intra-tumor genomic
variation and are present in some tumor cells but not others.

Mutations can give rise to neoantigens expressed in the tumor cells. The neoantigens arising from the early mutations present at the time of cell
transformation are referred to as clonal neoantigens while those that arise later in tumor development are referred to as subclonal neoantigens. As a
result of this branched evolution, clonal neoantigens are expressed in every tumor cell, while subclonal neoantigens are expressed only by a fraction
of tumor cells. Despite the recent advances in cancer therapy, no therapy to date has been able to specifically identify and target only the clonal
neoantigens found throughout the target tumor. We believe this is a key reason for limitations in efficacy and durability of many of today’s cancer
therapies.
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We believe that targeting clonal neoantigens is the key to unlocking immunotherapy in solid tumors and have developed our platform to specifically
address these targets. By targeting multiple clonal neoantigens, we have the potential to reduce the likelihood of immune escape by tumor cells,
thereby enhancing long-term tumor control, while also reducing the potential for off target toxicity. We utilize our bioinformatics platform, PELEUS, to
identify clonal neoantigens in patients and combine these targets with our VELOS manufacturing process, which utilizes a physiological, antigen-
driven expansion process to create a functionally fitter T cell product candidate. We believe the resulting cNeT product candidates can overcome
many of the challenges faced by existing immunotherapies for the treatment of solid tumors.

Overview of current therapies and their limitations

In the last decade, clinical trials have demonstrated the utility of the immune system in the fight against cancer, including some studies that have
demonstrated impressive clinical responses against late-stage metastatic disease. Immuno-oncology therapies approved or in development include
vaccines and checkpoint inhibitors, which are designed to re-activate the immune response to cancer, and genetically engineered immune cells,
such as CAR-T and TCR-T therapies, which are designed to recognize and attack cancerous cells. While these existing immuno-oncology therapies
have shown some impressive results in treating cancer, they each have limitations. An alternative approach, known as tumor infiltrating lymphocyte,
or TIL, therapy, aims to extract T cells from the patient’s tumor, expand them outside the body and reinfuse the expanded cells back into the patient.

Standard TIL therapy has demonstrated some of the most impressive results in clinical trials to date. These therapies have been observed to induce
significant response rates as well as including some complete responses in clinical trials for melanoma, cervical carcinoma and NSCLC. Despite the
clinical benefits provided by standard TIL therapy, we believe the technology has been limited by several factors, including an inability to specifically
target clonal neoantigens coupled with lack of T cell fitness, driving potential limitations to efficacy and durability, toxicity concerns and
manufacturing and scalability challenges.

Our solution

To address the limitations of current immuno-oncology approaches, we developed Clonal Neoantigen Targeting T cells, or cNeT. Our approach uses
a precision TIL-based therapy to target what we believe to be the most specific tumor antigens, clonal neoantigens, in solid tumors. We believe that

tumor clonal neoantigens represent optimal tumor targets because they are recognized by the immune system as foreign antigens and are absent in
normal, healthy tissue but present in all of a patient’s tumor cells.

The foundation of our approach is the PELEUS bioinformatics platform which is designed to identify each patient’s own tumor-specific clonal
neoantigens by comparing DNA sequencing information from healthy tissue and tumor tissue. Using this information, we manufacture clonal
neoantigen peptides, load them onto dendritic cells extracted from the patient’s blood, and co-culture them with TILs extracted from the patient’s
tumor to activate and expand a subset of the T cells. We call this proprietary manufacturing process VELOS. This process creates a cNeT product
candidate significantly enriched for T cells designed to recognize and specifically target multiple clonal neoantigens across all of the patient’'s tumor
cells. We have designed and are continuing to enhance an automated, fully-closed system for cell manufacturing, which we believe will be readily
scalable for commercial supply and has the potential to overcome many of the manufacturing challenges associated with standard TIL therapies.
Our current VELOS process has an end-to-end time of approximately nine weeks, with a goal of further reducing the time to six to eight weeks.

2
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The graphic below outlines our proprietary process.

Our cNeT approach

Clanal
MNeoantigen
Targeting T cell
[cNeT) product
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Our cNeT is designed to be:

» Specific and durable—We design our cNeT to specifically target multiple clonal neoantigens present in a patient’s tumor. We believe this
specificity for multiple targets will reduce the likelihood of tumor escape and increase the rates of durable complete response.

» Functionally fit—The use of dendritic cells to drive physiological, antigen-driven T cell expansion reduces the need for non-physiological IL-2
driven expansion and allows the production of fit T cell populations of CD4+ and CD8+ T cells capable of significant expansion and persistence in
the patient. Our VELOS manufacturing process allows us to modulate the levels of IL-2 used in the manufacture and administration of our cNeT
product candidates, which in turn allows us to tailor the treatment regimen and IL-2 usage to the patient’s specific tumor burden and comorbidities
to potentially reduce toxicity concerns.

« Well-tolerated—Clonal neoantigens are absent from healthy tissue, which we believe minimizes the risk of off-tumor toxicity.

« Designed to be cost effectively manufactured at scale—The manufacturing process for cNeT has been designed, from its inception, to be
compatible with industrialization and scalability while considering cost of goods. We have designed, and are developing, our manufacturing
process to be fully-automated in a closed end-to-end system, in order to decrease cost and maximize yield.

Our approach also allows us to determine the dose of active cNeT cells in each patient's cNeT therapy. We believe this information will allow us to
investigate potential relationships between cNeT dose, cNeT persistence and clinical response. We plan to use these correlations to further develop
our understanding of the cellular mechanism of TIL therapy and support the design and the evaluation of next-generation processes for cNeT
manufacture.
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Our PELEUS bioinformatics platform—a unique, proprietary tool for identification of clonal neoantigens

PELEUS is our proprietary bioinformatics platform that is designed to identify each patient’s tumor-specific neoantigens by comparing DNA
sequencing information from healthy tissue and tumors. PELEUS combines data from the TRACERX study with sophisticated proprietary statistical
models to distinguish which mutations in a patient’s tumor are clonal or subclonal. TRACERKX is a study which aims to analyze tumor samples from
more than 840 NSCLC patients, with 780 NSCLC patients enrolled to date and collected over 3,000 tumor region samples. TRACERX collects multi-
region samples from primary tumor and metastases (where available) over multiple points in time, generating whole exome sequencing data for
each sample to understand each patient’s tumor genomic evolution in detail. By searching for the overlap of coding mutations across multiple tumor
regions across hundreds of patients, we have used TRACERX to identify the fundamental features that define clonal neoantigens. Our PELEUS
algorithm is based on this reference data and is updated, trained and improved as additional patients are recruited to the study. We have exclusive
commercial rights to the TRACERX database of multi-region samples from primary tumor and metastases and whole exome sequencing data for
each individual patient. While TRACERX is focused on patients with lung cancer, we believe the principles of tumor evolution utilized by PELEUS are
broadly applicable across multiple tumor types.

Our VELOS manufacturing process

We have invested in our manufacturing process from the outset with the goal of producing our cNeT at a commercial scale, which we believe will
allow us to address the challenges faced by traditional methods of cell therapy manufacture. Our approach is to design a fully closed, end-to-end
manufacturing system with integrated automation. We believe this will enable lower operating costs by reducing the number of labor-intensive
manual operator steps and eliminate the requirement for the higher-grade manufacturing environment needed for open processing. We believe that
this approach is essential for industrial scale-up, as it drives a reduction in process variability between operators, minimizes failure rates, and
improves reproducibility. Our approach has been to invest in developing new technology, both in-house and with partners, to deliver an automated
and standardized platform that permits rapid scale out while controlling commercial cost of goods. Our proprietary process benefits from the deep
experience of our management team and founders in the field of adoptive cell therapy, or ACT, combined with a core focus on good manufacturing
practice compliance and the use of closed systems.

Our current VELOS manufacturing process
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Tissue procurement can occur prior to, during and after completion of standard systemic therapy. During the period between tissue procurement and
final cNeT manufacture, patients can continue to be treated with standard of care therapy for their specific cancer. Once manufacture of the patient’s
specific cNeT is complete, it can be cryopreserved until required for administration upon disease progression.

Our pipeline

We believe our cNeT technology is uniquely positioned to overcome many of the challenges faced by existing therapies for solid tumors. We have
prioritized the tumor types that we are seeking to address based on criteria that we believe will maximize the potential of our programs to
demonstrate a clinical benefit, including expected clonal neoantigen burden, TIL infiltration and tumor accessibility, as well as high unmet medical
need and future commercial potential. We have worldwide rights to our cNeT programs and are currently developing them for the treatment of the
following solid tumor indications:
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(1) Depending on the results of our Phase I/ll monotherapy trials, we plan to engage with the FDA and EMA to discuss the addition of a Phase Ill registrational cohort in each study.

Our programs
Clinical trials for non-small cell lung cancer and melanoma
We are currently conducting two single arm, open-label, proof-of-concept clinical trials in advanced NSCLC and metastatic or recurrent melanoma:

* CHIRON—a Phase I/lla clinical trial to evaluate the safety, tolerability and clinical activity of cNeT in up to 60 patients with advanced NSCLC,
ongoing at six U.K. sites. Our IND was accepted by the U.S. Food and Drug Administration, or FDA, in December 2019 and we plan on
expanding our trial in up to five U.S. sites and up to eight European sites in 2021.

« THETIS—a Phase l/lla clinical trial to evaluate the safety, tolerability and clinical activity of cNeT in up to 60 patients with metastatic or recurrent
melanoma. We are currently conducting this trial at three U.K. sites and submitted an IND to the FDA in November 2020 to enable expansion to
U.S. sites in 2022. Further trial applications in the European Union are planned for 2021.

Ouir trial protocol allows us the option to include an additional cohort for each of CHIRON and THETIS to evaluate cNeT in combination with a PD-1
inhibitor (pembrolizumab in CHIRON and nivolumab in THETIS). We expect to report interim data from both clinical trials in the second half of 2022.

5
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The primary endpoint of both trials is safety and tolerability. The secondary endpoints include change in tumor size from baseline, overall survival
and objective response rate, disease control rate, time to response and progression-free survival based on RECIST criteria. Depending on the
results of our Phase I/ll monotherapy cohorts, we plan to engage with the FDA and EMA to discuss the addition of a Phase lll registrational cohort in
each study. If we advance ATLO01 for NSCLC or metastatic or recurrent melanoma in combination with a PD-1 inhibitor, we expect to conduct
additional Phase Il clinical trials before advancing to a Phase Il registrational trial. Other exploratory translational science analyses will aid
interpretation of the observed clinical data, addressing such questions as how dose, phenotype, functionality and engraftment kinetics may affect
clinical outcomes.

Follow-on indications

In addition to our two primary indications in advanced NSCLC and metastatic or recurrent melanoma, we are pursuing follow-on indications in
patients with advanced HNSCC, RCC, TNBC and bladder cancer. Each of these indications are characterized by a high tumor and clonal mutational
burden, high T cell infiltration into the tumor, readily accessible tumors, and high unmet medical need, which makes them attractive targets for our
cNeT programs. We expect to submit INDs for our earlier stage programs in the second half of 2021 and in the second half of 2023. We expect
these INDs to be for our HNSCC and RCC programs, with HNSCC expected to be the lead program and to commence a clinical trial in the second
half of 2022.

Our strategy

Our goal is to become a fully integrated biopharmaceutical company focused on the development, manufacture and commercialization of precision
clonal neoantigen targeting therapies for multiple solid tumor types. To achieve this, we are pursuing the following strategies:

* Generate proof-of-concept clinical data for our cNeT approach in two lead solid tumor indications
« Expand our cNeT platform into multiple additional solid tumors and earlier lines of therapy

« Continuously develop and innovate our cNeT platform

* Build a scalable, automated manufacturing process

» Opportunistically collaborate with strategic partners to realize the full potential of our technology

Our team

We are led by Dr. Iraj Ali, our Chief Executive Officer, who was formerly a Managing Partner of Syncona, where he served as an Investment Director
at Nightstar Therapeutics and Blue Earth Diagnostics. Our Chief Scientific Officer and co-founder is Professor Sergio Quezada, who is a recognized
leader in the field of immune regulation and cancer immunology. Our Chief Medical Officer and co-founder is Professor Karl Peggs, who is a
Professor of Transplant Science and Cancer Immunotherapy at University College London. Professor Peggs has significant experience in the
clinical translation of T cell therapies and is the Director of the Cellular Immunotherapy Unit at University College London Hospitals NHS Trust, or
UCLH. Our Scientific Advisory Board also includes our other scientific founders, Professors Charles Swanton, and Mark Lowdell, who are leaders in
the respective fields of tumor evolution, and cell manufacturing. To date, we have raised approximately $231 million in net proceeds from a group of
leading life sciences investors, including Forbion, Invus, OrbiMed, Perceptive Advisors, RA Capital, Redmile Group, Syncona and Boxer Capital of
Tavistock Group.

Corporate information

Achilles Therapeutics Limited was incorporated under the laws of England and Wales in May 2016, under the name AchillesTX Limited and, until the
completion of our corporate reorganization, was the holding company for Achilles Therapeutics US, Inc. In October 2016, AchillesTX Limited
changed its name to Achilles Therapeutics Limited.
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In January 2021, Achilles Therapeutics Limited changed its name to Achilles Therapeutics UK Limited. Achilles Therapeutics plc was incorporated
under the laws of England and Wales in November 2020 as the holding company for Achilles Therapeutics Holdings Limited, under the name
Achilles TX Limited. In November 2020, following the incorporation of Achilles TX Limited, Achilles Therapeutics Holdings Limited was incorporated
under the laws of England and Wales as a wholly owned subsidiary of Achilles Therapeutics plc, to become a holding company for Achilles
Therapeutics UK Limited and Achilles Therapeutics US, Inc. following completion of a corporate reorganization. Our registered office is located at
245 Hammersmith Road, London, W6 8PW, United Kingdom, and our telephone number is +44 (0)20 8154 4600. Our website address is
www.achillestx.com. We have included our website address in this prospectus solely as an inactive textual reference. Our agent for service of
process in the United States is Cogency Global Inc.

Corporate reorganization

Pursuant to the terms of a corporate reorganization effected in December 2020, all shareholders of Achilles Therapeutics UK Limited exchanged
each of the shares held by them for equivalent shares (both in terms of number and class but with a nominal value per share of £1.20) in Achilles TX
Limited and, as a result, Achilles Therapeutics UK Limited became a wholly-owned subsidiary of Achilles TX Limited. In February 2021, Achilles TX
Limited was re-registered as a public limited company and was renamed as Achilles Therapeutics plc. Following this, Achilles Therapeutics plc sold
the entire issued share capital of Achilles Therapeutics UK Limited to Achilles Therapeutics Holdings Limited for two newly issued ordinary shares of
£1.00 each in the capital of Achilles Therapeutics Holdings Limited. As a result, Achilles Therapeutics UK Limited became a wholly-owned
subsidiary of Achilles Therapeutics Holdings Limited and Achilles Therapeutics US, Inc. became an indirect wholly-owned subsidiary of Achilles
Therapeutics Holdings Limited. Following completion of this transfer, Achilles Therapeutics UK Limited distributed the entire issued share capital of
Achilles Therapeutics US, Inc. to Achilles Therapeutics Holdings Limited. Immediately prior to, and conditional upon, completion of this offering, we
intend to reorganize our share capital into two classes of ordinary shares: ordinary shares and Class A ordinary shares, each with a nominal value of
£0.001. Please see “Corporate reorganization” beginning on page 108 for more information.

Risks associated with our business

Our ability to implement our business strategy is subject to numerous material and other risks that you should be aware of before making an
investment decision. These risks are described more fully in the section entitled “Risk factors” in this prospectus. These risks include, among others:

* we have incurred significant losses since inception, and we expect to incur losses over the next several years and may not be able to achieve or
sustain revenues or profitability in the future;

« even if we consummate this offering, we will need substantial additional funding to achieve our goals, and a failure to raise additional capital
when needed on acceptable terms, or at all, could force us to delay, reduce or eliminate our product development programs or commercialization
efforts;

* we are early in our development efforts. Our business is dependent on the successful development of ATLO01 and future product candidates. If
we are unable to advance our current programs, additional follow-on indications for ATLOO1 or any future product candidates into and through
clinical trials, obtain marketing
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approval and ultimately commercialize some, any or all of the product candidates we develop, or experience significant delays in doing so, our
business will be materially harmed;

« clinical development involves a lengthy and expensive process with an uncertain outcome, and results of earlier studies and trials may not be
predictive of future clinical trial results. We may encounter substantial delays in clinical trials, or may not be able to conduct or complete clinical
trials on the expected timelines, if at all. If our research activities and clinical trials are not sufficient to support regulatory development and
approval of some, all or any of our programs for ATLOO1 or any future product candidates, we may incur additional costs or experience delays in
completing, or ultimately be unable to complete, the development of such program or product candidate;

e our business is highly dependent on the success of our product candidate, ATLO01, which was developed based on our PELEUS platform and
utilizing our VELOS manufacturing process. All of our future product candidates are based, or will be based, on the same technologies and the
failure of ATLOO1 may adversely affect their development;

e ATLOO1 or any of our future product candidates may cause undesirable side effects or have other properties that could halt their clinical
development, prevent their regulatory approval, require expansion of the trial size, limit their commercial potential, or result in significant negative
consequences. For example, in our ongoing trials, we have observed two serious adverse events that were deemed related or possibly related to
ATLO01;

« our approach to the identification and manufacture of product candidates represents a novel approach to cancer treatment, which creates
significant challenges for us. Generation of any cellular therapy, including our cNeT, to specifically target the mutations of an individual patient
requires several weeks, in part reflecting the need to generate patient-specific genomic data and perform the bioinformatic analyses prior to
initiation of manufacture. During the period from procurement of tumor and blood to completion of manufacturing, patients continue to receive
standard of care therapies. In cases where disease progression is rapid, clinical deterioration of a patient’s condition during the manufacturing
period may mean that the patient is no longer able to receive our cNeT;

« we have no experience manufacturing ATLO01 at commercial scale. Manufacturing and administering ATLOO1 is complex and we may encounter
difficulties in production, particularly with respect to scaling up our manufacturing capabilities. If we encounter such difficulties, our ability to
provide supply of our cNeT for clinical trials or for commercial purposes could be delayed or stopped;

« we face substantial competition, which may result in others discovering, developing or commercializing products before or more successfully than
we do;

« if we fail to comply with our current or future obligations in any agreements under which we may license intellectual property rights from third
parties or otherwise experience disruptions to our business relationships with our current or future licensors, we could lose license rights that are
important to our business;

« if we are unable to obtain and maintain sufficient patent and other intellectual property protection for ATLO01 and any future product candidates
and technologies, our competitors could develop and commercialize products and technologies similar or equivalent to ours, and we may not be
able to compete effectively in our market or successfully commercialize any product candidates we may develop;

« the current outbreak of novel coronavirus, or COVID-19, has caused, and could continue to cause, severe disruptions in the global economy and
could seriously harm our development efforts, increase our costs and expenses and have a material adverse effect on our business, financial
condition and results of operations;
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« we qualify as a foreign private issuer and, as a result, we will not be subject to U.S. proxy rules and will be subject to reporting obligations under
the Securities Exchange Act of 1934, as amended, or the Exchange Act, that, to some extent, permit less detailed and frequent reporting than
that of a U.S. domestic public company; and

« if we were classified as a passive foreign investment company, there could be material adverse U.S. federal income tax consequences to U.S.
Holders.

Implications of being an emerging growth company

As a company with less than $1.07 billion in 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. As an emerging growth company, we may take advantage of specified reduced
disclosure and other requirements that are otherwise applicable generally to public companies. These provisions include:

« the ability to present only two years of audited financial statements, 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;

« exemption from the auditor attestation requirement in the assessment of our internal controls over financial reporting pursuant to the Sarbanes-
Oxley Act; and

» an exemption from new or revised financial accounting standards until they would apply to private companies and from compliance with any new
requirements adopted by the Public Company Accounting Oversight Board requiring mandatory audit firm rotation.

Generally, we may take advantage of these exemptions for up to five years or such earlier time that we are no longer an emerging growth company.
We would cease to be an emerging growth company upon the earliest of: (i) the last day of our fiscal year during which we have total annual gross
revenues of at least $1.07 billion; (ii) the date on which we are deemed to be a “large accelerated filer” under the Exchange Act which would occur if
the market value of our ordinary shares (including in the form of ADSs) held by non-affiliates exceeds $700.0 million as of the last business day of
our most recently completed second fiscal quarter; or (iii) the date on which we have, during the previous three year period, issued more than

$1.0 billion of non-convertible debt.

In addition, the JOBS Act provides that an emerging growth company can take advantage of an extended transition period for complying with new or
revised accounting standards. This allows an emerging growth company to delay the adoption of certain accounting standards until those standards
would otherwise apply to private companies. We have elected to avail ourselves of this extended transition period and, as a result, we may adopt
new or revised accounting standards on the relevant dates on which adoption of such standards is required for non-public companies instead of the
dates required for other public companies.

We have taken advantage of certain reduced reporting requirements in this prospectus. Accordingly, the information contained herein may be
different than the information you receive from other public companies in which you hold equity securities.
Implications of being a foreign private issuer

We are a foreign private issuer within the meaning of the rules under the Exchange Act. Our status as a foreign private issuer also exempts us from
compliance with certain laws and regulations of the SEC and certain
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regulations of The Nasdaq Stock Market. Consequently, even after we no longer qualify as an emerging growth company, we will not be subject to
all of the disclosure requirements applicable to public companies organized within the United States. For example, we are exempt from certain rules
under the Exchange Act that regulate disclosure obligations and procedural requirements related to the solicitation of proxies, consents or
authorizations applicable to a security registered under the Exchange Act. In addition, our executive officers and directors are exempt from the
reporting and “short-swing” profit recovery provisions of Section 16 of the Exchange Act and related rules with respect to their purchases and sales
of our securities. Moreover, we are not required to file periodic reports and financial statements with the SEC as frequently or as promptly as U.S.
public companies. Accordingly, there may be less publicly available information concerning our company than there is for U.S. public companies.
Foreign private issuers are also exempt from the Regulation Fair Disclosure, aimed at preventing issuers from making selective disclosures of
material information.

Both foreign private issuers and emerging growth companies also are exempt from certain more stringent executive compensation disclosure rules.
Thus, even if we no longer qualify as an emerging growth company, if we remain a foreign private issuer, we will continue to be exempt from the
more stringent compensation disclosures required of companies that are neither an emerging growth company nor a foreign private issuer.

We may take advantage of these exemptions until such time as we no longer qualify as a foreign private issuer. We are required to determine our
status as a foreign private issuer on an annual basis at the end of our second fiscal quarter. We will remain a foreign private issuer until such time
that 50% or more of our outstanding voting securities are held by U.S. residents and any of the following three circumstances applies: (i) the majority
of the members of board of directors or our executive officers are U.S. citizens or residents; (ii) more than 50% of our assets are located in the
United States; or (iii) our business is administered principally in the United States.

We have taken advantage of certain of these reduced reporting and other requirements in this prospectus. Accordingly, the information contained
herein may be different from the information you receive from other public companies in which you hold equity securities.
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The offering

ADSs offered by us

of ADSs) to be outstanding
immediately after this offering

Class A ordinary shares to be
outstanding immediately after this
offering

Underwriters’ option to purchase
additional ADSs

American depositary shares

Use of proceeds

9,750,000 ADSs, each representing one ordinary share.

Ordinary shares (including in the form 40,621,751 ordinary shares (or 42,084,251 ordinary shares if the underwriters exercise their option to

purchase additional ADSs in full).

No Class A ordinary shares.

The underwriters have an option for a period of 30 days from the date of this prospectus to purchase up to
1,462,500 additional ADSs at the public offering price, less underwriting discounts and commissions.

Each ADS represents one ordinary share, nominal value £0.001 per share. As a holder of ADSs, we will
not treat you as one of our shareholders. The depositary, through its custodian, will be the holder of the
ordinary shares underlying the ADSs, and you will have the rights of a holder of ADSs or beneficial owner
(as applicable) as provided in the deposit agreement among us, the depositary and owners and holders of
ADSs from time to time. To better understand the terms of the ADSs, see “Description of American
depositary shares.” We also encourage you to read the deposit agreement, the form of which is filed as an
exhibit to the registration statement of which this prospectus forms a part.

We estimate that the net proceeds to us from this offering, after deducting the estimated underwriting
discounts and commissions and estimated offering expenses payable by us, will be approximately $160.2
million, or $184.7 million if the underwriters exercise their option to purchase additional ADSs in full, based
on an assumed initial public offering price of $18.00 per ADS, which is the midpoint of the price range set
forth on the cover page of this prospectus. We intend to use the net proceeds from this offering, together
with our existing cash and cash equivalents to: (i) advance our cNeT programs for the treatment of
advanced NSCLC and metastatic or recurrent melanoma through the completion of our ongoing Phase
I/lla clinical trials; (ii) advance our cNeT programs for the treatment of HNSCC and RCC and additional
follow-on indications; (iii) fund the continued innovation, development and enhancement of our PELEUS
bioinformatic platform and our VELOS manufacturing process; (iv) fund the continued automation and
expansion of our manufacturing capabilities and capacity; and (v) for working capital and other general
corporate purposes. See “Use of proceeds” for a more complete description of the intended use of
proceeds from this offering.

11
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Voting rights Following the closing of this offering, we will have two classes of ordinary shares, ordinary shares and
Class A ordinary shares. Holders of our ordinary shares will be entitled to one vote per share and the
ordinary shares will not be convertible into any other class of our share capital. The Class A ordinary
shares will not confer upon their holders any voting rights and each Class A ordinary share will be
convertible at any time following the closing of this offering, at the election of the holder, into one ordinary
share, subject to certain beneficial ownership limitations. The Class A ordinary shares, once converted to
ordinary shares, may not be converted back to Class A ordinary shares. See “Description of share capital
and articles of association—Ordinary shares” for more information on the rights of the holders of our
ordinary shares and Class A ordinary shares.

Risk factors See “Risk factors” beginning on page 15 and the other information included in this prospectus for a
discussion of factors you should carefully consider before deciding to invest in the ADSs.

Depositary The Bank of New York Mellon

Proposed Nasdaq Global Market “ACHL”

trading symbol for the ADSs

The number of ordinary shares (including in the form of ADSs) to be outstanding after this offering is based on 30,871,751 of our ordinary shares
outstanding as of December 31, 2020 and excludes:

e 240,584 ordinary shares issuable upon the exercise of options for ordinary shares outstanding as of December 31, 2020, with a weighted
average exercise price of $6.75 per share;

» 1,161,060 ordinary shares reserved for issuance under our 2020 Omnibus Plan, or the 2020 Omnibus Plan, as of December 31, 2020, which
shares will no longer be reserved following this offering;

¢ 30,521 deferred shares outstanding as of December 31, 2020;

« 2,572,558 ordinary shares that will be made available for future issuance under our 2021 Omnibus Plan, or the 2021 Plan, which will become
effective in connection with this offering; and

* 467,738 ordinary shares that will be made available for future issuance under our 2021 Employee Share Purchase Plan, or the ESPP, which will
become effective in connection with this offering.

Unless otherwise indicated, all information contained in this prospectus reflects and assumes:

« the consummation of our corporate reorganization, which includes the conversion of all of our outstanding preferred shares in connection with our
corporate reorganization;

« the filing and effectiveness of our amended and restated articles of association immediately prior to the completion of this offering;
* no issuances of Class A ordinary shares upon the closing of this offering;

¢ no issuance or exercise of outstanding options described above after December 31, 2020; and

* no exercise by the underwriters of their option to purchase up to 1,462,500 additional ADSs in this offering.

12
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Summary consolidated financial data

The following tables present the summary consolidated financial data as of and for the years ended December 31, 2019 and 2020 for Achilles
Therapeutics plc. We have derived the statement of operations and comprehensive loss data as of and for the years ended December 31, 2019 and
2020 from our audited financial statements appearing elsewhere in this prospectus. The summary consolidated financial data set forth below should
be read together with our audited consolidated financial statements for years ended December 31, 2019 and 2020 and the related notes to those
statements, as well as the sections of this prospectus captioned “Selected consolidated financial data” and “Management’s discussion and analysis
of financial condition and results of operations.”

Year ended December 31,
(in thousands, except share and per share data) 2019 2020

Statement of Operations and Comprehensive Loss Data:
Operating expenses:

Research and development $ 9,072 $ 22,629
General and administrative 4,703 11,098
Total operating expenses 13,775 33,727
Loss from operations (13,775) (33,727)
Other income (expense), net:
Other income (expense) (215) 531
Total other income (expense), net (215) 531
Loss before provision for income taxes (13,990) (33,196)

Provision for income taxes — 3)
Net loss (13,990) (33,199)
Other comprehensive income:

Foreign currency translation adjustment 8,504 4,213
Comprehensive loss $ (5,486) $  (28,986)
Net loss per share attributable to ordinary shareholders—basic and diluted® $ (5.50) $ (7.87)
Weighted average ordinary shares outstanding—basic and diluted® 2,542,520 4,219,823

(1) See Note 11 to our audited financial statements appearing elsewhere in this prospectus for details on the calculation of basic and diluted net loss per share attributable to ordinary
shareholders.
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As of December 31, 2020

Pro forma
(in thousands) Actual Pro forma® as adjusted®
Consolidated Balance Sheet Data:
Cash and cash equivalents $177,849 $ 177,849 $ 338,193
Total assets 218,918 218,918 378,255
Working capital® 171,174 171,174 331,518
Total liabilities 29,546 29,546 28,668
Preferred shares 134 — —
Ordinary shares 25 159 210
Additional paid-in capital 234,903 234,903 395,067
Accumulated deficit (58,012) (58,012) (58,012)
Total shareholders’ equity 189,372 189,372 349,587

(1) The pro forma balance sheet data give effect to our corporate reorganization. Please see “Corporate reorganization” beginning on page 108 for more information.

(2) The pro forma as adjusted balance sheet data give further effect to the issuance and sale of ADSs in this offering by us at an assumed initial public offering price of $18.00 per ADS, 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. Each $1.00 increase (decrease) in the assumed initial public offering price of $18.00 per ADS, which is the midpoint of the price range set forth on the cover page of this
prospectus, would increase (decrease) the pro forma as adjusted amount of each of cash and cash equivalents, working capital, total assets and total shareholders’ equity by $9.1 million,
assuming that the number of ADSs offered by us, as set forth on the cover page of this prospectus, remains the same, and after deducting estimated underwriting discounts and
commissions and estimated offering expenses payable by us. An increase (decrease) of 1,000,000 in the number of ADSs offered by us, as set forth on the cover page of this prospectus,
would increase (decrease) the pro forma as adjusted amount of each of cash and cash equivalents, working capital, total assets and total shareholders’ equity by $16.7 million, assuming
the assumed initial public offering price per ADS remains the same, and after deducting estimated underwriting discounts and commissions and estimated offering expenses payable by
us. 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.

(3) We define working capital as total current assets less total current liabilities.

The representative exchange rates for the last day of the years ended December 31, 2019 and 2020 were £1.00 = $1.327 and £1.00 = $1.365,
respectively.
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Risk factors

Investing in the ADSs involves a high degree of risk. You should carefully consider the risks and uncertainties described below, together with the other
information in this prospectus, including our consolidated financial statements and the related notes appearing at the end of this prospectus and in the
section titled “Management’s discussion and analysis of financial condition and results of operations,” before deciding whether to invest in the ADSs. If
any of the following risks 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 the ADSs could decline and you may lose all or part of your investment. The material and other risks
and uncertainties summarized above and described below are not intended to be exhaustive and are not the only ones we face. Additional risks and
uncertainties not presently known to us or that we currently deem immaterial may also impair our business operations. This prospectus also contains
forward-looking statements that involve risks and uncertainties. Our actual results could differ materially from those anticipated in the forward-looking
statements as a result of a number of factors, including the risks described below. See the section titled “Special note regarding forward-looking
Statements.”

Risks related to our financial position and capital needs
Risks related to our financial condition

We have incurred significant losses since inception, and we expect to incur losses over the next several years and may not be able to achieve
or sustain revenues or profitability in the future.

Investment in biopharmaceutical product development is a highly speculative undertaking and entails substantial upfront capital expenditures and
significant risk that any potential product candidate will fail to demonstrate adequate efficacy or an acceptable safety profile, gain regulatory approval and
become commercially viable. We are still in the early stages of development of ATLOO1 for our lead indications in advanced non-small cell lung cancer, or
NSCLC, and metastatic or recurrent melanoma. We have no products approved for commercial sale and have not generated any revenue from product
sales to date, and we continue to, and will for the foreseeable future, incur significant research and development and other expenses related to our
ongoing operations. We have financed our operations primarily through private placements of our preferred shares.

We have incurred significant operating losses in each period since our inception in May 2016. For the years ended December 31, 2019 and 2020, we
reported net losses of $14.0 million and $33.2 million, respectively. As of December 31, 2020, we had an accumulated deficit of $58.0 million. We expect
to continue to incur significant losses for the foreseeable future, and we expect these losses to increase substantially in connection with our ongoing
activities, particularly if and as we:

« continue to develop our pipeline of discovery programs and conduct research and clinical activities for our existing programs for advanced NSCLC,
metastatic or recurrent melanoma and other solid tumors;

« continue to innovate, improve and develop our technology platform, including continuing to develop and improve our PELEUS bioinformatic platform
and VELOS manufacturing process and to evaluate new approaches to our manufacturing process;

« expand our Material Acquisition Platform, or MAP, network to increase our network of clinical sites;

« advance the development of our current programs, additional follow-on indications and any future product candidates into additional solid tumor
indications;
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¢ maintain, expand and protect our intellectual property portfolio;

« seek marketing approvals and complete any post-marketing studies, if required, for any of our product candidates that successfully complete clinical
trials, if any;

« acquire or in-license additional product candidates and technologies;
« expand our infrastructure and facilities to accommodate our growing employee base and ongoing development activity;
« continue to improve our manufacturing process to create a fully closed end-to-end manufacturing process;

« expand our manufacturing infrastructure and facilities to support the manufacture of larger quantities of our product candidates for clinical development
and potential commercialization globally;

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

« add operational, financial and management information systems and personnel, including personnel to support our research and development
programs, any future commercialization efforts and our transition to operating as a public company following the completion of this offering; and

< incur additional legal, accounting and other expenses in operating our business, including the additional costs associated with operating as a public
company.

Because of the numerous risks and uncertainties associated with biopharmaceutical product development, we are unable to accurately predict the timing
or amount of increased expenses we will incur or when, if ever, we will be able to achieve profitability. Even if we succeed in commercializing one or more
product candidates, we will continue to incur substantial research and development and other expenditures to develop and market additional programs
and product candidates and we may never generate revenue that is significant or large enough to achieve profitability. We may also 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 shareholders’ equity and working capital.

Even if we do achieve profitability, we may not be able to sustain or increase profitability on a quarterly or annual basis. Accordingly, our failure to become
and remain profitable would decrease the value of the company and could impair our ability to raise capital, maintain our research and development
efforts, expand our business or continue our operations. A decline in the value of our company and/or the market price of our ADSs could also cause you
to lose all or part of your investment.

We have not generated any revenue and may never be profitable.

Our ability to become profitable depends upon our ability to generate revenue. To date, we have not generated any revenue from ATLOO1 for any
indication. We do not expect to generate significant revenue from ATLOO1 and any potential future product candidates unless or until we successfully
complete clinical development and obtain regulatory approval of, and then successfully commercialize, such product candidates. ATLO01 and any other
product candidates that we develop will require additional research, clinical development, regulatory review and approval, substantial investment, access
to sufficient commercial manufacturing capacity and
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significant marketing efforts before we can generate any revenue from product sales. Our ability to generate revenue depends on a number of factors,
including, but not limited to:

« timely completion of our research activities and clinical trials, which may be significantly slower or cost more than we currently anticipate;

< our ability to develop ATLOO1 for our current pipeline of indications and additional follow-on indications as well as to identify and develop potential new
product candidates;

« our ability to complete IND-enabling activities, and successfully submit INDs or comparable applications for ATLOO1 in additional follow-on indications
or any future product candidates;

« our successful initiation, enrollment in and completion of clinical trials, including our ability to generate positive data from any such clinical trials,
including our ongoing Phase I/lla clinical trials of ATLOO1 in advanced NSCLC and metastatic or recurrent melanoma;

« whether we are required by the U.S. Food and Drug Administration, or the FDA, the European Medicines Agency, or the EMA, or the United Kingdom
Medicines and Healthcare products Regulatory Agency, or the MHRA, or similar foreign regulatory authorities to conduct additional clinical trials or
other studies beyond those planned to support the approval and commercialization of ATLOO1 in our current indications or any follow-on indications as
well as any future product candidates;

< our ability to demonstrate to the satisfaction of the FDA, the EMA, the MHRA and similar foreign regulatory authorities the safety, potency, purity,
efficacy and acceptable risk to benefit profile of our current programs, additional follow-on indications for ATL001, or any future product candidates and
such regulatory authorities’ acceptance of our precision clonal neoantigen-reactive T cell, or cNeT, based development strategy;

« the prevalence, duration and severity of potential side effects or other safety issues experienced with our current programs, additional follow-on
indications for ATL0O1, or future product candidates, if any;

« our ability to receive marketing approvals from the FDA, the EMA, the MHRA and similar foreign regulatory authorities;

« the willingness of physicians, operators of clinics and patients to utilize or adopt ATLOO1 or future product candidates, if approved, over alternative or
more conventional approaches, such as standard tumor infiltrating lymphocyte, or TIL, therapy and other immuno-oncology therapies;

« the actual and perceived availability, cost, risk profile and safety and efficacy of our product candidates, if approved, relative to existing and future
alternative immuno-oncology therapies and competitive product candidates and technologies;

« our ability to successfully increase our MAP network, including the acquisition, transportation, handling of, and management of other logistics relating
to, patient tumor samples;

« our ability and the ability of third parties with whom we may contract to manufacture adequate clinical and commercial supplies of our product
candidates or any future product candidates, remain in good standing with regulatory authorities and develop, validate and maintain commercially
viable manufacturing processes that are compliant with current good manufacturing practices, or cGMP, requirements;

« our ability to successfully develop a commercial strategy and thereafter commercialize our current programs, additional follow-on indications for
ATLOO01, or any future product candidates in the United States and internationally, if approved for marketing, reimbursement, sale and distribution in
such countries and territories, whether alone or in collaboration with others;
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« patient demand for our current programs, additional follow-on indications for ATL0O01, and any future product candidates, if approved,;
< our ability to establish and enforce intellectual property rights; and
< our ability to maintain a continued acceptable safety profile in any approved product candidate.

Many of the factors listed above are beyond our control and could cause us to experience significant delays or prevent us from obtaining regulatory
approvals or commercializing our product candidates. Even if we are able to commercialize our product candidates, we may not achieve profitability soon
after generating product sales, if ever. If we are unable to generate sufficient revenue through the sale of our product candidates or any future product
candidates, we may be unable to continue operations without continued funding.

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 are a clinical-stage company with a limited operating history. We commenced operations in May 2016, and our operations to date have been limited
to organizing and staffing our company, business planning, raising capital, conducting discovery and research activities, filing patent applications,
identifying potential product candidates, undertaking research activities and clinical trials and establishing our in-house manufacturing capabilities for the
manufacture of initial quantities of our product candidates and component materials. Our lead programs in advanced NSCLC and metastatic or recurrent
melanoma are in Phase I/lla clinical trials, CHIRON and THETIS, respectively. We have not yet demonstrated our ability to successfully complete any
clinical trials, obtain marketing approvals, manufacture a commercial-scale product or arrange for a third party to do so on our behalf, or conduct sales,
marketing and distribution activities necessary for successful product commercialization. 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 an early-stage company, we may encounter unforeseen expenses, difficulties, complications, delays and other known and unknown
factors. We will need to transition at some point from a company with a research and development focus to a company capable of supporting commercial
activities. We may not be successful in such a transition.

We expect our financial condition and results of operations to continue to 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 quarterly or annual periods as indications of future
operating performance.

Risks related to our future cash needs

Even if we consummate this offering, we will need substantial additional funding to achieve our goals, and a failure to raise additional capital
when needed on acceptable terms, or at all, could force us to delay, reduce or eliminate our product development programs or
commercialization efforts.

Since our inception, we have invested a significant portion of our efforts and financial resources in research and development activities for our PELEUS
platform, our VELOS manufacturing process, development of our lead programs for ATLO01 and identification and development of follow-on indications
for ATLOO1. Clinical trials and additional research and development activities will require substantial funds to complete. We expect our expenses to
increase in parallel with our ongoing activities, particularly as we continue the research and clinical development activities of our current programs,
including our ongoing Phase I/lla clinical trials of ATLOO1 in advanced NSCLC and metastatic or recurrent melanoma, and our ongoing and planned
IND-enabling activities
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for ATLOO1 in follow-on indications. In addition, if we obtain marketing approval for any product candidate, we expect to incur significant
commercialization expenses related to product sales, marketing, manufacturing and distribution. Furthermore, upon the closing of this offering, we expect
to incur significant additional costs associated with operating as a public company. Accordingly, we will need to obtain substantial additional funding in
connection with our continuing operations. Additionally, changing circumstances may cause us to consume capital significantly faster than we currently
anticipate, and we may need to spend more money than currently expected because of circumstances beyond our control. We cannot be certain that
additional funding will be available on acceptable terms, or at all. Until such time, if ever, as we can generate substantial product revenue, we expect to
finance our operations through a combination of public or private equity offerings, debt financings, governmental funding, collaborations, strategic
partnerships and alliances or marketing, distribution or licensing arrangements with third parties. If we are unable to raise capital when needed in
sufficient amounts or on terms acceptable to us, we would be forced to delay, reduce or eliminate our discovery and research programs or any future
commercialization efforts.

We had cash and cash equivalents of $177.8 million as of December 31, 2020. We estimate that our net proceeds from this offering will be $160.2
million, based on the assumed initial public offering price of $18.00 per share, the midpoint of the range set forth on the cover page of this prospectus,
after deducting underwriting discounts and commissions and estimated offering expenses payable by us. We believe that, based upon our current
operating plan, our existing capital resources, together with the net proceeds from this offering will be sufficient to fund our anticipated operations for at
least the next 24 months. We have based this estimate on assumptions that may prove to be wrong, and we could exhaust our available capital
resources sooner than we expect. In addition, because the design and outcome of our ongoing, planned and anticipated clinical trials are highly
uncertain, we cannot reasonably estimate the actual amounts necessary to successfully complete the development and commercialization of any product
candidate. Our future capital requirements will depend on many factors, including:

« the scope, progress, results and costs of research activities and clinical trials for our current programs, additional follow-on indications for ATLO01 and
any future product candidates, including any additional expenses attributable to adjusting our development plans in response to the COVID-19
pandemic;

« the continued development and expansion of our PELEUS platform;
« the continued development of and improvements to our VELOS manufacturing process;

« the extent to which we enter into collaboration arrangements with regard to product candidate development or acquire or in-license products or
technologies;

« the costs, timing and outcome of regulatory review of ATLOO1 for our current programs and follow-on programs, and any future product candidates,
including post-marketing studies that could be required by regulatory authorities;

¢ the costs of future commercialization activities, including product sales, marketing, manufacturing and distribution, for any product candidate for which
we receive marketing approval;

« the costs of continued scale-up and automation of our VELOS manufacturing processes, including developing a fully closed end-to-end system, for
later stages of development and commercialization;

« the costs associated with continuing to increase our MAP network;
« revenue, if any, received from commercial sales of our product candidates, should any of our product candidates receive marketing approval; and
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« the costs of preparing, filing and prosecuting patent applications, obtaining, maintaining, enforcing and protecting our intellectual property rights and
defending intellectual property-related claims.

Identifying additional follow-on indications for ATLOO1 and future product candidates and conducting research activities 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, any product candidate, if approved, may not achieve commercial success. Our commercial
revenues, if any, will be derived from sales of products that we do not expect to 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. Adequate additional financing may not be available to us on
acceptable terms, or at all.

If we are unable to obtain funding on a timely basis, we may be required to significantly curtail, delay, or discontinue our research and development
programs or any commercialization efforts; be unable to expand our operations; or be unable to otherwise capitalize on our business opportunities, as
desired, which could harm our business and potentially force us to discontinue operations.

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

We expect our expenses to increase in connection with our planned operations. Unless and until we can generate a substantial amount of revenue from
our product candidates, we expect to finance our future cash needs through public or private equity offerings, debt financings, collaborations, licensing
arrangements or other sources, or any combination of the foregoing. In addition, we may seek additional capital due to favorable market conditions or
strategic considerations, even if we believe that we have sufficient funds for our current or future operating plans.

To the extent that we raise additional capital through the sale of ADSs, convertible securities or other equity 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 shareholder.

In addition, debt financing, if available, may result in fixed 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 shares 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 current programs, additional follow-on indications for ATL0O01, and any future product
candidates.

If we raise additional funds through collaborations, strategic alliances, distribution or licensing arrangements with third parties, we may have to relinquish
valuable rights to our technologies, future revenue streams, programs 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 would be required to delay, limit, reduce or terminate our product 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 development of our programs

Risks related to research activities and clinical development

We are early in our development efforts. Our business is dependent on the successful development of ATL001 and future product candidates.
If we are unable to advance our current programs, additional follow-on
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indications for ATL0O01 or any future product candidates into and through clinical trials, obtain marketing approval and ultimately
commercialize some, any or all of the product candidates we develop, or experience significant delays in doing so, our business will be
materially harmed.

All of our programs are in early stages of development, including our clinical-stage programs for ATL0OO1 in advanced NSCLC and metastatic or recurrent
melanoma, and as such will require extensive research activities and clinical testing, as applicable. Our ability to generate product revenues, which we do
not expect to occur for several years, if ever, will depend heavily on the successful development and eventual commercialization of the programs and
product candidates we develop, which may never occur. Before we are able to generate any revenues from product sales, our current programs,
additional follow-on indications for ATLOO1 or any future product candidates we develop, will require additional research activities and clinical
development, management of clinical, research and manufacturing activities, marketing approval in the United States and other markets, demonstrating
effectiveness to pricing and reimbursement authorities, obtaining sufficient manufacturing supply for both clinical development and commercial
production, building of a commercial organization, and substantial investment and significant marketing efforts. The success of our current programs,
additional follow-on indications for ATLOO1 or any future product candidates will depend on several factors, including the following:

« successful completion of research activities and clinical trials;
« sufficiency of our financial and other resources to complete the necessary research activities and clinical trials;

« regulatory authority acceptance of INDs, clinical trial applications or similar approaches required for us to commence our planned clinical trials or
future clinical trials;

« successful patient enrollment in and completion of our ongoing and future clinical trials;
« successful data from our clinical trials that support an acceptable risk-benefit profile of our product candidates in the intended populations;
« receipt and maintenance of marketing approvals from applicable regulatory authorities;

« continued scale-up and automation of our VELOS manufacturing processes, including developing a fully closed end-to-end system, for later stages of
development and commercialization;

« obtaining and maintaining patent and trade secret protection or regulatory exclusivity for our product candidates;

« establishing sales, marketing and distribution capabilities and launching commercial sales of our products, if and when approved, whether alone or in
collaboration with others;

« entry into collaborations to further the development of our product candidates, if necessary;

« successfully launching commercial sales of our product candidates, if and when approved;

« acceptance of our product candidates, if and when approved, by patients, the medical community and third-party payors;
« the prevalence and severity of adverse events experienced with our product candidates;

« effectively competing with other cancer therapies;

« obtaining and maintaining healthcare coverage and adequate reimbursement from third-party payors;
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¢ maintaining a continued acceptable safety profile of our products following approval, if any; and
« qualifying for, maintaining, enforcing and defending intellectual property rights and claims.

We do not have complete control over many of these factors, including certain aspects of clinical development and the regulatory approval process,
potential threats to our intellectual property rights and the manufacturing, marketing, distribution and sales efforts of any future collaborator. If we are not
successful with respect to one or more of these factors in a timely manner or at all, we could experience significant delays or be unable to successfully
commercialize ATLO01 and any future product candidates we develop, which would materially harm our business.

Clinical development involves a lengthy and expensive process with an uncertain outcome, and results of earlier studies and trials may not be
predictive of future clinical trial results. We may encounter substantial delays in clinical trials, or may not be able to conduct or complete
clinical trials on the expected timelines, if at all. If our research activities and clinical trials are not sufficient to support regulatory
development and approval of some, all or any of our programs for ATL001 or any future product candidates, we may incur additional costs or
experience delays in completing, or ultimately be unable to complete, the development of such program or product candidate.

Before obtaining marketing approval from the FDA or other comparable foreign regulatory authorities for the sale of our product candidates, we must
complete preclinical development and extensive clinical trials to demonstrate the safety, purity and potency of our product candidates. Clinical testing is
expensive, time-consuming and subject to uncertainty. Clinical data are often susceptible to varying interpretations and analyses and many companies
that believed their product candidates performed satisfactorily in clinical trials nonetheless failed to obtain FDA approval or approval from foreign
regulatory authorities. A number of companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in clinical
development even after achieving promising results in earlier studies, and any such setbacks in our clinical development could have a material adverse
effect on our business and operating results. It is impossible to predict when or if ATLOO1 in any of our current programs, ATLOO1 in any additional
follow-on indications or any future product candidates will prove effective and safe in humans or will receive regulatory approval. Before obtaining
marketing approval from regulatory authorities for the sale of any product candidate, we must complete research activities and then conduct extensive
clinical trials to demonstrate the safety and efficacy of our product candidates in humans. A failure of one or more clinical trials can occur at any stage of
testing. The outcome of preclinical development 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. There can be no assurance that any of our current or future clinical trials will ultimately be
successful or support further clinical development of any of our product candidates. There is a high failure rate for investigational drugs proceeding
through clinical trials.

We may experience delays in initiating or completing research activities or clinical trials, including as a result of delays in obtaining, or failure to obtain,
the FDA's clearance to initiate clinical trials under future INDs, completing ongoing research activities for our other product candidates and initiating our
planned clinical trials. Additionally, we cannot be certain that clinical trials will begin on time, not require redesign, enroll an adequate number of subjects
on time, or be completed on schedule, if at all. We may experience numerous adverse or unforeseen events during, or as a result of, research activities
and clinical trials that could delay or prevent our ability to receive marketing approval or commercialize ATLOO1 for any indication or any 