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April 2026
To Our Shareholders,

Bicycle Therapeutics made important progress in 2025 as our team focused on clinical execution to provide
further validation of the Bicycle® technology platform. With recent regulatory guidance and a strategic
reprioritization to focus on nuzefatide pevedotin (formerly BT5528) and next generation Bicycle® conjugates,
including Bicycle® Radioconjugates (BRC®), we believe we are well positioned to make meaningful progress
on our promising pipeline of next-generation therapeutics in our relentless pursuit of our mission to help
patients live longer and live well.

The Bicycle® Advantage Has Potential to Lead to Enhanced Patient Benefits

Using our Bicycle technology, we are continuing our work to create medicines that can potentially deliver any
payload to any target. Our Bicycle® molecules are designed to be highly selective and have minimal systemic
exposure and off-target activity, which we believe will lead to longer, deeper and broader responses and
potentially enhanced patient benefit. We call this The Bicycle Advantage.

The Bicycle Advantage continues to be demonstrated in clinical trial data from multiple clinical programs.
We believe the unique features of Bicycle molecules have optimal properties for precision guided
therapeutics in oncology as well as radiopharmaceuticals.

Drugging the Undruggable with Nuzefatide Pevedotin (BT5528)

Historically, multiple approaches to targeting Ephrin-A2 (EphA2) have been unsuccessful. Nuzefatide
pevedotin, an EphA2 targeting Bicycle® Drug Conjugate (BDC?®), creates a first-in-class opportunity for us to
drug the undruggable and overcome the industry’s historical safety and efficient delivery challenges. Results
to date have shown nuzefatide pevedotin to demonstrate an emerging differentiated safety profile and
encouraging preliminary anti-tumor activity in advanced solid tumors.

As we assess the relationship between EphA2 expression and activity, we believe we will benefit from
additional research in an effort to validate a clear potential path forward in tumors where EphA2 is
expressed. We look forward to evaluating important insights in the Phase 1/2 data being generated from
nuzefatide pevedotin in combination with nivolumab and progressing our Phase 2 trial of nhuzefatide
pevedotin in adult patients with recurrent pancreatic ductal adenocarcinoma (PDAC).

Advancing Next-Generation Bicycle® Imaging Agents and Bicycle® Radioconjugates

Our strategy in radiopharmaceuticals is to utilize the versatility and modularity of our Bicycle technology to
pursue novel targets with first-in-class potential by using isotopes that are best suited for each target. We
believe Bicycle radioligand molecules are optimal for enhanced radioisotope delivery, showing high
selectivity and tumor penetration with minimal systemic exposure in preclinical studies. As additional data
are generated, we aim to further highlight how the advantages from Bicycle molecules delivering cytotoxic
payloads also apply to delivering radioisotopes.

In 2025, additional human imaging data of a Bicycle® Imaging Agent (BIA) targeting MT1-MMP, our first
radiopharmaceutical target, was presented which further highlighted the potential of MT1-MMP as a novel
target in the treatment of cancer and demonstrated the positive properties of BIA molecules for
radiopharmaceutical imaging. In addition, we presented preclinical data of an early BRC molecule targeting
MT1-MMP, demonstrating the potential of Bicycle radioligands for theranostic use.

A BIA molecule moved into human imaging for EphA2 in 2025, our second radiopharmaceutical target, and
we are excited to continue to progress our emerging radioligands pipeline this year. We look forward to
building on this momentum and, having recently reported additional EphA2 human imaging data, now plan to
initiate our first company-sponsored radioligand clinical trial for BT1702, an MT1-MMP targeting BRC carrying
a 2'?Pp radioisotope payload for theranostic use, in 2027.



End-to-End Supply Chain Supporting Radiopharmaceuticals Pipeline

Our progress in 2025 gives us the potential to advance a differentiated and isotope-agnostic radioligands
pipeline. Abespoke set of agreements entered into in 2025 are designed to support the potential discovery,
development and commercial supply of a portfolio of BRCs containing 2'2Pb, building on the supply chains
being established for a range of radioisotopes with Eckert & Ziegler. This provides us with a unique
radiopharmaceutical capability from the identification of Bicycle targeting agents to the potential
commercial supply of radiotherapeutics across multiple radioisotopes.

This end-to-end supply chain is anchored by a 15-year contract with the UK Nuclear Decommissioning
Authority for access to up to 400 tonnes of continually regenerating reprocessed uranium (RepU). RepU
continually regenerates providing a potentially sustainable supply of lead-212 (*'?Pb), a radioisotope and one
of the more potent therapeutic payloads against cancer cells known as Targeted Alpha Therapy. Pursuant to
a collaboration with United Kingdom National Nuclear Laboratory, thorium-228 (??Th) will be extracted and
further processed into radium-224 (?2*Ra), and loaded into 2'?Pb generators, developed exclusively for Bicycle
Therapeutics by SpectronRx, with initial quantities of 2'?Pb successfully produced.

Zelenectide Pevedotin

In early 2026, we announced the successful completion of the dose selection portion of our Duravelo-2 trial
in metastatic urothelial cancer, receiving regulatory alignment that the 6mg dose and schedule is optimal
based on strong anti-tumor activity and its differentiated safety profile. However, based on the regulatory
feedback we have received, the existing Duravelo-2 trial design is no longer considered acceptable as an
approval path for zelenectide in metastatic urothelial cancer. Accordingly, we made the difficult decision to
deprioritize this program for internal development and initiated a process to convert the Duravelo-2 trial to a
randomized Phase 2 study.

In our view, these data further validate the ability of our Bicycle technology to deliver oncology therapeutics
with a potentially improved benefit/risk profile compared to existing modalities. While we are disappointed
for patients, we believe the strength of our data and clear medical need justify the continued development of
zelenectide and look forward to determining the most appropriate path forward once more fulsome
Duravelo-2 datais in hand.

The Future We Are Building

As our focus shifts towards progression of our next-generation pipeline, we feel we are well-positioned to
leverage our resources to advance our promising technology and potentially provide next-generation
therapeutics.

We are greatly appreciative of the patients and physicians who participate in our clinical trials, our partners,
and our shareholders. | am also deeply grateful of our team and their disciplined execution and unwavering
commitment to our mission to help patients live longer and live well.

Sincerely,

Kevin Lee, Ph.D.
Chief Executive Officer
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SPECIAL NOTE REGARDING FORWARD LOOKING STATEMENTS

This Annual Report on Form 10-K, or this Annual Report, contains forward-looking statements which are made
pursuant to the safe harbor provisions of Section 27A of the Securities Act of 1933, as amended, or the Securities Act,
and Section 21E of the Securities Exchange Act of 1934, as amended, or the Exchange Act. These statements may be
identified by such forward-looking terminology as “will,” “may,” “should,” “expects,” “intends,” “plans,” “anticipates,”
“believes,” “estimates,” “predicts,” “potential,” “continue” or variations of these words or similar expressions that are
intended to identify forward-looking statements, although not all forward-looking statements contain these words. Any
forward-looking statement involves known and unknown risks, uncertainties and other factors that may cause our actual
results, levels of activity, performance or achievements to differ materially from any future results, levels of activity,
performance or achievements expressed or implied by such forward-looking statement. Forward-looking statements
include statements, other than statements of historical fact, about, among other things:

99 < 99 ¢

EENT3 EENE3

e the initiation, timing, progress and results of our preclinical studies and clinical trials, and our research and
development programs;

e our ability to advance our product candidates into, and successfully complete, clinical trials;
e our reliance on the success of our product candidates in our pipeline programs for our Bicycle® Drug
Conjugate, or BDC® molecules, and Bicycle Radioconjugates, or BRC® molecules, as well as our other

pipeline programs;

e our ability to utilize our screening platform to identify and advance additional product candidates into
clinical development;

e the timing or likelihood of regulatory filings and approvals, including communications with and feedback
from the FDA and other regulatory agencies;

e the commercialization of our product candidates, if approved;
e our ability to develop sales and marketing capabilities;
e the pricing, coverage and reimbursement of our product candidates, if approved;

e the implementation of our business model, strategic plans for our business, product candidates and
technology;

e the scope of protection we are able to establish and maintain for intellectual property rights covering our
product candidates and technology;

e our ability to operate our business without infringing the intellectual property rights and proprietary
technology of third parties;

e costs associated with defending intellectual property infringement, product liability and other claims;

e regulatory developments in the United States, the United Kingdom and other jurisdictions and changes to
the laws and regulations of England and Wales, and other jurisdictions;

e estimates of our expenses, future revenues, capital requirements, share performance and our needs for
additional financing;

e the potential benefits of strategic collaboration agreements and our ability to enter into additional strategic
arrangements or partnership;

e our ability to maintain and establish collaborations or obtain additional grant funding;



e the rate and degree of market acceptance of any approved products;

e developments relating to our competitors and our industry, including competing therapies;
e our ability to effectively manage our potential growth;

e our hiring plans and our ability to attract and retain qualified employees and key personnel;

e  our estimates regarding expected future cost savings and charges associated with our strategic
reprioritization and workforce reduction announced in March 2026;

e the impact of adverse global economic conditions, including those arising from changes in global trade
policies, on our operations and the potential disruption in the operations and business of third-party
manufacturers, contract research organizations, or CROs, other service providers, and collaborators with
whom we conduct business;

e potential adverse developments affecting the financial services industry;

e potential business interruptions resulting from geo-political actions, such as war and terrorism, or the
perception that such hostilities may be imminent;

e our failure or perceived failure to comply with existing or future laws, regulations, contracts, self-
regulatory schemes, standards, and other obligations related to data privacy and security (including our
ability to identify and respond to potential future security incidents); and

e other risks and uncertainties, including those listed under the caption “Risk Factors.”

Although we believe that we have a reasonable basis for each forward-looking statement contained in this
Annual Report, these statements are based on our estimates or projections of the future that are subject to known and
unknown risks and uncertainties and other important factors that may cause our actual results, level of activity,
performance, experience or achievements to differ materially from those expressed or implied by any forward-looking
statement. These risks, uncertainties and other factors are described in greater detail under the caption “Risk Factors” in
Part I, Item 1A and elsewhere in this Annual Report. As a result of the risks and uncertainties, the results or events
indicated by the forward-looking statements may not occur. Undue reliance should not be placed on any forward-looking
statement.

In addition, any forward-looking statement in this Annual Report represents our views only as of the date of this
Annual Report and should not be relied upon as representing our views as of any subsequent date. We anticipate that
subsequent events and developments may cause our views to change. Although we may elect to update these forward-
looking statements publicly at some point in the future, we specifically disclaim any obligation to do so, except as
required by applicable law. Our forward-looking statements do not reflect the potential impact of any future acquisitions,
mergers, dispositions, joint ventures or investments we may make.
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Unless the context otherwise requires, the terms “Bicycle,” “the Company,” “we,” “our,” “us” or similar
references in this Annual Report refer to Bicycle Therapeutics plc and its subsidiaries.

il



TABLE OF CONTENTS

_Page
Special Note Regarding Forward Looking Statements i
PART I
Item 1. Business 2
Item 1A. Risk Factors 44
Item 1B. Unresolved Staff Comments 103
Item 1C. Cybersecurity 104
Item 2. Properties 105
Item 3. Legal Proceedings 106
Item 4. Mine Safety Disclosures 106
PART II
Item 5. Market for Registrant’s Common Equity, Related Stockholder Matters and Issuer Purchases of Equity
Securities 107
Item 6. [Reserved] 107
Item 7. Management’s Discussion and Analysis of Financial Condition and Results of Operations 108
Item 7A. Quantitative and Qualitative Disclosures About Market Risk 125
Item 8. Financial Statements and Supplementary Data 126
Item 9. Changes in and Disagreements with Accountants on Accounting and Financial Disclosure 126
Item 9A. Controls and Procedures 126
Item 9B. Other Information 128
Item 9C. Disclosure Regarding Foreign Jurisdictions that Prevent Inspections 128
PART III
Item 10. Directors, Executive Officers and Corporate Governance 128
Item 11. Executive Compensation 129
Item 12. Security Ownership of Certain Beneficial Owners and Management and Related Stockholder Matters 129
Item 13. Certain Relationships and Related Transactions, and Director Independence 129
Item 14. Principal Accountant Fees and Services 129
PART IV
Item 15. Exhibit and Financial Statement Schedules 130
Item 16. Form 10-K Summary 134

Signatures



PART I
ITEM 1. BUSINESS.

We are a clinical-stage pharmaceutical company developing a novel class of medicines, which we refer to as
Bicycle® molecules, for diseases that are underserved by existing therapeutics. Bicycle molecules are fully synthetic
short peptides constrained to form two loops which stabilize their structural geometry. This constraint facilitates target
binding with high affinity and selectivity, making Bicycle molecules attractive candidates for drug development. Bicycle
molecules are a unique therapeutic modality combining the pharmacology usually associated with a biologic with the
manufacturing and pharmacokinetic, or PK, properties of a small molecule. The relatively large surface area presented
by Bicycle molecules allows targets to be drugged that have historically been intractable to non-biological approaches.
Bicycle molecules are excreted by the kidney rather than the liver and have shown no significant signs of
immunogenicity to date, qualities which we believe explain the molecules’ favorable toxicological profile.

We have a novel and proprietary phage display screening platform which we use to identify Bicycle molecules
in an efficient manner. The platform initially displays linear peptides on the surface of engineered bacteriophages, or
phages, before “on-phage” cyclization with a range of small molecule scaffolds which can confer differentiated
physicochemical and structural properties. Our platform encodes quintillions of potential Bicycle molecules which can
be screened to identify molecules for optimization to potential product candidates. We have used this powerful screening
technology to identify our current portfolio of candidates in oncology and intend to use it in conjunction with our
collaborators to seek to develop additional future candidates across a range of other disease areas.

Our internal programs are focused on oncology indications with high unmet medical need. Our product
candidate, nuzefatide pevedotin, formerly BT5528, is a Bicycle Drug Conjugate, or a BDC® molecule, whereby the
Bicycle molecule is chemically attached to a toxin that, when administered, is cleaved from the Bicycle molecule and
kills the tumor cells. We are evaluating nuzefatide pevedotin, a BDC molecule targeting Ephrin type A receptor 2, or
EphA2, in both an ongoing company-sponsored Phase I/1I clinical trial to assess safety, pharmacokinetics and clinical
activity in patients with advanced solid tumors and an ongoing company-sponsored Phase II clinical trial to evaluate the
efficacy, safety and pharmacokinetics of nuzefatide pevedotin in adult patients with recurrent metastatic pancreatic
ductal adenocarcinoma after progression on a first-line therapy, which commenced recruiting patients in the first quarter
0f 2026. We are also developing BT1702, a Bicycle Radioconjugate, or BRC®, molecule targeting Membrane Type 1
matrix metalloproteinase, or MT1-MMP, and carrying a lead-212, or 2!?Pb, radioisotope payload for theranostic use. We
are currently conducting Investigational New Drug application, or IND, -enabling activities for BT1702. We are also
developing Bicycle Imaging Agents, or BIA molecules. In a BIA molecule, a Bicycle molecule is linked to a chelated
radiopharmaceutical imaging agent. We are using BIA molecules to potentially derisk novel targets prior to further
clinical development and to efficiently triage cancer indications for subsequent treatment with both BRC and BDC
molecules. Our discovery pipeline in oncology includes next-generation BDC molecules, BRC molecules and BIA
molecules.

Zelenectide pevedotin, a BDC molecule targeting Nectin-4, is being evaluated in an ongoing company-
sponsored Phase I/II clinical trial to assess the safety, pharmacokinetics and clinical activity in patients with Nectin-4
expressing advanced malignancies, an ongoing Phase 1I/I11 registrational trial called Duravelo-2 evaluating zelenectide
pevedotin in patients with untreated and previously treated metastatic urothelial cancer and in ongoing company-
sponsored Phase I/II clinical trials to assess the efficacy and safety of zelenectide pevedotin in patients with NECTIN4
amplified advanced breast cancer and NECTIN4 amplified advanced or metastatic non-small cell lung cancer, which
commenced recruiting patients in the first and third quarters of 2025, respectively. In March 2026, we announced the
strategic reprioritization of our clinical portfolio to focus on our promising pipeline of next-generation therapeutics,
including nuzefatide pevedotin as well as next-generation Bicycle conjugates, including BRC molecules. While dose
selection data from the clinical trial for zelenectide pevedotin are promising, demonstrating response rates comparable to
published rates for existing standards of care and a differentiated safety profile, we plan to convert the Phase II/I11
Duravelo-2 registrational trial to a randomized Phase II clinical trial and deprioritize the program for internal
development while we evaluate next steps for zelenectide pevedotin following preliminary feedback from regulatory
agencies. In addition, as part of the strategic reprioritization, we plan to discontinue the Phase I/II clinical trials
evaluating zelenectide pevedotin in patients with NECTIN4 amplified advanced breast cancer and NECTIN4 amplified



advanced or metastatic non-small cell lung cancer. Further enrollment in these trials will be closed and patients already
enrolled will complete their course of treatment. In conjunction with our strategic reprioritization, we are implementing a
proposed workforce reduction of approximately 30% of our workforce. Together, the workforce reduction and strategic
reprioritization are expected to reduce our annual operating expenses by approximately 50% based on our current plans.

Our other product candidate, BT7480, is a Bicycle Tumor-Targeted Immune Cell Agonist®, or Bicycle
TICA® molecule. A Bicycle TICA molecule links immune cell receptor binding Bicycle molecules to tumor antigen
binding Bicycle molecules. BT7480, a Bicycle TICA molecule targeting Nectin-4 and agonizing CD137, is being
evaluated in a company-sponsored Phase I/II clinical trial. After reporting certain data from the clinical trial in the first
half of 2026, we will no longer develop BT7480 internally and intend to explore partnership opportunities for future
development.

Beyond our wholly owned oncology portfolio, we are collaborating with biopharmaceutical companies and
organizations in additional therapeutic areas in which we believe our proprietary Bicycle screening platform can identify

therapies to treat diseases with significant unmet medical need.

The following table summarizes key information about our Bicycle programs:
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1L: 1% line; 2L+: 2 line or later; IND: Investigational New Drug;, mUC: metastatic urothelial cancer; PDAC: pancreatic ductal adenocarcinoma; BIA: Bicycle® Imaging Agent; BDC®: Bicycle®
Drug Conjugate: BRC®: Bicycle® Radioconjugate; TICA® : Bicycle tumor-targeted immune cell agonist®; PLN: phospholamban gene

We were founded in 2009 based on innovative science conducted by Sir Greg Winter and Professor Christian
Heinis. Sir Greg Winter is a pioneer in monoclonal antibodies and, in 2018, was awarded a Nobel Prize in chemistry for
the invention of the technology underpinning our proprietary phage display screening platform that we use to identify
Bicycle molecules. From our founding through December 31, 2025, we have generated substantial intellectual property,
including eight patent families directed to novel scaffolds, linkers and payloads, eight patent families directed to our
platform technology, 42 patent families directed to bicyclic peptides and related conjugates, and 16 patent families
directed to later inventions relating to such bicyclic peptides and related conjugates, such as methods of making or using
certain bicyclic peptide conjugates for treating various indications. As of December 31, 2025, our trademark portfolio
consisted of 138 trademark registrations across 10 territories (United Kingdom, European Union, United States, Japan,
Hong Kong, Australia, China, Israel, Switzerland and Norway) as well as a number of pending applications for new
trademarks. The work we have conducted in developing Bicycle molecules and our proprietary screening platform have
created substantial know-how that we believe provides us with a competitive advantage.

Our management team includes veteran executives in drug development from leading pharmaceutical
companies including AstraZeneca, GlaxoSmithKline and Pfizer. Our board of directors, clinical advisory board and
research and innovation advisory board include industry experts with extensive experience in drug development.



Our Strategy

Our mission is to become a leading pharmaceutical company by pioneering Bicycle molecules as a novel
therapeutic modality to treat diseases that are inadequately addressed with existing treatment modalities. Specifically, we
seek to execute on the following strategy to maximize the value of our novel technology and pipeline:

e  Progress our most advanced internal candidate, nuzefatide pevedotin. We are evaluating nuzefatide
pevedotin, a BDC molecule targeting EphA2, in both an ongoing company-sponsored Phase I/II clinical
trial to assess safety, pharmacokinetics and clinical activity in patients with advanced solid tumors and an
ongoing company-sponsored Phase II clinical trial to evaluate the efficacy, safety and pharmacokinetics of
nuzefatide pevedotin in adult patients with recurrent metastatic pancreatic ductal adenocarcinoma, which
commenced recruiting patients in the first quarter of 2026.

e  Progress IND-enabling activities for our BRC molecule candidate, BT1702. BT1702 is a theranostic
BRC molecule targeting MT1-MMP and carries a 2'?Pb radioisotope payload. In preclinical models,
BT1702 showed a favorable biodistribution profile and was effective at reducing tumor burden in a range
of model systems. IND-enabling activities are ongoing.

o  Advance our discovery programs into clinical development. We intend to continue our ongoing discovery
activities to screen and select candidates for oncology indications. For example, we are developing BRC
molecules targeting novel targets, including EphA2. We have also provided our BIA molecules to German
Cancer Research Center, or DKFZ, and Universitidtsmedizin Essen for human imaging, which may inform
future development. We intend to advance our Bicycle radioligands pipeline and progress our strategy for
leadership in next-generation radiopharmaceuticals. We are also developing next generation BDC
molecules.

e  Leverage our powerful proprietary screening platform and novel Bicycle modality to grow our pipeline.
Our novel and proprietary phage display screening platform allows us to rapidly and efficiently identify
potential candidates for development. We can incorporate a wide range of small molecule scaffolds into
Bicycle molecules to increase diversity and confer differentiated physicochemical and structural properties.
We have used our powerful Bicycle screening platform to identify BDC, BRC, BIA and Bicycle TICA
molecules, and we intend to use it to develop a broader pipeline of diverse product candidates.

e Collaborate strategically with leading organizations to access enabling technology and expertise in order
to expand the application of our novel Bicycle modality to indications beyond oncology. We are
collaborating with leading biopharmaceutical companies and organizations to apply our novel Bicycle
modality to other disease areas. For example, in December 2025, ION826 (AZD4063), an investigational
medicine incorporating a TfR1 Bicycle molecule under our collaboration agreement with Ionis, entered
Phase I development. ION826 is an investigational siRNA medicine in development for a serious form of
myocardial disease called PLN-R14del dilated cardiomyopathy. We may opportunistically enter into
additional collaborations in the future to apply our technology to areas of unmet medical need.

e  Maximize the commercial potential of our product candidates, if approved, by either establishing our
own sales and marketing infrastructure or doing so through collaborations with others. Subject to
receiving marketing approval, we intend to pursue the commercialization of our product candidates either
by building internal sales and marketing capabilities or doing so through opportunistic collaborations with
others.



The Bicycle® Advantage
Introduction to Bicycle molecules

Bicycle molecules are fully synthetic, short peptides consisting of nine to 20 amino acids constrained to form
two loops which stabilize the structural geometry of the peptide and facilitate target binding with high affinity and
selectivity. Bicycle molecules represent a unique therapeutic class, combining the pharmacological properties normally
associated with a biologic with the manufacturing and PK advantages of a small molecule, with no significant signs of
immunogenicity observed to date.

Drugs must bind to target proteins with high affinity and selectivity to achieve a therapeutic effect, while
minimizing undesired effects on other proteins and physiological functions. Peptides exist in a number of folded states,
only a few of which are able to bind to target proteins, and a key challenge for peptide therapeutics is designing
structures that achieve these goals. We have designed our molecules to be highly constrained by linking a chemical
connector compound, also known as a scaffold, to particular amino acids in the peptide chain. The resulting cyclized
molecule, which we refer to as a Bicycle molecule, is locked in the preferred state to bind to the target proteins.

Schematic of the Creation of a Cyclized Molecule Resulting in a Bicycle Molecule

Short linear
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We have expanded the diversity of the chemical space we can cover from approximately 10'® potential
molecules in 2009 to in excess of 10 potential molecules today. We have applied our novel Bicycle modality to a
growing range of targets, from a single target in 2009 to more than 150 today. We can create a wide range of Bicycle
molecules by varying four parameters:

e the number of amino acids in the two loops;

e the amino acid composition at each position;

e the symmetry of the two loops; and

e the small molecule scaffold used to cyclize the Bicycle molecule.
Properties of Bicycle Molecules as Therapeutic Agents

Bicycle molecules have a large surface area available for target binding, which is designed to allow for high
affinity and selectivity to the designated target. As short sequences of amino acids, or peptides, they have a low
molecular weight, typically ranging from 1.5 kDa to 2.0 kDa. Bicycle molecules have a readily adjustable PK profile

with good plasma stability and rapid distribution from the vasculature into the extracellular space. This PK profile
enables rapid tissue penetration and a renal route of elimination that minimizes liver exposure. Toxicity issues are



observed with small molecules that are metabolized and eliminated by the liver. Bicycle molecules, by contrast, are not
subject to metabolism or elimination by the liver but are metabolized in the peripheral circulation or kidney with
subsequent rapid excretion in the urine. Consequently, by increasing excretion in urine, the liver exposure is minimized
and the risk of liver toxicity is reduced. The modular nature of Bicycle molecules allows us to optimize therapeutic
molecules for specific targets.

Compared to biologics, Bicycle molecules have a lower cost of production and a simpler manufacturing process
and are recognized by regulatory authorities as small molecule new chemical entities. We can readily identify Bicycle
molecules that may drug a wide spectrum of targets and target classes, including many that have so far been undruggable
with small molecules, such as protein-protein interactions. Our novel and proprietary screening platform allows us to
screen Bicycle molecules against molecular targets rapidly and efficiently, affording potentially reduced timelines and
costs compared to other high-throughput screening approaches. Leveraging our platform, we can rapidly and efficiently
identify a compound for development with the historical average time being 12 months after a target has been selected.

Properties of Bicycle Molecules May Translate into Potential Therapeutic and Other Advantages

Bicycle Property Importance Strategic Potential
Bicyclic structure » Conformational constraint to reduce rotational freedom High affinity to designated target
Increased selectivity to designated target

- v

» Stable 3D structure Ability to adopt structure found in native ligands

Ability to generate diverse libraries covering a wide chemical space
No significant immunogenicity observed to date

Novel structures suitable for patent protection

Rapid penetration into tissue (e.g. tumor)

Controllable systemic half-life allows the creation of short or

long acting molecules

-

Small size Rapid and extensive extravascular permeability

v wwww

Bypass of liver metabolism/processing to reduce liver and
gastrointestinal toxicity

» Renal elimination

-

-

High payload to Bicycle ratio Low tendency for aggregation

Ease of formulation

High toxin delivery

Ability to find to target classes usually intractable to small
molecules approaches

High selectivity

High affinity

Reduced cost of goods compared to biclogics

Defined product composition

Multiple suppliers for manufacturing

Ability to conjugate » Versalility to easily combine with Bicycles/modalities without Ability to quickly and efficiently generate a range of drug
affecting properties candidates from small number of Bicycles

Potential to create multivalent molecules, e.g. bifunctionals,

other trifunctionals

v v v

Large molecular footprint » Ability to target and disrupt protein-protein interactions

Fully synthetic manufacturing » Scalable and controllable manufacturing through well established
procedures

v vwvrwww

-

Comparison of Bicycle Molecules to Other Common Classes of Therapeutics

Bicycle Antibody ScFv (fragment) Peptide Small molecule
Molecular weight ~1.5-2 ~150 ~28 ~1-5 ~<0.8
Extracellular volume Whole body Low (vascular) Intermediate Whole body Typically whole body
Half life Minutes to hours Days to weeks Minutes to days* Minutes to hours Hours (tunable)
(adjustable). Days possible*
Clearance Renal Hepatic Renal, hepatic Renal, hepatic Renal, hepatic
Tumor penetrance High Low (outer rim only) Low (poor exposure) Medium to High High
Target classes All tested successful Many, but can be restricted Many, but can be restricted Many Limited
due to large size due to large size
Selectivity High High High Medium Poor
Modularity High Low Low High Low
Synthesis Simple Complex biologic Complex biologic Simple Simple
Immunogenicity No significant signs to date | Possible Frequent Possible None

* Requires use of extension technology



Our Proprietary Bicycle Screening Platform

We utilize our novel and proprietary phage display screening platform to identify Bicycle molecules that are
potentially useful in medicine. We have used this technology to identify our current pipeline and intend to leverage it to
develop a broader portfolio of product candidates to address unmet medical needs across a wide range of diseases.

Phage are bacteria-infecting viruses consisting of genetic material wrapped in a protein coat. Phages can be
harnessed to identify Bicycle molecules by splicing DNA into the genome of a phage so that the linear peptides that
encode Bicycle molecules are presented on the surface of the phage. One of our founders, Sir Greg Winter, a pioneer in
phage display, applied this technology and added a cyclization step that forms Bicycle molecules from these linear
peptides. This technology underpins our novel and proprietary screening platform.

Our screening process self-selects for Bicycle molecules that are amenable to attachment, commonly referred to
as conjugation, to other molecular payloads such as cytotoxins, chelated radiopharmaceutical agents, innate immune
agonists or other Bicycle molecules. Bicycle molecules can be linked together with synthetic ease to create complex
molecules with combinatorial pharmacology. Alternatively, Bicycle molecules in the form of multimers can also be used
as standalone therapeutics, such as those in our systemic and tumor-targeted immune cell agonist programs. We believe
that the flexibility of our Bicycle molecules and our powerful screening platform allow new therapeutics to be rapidly
conceived and reduced to practice to potentially serve diverse therapeutic applications across a wide range of indications.
We can readily identify Bicycle molecules that may drug a wide spectrum of targets and target classes, including many
that have so far been undruggable with small molecules, such as protein-protein interactions.

Schematic of our Proprietary Bicycle Screening Process
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We have optimized our proprietary Bicycle screening platform, enabling the technique to be applied to a
diverse range of over 150 challenging targets to date, successfully identifying Bicycle molecules for over 85% of these
targets since our initial public offering, or IPO, some of which are intractable to small molecules. During these screens,
Bicycle molecules with diverse pharmacologies were identified, including enzyme inhibitors, receptor antagonists,
agonists (partial, full and supra) and neutral site binders. Neutral site binders often bind to entirely novel sites on target
proteins, previously undescribed in the scientific literature. These binders can be useful when conjugated with
therapeutic payloads since they allow antigen-targeted payload delivery without impacting target function.



Our Product Candidates

Our portfolio of internal product candidates is directed to oncology applications where we believe they have the
potential to treat a broad spectrum of cancers. We are collaborating with biopharmaceutical companies and organizations
in additional therapeutic areas where we believe our proprietary Bicycle screening platform can identify therapies to
treat diseases with significant unmet medical need.
Our Programs

The following table summarizes key information about our programs.

Program Interest Stage Status
Internal programs

Nuzefatide pevedotin (EphA2) o High EphA2 expressing tumors (oncology) e Phase I/IT e Ongoing company-sponsored Phase I/IT
clinical trials

BT1702 (MT1-MMP BRC) e Radiopharmaceutical e IND enabling o IND-enabling activities ongoing
MT1-MMP (BIA) ¢ Radiopharmaceutical Human imaging e Human imaging ongoing
EphA2 (BRC) e Radiopharmaceutical e Preclinical o Lead optimization activities ongoing
EphA2 (BIA) e Radiopharmaceutical o Human imaging e Human imaging ongoing
Zelenectide pevedotin (Nectin-4) o High Nectin-4 expressing tumors (oncology) e Phase IT o Evaluating next steps
BT7480 (Nectin-4/CD137) e Immuno-oncology e Phase I/Il e Exploring partnership opportunities
Pactiessa prograsi E—
Novel CNS targets e CNS o Preclinical e Collaborating with onis
Novel neuromuscular targets o Neuromuscular o Preclinical e Collaborating with Ionis

ION826 (AZD4063) e Cardiometabolic disease e Phase I e Collaborating with Ionis
Undisclosed ® Radiopharmaceutical ® Preclinical ¢ Collaborating with Bayer

Our Internal Programs

We believe Bicycle molecules are an ideal vehicle to deliver small molecule payloads to tumors, each as potent
cytotoxins in the case of BDC molecules, chelated radiopharmaceutical payloads in the case of BRC molecules, chelated
radiopharmaceutical imaging agents in the case of BIA molecules, as well as small molecule agonists of the immune
system in the case of Bicycle TICA molecules. We believe that Bicycle conjugates can offer improved performance as
compared to antibody-mediated delivery.

In addition to their use as drug conjugates, Bicycle molecules can also be configured for use as standalone
therapeutics. We have identified Bicycle molecules that have been observed to directly interact with CD137, a key
immune cell co-stimulatory molecule. We believe our CD137-targeting Bicycle molecules may overcome limitations
inherent in antibody-mediated approaches and have the potential to be converted into simple tumor-targeted immune
cell-engaging Bicycle molecules.

Bicycle Drug Conjugates

Within our BDC programs, we are evaluating nuzefatide pevedotin, a BDC molecule that targets EphA2 and
carries an MMAE cytotoxin payload, in both an ongoing, company-sponsored Phase I/II clinical trial to assess safety,
pharmacokinetics, and preliminary clinical activity in patients with solid tumors historically associated with EphA2
expression, as well as an ongoing, company-sponsored Phase II clinical trial to evaluate the efficacy, safety and
pharmacokinetics of nuzefatide pevedotin in adult patients with metastatic pancreatic ductal adenocarcinoma. Nuzefatide
pevedotin has also been granted Fast Track Designation, or FTD, for treatment of adult patients with previously treated,
locally advanced or metastatic urothelial cancer. In addition, zelenectide pevedotin, a BDC molecule targeting Nectin-4,
is being evaluated in an ongoing company-sponsored Phase I/II clinical trial to assess the safety, pharmacokinetics and
clinical activity in patients with Nectin-4 expressing advanced malignancies, an ongoing Phase II/I1I registrational trial
called Duravelo-2 evaluating zelenectide pevedotin in patients with untreated and previously treated metastatic urothelial
cancer and in ongoing company-sponsored Phase I/II clinical trials to assess the efficacy and safety of zelenectide



pevedotin in patients with NECTIN4 amplified advanced breast cancer and NECTIN4 amplified advanced or metastatic
non-small cell lung cancer. In March 2026, we announced the strategic reprioritization of our clinical portfolio. As a
result, we plan to convert the Phase II/IIl Duravelo-2 registrational trial to a randomized Phase II clinical trial and
deprioritize the program for internal development while we evaluate next steps for zelenectide pevedotin and we plan to
discontinue the Phase I/II clinical trials evaluating zelenectide pevedotin in patients with NECTIN4 amplified advanced
breast cancer and NECTIN4 amplified advanced or metastatic non-small cell lung cancer.

Background

The discovery of monoclonal antibodies enabled the development of antibody drug conjugates, or ADCs. ADCs
link antibodies that target tumor-associated antigens to potent cytotoxins through a process known as conjugation. ADCs
are designed to selectively and potently destroy cancer cells by combining the targeting capability of antibodies with the
cancer-killing ability of cytotoxins. Despite the growing use of ADCs in treating cancer and high interest in ADC
development programs, we believe there are significant challenges to ADCs. The large molecular size of the antibody
impairs the penetration of ADCs into tumors. ADCs are generally required to internalize into tumor cells after binding to
internalizing tumor antigens on the surface. Finally, the relatively long systemic exposure and subsequent liver clearance
generally associated with ADCs result in dose-limiting toxicities as well as other toxicities, such as hematological, liver,
ocular, skin and gastrointestinal toxicities, and neuropathies.

Properties of Bicycle Drug Conjugates

We believe the properties of our BDC molecules may address the challenges associated with ADCs and
therefore that our approach has the potential to offer substantial benefits, including:

e  Extensive and rapid tumor penetration. Bicycle molecules have been observed in our preclinical studies to
penetrate tumors more rapidly and exhibit increased penetration to poorly perfused regions of the tumor
when compared to a comparator antibody. Early clinical data from an ongoing clinical trial has shown
10 times higher tumor cytotoxin levels than corresponding plasma levels based on clinical tumor biopsies
taken 24 hours post-infusion.

e  Retention in tumors. In preclinical studies, following administration of a tumor antigen targeting Bicycle
molecule the toxin payload was observed to be retained in the tumor for at least 120 hours after dosing.
Preliminary clinical data observed to date from our ongoing clinical trials are consistent with preclinical
observations of post-dose tumor retention.

o Short systemic half-life and renal elimination. Bicycle molecules have been observed in clinical and
preclinical studies to have a short systemic half-life of approximately 20 to 30 minutes. Due to their small
size, Bicycle molecules are able to exit the tissue rapidly and are excreted through the kidneys rather than
the liver, which we expect will support a favorable toxicity profile.

e  No requirement for internalization. Unlike ADCs, which require cellular internalization for activity, BDC
molecules do not require internalization into the cell, and therefore potentially can target a wider range of
tumor antigens.

e Access to non-expressing tumor cells. The toxin in our BDC molecules is liberated in the extracellular
space, enabling cell-killing adjacent cells that do not express the specific target through a toxin bystander
effect. In our preclinical studies, we observed activity for BDC molecules even in tumors that were
heterogeneous for target expression.

e Larger toxin payload. Despite the small size of Bicycle molecules, they are able to carry a larger dose of
toxin per unit mass than a comparator ADC. Therefore, we believe that Bicycle molecules can deliver a
higher concentration of the linked toxin to increase the probability of tumor killing.



e  Manufacturing. The fully synthetic process by which Bicycle molecules are manufactured facilitates ease
and consistency of manufacturing and improved formulation compared to ADCs.

In order to compare the ability of a Bicycle conjugate and an antibody conjugate to penetrate a tumor, using
positron emission tomography, or PET, imaging, we compared a radiolabeled Bicycle molecule to an antibody directed
at the same target in a preclinical rodent study. As shown in the figure below, we observed that 15% to 20% of the
injected dose per gram was detected after administration of the Bicycle molecule in the tumor at 40 to 60 minutes, with
no antibody detectable in the tumor during this time. We also observed accumulation of the balance of the Bicycle
molecules in the bladder and kidneys, indicating rapid renal excretion. In contrast, the antibody was detected in the
vasculature.

PET Imaging Revealing Payload Delivery in a Mouse Model

MT1-MMP MT1-MMP
Bicycle Antibody

In addition, in a preclinical rodent study using photoacoustic imaging, we observed that Bicycle molecules were
retained in the tumor for 24 hours and at levels substantially in excess of those observed with a comparator antibody.
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The figure below summarizes the results of a preclinical rodent xenograft model that investigated payload
concentrations over time in different organ systems after administration of a BDC molecule. In this model, we observed
the toxin payload was retained in the target-expressing tumor over time but was rapidly eliminated from other tissues.

Payload Concentrations Over Time in Different Organ Systems After Administration of a BDC Molecule
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We believe these data demonstrate the potential of BDC molecules to have long-term sustained activity and to
limit the toxicity associated with ADCs.

Nuzefatide pevedotin

Nuzefatide pevedotin is a BDC molecule designed to target EphA2. The molecule is comprised of our EphA2
targeting Bicycle molecule, a valine-citrulline, or val-cit, cleavable linker and a cytotoxin MMAE payload.

Schematic of Nuzefatide Pevedotin
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EphA2 is a member of the Ephrin superfamily of receptor tyrosine kinases regulating cell migration, adhesion,
proliferation and differentiation. EphA2 is expressed at relatively low levels in normal adult tissues, but is overexpressed
in numerous difficult-to-treat tumors including lung, breast, bladder, head and neck, gastric, ovarian, and pancreatic
cancer. In both cell-derived and patient-derived preclinical models, we observed anti-tumor activity signals following
administration of our EphA2 toxin conjugates, which correlated with EphA2 expression, as determined by FACS
studies.
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EphA2 has been pursued by other companies utilizing antibody drug conjugates, or ADCs. Significant safety
concerns, including bleeding events and liver toxicity, were observed in preclinical studies and early clinical
development, which resulted in the discontinuation of development. For example, in a Phase I clinical trial of
MEDI-547, an EphA2-targeting ADC, an increase in the liver enzymes ALT and AST was observed in half of the dosed
patients and bleeding events were observed in five out of six patients, in each case within two to eight days following a
single dose. The bleeding events observed in humans from the clinical trial were consistent with findings from the
preclinical studies in other species, including primates.

We believe EphA2 is an attractive target for our BDC molecules due to the potential of Bicycle molecules to
overcome the safety concerns observed with ADCs. In our preclinical PK and toxicokinetic studies, we observed a short
systemic half-life and volume of distribution approximately equal to extracellular fluid. We observed that the
accumulation of MMAE in the tumor tissue led to mitotic arrest of tumor cells and tumor regression was evident within
days of administration. Due to the shorter half-life, improved penetration into solid tumors and kidney elimination, we
believe that nuzefatide pevedotin could overcome the challenges faced by ADCs.

Nuzefatide pevedotin was evaluated in preclinical studies in multiple species, including rodents and non-human
primates. In our preclinical studies, nuzefatide pevedotin was not observed to have a significant effect on clotting
parameters and did not exhibit abnormal liver function at tolerated doses. We also observed no bleeding events in
primates at toxin equivalent doses over 150-fold higher than the clinical dose of an ADC with the same amino acid
sequence and with the same linker-toxin combination and average drug/antibody ratio as MEDI-547 used in patients.

Clinical Development

We are currently evaluating nuzefatide pevedotin in an ongoing company-sponsored Phase I/II clinical trial to
assess safety, pharmacokinetics and preliminary clinical activity in patients with advanced solid tumors historically
associated with EphA2 expression. Nuzefatide pevedotin has been granted FTD for treatment of adult patients with
previously treated, locally advanced or metastatic urothelial cancer.

In September 2024, we announced updated Phase I/II clinical results for nuzefatide pevedotin in advanced solid
tumors, including metastatic urothelial cancer and ovarian cancer, at the ESMO Congress 2024. Updated results from the
ongoing Phase I/II clinical trial evaluating 6.5 mg/m? every two weeks and 5 mg/m? weekly of nuzefatide pevedotin
monotherapy in patients with advanced solid tumors showed an ORR of 12% among 113 efficacy-evaluable patients
with advanced solid tumors. Of these, the highest anti-tumor activity was in metastatic urothelial cancer, with a 34%
ORR in all efficacy-evaluable patients enrolled in the dose escalation and expansion cohorts. Among patients receiving
6.5 mg/m? every two weeks, a 31% ORR was observed in the dose escalation and expansion cohort and a 45% ORR was
observed in the expansion cohort only. A lower, but acceptable ORR of 27% was observed in patients receiving 5 mg/m?
weekly. There were no objective responses observed in patients with ovarian cancer who received 5 mg/m2 weekly.
However, five patients maintained stable disease at the time of data cut off. In addition, the updated results suggested a
correlation between EphA2 expression and response. Among 14 patients with metastatic urothelial cancer who had
available immunohistochemistry and response data, a 43% ORR was observed in EphA2-positive patients compared to a
20% ORR in EphA2-negative patients.

Nuzefatide pevedotin showed an emerging differentiated safety profile, with none of the hemorrhage events or
hematological toxicities that have been associated with other EphA2-targeting drug conjugates. Low rates of treatment-
related peripheral neuropathy, or TRPN, were observed following monotherapy treatment with nuzefatide pevedotin. In
74 patients treated with nuzefatide pevedotin at 6.5 mg/m? every two weeks, results showed TRPN in 19% of patients,
nearly all of which were low grade, with no events at or above Grade 3. TRPN had completely resolved in 21% of
nuzefatide pevedotin patients, and 21% had some resolution or improvement at the time of reporting, though post-
treatment follow-up was limited. The median time to resolution or improvement of TRPN was 1.7 weeks for nuzefatide
pevedotin.
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We are currently assessing nuzefatide pevedotin at 6.5 mg/m? every two weeks in combination with nivolumab
and are further evaluating nuzefatide pevedotin in certain other tumor indications. We plan to present data for nuzefatide
pevedotin in combination with nivolumab in patients with metastatic urothelial cancer at a scientific conference in the
first half of 2026.

We are also evaluating nuzefatide pevedotin in a company-sponsored Phase II clinical trial to evaluate the
efficacy, safety and pharmacokinetics of nuzefatide pevedotin in adult patients with recurrent metastatic pancreatic
ductal adenocarcinoma, which commenced recruiting patients in the first quarter of 2026. Additional information
regarding this indication will be presented at a scientific conference in the first half of 2026.

Zelenectide Pevedotin
Zelenectide pevedotin is a BDC molecule designed to target Nectin-4, a well-validated tumor antigen. The
molecule is composed of our Nectin-4 targeting Bicycle molecule, a val-cit cleavable linker, and a cytotoxin MMAE

payload.

Schematic of Zelenectide Pevedotin
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Nectin-4 (also known as PVRL4) is a cell adhesion molecule from the Nectin and Nectin-like family, members
of which are integral to the formation of the homotypic and heterotypic cell junctions. Nectin-4 has been shown to be
overexpressed in tumor cells and is believed to play a role in tumor cell growth and proliferation. High in normal
embryonic and fetal tissue, Nectin-4 declines in adulthood, showing a limited distribution in healthy tissues. However,
Nectin-4 is expressed on tumor cells in numerous cancer types including bladder, breast, gastric, lung and ovarian.

In December 2019, the U.S. Food and Drug Administration, or the FDA, granted accelerated approval to
enfortumab vedotin, a Nectin-4 ADC program developed jointly by Pfizer Inc. (formerly Seagen, Inc., or Seagen,
acquired by Pfizer in December 2023) and Astellas Pharma, Inc., or Astellas, for treatment of locally advanced or
metastatic urothelial cancer in patients who had received prior PD-1/PD-L1 and platinum-based therapies. In July 2021,
enfortumab vedotin received full approval in this setting as well as a label expansion for patients ineligible to receive
cisplatin-containing therapy who received prior lines of therapy. Subsequently, enfortumab vedotin in combination with
pembrolizumab has been approved in the locally advanced or metastatic setting for cisplatin-ineligible patients in
April 2023 and all locally advanced or metastatic patients in December 2023. The most recent approval for this
combination came in December 2025 for neoadjuvant treatment followed by continued adjuvant therapy after
cystectomy for patients with muscle-invasive bladder cancer, or MIBC, who are ineligible for cisplatin-based
chemotherapy. Starting in 2022, enfortumab vedotin, alone or in combination with pembrolizumab, has received similar
approvals/incorporation into clinical consensus guidelines for indications in the locally advanced and metastatic settings
in major markets outside of the United States.
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Clinical Development

Zelenectide pevedotin, a BDC molecule targeting Nectin-4, is being evaluated in an ongoing company-
sponsored Phase I/1I clinical trial to assess the safety, pharmacokinetics and clinical activity in patients with Nectin-4
expressing advanced malignancies, an ongoing Phase II/I11 registrational trial called Duravelo-2 (which we plan to
convert to a randomized Phase II trial) evaluating zelenectide pevedotin in patients with untreated and previously treated
metastatic urothelial cancer and in ongoing company-sponsored Phase I/II clinical trials to assess the efficacy and safety
of zelenectide pevedotin in patients with NECTIN4 amplified advanced breast cancer and NECTIN4 amplified advanced
or metastatic non-small cell lung cancer, which commenced recruiting patients in the first and third quarters of 2025,
respectively. Zelenectide pevedotin has been granted FTD by the FDA as a monotherapy for the treatment of adult
patients with previously treated, locally advanced or metastatic urothelial cancer. Zelenectide pevedotin has also been
selected to participate in the Chemistry, Manufacturing and Controls, or CMC, Development and Readiness Pilot
Program launched by the FDA to facilitate CMC development for therapies with expedited clinical development
timeframes based on the anticipated clinical benefits of earlier patient access to the therapy.

In September 2024, we announced updated Phase I/II clinical results for zelenectide pevedotin used as a
monotherapy in metastatic urothelial cancer at the European Society for Medical Oncology, or ESMO, Congress 2024.
In the ongoing Phase I/I1 clinical trial evaluating 5 mg/m? weekly of zelenectide pevedotin monotherapy in 45 metastatic
urothelial cancer patients who had not previously been treated with enfortumab vedotin, updated results showed an
overall response rate, or ORR, of 45% in 38 efficacy-evaluable patients, including one confirmed complete response and
16 partial responses with 13 confirmed. Stable disease was maintained in nine patients, and 12 patients experienced
progressive disease. In addition, updated results showed a median duration of response of 11.1 months among the
14 patients with confirmed responses. Zelenectide pevedotin continued to show an emerging differentiated safety profile,
particularly around adverse events of interest such as peripheral neuropathy, skin reactions and eye disorders. Notably,
there were no treatment-related adverse events of peripheral neuropathy, skin reactions or eye disorders at or above
Grade 3, and patients with pre-existing peripheral neuropathy were unlikely to develop worsening peripheral neuropathy
during treatment with zelenectide pevedotin. In addition, low rates of TRPN were observed following monotherapy
treatment with zelenectide pevedotin. In 149 patients treated with zelenectide pevedotin, results showed TRPN in 28%
of patients, nearly all of which were low grade. One Grade 3 event of neuralgia was reported in a patient treated with
zelenectide pevedotin following prior therapy with enfortumab vedotin. Among zelenectide pevedotin patients with
peripheral neuropathy at baseline, 80% did not develop TRPN during treatment. TRPN had completely resolved in 14%
of zelenectide pevedotin patients and 26% had some resolution or improvement at the time of reporting, though post-
treatment follow-up was limited. The median time to resolution or improvement of TRPN was 2.2 weeks for zelenectide
pevedotin.

In January 2025, we also announced updated topline results from the ongoing Phase I trial evaluating 5 mg/m?
weekly of zelenectide pevedotin plus 200 mg of pembrolizumab once every three weeks. In 22 previously untreated
cisplatin-ineligible patients with metastatic urothelial cancer, results showed an ORR of 65% among all 20 efficacy-
evaluable patients, and an ORR of 50% among patients with confirmed responses. Of the three unconfirmed responses,
one patient remained on treatment. At the time of the data cut, the median duration of response was not yet mature, with
12 patients still on treatment. The safety and tolerability profile continues to be broadly consistent with other Phase I
zelenectide pevedotin monotherapy and combination cohorts. Adverse events of interest such as peripheral neuropathy,
skin reactions and eye disorders were primarily low grade. All cases of Grade 3 treatment-related adverse events of
interest were reversible, and there were no Grade 4 or Grade 5 treatment-related adverse events of interest.

We plan to present longer-term follow-up data for zelenectide pevedotin used as a monotherapy in late-line
metastatic urothelial cancer and additional data for zelenectide pevedotin in combination with pembrolizumab in first-
line cisplatin-ineligible and cisplatin-eligible metastatic urothelial cancer at a scientific conference in the first half of
2026.

In March 2026, we announced the strategic reprioritization of our clinical portfolio to focus on our promising
pipeline of next-generation therapeutics, including nuzefatide pevedotin as well as next-generation Bicycle conjugates,
including BRC molecules. While dose selection data from the Phase II/I1I Duravelo-2 clinical trial are promising, we
plan to convert the Phase II/III Duravelo-2 registrational trial to a randomized Phase 11 clinical trial and deprioritize the
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program for internal development while we evaluate next steps for zelenectide pevedotin following preliminary feedback
from regulatory agencies. Initial dose selection data from the Phase II/III Duravelo-2 clinical trial demonstrate response
rates comparable with those published for existing standards of care, with a physician assessed ORR of 65%, a blinded
independent central review, or BICR, confirmed ORR of 58% at the 27-week cutoff and a differentiated safety profile.
Subsequent to the 27-week cutoff, an additional BICR response was observed, which would result in an ORR of 62%.
The 6mg dose demonstrated a differentiated safety profile with only one patient discontinuing therapy due to a
treatment-related adverse event at the 27-week cutoff. We plan to report initial dose selection data from the Duravelo-2
trial at a future scientific conference.

In addition, as part of the strategic reprioritization, we plan to discontinue the Phase I/II clinical trials evaluating
zelenectide pevedotin in patients with NECTIN4 amplified advanced breast cancer and NECTIN4 amplified advanced or
metastatic non-small cell lung cancer. Further enrollment in these trials will be closed and patients already enrolled will
complete their course of treatment.

Bicycle Radioligands Pipeline

Radiopharmaceuticals are therapies that contain radioisotopes and are used in nuclear medicine for the
diagnosis and treatment of diseases, particularly cancer. They consist of radioactive isotope (radionuclide) combined
with a pharmaceutical agent that targets specific organs or tissues. These agents are used for molecular imaging
(PET/SPECT) or targeted therapy to destroy cancer cells. To create radiopharmaceuticals, radiation emitting medical
isotopes are typically attached through chelation to targeting molecules, which are then administered via intravenous
injection. Once administered, the radiopharmaceuticals are designed to target tumor antigens that are unique to, or
preferentially expressed on, cancer cells. We believe the same advantages of Bicycle molecules for selectively delivering
cytotoxic payloads are also advantageous for delivering a range of diverse radionuclide payloads. We are developing
both BRC molecules for theranostic use as well as BIA molecules which we are using to potentially derisk novel targets
prior to further clinical development and to efficiently triage cancer indications for subsequent treatment with both BRC
and BDC molecules.

Schematic of Proposed Bicycle Radioligand Molecules
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Bicycle molecules have ideal properties for radioisotope delivery due to their low molecular weight lending to
rapid extravasation and tumor penetration, high selectivity and high affinity for their intended target, sustained tumor
retention and rapid systemic clearance. Our strategy for radiopharmaceuticals involves (i) partnering with industry and
academic leaders in the radiopharmaceutical field to build our understanding and deepen our knowledge base,

(i1) pursuing novel targets with first-in-class potential by using BIA molecules to potentially derisk targets through
human imaging and to direct indication selection for subsequent treatment with both BRC and BDC molecules and
(iii) studying our BRC and BIA molecules with a range of isotopes to pair the most appropriate with the application,
target biology and indication.

Manufacturing challenges and ensuring supply chain continuity and reliability have historically hindered the
development and commercialization of radiopharmaceuticals. To overcome these challenges, we have established
arrangements with leading isotope suppliers and manufacturers for a potentially world-leading end-to-end and
sustainable radioisotope supply chain. For instance, we have established an agreement with Eckert & Ziegler, a leading
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isotope technology company, to supply a range of radioisotopes and develop and manufacture BRC and BIA molecules.
In addition, in December 2025, we announced our entrance into a 15-year contract, including an option to renew, with
the UK Nuclear Decommissioning Authority, or UKNDA, for access to up to 400 tonnes of reprocessed uranium.
Reprocessed uranium continually regenerates providing a potentially sustainable supply of lead-212, or 2!?Pb, a
radioisotope and one of the more potent therapeutic payloads against cancer cells known as Targeted Alpha Therapy. We
also announced a collaboration with United Kingdom National Nuclear Laboratory, or UKNNL, pursuant to which we
plan to extract thorium-228, or 2?8Th, from the reprocessed uranium obtained from UKNDA. The extracted 22Th will
then be further processed into radium-224, or 2**Ra, and loaded into 2'?Pb generators currently being developed
exclusively for us by SpectronRx, with whom we have an agreement to develop bespoke 2!?Pb generators, with initial
quantities of 2'2Pb successfully produced. Collectively, we believe this bespoke set of arrangements is designed to
support the potential discovery, development and commercial supply of a portfolio of BRC molecules containing 2!2Pb.

We are developing a pipeline of novel Bicycle molecules with properties which we have optimized using our
proprietary approach for radioisotope delivery. In October 2024, first human imaging data for a BIA molecule targeting
MT1-MMP, which was not optimized to minimize kidney retention, was presented by the German Cancer Consortium,
or DKTK, part of a cooperative network with DKFZ, at the European Association for Nuclear Medicine, or EANM,
2024 Congress and in April 2025, DKTK presented additional human imaging data at the American Association for
Cancer Research, or AACR, Annual Meeting 2025. The images presented were of a 65-year old male diagnosed with
advanced pulmonary adenocarcinoma, the most common type of non-small cell lung cancer, and an 84-year old female
diagnosed with invasive ductal breast cancer and high-grade urothelial cancer.

The 65-year old male patient with advanced pulmonary adenocarcinoma underwent fluorine-18-labelled FDG-
PET/CT imaging and two weeks later underwent MT1-MMP PET/CT imaging up to one hour post injection of the
gallium-68-labelled BIA tracer.

A ["®*FJFDG-PETICT B [®Ga)Ga-MT1-MMP-PET/CT C P

% ) Primary Tumor

i b 4

30 min. p.i. 4;5 min. p.i.
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The MT1-MMP gallium-68 scan demonstrated uptake in the primary tumor in the lung and in the lymph node
and other metastases, corroborating the findings of the FDG scan. While the MT1-MMP gallium-68 scan demonstrated
lower uptake in the primary tumor compared to the FDG imaging (maximum standardized uptake value, or SUVmax,
6.0 g/mL vs. 10.3 g/mL), MT1-MMP gallium-68 uptake was comparable in lymph node metastases (SUVmax 4.7 g/mL
vs. 4.4 g/mL) and higher in bone metastases (SUVmax 7.9 g/mL vs. 6.0 g/mL).

The 84-year old female patient with invasive ductal breast cancer and high-grade urothelial cancer underwent

contrast-enhanced CT imaging and later underwent MT1-MMP gallium-68 PET/CT imaging up to one hour post
injection of the gallium-68-labelled BIA tracer.
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The MT1-MMP gallium-68 scan revealed higher BIA tracer uptake in the primary tumors in the breast
(SUVmax 4.5 g/mL) and the bladder (SUVmax 6.6 g/mL) compared to contrast-enhanced CT imaging. The MT1-MMP
scan also showed cancer spread to the lymph nodes, lower spine (sacral bone) and skull, and detected a mass in the
adrenal gland above the left kidney. Surgery confirmed the patient had bladder cancer that spread to the lymph nodes,
and immunohistochemistry testing confirmed MT1-MMP expression in the tumor cells.

These data are representative of the results seen in 12 out of 14 patients with various cancers, including those
affecting the lung, head and neck, and bladder, who have undergone MT1-MMP gallium-68 PET imaging to date.
Imaging was unsuccessful or inconclusive in two patients. Overall, the results demonstrate the rapid distribution of the
BIA tracer throughout the body, high uptake of the BIA tracer in the primary tumor(s) and/or in metastases where the
cancer spread in the body, and elimination through the kidneys. Scans showing retention in the kidneys were in line with
expectations given the imaging was conducted using a pathfinder BIA molecule which had not been optimized to
minimize kidney retention. Additional and more detailed analyses of the data and confirmation of MT1-MMP expression
in tumors via immunohistochemistry are ongoing.

In addition, at the EANM 2024 Congress, we presented preclinical data demonstrating the suitability of Bicycle
molecules to deliver indium-111 to tumors in vivo due to their favorable properties, including specific tumor uptake,
rapid tumor penetration and rapid renal elimination. Preclinical imaging showed how the biodistribution profile of BRC
molecules can be optimized to maintain high tumor uptake and retention while significantly reducing kidney uptake and
retention.

Altogether, we believe these data validate the potential of MT1-MMP as a novel target in the treatment of
cancer, demonstrate the translatability of Bicycle radioligand preclinical data and highlight the potential of Bicycle
molecules for targeted radionuclide therapy.

Outside of MT1-MMP, we have selected a novel tumor antigen EphA2 as our second Bicycle radioligand
target. In November 2025, we presented first human imaging data for an early BIA molecule targeting EphA2 at the
Targeted Radiopharmaceuticals Summit Europe, supporting the potential of EphA2 as a novel cancer target and further
demonstrating the attractive properties of Bicycle molecules for radiopharmaceutical applications. We plan to present
additional EphA2 human imaging data in the first half of 2026.

BT1702

BT1702 is a theranostic BRC molecule targeting MT1-MMP and carries a ?!2Pb radioisotope therapeutic
payload. In preclinical models, BT1702 showed a favorable biodistribution profile and was effective at reducing tumor
burden in a range of model systems. IND-enabling activities for BT1702 are currently ongoing. We plan to initiate the
first company-sponsored radioligand clinical trial for BT1702 in 2027.
Bicycle Tumor-Targeted Immune Cell Agonists

Approaches that activate cytotoxic T-cells and other types of cells used in a body’s immune response have been

observed to improve outcomes in cancer. However, prolonged immune activation can be toxic and lead to T-cell
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exhaustion, which is a challenge amplified by the long half-life of antibodies and biologics that are often used in these
treatment approaches. We believe the differentiated properties of Bicycle molecules may allow us to develop molecules
with a pharmacodynamically distinct and improved profile over existing therapies.

BT7480

BT7480, a Bicycle TICA molecule targeting Nectin-4 and agonizing CD137, is being evaluated as a
monotherapy and in combination with nivolumab in a company-sponsored Phase I/II clinical trial to assess the safety and
tolerability of BT7480, and to determine a recommended Phase II dose.

In September 2024, we announced updated Phase I/II clinical trial results for BT7480 in advanced solid tumors
at the ESMO Congress 2024. Initial data from the dose escalation portion of the Phase I/II clinical trial evaluating
BT7480 in patients with advanced solid tumors showed an emerging differentiated safety and tolerability profile among
39 patients assigned to receive one of 10 different doses of BT7480, ranging from 0.002-3.5 mg/kg weekly, with a low
number of severe adverse events. Low rates of adverse events at or above Grade 3 were observed, with 8% of patients
experiencing treatment-related adverse events at or above Grade 3 and 5% of patients experiencing treatment-related
severe adverse events at or above Grade 3. No such events were observed among those patients receiving the highest
dose of 3.5 mg/kg. The best overall response observed was stable disease in 13 patients, five of whom had non-small cell
lung cancer. Stable disease was prolonged in three patients, two with non-small cell lung cancer and one with anal
cancer. In addition, there were two unconfirmed partial responses, both in patients with cervical cancer. Preliminary
biomarker analyses that support BT7480 dual targeting of CD137 and Nectin-4 as demonstrated by enhanced immune
cell activation, aligned with the proposed mechanism of action of BT7480.

We plan to present data from the combination cohort at a scientific conference in the first half of 2026. After
reporting combination data in the first half of 2026, we will no longer develop BT7480 internally and intend to explore
partnership opportunities for future development.

Our Collaborations

Beyond our wholly owned oncology portfolio, we are collaborating with biopharmaceutical companies and
organizations in additional therapeutic areas in which we believe our proprietary Bicycle screening platform can identify
therapies to treat diseases with significant unmet medical need by leveraging the broad applicability of Bicycle
molecules. Our strategic collaborations are based on the ability of Bicycle molecules to address a wide variety of targets
and we are working with collaborators with deep therapeutic expertise to enable us to more efficiently develop novel
medicines for patients. For additional information on these collaboration agreements, see Note 9. “Significant
agreements” of our consolidated financial statements appearing elsewhere in this Annual Report.

Bayer

On May 4, 2023, we entered into a collaboration and license agreement with Bayer Consumer Care AG, or
Bayer, pursuant to which we and Bayer will perform research and discovery activities under a mutually agreed upon
research plan during a research term up to a specified number of years per target program to generate
radiopharmaceutical compounds incorporating optimized Bicycle constructs directed to two specified targets, under the
oversight of a joint research committee. In addition, Bayer has a one-time right to expand the collaboration to include a
third target program, and with respect to each of the up to three target programs, Bayer has an option, exercisable within
a specified period of time following the effective date of the agreement, to generate, develop and commercialize non-
radiopharmaceutical compounds directed to the applicable target, either by itself or in collaboration with us. Bayer also
has certain limited target substitution rights, in certain cases subject to specified additional payments. For each
collaboration program, Bayer may elect, at its sole discretion, to progress compounds arising from activities under the
research programs into further preclinical development of potential products directed to the target of such collaboration
program. On a target-by-target basis, if Bayer elects to progress development candidates directed to such target into
further clinical development, Bayer will be required to use commercially reasonable efforts to develop and seek
regulatory approval in certain major markets for products directed to the applicable target. In November 2025, Bayer
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provided the Company with a notice of termination for one of the initial target programs, with such termination to be
effective in January 2026.

Ionis

On July 9, 2021, we and Ionis entered into a collaboration and license agreement, or the Ionis Collaboration
Agreement. Pursuant to the Ionis Collaboration Agreement, we granted to lonis a worldwide exclusive license under our
relevant technology to research, develop, manufacture and commercialize products incorporating Bicycle peptides
directed to the protein coded by the gene TFRCI1 (transferrin receptor), or TfR1 Bicycle molecules, intended for the
delivery of oligonucleotide compounds directed to targets selected by lonis for diagnostic, therapeutic, prophylactic and
preventative uses in humans. Ionis will maintain exclusivity to all available targets unless it fails to achieve specified
development diligence milestone deadlines. If Ionis fails to achieve one or more development diligence milestone
deadlines, we have the right to limit exclusivity to certain specific collaboration targets, subject to the payment by Ionis
of a low-single-digit million dollar amount per target as specified in the Ionis Collaboration Agreement. Each party was
responsible for optimization of such TfR1 Bicycle molecules and other research and discovery activities related to TfR1
Bicycle molecules, as specified by a research plan which was completed during 2024, and thereafter lonis is responsible
for all future research, development, manufacture and commercialization activities. We performed research and
discovery activities including a baseline level of effort for a period of three years. We have retained certain rights,
including the right to use TfR1 Bicycle molecules for all non-oligonucleotide therapeutic purposes. In December 2025,
IONS826 (AZD4063), an investigational medicine incorporating a TfR1 Bicycle molecule under the Ionis Collaboration
Agreement, entered Phase I development. ION826 is an investigational siRNA medicine in development for a serious
form of myocardial disease called PLN-R14del dilated cardiomyopathy.

Intellectual Property
Overview

We strive to protect and enhance the proprietary technology, inventions, and improvements that are
commercially important to the development of our business, including our Bicycle platform. This includes seeking,
maintaining, and defending patent rights, whether developed internally or licensed from third parties, which are directed
to the use of our Bicycle platform, composition of matter of bicyclic peptides identified through use of the platform and
further chemical optimization, conjugates comprising such bicyclic peptides, methods of using our product candidates,
and other inventions that are important to our business.

We also rely on trade secrets and know-how that may be important for the development of our business. This
includes aspects of our proprietary technology platform and our continuing technological innovation to develop,
maintain, and strengthen our position in the field of peptide, peptidomimetic, and small molecule-based therapeutics. We
additionally may rely on regulatory protection afforded through data exclusivity, market exclusivity and patent term
extensions where available.

Our commercial success may depend in part on our ability to obtain and maintain patent and other proprietary
protection for our product candidates, technology and know-how, defend and enforce our patents; prevent others from
infringing our proprietary rights, preserve the confidentiality of our trade secrets, and to operate without infringing the
proprietary rights of others.

Our ability to stop third parties from making, having made, using, selling, offering to sell or importing our
products may depend on the extent to which we have rights under valid and enforceable licenses, patents or trade secrets
that cover these activities. In some cases, these rights may need to be enforced by third-party licensors. With respect to
both licensed and company-owned intellectual property, we cannot be sure that patents will be granted with respect to
any of our pending patent applications or with respect to any patent applications filed by us in the future, nor can we be
sure that any of our existing patents or any patents that may be granted to us in the future will be commercially useful in
protecting our commercial products and methods of manufacturing the same. For more information, please see “Risk
Factors—Risks Related to Our Intellectual Property.”
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We seek to protect our proprietary position in a variety of ways, including by pursuing patent protection in
certain jurisdictions where it is available. For example, we file U.S. and certain foreign patent applications related to our
proprietary technology, inventions and improvements that are important to the development of our business. We also
intend to seek patent protection or rely upon trade secret rights to protect other technologies that may be used to discover
and validate targets and that may be used to identify and develop novel products. We seek protection, in part, through
confidentiality and proprietary information agreements. We are a party to various other license agreements that give us
rights to use specific technologies in our research and development.

The term of individual patents depends upon the legal term of the patents in the countries in which they are
obtained. In most countries in which we file, the patent term is 20 years from the earliest date of filing a non-provisional
patent application related to the patent. A U.S. patent also may be accorded a patent term adjustment, or PTA, under
certain circumstances to compensate for delays in obtaining the patent caused by the United States Patent and Trademark
Office, or USPTO. In some instances, such a PTA may result in a U.S. patent term extending beyond 20 years from the
earliest date of filing a non-provisional patent application related to the U.S. patent. In addition, in the United States, the
term of a U.S. patent that covers an FDA-approved drug may also be eligible for patent term extension, which permits
patent term restoration as compensation for the patent term lost during the FDA regulatory review process. The
Hatch-Waxman Act permits a patent term extension of up to five years beyond the expiration of the patent. The length of
the patent term extension is related to the length of time the drug is under regulatory review. Patent term extension
cannot extend the remaining term of a patent beyond a total of 14 years from the date of product approval and only one
patent applicable to an approved drug may be extended. Similar provisions are available in Europe and other foreign
jurisdictions to extend the term of a patent that covers an approved drug. In the future, if and when our products receive
FDA approval, we expect to apply for patent term extensions on patents covering those products. We plan to seek patent
term extensions to any of our issued patents in any jurisdiction where these are available, however there is no guarantee
that the applicable authorities, including the FDA in the United States, will agree with our assessment of whether such
extensions should be granted, and if granted, the length of such extensions.

We own various trademark registrations and applications, and unregistered trademarks, including our name and
our corporate logo. All other trade names, trademarks and service marks of other companies appearing in this report are
the property of their respective holders. Solely for convenience, the trademarks and trade names in this report may be
referred to without the ®, ™ or © 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.

Company-Owned Intellectual Property

As of December 31, 2025, our patent portfolio included eight patent families directed to novel scaffolds, linkers
and payloads, eight patent families directed to our platform technology, 42 patent families directed to bicyclic peptides
and related conjugates, and 16 patent families directed to later inventions relating to such bicyclic peptides and related
conjugates, such as methods of making or using certain bicyclic peptide conjugates for treating various indications.

We own at least eight patent families relating to our product candidate nuzefatide pevedotin, including patent
families directed to its composition of matter, methods of use for treating cancer and methods of identifying patients
suitable to receive nuzefatide pevedotin. The issued patents in these families, and the pending patent applications if
issued, are expected to expire between 2038 and 2044, not including any patent term extensions and/or patent term
adjustments.

We own at least 12 patent families relating to our product candidate zelenectide pevedotin, including patent
families directed to its composition of matter, methods of use for treating cancer, synthetic routes to zelenectide
pevedotin and methods of identifying patients suitable to receive zelenectide pevedotin. The issued patents in these
families, and the pending patent applications if issued, are expected to expire between 2039 and 2045, not including any
patent term extensions and/or patent term adjustments.
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We own at least 10 patent families relating to our product candidate BT7480, including patent families directed
to its composition of matter and the composition of matter of its constituent bicyclic peptides, methods of use for treating
cancer, combinations with other active agents, and the methods of identifying patients suitable to receive BT7480. The
issued patents from these families, and the pending patent applications, if issued, are expected to expire between 2038
and 2044, not including any patent term extensions and/or patent term adjustments.

In total, as of December 31, 2025, we owned about 536 patents in the United States and in foreign jurisdictions,
such as Australia, Canada, China, Europe, Hong Kong, Japan, New Zealand, Russia and Singapore. In addition, as of
December 31, 2025, we had about 412 patent applications pending in the United States and in foreign jurisdictions, such
as Argentina, Australia, Brazil, Canada, China, Europe, Hong Kong, India, Japan, Korea, New Zealand, Russia,
Singapore and Taiwan, as well as pending international applications under the Patent Cooperation Treaty, or PCT.

These patents, as well as any patents that may be issued from these patent applications, are generally expected to have
terms that will expire at various dates between February 2029 and August 2045, not including any patent term extensions
and/or patent term adjustments.

In total, as of December 31, 2025, we owned 138 trademark registrations across 10 territories
(United Kingdom, European Union, United States, Japan, Hong Kong, Australia, China, Israel, Switzerland and
Norway), as well as a number of pending applications for new trademarks.

Trade Secret Protection

Finally, we may rely, in some circumstances, on trade secrets to protect our technology. We anticipate relying
on trade secrets to protect the know-how behind our Bicycle platform. However, trade secrets can be difficult to protect.
We seek to protect our technology and processes, in part, by entering into confidentiality agreements with our
employees, consultants, scientific advisors and contractors. We also seek to preserve the integrity and confidentiality of
our data and trade secrets by maintaining physical security of our premises and physical and electronic security of our
information technology systems. While we have confidence in these individuals, organizations and systems, agreements
or security measures may be breached, and we may not have adequate remedies for any breach. In addition, our trade
secrets may otherwise become known or be independently discovered by competitors. To the extent that our consultants,
contractors or collaborators use intellectual property owned by others in their work for us, disputes may arise as to the
rights in related or resulting know-how and inventions. For further information, please see “Risk Factors — Risks
Related to Our Intellectual Property.”

Competition

The biotechnology and pharmaceutical industries are characterized by rapidly advancing technologies, intense
competition and a strong emphasis on proprietary products. While we believe that our technologies, knowledge,
experience and scientific resources provide us with competitive advantages, we face potential competition from many
different sources, including major pharmaceutical, specialty pharmaceutical and biotechnology companies, academic
institutions and governmental agencies and public and private research institutions. Any product candidates that we
successfully develop and commercialize will compete with existing therapies and new therapies that may become
available in the future.

There are a number of currently marketed products and product candidates in preclinical research and clinical
development by third parties for the various oncology applications that we are targeting. For example, a number of
companies are developing programs for the targets, including Nectin-4 and EphA2, that we are exploring for our BDC
programs, including, but not limited to, Pfizer Inc. (formerly Seagen, acquired by Pfizer Inc. in December 2023) which
has a marketed Nectin-4 antibody-drug conjugate, Eli Lilly and Company, Mabwell Therapeutics, Inc., Tianjin Conjustar
Biologics Co., Ltd. and Stemline Therapeutics. Furthermore, many companies are developing programs for
radiopharmaceutical therapies. In addition, we are aware that technologies for drug discovery, including peptide-based
medicines, continue to advance rapidly, which may compete with our own screening technology or render it obsolete.

Many of our competitors, either alone or with their strategic partners, have substantially greater financial,
technical and human resources than we do and significantly greater experience in the discovery and development of
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product candidates, obtaining FDA and other regulatory approvals of products and the commercialization of those
products. Accordingly, our competitors may be more successful than we may be in discovering product candidates,
obtaining approval for drugs and achieving widespread market acceptance. Our competitors’ drugs may be more
effective, or more effectively marketed and sold, than any drug we may commercialize and may render our product
candidates obsolete or non-competitive before we can recover the expenses of developing and commercializing any of
our product candidates. We anticipate that we will face intense and increasing competition as new drugs enter the market
and advanced technologies become available.

Sales and Marketing

Subject to receiving marketing approval, we intend to pursue the commercialization of our product candidates
either by building internal sales and marketing capabilities or through opportunistic collaborations with others.

We plan to build our marketing and sales management organization to create and implement marketing
strategies for any products that we market through our own sales organization and to oversee and support our sales force.
The responsibilities of the marketing organization would include developing educational initiatives with respect to
approved products and establishing relationships with researchers and practitioners in relevant fields of medicine.

Manufacturing and Supply

Each of our Bicycle molecules is entirely synthetic. We believe the synthetic nature of our product candidates
allows for a more cost effective and scalable manufacturing process compared to biologics. In addition, this property of
Bicycle molecules allows for the manufacturing of product candidates of consistent pharmaceutical quality with
favorable stability characteristics. Based on our experience, we believe that the manufacturing of Bicycle molecules can
be made to be well controlled, reproducible and scalable.

We currently do not own or operate good manufacturing practice, or GMP, manufacturing facilities and we
operate an outsourced model for the manufacture of our product candidates, and contract with multiple GMP licensed
pharmaceutical contract development and manufacturing organizations, both for the synthesis of each drug substance
component, and the formulation and packaging of finished drug product candidates. We selected these organizations
based on their experience, capability, capacity and regulatory status. Projects are managed by a specialist team of our
internal staff, which is designed to promote compliance with the technical aspects and regulatory requirements of the
manufacturing process.

We engage with third parties for the supply of radioisotopes for the development and manufacturing of BRC
and BIA molecules. For instance, we’ve established an agreement with Eckert & Ziegler, a leading isotope technology
company, to supply a range of radioisotopes and develop and manufacture BRC and BIA molecules. In addition, in
December 2025, we entered into a contract with UKNDA for access to up to 400 tonnes of reprocessed uranium. We
also entered into an arrangement with UKNNL under which we plan to extract 2°Th from the reprocessed uranium
obtained from UKNDA. The extracted 22Th will then be further processed into 2**Ra, and loaded into 2!2Pb generators
currently being developed exclusively for us by SpectronRx, with whom we have an agreement to develop bespoke 2'2Pb
generators, with initial quantities of 2!2Pb successfully produced. Collectively, we believe this bespoke set of
arrangements is designed to support the potential discovery, development and commercial supply of a portfolio of BRC
molecules containing >'?Pb.

Government Regulation

Government authorities in the United States, at the federal, state and local level, and in other countries and
jurisdictions, including the European Union, extensively regulate, among other things, the research, development,
testing, manufacture, quality control, approval, packaging, storage, recordkeeping, labeling, advertising, promotion,
distribution, marketing, post-approval monitoring and reporting, and import and export of pharmaceutical products. The
processes for obtaining regulatory approvals in the United States and in foreign countries and jurisdictions, along with
subsequent compliance with applicable statutes and regulations and other regulatory authorities, require the expenditure
of substantial time and financial resources.
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Review and Approval of Drugs in the United States

In the United States, the FDA regulates drugs and devices under the Federal Food, Drug, and Cosmetic Act, or
FDCA, and implementing regulations. The failure to comply with applicable U.S. requirements at any time during the
product development process, approval process or after approval may subject an applicant and/or sponsor to a variety of
administrative or judicial sanctions, including refusal by the FDA to approve pending applications, withdrawal of an
approval, imposition of a clinical hold, issuance of warning letters and other types of letters, product seizures, total or
partial suspension of production or distribution, injunctions, fines, refusals of government contracts, restitution,
disgorgement of profits, or civil or criminal investigations and penalties brought by the FDA and the Department of
Justice or other governmental entities. In addition, an applicant may need to recall a product.

An applicant seeking approval to market and distribute a new drug product in the United States must typically
undertake the following:

e completion of nonclinical, or preclinical, laboratory tests, animal studies and formulation studies in
compliance with the FDA’s good laboratory practice, or GLP, regulations;

e submission to the FDA of an IND, which must take effect before human clinical trials may begin;
e approval by an independent IRB representing each clinical site before each clinical trial may be initiated;

e performance of adequate and well-controlled human clinical trials in accordance with good clinical
practices, or GCP, to establish the safety and efficacy of the proposed drug product for each indication;

e preparation and submission to the FDA of a new drug application, or NDA;
e review of the product by an FDA advisory committee, where appropriate or if applicable;

e satisfactory completion of one or more FDA inspections of the manufacturing facility or facilities at which
the product, or components thereof, are produced to assess compliance with current Good Manufacturing
Practices, or cGMP, requirements and to assure that the facilities, methods and controls are adequate to
preserve the product’s identity, strength, quality and purity;

e satisfactory completion of FDA audits of clinical trial sites to assure compliance with GCPs and the
integrity of the clinical data;

e payment of user fees and securing FDA approval of the NDA; and

e compliance with any post-approval requirements, including Risk Evaluation and Mitigation Strategies, or
REMS, and post-approval studies required by the FDA.

Preclinical Studies

Preclinical studies include laboratory evaluation of the purity and stability of the manufactured drug substance
or active pharmaceutical ingredient and the formulated drug or drug product, as well as in vitro and animal studies to
assess the safety and activity of the drug for initial testing in humans and to establish a rationale for therapeutic use. The
conduct of preclinical studies is subject to federal regulations and requirements, including GLP regulations. The results
of the preclinical tests, together with manufacturing information, analytical data, any available clinical data or literature
and plans for clinical trials, among other things, are submitted to the FDA as part of an IND. Some long-term preclinical
testing, such as animal tests of reproductive adverse events and carcinogenicity, may continue after the IND is
submitted.

23



Human Clinical Trials in Support of an NDA

Clinical trials involve the administration of the investigational product to human subjects under the supervision
of qualified investigators in accordance with GCP requirements, which include, among other things, the requirement that
all research subjects provide their informed consent in writing before their participation in any clinical trial. Clinical
trials are conducted under written study protocols detailing, among other things, the inclusion and exclusion criteria, the
objectives of the study, the parameters to be used in monitoring safety and the effectiveness criteria to be evaluated. A
protocol for each clinical trial and any subsequent protocol amendments must be submitted to the FDA as part of the
IND. An IND automatically becomes effective 30 days after receipt by the FDA, unless before that time the FDA raises
concerns or questions related to a proposed clinical trial and places the trial on clinical hold. In such a case, the IND
sponsor and the FDA must resolve any outstanding concerns before the clinical trial can begin. The FDA can place an
IND on full or partial clinical hold at any point in development, and depending upon the scope of the hold, clinical
trial(s) may not restart until resolution of the outstanding concerns to the FDA’s satisfaction.

In addition, an IRB representing each institution participating in the clinical trial must review and approve the
plan for any clinical trial before it commences at that institution, and the IRB must conduct a continuing review and
reapprove the study at least annually. The IRB must review and approve, among other things, the study protocol and
informed consent information to be provided to study subjects. An IRB must operate in compliance with FDA
regulations. Information about certain clinical trials must be submitted within specific timeframes to the National
Institutes of Health for public dissemination on their ClinicalTrials.gov website.

Human clinical trials are typically conducted in three sequential phases, which may overlap or be combined:

e  Phase I. The drug is initially introduced into healthy human subjects or, in certain indications such as
cancer, patients with the target disease or condition and tested for safety, dosage tolerance, absorption,
metabolism, distribution, excretion and, if possible, to gain an early indication of its effectiveness and to
determine optimal dosage.

e  Phase II. The drug is administered to a limited patient population to identify possible adverse effects and
safety risks, to preliminarily evaluate the efficacy of the product for specific targeted diseases and to
determine dosage tolerance and optimal dosage.

e  Phase IIl. The drug is administered to an expanded patient population, generally at geographically
dispersed clinical trial sites, in well-controlled clinical trials to generate enough data to evaluate the
efficacy and safety of the product for approval, to establish the overall risk-benefit profile of the product
and to provide adequate information for the labeling of the product.

e  Phase IV. Post-approval studies may be conducted after initial marketing approval. These studies are used
to gain additional experience from the treatment of patients in the intended therapeutic indication.

Progress reports detailing the results of the clinical trials must be submitted at least annually to the FDA and
more frequently if serious adverse events occur. In addition, IND safety reports must be submitted to the FDA for any of
the following: serious and unexpected suspected adverse reactions; findings from other studies or animal or in vitro
testing that suggest a significant risk in humans exposed to the drug; and any clinically important increase in the case of
a serious suspected adverse reaction over that listed in the protocol or investigator brochure. Phase I, Phase II and
Phase I1I clinical trials may not be completed successfully within any specified period, or at all. Furthermore, the FDA
or the sponsor may suspend or terminate a clinical trial at any time on various grounds, including a finding that the
research subjects are being exposed to an unacceptable health risk. Similarly, an IRB can suspend or terminate approval
of a clinical trial at its institution, or an institution it represents, if the clinical trial is not being conducted in accordance
with the IRB’s requirements or if the drug has been associated with unexpected serious harm to patients. The FDA will
typically inspect one or more clinical sites to assure compliance with GCP and the integrity of the clinical data
submitted.
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Concurrent with clinical trials, companies often complete additional animal studies and must also develop
additional information about the chemistry and physical characteristics of the drug as well as finalize a process for
manufacturing the product in commercial quantities in accordance with cGMP requirements. The manufacturing process
must be capable of consistently producing quality batches of the drug candidate and, among other things, the applicant
must develop methods for testing the identity, strength, quality, purity, and potency of the final drug. Additionally,
appropriate packaging must be selected and tested and stability studies must be conducted to demonstrate that the drug
candidate does not undergo unacceptable deterioration over its shelf life.

Review of an NDA by the FDA

Assuming successful completion of required clinical testing and other requirements, the results of the
preclinical studies and clinical trials, together with detailed information relating to the product’s chemistry, manufacture,
controls and proposed labeling, among other things, are submitted to the FDA as part of an NDA requesting approval to
market the drug product for one or more indications. Under federal law, the submission of most NDAs is additionally
subject to substantial user fees, and the sponsor of an approved NDA is also subject to annual program user fees. These
fees are typically increased annually.

The FDA conducts a preliminary review of an NDA within 60 days of its receipt and informs the sponsor
whether the application is sufficiently complete to permit substantive review. The FDA may request additional
information rather than accept an NDA for filing. In this event, the application must be resubmitted with the additional
information. The resubmitted application is also subject to review before the FDA accepts it for filing. Once the
submission is accepted for filing, the FDA begins an in-depth substantive review. The FDA has agreed to specified
performance goals in the review process of NDAs. Most such applications are meant to be reviewed within 10 months
from the date of filing, and most applications for “priority review” products are meant to be reviewed within six months
of filing. The review process may be extended by the FDA for three additional months to consider new information or
clarification provided by the applicant to address an outstanding deficiency identified by the FDA following the original
submission.

Before approving an NDA, the FDA typically will inspect the facility or facilities where the product is or will
be manufactured. These pre-approval inspections may cover all facilities associated with an NDA submission, including
drug component manufacturing (such as active pharmaceutical ingredients), finished drug product manufacturing, and
control testing laboratories. The FDA will not approve an application unless it determines that the manufacturing
processes and facilities are in compliance with cGMP requirements and adequate to assure consistent production of the
product within required specifications. Additionally, before approving an NDA, the FDA will typically inspect one or
more clinical sites to assure compliance with GCP.

In addition, as a condition of approval, the FDA may require an applicant to develop a REMS. REMS use risk
minimization strategies beyond the professional labeling to ensure that the benefits of the product outweigh the potential
risks. To determine whether a REMS is needed, the FDA will consider the size of the population likely to use the
product, seriousness of the disease, expected benefit of the product, expected duration of treatment, seriousness of
known or potential adverse events, and whether the product is a new molecular entity. REMS can include medication
guides, physician communication plans for healthcare professionals, and elements to assure safe use, or ETASU.
ETASU may include, but are not limited to, special training or certification for prescribing or dispensing, dispensing
only under certain circumstances, special monitoring, and the use of patient registries. The FDA may require a REMS
before approval or post-approval if it becomes aware of a serious risk associated with use of the product. The
requirement for a REMS can materially affect the potential market and profitability of a product.

The FDA is required to refer an application for a novel drug to an advisory committee or explain why such
referral was not made. Typically, an advisory committee is a panel of independent experts, including clinicians and other
scientific experts, that reviews, evaluates and provides a recommendation as to whether the application should be
approved and under what conditions. The FDA is not bound by the recommendations of an advisory committee, but it
considers such recommendations carefully when making decisions.
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Fast Track, Breakthrough Therapy and Priority Review Designations

The FDA is authorized to designate certain products for expedited review if they are intended to address an
unmet medical need in the treatment of a serious or life-threatening disease or condition. These programs are Fast Track
designation, Breakthrough Therapy designation and priority review designation.

Specifically, the FDA may designate a product for Fast Track review if it is intended, whether alone or in
combination with one or more other products, for the treatment of a serious or life-threatening disease or condition, and
it demonstrates the potential to address unmet medical needs for such a disease or condition. For Fast Track products,
sponsors may have greater interactions with the FDA and the FDA may initiate review of sections of a Fast Track
product’s NDA before the application is complete. This rolling review may be available if the FDA determines, after
preliminary evaluation of clinical data submitted by the sponsor, that a Fast Track product may be effective. The sponsor
must also provide, and the FDA must approve, a schedule for the submission of the remaining information and the
sponsor must pay applicable user fees. However, the FDA’s time period goal for reviewing an application under rolling
review does not begin until the last section of the application is submitted. In addition, the Fast Track designation may
be withdrawn by the FDA if the FDA believes that the designation is no longer supported by data emerging in the
clinical trial process.

Second, a product may be designated as a Breakthrough Therapy if it is intended, either alone or in combination
with one or more other products, to treat a serious or life-threatening disease or condition and preliminary clinical
evidence indicates that the product may demonstrate substantial improvement over existing therapies on one or more
clinically significant endpoints, such as substantial treatment effects observed early in clinical development. The FDA
may take certain actions with respect to Breakthrough Therapies, including holding meetings with the sponsor
throughout the development process; providing timely advice to the sponsor regarding development and approval;
involving more senior staff in the review process; assigning a cross-disciplinary project lead for the review team; and
taking other steps to design the clinical trials in an efficient manner.

Third, the FDA may designate a product for priority review if it is a product that treats a serious condition and,
if approved, would provide a significant improvement in safety or effectiveness. The FDA determines, on a case-by-case
basis, whether the proposed product represents a significant improvement when compared with other available therapies.
Significant improvement may be illustrated by evidence of increased effectiveness in the treatment of a condition,
elimination or substantial reduction of a treatment-limiting adverse reaction, documented enhancement of patient
compliance that is expected to lead to improvement in serious outcomes, and evidence of safety and effectiveness in a
new subpopulation. A priority designation is intended to direct overall attention and resources to the evaluation of such
applications, and to shorten the FDA’s goal for taking action on a marketing application from ten months to six months.

Accelerated Approval Pathway

The FDA may grant accelerated approval to a product for a serious or life-threatening condition that provides
meaningful therapeutic advantage to patients over existing treatments based upon a determination that the product has an
effect on a surrogate endpoint that is reasonably likely to predict clinical benefit. The FDA may also grant accelerated
approval for such a condition when the product has an effect on an intermediate clinical endpoint that can be measured
earlier than an effect on irreversible morbidity or mortality, or IMM, and that is reasonably likely to predict an effect on
irreversible morbidity or mortality or other clinical benefit, taking into account the severity, rarity, or prevalence of the
condition and the availability or lack of alternative treatments. Products granted accelerated approval must meet the
same statutory standards for safety and effectiveness as those granted traditional approval.

For the purposes of accelerated approval, a surrogate endpoint is a marker, such as a laboratory measurement,
radiographic image, physical sign, or other measure that is thought to predict clinical benefit but is not itself a measure
of clinical benefit. Surrogate endpoints can often be measured more easily or more rapidly than clinical endpoints. An
intermediate clinical endpoint is a measurement of a therapeutic effect that is considered reasonably likely to predict the
clinical benefit of a product, such as an effect on IMM. The FDA has limited experience with accelerated approvals
based on intermediate clinical endpoints but has indicated that such endpoints generally may support accelerated
approval where the therapeutic effect measured by the endpoint is not itself a clinical benefit and basis for traditional
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approval, if there is a basis for concluding that the therapeutic effect is reasonably likely to predict the ultimate clinical
benefit of a product.

The accelerated approval pathway is most often used in settings in which the course of a disease is long and an
extended period of time is required to measure the intended clinical benefit of a product, even if the effect on the
surrogate or intermediate clinical endpoint occurs rapidly. Thus, accelerated approval has been used extensively in the
development and approval of products for treatment of a variety of cancers in which the goal of therapy is generally to
improve survival or decrease morbidity and the duration of the typical disease course requires lengthy and sometimes
large trials to demonstrate a clinical or survival benefit.

The accelerated approval pathway is usually contingent on a sponsor’s agreement to conduct, in a diligent
manner, additional post-approval confirmatory studies to verify and describe the product’s clinical benefit and to provide
regular updates to the FDA on the progress of such studies. As a result, a product candidate approved on this basis is
subject to rigorous post-marketing compliance requirements, including the completion of Phase IV or post-approval
clinical trials to confirm the effect on the clinical endpoint. Failure to conduct required post-approval studies or confirm
a clinical benefit during post-marketing studies, would allow the FDA to withdraw the product from the market on an
expedited basis. All promotional materials for product candidates approved under accelerated regulations are subject to
prior review by the FDA.

Chemistry, Manufacturing, and Controls Development and Readiness Pilot (CDRP) Program

In October 2022, the FDA announced a two-year opportunity for a limited number of applicants to participate
in the CDRP program to facilitate expedited development CMC development of products under an IND, where
warranted, based on the anticipated clinical benefit of earlier patient access to the products. The FDA has implemented
this pilot program to facilitate CMC readiness for selected Center for Biologics Evaluation and Research, or CBER, and
Center for Drug Evaluation and Research, or CDER, regulated products with accelerated clinical development timelines.
To accelerate CMC development and facilitate CMC readiness, the pilot features increased communication between the
FDA and sponsors and explores the use of science- and risk-based regulatory approaches, such as those described in
FDA guidance, as applicable.

Project Optimus

Project Optimus is an initiative of the Oncology Center of Excellence at the FDA. This project focuses on dose
optimization and dose selection in oncology drug development, and whether the current paradigm based on cytotoxic
chemotherapeutics leads to doses and schedules of molecularly targeted therapies that provide more toxicity without
additional efficacy, among other things. In Project Optimus, drug developers have the opportunity to meet with the
FDA’s Oncology Review Divisions early in their development programs, well before conducting trials intended for
registration, to discuss dose-finding and dose optimization. The program thus allows sponsors to develop strategies for
dose finding and dose optimization that leverages nonclinical and clinical data in dose selection, including randomized
evaluations of a range of doses in trials, with the objective of performing these studies as early as possible in the
development program to bring new therapies to patients.

Project Frontrunner

Project Frontrunner is an Oncology Center of Excellence initiative to encourage drug sponsors to consider when
it may be appropriate to first develop and seek approval of new cancer drugs for advanced or metastatic disease, in an
earlier clinical setting rather than the usual approach to develop and seek approval of a new drug for treatment of
patients who have received numerous prior lines of therapies or have exhausted available treatment options. The goals of
Project Frontrunner are to develop a framework for identifying candidate drugs that are appropriate to initially develop
for the treatment of early metastatic disease (e.g., first or second line setting), taking into account clinical, scientific,
regulatory and operational considerations; facilitate engagement with drug sponsors during drug development to develop
and implement strategies to support approvals in early clinical setting; and to engage and collaborate with internal and
external stakeholders on related research, policy and educational initiatives.
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The FDA'’s Decision on an NDA

On the basis of the FDA’s evaluation of the NDA and accompanying information, including the results of the
inspection of the manufacturing facilities, the FDA may issue an approval letter or a complete response letter. An
approval letter authorizes commercial marketing of the product with specific prescribing information for specific
indications. A complete response letter generally outlines the deficiencies in the submission and may require substantial
additional testing or information in order for the FDA to reconsider the application. If and when those deficiencies have
been addressed to the FDA’s satisfaction in a resubmission of the NDA, the FDA will issue an approval letter. The FDA
has committed to reviewing such resubmissions in two or six months depending on the type of information included.
Even with submission of this additional information, the FDA ultimately may decide that the application does not satisfy
the regulatory criteria for approval.

If the FDA approves a product, it may limit the approved indications for use for the product, require that
contraindications, warnings or precautions be included in the product labeling, require that post-approval studies,
including Phase IV clinical trials, be conducted to further assess the drug’s safety after approval, require testing and
surveillance programs to monitor the product after commercialization, or impose other conditions, including distribution
restrictions or other risk management mechanisms, including REMS, which can materially affect the potential market
and profitability of the product. The FDA may prevent or limit further marketing of a product based on the results of
post-market studies or surveillance programs. After approval, many types of changes to the approved product, such as
adding new indications, manufacturing changes and additional labeling claims, are subject to further testing
requirements and FDA review and approval.

Post-Approval Requirements

Drugs manufactured or distributed pursuant to FDA approvals are subject to pervasive and continuing
regulation by the FDA, including, among other things, requirements relating to recordkeeping, periodic reporting,
product sampling and distribution, advertising and promotion and reporting of adverse experiences with the product.
After approval, most changes to the approved product, such as adding new indications or other labeling claims, are
subject to prior FDA review and approval. There also are continuing, annual program user fee requirements for any
marketed products, as well as new application fees for supplemental applications with clinical data.

In addition, drug manufacturers and other entities involved in the manufacture and distribution of approved
drugs are required to register their establishments with the FDA and state agencies, and are subject to periodic
unannounced inspections by the FDA and these state agencies for compliance with cGMP requirements. Changes to the
manufacturing process are strictly regulated and often require prior FDA approval before being implemented. FDA
regulations also require investigation and correction of any deviations from cGMP and impose reporting and
documentation requirements upon the NDA holder and any third-party manufacturers that the NDA holder may decide
to use. Accordingly, manufacturers must continue to expend time, money, and effort in the area of production and
quality control to maintain cGMP compliance.

Once an approval is granted, the FDA may withdraw the approval if compliance with regulatory requirements
and standards is not maintained or if problems occur after the product reaches the market. Later discovery of previously
unknown problems with a product, including adverse events of unanticipated severity or frequency, or with
manufacturing processes, or failure to comply with regulatory requirements, may result in revisions to the approved
labeling to add new safety information; imposition of post-market studies or clinical trials to assess new safety risks; or
imposition of distribution or other restrictions under a REMS program. Other potential consequences include, among
other things:

e restrictions on the marketing or manufacturing of the product, complete withdrawal of the product from the
market or voluntary product recalls;

e fines, warning letters or holds on post-approval clinical trials;
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e refusal of the FDA to approve pending NDAs or supplements to approved NDAs, or suspension or
revocation of product approvals;

e product seizure or detention, or refusal to permit the import or export of products; or
e injunctions or the imposition of civil or criminal penalties.

The FDA strictly regulates marketing, labeling, advertising and promotion of products that are placed on the
market. Drugs generally may be promoted only for the approved indications and in accordance with the provisions of the
approved label. The FDA and other agencies actively enforce the laws and regulations prohibiting the promotion of
off-label uses, and a company that is found to have improperly promoted off-label uses may be subject to significant
liability.

In addition, the distribution of prescription pharmaceutical products is subject to the Drug Supply Chain
Security Act, which regulates the distribution of drugs at the federal level, and sets minimum standards for the
registration and regulation of drug distributors by the states, which additionally limit the distribution of prescription
pharmaceutical products and impose requirements to ensure accountability in distribution.

Companion Diagnostics

We may employ companion diagnostics to help us to more accurately identify patients within a particular
subset, both during our clinical trials and in connection with the commercialization of our product candidates that we are
developing or may in the future develop. Companion diagnostics can identify patients who are most likely to benefit
from a particular therapeutic product; identify patients likely to be at increased risk for serious side effects as a result of
treatment with a particular therapeutic product; or monitor response to treatment with a particular therapeutic product for
the purpose of adjusting treatment to achieve improved safety or effectiveness. Companion diagnostics are regulated as
medical devices by the FDA and, as such, require either clearance or approval prior to commercialization. The level of
risk combined with available controls to mitigate risk determines whether a companion diagnostic device requires
Premarket Approval Application, or PMA, approval or is cleared through the 510(k) premarket notification process. For
a novel therapeutic product for which a companion diagnostic device is essential for the safe and effective use of the
product, the companion diagnostic device should be developed and approved or 510(k)-cleared contemporaneously with
the therapeutic. The use of the companion diagnostic device will be stipulated in the labeling of the therapeutic product.

Abbreviated New Drug Applications for Generic Drugs

In 1984, with passage of the Hatch-Waxman Amendments to the FDCA, Congress authorized the FDA to
approve generic drugs that are the same as drugs previously approved by the FDA under the NDA provisions of the
statute. To obtain approval of a generic drug, an applicant must submit an abbreviated new drug application, or ANDA,
to the agency. In support of such applications, a generic manufacturer may rely on the preclinical and clinical testing
previously conducted for a drug product previously approved under an NDA, known as the reference-listed drug, or
RLD.

Specifically, in order for an ANDA to be approved, the FDA must find that the generic version is identical to
the RLD with respect to the active ingredients, the route of administration, the dosage form, and the strength of the drug.
At the same time, the FDA must also determine that the generic drug is “bioequivalent” to the innovator drug. Under the
statute, a generic drug is bioequivalent to a RLD if “the rate and extent of absorption of the drug do not show a
significant difference from the rate and extent of absorption of the listed drug.”

Upon approval of an ANDA, the FDA indicates whether the generic product is “therapeutically equivalent” to
the RLD in its publication “Approved Drug Products with Therapeutic Equivalence Evaluations,” also referred to as the
“Orange Book.” Physicians and pharmacists consider a therapeutic equivalent generic drug to be fully substitutable for
the RLD. In addition, by operation of certain state laws and numerous health insurance programs, the FDA’s designation
of therapeutic equivalence often results in substitution of the generic drug without the knowledge or consent of either the
prescribing physician or patient.
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Under the Hatch-Waxman Amendments, the FDA may not approve an ANDA until any applicable period of
non-patent exclusivity for the RLD has expired. The FDCA provides a period of five years of non-patent data exclusivity
for a new drug containing a new chemical entity. For the purposes of this provision, a new chemical entity, or NCE, is a
drug that contains no active moiety that has previously been approved by the FDA in any other NDA. An active moiety
is the molecule or ion responsible for the physiological or pharmacological action of the drug substance. In cases where
such NCE exclusivity has been granted, an ANDA may not be filed with the FDA until the expiration of five years
unless the submission is accompanied by a Paragraph IV certification, which states the proposed generic drug will not
infringe the already approved product’s listed patents or that such patents are invalid or unenforceable, in which case the
applicant may submit its application four years following the original product approval.

The FDCA also provides for a period of three years of exclusivity if the NDA includes reports of one or more
new clinical investigations, other than bioavailability or bioequivalence studies, that were conducted by or for the
applicant and are essential to the approval of the application. This three-year exclusivity period often protects changes to
a previously approved drug product, such as a new dosage form, route of administration, combination or indication.
Three-year exclusivity would be available for a drug product that contains a previously approved active moiety, provided
the statutory requirement for a new clinical investigation is satisfied. Unlike five-year NCE exclusivity, an award of
three-year exclusivity does not block the FDA from accepting ANDAs seeking approval for generic versions of the drug
as of the date of approval of the original drug product. The FDA typically makes decisions about awards of data
exclusivity shortly before a product is approved.

Hatch-Waxman Patent Certification and the 30-Month Stay

Upon approval of an NDA or a supplement thereto, NDA sponsors are required to list with the FDA each patent
with claims that cover the applicant’s product or an approved method of using the product. Each of the patents listed by
the NDA sponsor is published in the Orange Book. When an ANDA applicant files its application with the FDA, the
applicant is required to certify to the FDA concerning any patents listed for the reference product in the Orange Book,
except for patents covering methods of use for which the ANDA applicant is not seeking approval. An applicant who
submits a section 505(b)(2) NDA, which is for new or improved formulations or new uses of previously approved drug
products and where at least one or more of the investigations relied upon by the applicant for approval were not
conducted by or for the applicant and for which the applicant has not obtained a right of reference or use from the person
by or for whom the investigations were conducted, also must certify to the FDA concerning any patents listed for the
approved product in the Orange Book to the same extent that an ANDA applicant would.

Specifically, the applicant must certify with respect to each patent that:
e the required patent information has not been filed;
o the listed patent has expired;

e the listed patent has not expired, but will expire on a particular date and approval is sought after patent
expiration; or

o the listed patent is invalid, unenforceable or will not be infringed by the new product.

A certification that the new product will not infringe the already approved product’s listed patents or that such
patents are invalid or unenforceable is called a Paragraph IV certification. If the applicant does not challenge the listed
patents or indicates that it is not seeking approval of a patented method of use, the ANDA application will not be
approved until all the listed patents claiming the referenced product have expired (other than method of use patents
involving indications for which the ANDA applicant is not seeking approval).

If the ANDA applicant has provided a Paragraph IV certification to the FDA, the applicant must also send
notice of the Paragraph IV certification to the NDA and patent holders once the ANDA has been accepted for filing by
the FDA. The NDA and patent holders may then initiate a patent infringement lawsuit in response to the notice of the
Paragraph IV certification. The filing of a patent infringement lawsuit within 45 days after the receipt of a Paragraph IV

30



certification automatically prevents the FDA from approving the ANDA until the earlier of 30 months after the receipt of
the Paragraph IV notice, expiration of the patent, or a decision in the infringement case that is favorable to the ANDA
applicant.

Orphan Drug Designation and Exclusivity

Under the Orphan Drug Act, the FDA may designate a drug product as an “orphan drug” if it is intended to treat
a rare disease or condition (generally meaning that it affects fewer than 200,000 individuals in the United States, or more
in cases in which there is no reasonable expectation that the cost of developing and making a drug product available in
the United States for treatment of the disease or condition will be recovered from sales of the product). A company must
request orphan product designation before submitting an NDA. If the request is granted, the FDA will disclose the
identity of the therapeutic agent and its potential use. Orphan product designation does not convey any advantage in or
shorten the duration of the regulatory review and approval process.

If a product with orphan status receives the first FDA approval for the disease or condition for which it has such
designation or for a select indication or use within the rare disease or condition for which it was designated, the product
generally will be receiving orphan product exclusivity. Orphan product exclusivity means that the FDA may not approve
any other applications for the same product for the same indication for seven years, except in certain limited
circumstances. Competitors may receive approval of different products for the indication for which the orphan product
has exclusivity and may obtain approval for the same product but for a different indication. If a drug or drug product
designated as an orphan product ultimately receives marketing approval for an indication broader than what was
designated in its orphan product application, it may not be entitled to exclusivity.

Pediatric Studies and Exclusivity

Under the Pediatric Research Equity Act of 2003, an NDA or supplement thereto must contain data that are
adequate to assess the safety and effectiveness of the drug product for the claimed indications in all relevant pediatric
subpopulations, and to support dosing and administration for each pediatric subpopulation for which the product is safe
and effective. Sponsors must also submit pediatric study plans prior to the assessment data. Those plans must contain an
outline of the proposed pediatric study or studies the applicant plans to conduct, including study objectives and design,
any deferral or waiver requests, and other information required by regulation. The applicant, the FDA, and the FDA’s
internal review committee must then review the information submitted, consult with each other, and agree upon a final
plan. The FDA or the applicant may request an amendment to the plan at any time.

The FDA may, on its own initiative or at the request of the applicant, grant deferrals for submission of some or
all pediatric data until after approval of the product for use in adults, or full or partial waivers from the pediatric data
requirements. Unless otherwise required by regulation, the pediatric data requirements do not apply to products with
orphan designation.

Pediatric exclusivity is another type of non-patent marketing exclusivity in the United States and, if granted,
provides for the attachment of an additional six months of marketing protection to the term of any existing regulatory
exclusivity, including the non-patent and orphan exclusivity. This six-month exclusivity may be granted if an NDA
sponsor submits pediatric data that fairly respond to a written request from the FDA for such data. The data do not need
to show the product to be effective in the pediatric population studied; rather, if the clinical trial is deemed to fairly
respond to the FDA’s request, the additional protection is granted. If reports of requested pediatric studies are submitted
to and accepted by the FDA within the statutory time limits, whatever statutory or regulatory periods of exclusivity or
patent protection cover the product are extended by six months. This is not a patent term extension, but it effectively
extends the regulatory period during which the FDA cannot approve another application.

Patent Term Restoration and Extension
A patent claiming a new drug product may be eligible for a limited patent term extension under the

Hatch-Waxman Amendments, which permits a patent restoration of up to five years for patent term lost during product
development and the FDA regulatory review. The restoration period granted is typically one-half the time between the
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effective date of an IND and the submission date of an NDA, plus the time between the submission date of an NDA and
the ultimate approval date. Patent term restoration cannot be used to extend the remaining term of a patent past a total of
14 years from the product’s approval date. Only one patent applicable to an approved drug product is eligible for the
extension, and the application for the extension must be submitted prior to the expiration of the patent in question. A
patent that covers multiple drugs for which approval is sought can only be extended in connection with one of the
approvals. The U.S. Patent and Trademark Office reviews and approves the application for any patent term extension or
restoration in consultation with the FDA.

European Union/Rest of World Regulation

In addition to regulations in the United States, there are a variety of regulations in other jurisdictions governing,
among other things, clinical trials, commercial sales and distribution of medicinal products. Even if FDA approval of a
particular product is obtained, it must still obtain the requisite approvals from regulatory authorities in foreign countries
prior to the commencement of clinical trials or marketing of the product in those countries. Certain countries outside of
the United States have a similar process that requires the submission of a clinical trial application much like the IND
prior to the commencement of human clinical trials.

Clinical Trials in the EU

In the European Union, or EU, clinical trials are governed by the Clinical Trials Regulation (EU) No 536/2014,
or CTR, which entered into application on January 31, 2022 repealing and replacing the former Clinical Trials Directive
2001/20, or CTD. The CTR foresaw a three-year transition period that ended on January 31, 2025. Since this date, all
new or ongoing trials are subject to the provisions of the CTR.

The CTR is intended to harmonize and streamline clinical trial authorizations, simplify adverse-event reporting
procedures, improve the supervision of clinical trials and increase transparency. Specifically, the Regulation, which is
directly applicable in all EU Member States, introduces a streamlined application procedure through a single-entry point,
the “EU portal,” the Clinical Trials Information System, or CTIS; a single set of documents to be prepared and submitted
for the application; as well as simplified reporting procedures for clinical trial sponsors. A harmonized procedure for the
assessment of applications for clinical trials has been introduced and is divided into two parts. Part I assessment is led by
the competent authorities of a reference Member State selected by the trial sponsor and relates to clinical trial aspects
that are considered to be scientifically harmonized across EU Member States. This assessment is then submitted to the
competent authorities of all concerned Member States in which the trial is to be conducted for their review. Part II is
assessed separately by the competent authorities and Ethics Committees in each concerned EU Member State. Individual
EU Member States retain the power to authorize the conduct of clinical trials on their territory.

In all cases, clinical trials must be conducted in accordance with GCP and the applicable regulatory
requirements and the ethical principles that have their origin in the Declaration of Helsinki. Medicines used in clinical
trials must be manufactured in accordance with the guidelines on cGMP and in a GMP licensed facility, which can be
subject to GMP inspections.

EU Review and Approval Process

In the EU, medicinal products can only be commercialized after a related marketing authorization, or MA, has
been granted. To obtain an MA for a product in the EU, an applicant must submit a Marketing Authorization
Application, or MAA, either under a centralized procedure administered by the European Medicines Agency, or EMA,
or one of the procedures administered by the competent authorities of EU Member States (decentralized procedure,
national procedure or mutual recognition procedure). An MA may be granted only to an applicant established in the EU.

The centralized procedure provides for the grant of a single MA by the European Commission that is valid
throughout the European Economic Area, or EEA (which is comprised of the 27 EU Member States plus Norway,
Iceland and Liechtenstein). Pursuant to Regulation (EC) No 726/2004, the centralized procedure is compulsory for
specific products, including for (i) medicinal products derived from biotechnological processes, (ii) products designated
as orphan medicinal products, (iii) advanced therapy medicinal products, or ATMPs, and (iv) products with a new active
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substance indicated for the treatment of HIV/AIDS, cancer, neurodegenerative diseases, diabetes, auto-immune and
other immune dysfunctions and viral diseases. For products with a new active substance indicated for the treatment of
other diseases and products that are highly innovative or for which a centralized process is in the interest of patients,
authorization through the centralized procedure is optional on related approval.

Under the centralized procedure, the EMA’s Committee for Medicinal Products for Human Use, or CHMP,
conducts the initial assessment of a product. The CHMP is also responsible for several post-authorization and
maintenance activities, such as the assessment of modifications or extensions to an existing MA. The maximum
timeframe for the evaluation of an MAA under the centralized procedure is 210 days, excluding clock stops when
additional information or written or oral explanation is to be provided by the applicant in response to questions of the
CHMP. Accelerated assessment may be granted by the CHMP in exceptional cases, when a medicinal product targeting
an unmet medical need is expected to be of major interest from the point of view of public health and, in particular, from
the viewpoint of therapeutic innovation. If the CHMP accepts a request for accelerated assessment, the time limit of
210 days will be reduced to 150 days (excluding clock stops). The CHMP can, however, revert to the standard time limit
for the centralized procedure if it considers that it is no longer appropriate to conduct an accelerated assessment.

Unlike the centralized authorization procedure, the decentralized MA procedure requires a separate application
to, and leads to separate approval by, the competent authorities of each EU Member State in which the product is to be
marketed. This application is identical to the application that would be submitted to the EMA for authorization through
the centralized procedure. The reference EU Member State prepares a draft assessment and drafts of the related materials
within 120 days after receipt of a valid application. The resulting assessment report is submitted to the concerned EU
Member States who, within 90 days of receipt, must decide whether to approve the assessment report and related
materials. If a concerned EU Member State cannot approve the assessment report and related materials due to concerns
relating to a potential serious risk to public health, disputed elements may be referred to the Heads of Medicines
Agencies’ Coordination Group for Mutual Recognition and Decentralised Procedures — Human, or CMDh, for review.
The subsequent decision of the European Commission is binding on all EU Member States.

The mutual recognition procedure allows companies that have a medicinal product already authorized in one
EU Member State to apply for this authorization to be recognized by the competent authorities in other EU Member
States. Like the decentralized procedure, the mutual recognition procedure is based on the acceptance by the competent
authorities of the EU Member States of the MA of a medicinal product by the competent authorities of other EU
Member States. The holder of a national MA may submit an application to the competent authority of an EU Member
State requesting that this authority recognize the MA delivered by the competent authority of another EU Member State.

An MA has, in principle, an initial validity of five years. The MA may be renewed after five years on the basis
of a re-evaluation of the risk-benefit balance by the EMA or by the competent authority of the EU Member State in
which the original MA was granted. To support the application, the MA holder must provide the EMA or the competent
authority with a consolidated version of the Common Technical Document providing up-to-date data concerning the
quality, safety and efficacy of the product, including all variations introduced since the MA was granted, at least nine
months before the MA ceases to be valid. The European Commission or the competent authorities of the EU Member
States may decide on justified grounds relating to pharmacovigilance, to proceed with one further five-year renewal
period for the MA. Once subsequently definitively renewed, the MA shall be valid for an unlimited period. Any
authorization which is not followed by the actual placing of the medicinal product on the EU market (for a centralized
MA) or on the market of the authorizing EU Member State within three years after authorization ceases to be valid (the
so-called sunset clause).

Innovative products that target an unmet medical need and are expected to be of major public health interest
may be eligible for a number of expedited development and review programs, such as the Priority Medicines, or PRIME,
scheme, which provides incentives similar to the breakthrough therapy designation in the U.S. PRIME is a voluntary
scheme aimed at enhancing the EMA’s support for the development of medicinal products that target unmet medical
needs. Eligible products must target conditions for which there is an unmet medical need (there is no satisfactory method
of diagnosis, prevention or treatment in the EU or, if there is, the new medicinal product will bring a major therapeutic
advantage) and they must demonstrate the potential to address the unmet medical need by introducing new methods of
therapy or improving existing ones. Benefits accrue to sponsors of product candidates with PRIME designation,
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including but not limited to, early and proactive regulatory dialogue with the EMA, frequent discussions on clinical trial
designs and other development program elements, and potentially accelerated MAA assessment once a dossier has been
submitted.

In the EU, a “conditional” MA may be granted in cases where all the required safety and efficacy data are not
yet available. The European Commission may grant a conditional MA for a medicinal product if it is demonstrated that
all of the following criteria are met: (i) the benefit-risk balance of the medicinal product is positive; (ii) it is likely that
the applicant will be able to provide comprehensive data post-authorization; (iii) the medicinal product fulfils an unmet
medical need; and (iv) the benefit of the immediate availability to patients of the medicinal product is greater than the
risk inherent in the fact that additional data are still required. The conditional MA is subject to conditions to be fulfilled
for generating the missing data or ensuring increased safety measures. It is valid for one year and must be renewed
annually until all related conditions have been fulfilled. Once any pending studies are provided, the conditional MA can
be converted into a traditional MA. However, if the conditions are not fulfilled within the timeframe set by the EMA and
approved by the European Commission, the MA will cease to be renewed.

An MA may also be granted “under exceptional circumstances” where the applicant can show that it is unable
to provide comprehensive data on efficacy and safety under normal conditions of use even after the product has been
authorized and subject to specific procedures being introduced. These circumstances may arise in particular when the
intended indications are very rare and, in the state of scientific knowledge at that time, it is not possible to provide
comprehensive information, or when generating data may be contrary to generally accepted ethical principles. Like a
conditional MA, an MA granted in exceptional circumstances is reserved to medicinal products intended to be
authorized for treatment of rare diseases or unmet medical needs for which the applicant does not hold a complete data
set that is required for the grant of a standard MA. However, unlike the conditional MA, an applicant for authorization in
exceptional circumstances is not subsequently required to provide the missing data. Although the MA “under
exceptional circumstances” is granted definitively, the risk-benefit balance of the medicinal product is reviewed
annually, and the MA will be withdrawn if the risk-benefit ratio is no longer favorable.

Pediatric Development in the EU

In the EU, Regulation (EC) No 1901/2006 provides that all MA As for new medicinal products have to include
the results of trials conducted in the pediatric population, in compliance with a pediatric investigation plan, or PIP,
agreed with the EMA’s Pediatric Committee, or PDCO. The PIP sets out the timing and measures proposed to generate
data to support a pediatric indication of the medicinal product for which MA is being sought. The PDCO can grant a
deferral of the obligation to implement some or all of the measures provided in the PIP until there are sufficient data to
demonstrate the efficacy and safety of the product in adults. Further, the obligation to provide pediatric clinical trial data
can be waived by the PDCO when these data are not needed or appropriate because the product is likely to be ineffective
or unsafe in children, the disease or condition for which the product is intended occurs only in adult populations, or
when the product does not represent a significant therapeutic benefit over existing treatments for pediatric patients. Once
the MA is obtained in all EU Member States and study results are included in the product information, even when
negative, the product is eligible for a six-month extension to the Supplementary Protection Certificate, or SPC, if any is
in effect at the time of authorization or, in the case of orphan medicinal products, a two-year extension of orphan market
exclusivity.

Manufacturing Regulation in the EU

In addition to an MA, various other requirements apply to the manufacturing and placing on the EU market of
medicinal products. The manufacturing of medicinal products in the EU requires a manufacturing authorization and
import of medicinal products into the EU requires a manufacturing authorization allowing for import. The
manufacturing authorization holder must comply with various requirements set out in the applicable EU laws,
regulations and guidance, including EU cGMP standards. Similarly, the distribution of medicinal products within the EU
is subject to compliance with the applicable EU laws, regulations and guidelines, including the requirement to hold
appropriate authorizations for distribution granted by the competent authorities of EU Member States. Marketing
authorization holders and/or manufacturing and import authorization, or MA holders and/or distribution authorization
holders may be subject to civil, criminal or administrative sanctions, including suspension of manufacturing
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authorization, in case of non-compliance with the EU or EU Member States’ requirements applicable to the
manufacturing of medicinal products.

Data and Market Exclusivity in the EU

The EU provides opportunities for data and market exclusivity related to MAs. Upon receiving an MA,
innovative medicinal products are generally entitled to receive eight years of data exclusivity and 10 years of market
exclusivity. Data exclusivity, if granted, prevents regulatory authorities in the EU from referencing the innovator’s
data to assess a generic application or biosimilar application for eight years from the date of authorization of the
innovative product, after which a generic or biosimilar MAA can be submitted, and the innovator’s data may be
referenced. The market exclusivity period prevents a successful generic or biosimilar applicant from
commercializing its product in the EU until 10 years have elapsed from the initial MA of the reference product in the
EU. The overall ten-year period may, occasionally, be extended for a further year to a maximum of 11 years if,
during the first eight years of those 10 years, the MA holder obtains an authorization for one or more new
therapeutic indications which, during the scientific evaluation prior to their authorization, are held to bring a
significant clinical benefit in comparison with existing therapies. However, there is no guarantee that a product will
be considered by the EU’s regulatory authorities to be a new chemical/biological entity, and products may not
qualify for data exclusivity.

In the EU, there is a special regime for biosimilars, or biological medicinal products that are similar to a
reference medicinal product but that do not meet the definition of a generic medicinal product. For such products, the
results of appropriate preclinical or clinical trials must be provided in support of an application for MA. Guidelines from
the EMA detail the type of quantity of supplementary data to be provided for different types of biological product.

Orphan Designation in the EU

In the EU, Regulation (EC) No. 141/2000, as implemented by Regulation (EC) No. 847/2000 provides that a
medicinal product can be designated as an orphan medicinal product by the European Commission if its sponsor can
establish that: (i) the product is intended for the diagnosis, prevention or treatment of life-threatening or chronically
debilitating conditions; (ii) either (a) such conditions affect not more than 5 in 10,000 persons in the EU when the
application is made, or (b) the product without the benefits derived from orphan status, would not generate sufficient
return in the EU to justify the necessary investment in developing the medicinal product; and (iii) there exists no
satisfactory authorized method of diagnosis, prevention, or treatment of the condition that has been authorized in the EU,
or even if such method exists, the product will be of significant benefit to those affected by that condition.

Regulation (EC) No 847/2000 sets out further provisions for implementation of the criteria for designation of a
medicinal product as an orphan medicinal product. An application for the designation of a medicinal product as an
orphan medicinal product must be submitted at any stage of development of the medicinal product but before filing of an
MAA. An MA for an orphan medicinal product may only include indications designated as orphan. For non-orphan
indications treated with the same active pharmaceutical ingredient, a separate marketing authorization has to be sought.

Orphan medicinal product designation entitles an applicant to incentives such as fee reductions or fee waivers,
protocol assistance, and access to the centralized marketing authorization procedure. Upon grant of a marketing
authorization, orphan medicinal products are entitled to a ten-year period of market exclusivity for the approved
therapeutic indication, which means that the EMA cannot accept another marketing authorization application or accept
an application to extend for a similar product and the European Commission cannot grant a marketing authorization for
the same indication for a period of 10 years. The period of market exclusivity is extended by two years for orphan
medicinal products that have also complied with an agreed PIP. No extension to any supplementary protection certificate
can be granted on the basis of pediatric studies for orphan indications. Orphan medicinal product designation does not
convey any advantage in, or shorten the duration of, the regulatory review and approval process.

The period of market exclusivity may, however, be reduced to six years if, at the end of the fifth year, it is

established that the product no longer meets the criteria on the basis of which it received orphan medicinal product
designation, including where it can be demonstrated on the basis of available evidence that the original orphan medicinal
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product is sufficiently profitable not to justify maintenance of market exclusivity or where the prevalence of the
condition has increased above the threshold. Additionally, an MA may be granted to a similar medicinal product with the
same orphan indication during the 10 year period if: (i) if the applicant consents to a second original orphan medicinal
product application; (ii) if the manufacturer of the original orphan medicinal product is unable to supply sufficient
quantities; or (iii) if the second applicant can establish that its product, although similar, is safer, more effective or
otherwise clinically superior to the original orphan medicinal product. A company may voluntarily remove a product
from the register of orphan products.

Post-Approval Requirements in the EU

Where an MA is granted in relation to a medicinal product in the EU, the holder of the MA is required to
comply with a range of regulatory requirements applicable to the manufacturing, marketing, promotion and sale of
medicinal products. Similar to the United States, both MA holders and manufacturers of medicinal products are subject
to comprehensive regulatory oversight by the EMA, the European Commission and/or the competent regulatory
authorities of the individual EU Member States. The holder of an MA must establish and maintain a pharmacovigilance
system and appoint an individual qualified person for pharmacovigilance who is responsible for oversight of that
system. Key obligations include expedited reporting of suspected serious adverse reactions and submission of periodic
safety update reports, or PSURs.

All new MAAs must include a risk management plan, or RMP, describing the risk management system that the
company will put in place and documenting measures to prevent or minimize the risks associated with the product. The
regulatory authorities may also impose specific obligations as a condition of the MA. Such risk- minimization measures
or post-authorization obligations may include additional safety monitoring, more frequent submission of PSURs, or the
conduct of additional clinical trials or post-authorization safety studies.

Other EU Compliance Requirements

In the EU, the advertising and promotion of medicinal products are subject to both EU and EU Member States’
laws governing promotion of medicinal products, interactions with physicians and other healthcare professionals,
misleading and comparative advertising and unfair commercial practices. General requirements for advertising and
promotion of medicinal products, such as direct-to-consumer advertising of prescription medicinal products are
established in EU law. However, the details are governed by regulations in individual EU Member States and can differ
from one country to another. For example, applicable laws require that promotional materials and advertising in relation
to medicinal products comply with the product’s Summary of Product Characteristics, or SmPC, which may require
approval by the competent national authorities in connection with an MA. The SmPC is the document that provides
information to physicians concerning the safe and effective use of the product. Promotional activity that does not
comply with the SmPC is considered off-label and is prohibited in the EU.

Much like the federal Health Care Program Anti-Kickback Statute, or Anti-Kick Statute, prohibition in the
United States, described above, the provision of benefits or advantages to physicians and other health care professionals
to induce or encourage the prescription, recommendation, endorsement, purchase, supply, order or use of medicinal
products is also prohibited in the EU. Interactions between pharmaceutical companies and healthcare professionals are
governed by strict laws, such as national anti-bribery laws of European countries, national sunshine rules, regulations,
industry self-regulation codes of conduct and physicians’ codes of professional conduct. Failure to comply with these
requirements could result in reputational risk, public reprimands, administrative penalties, fines or imprisonment.
Infringement of related laws could result in substantial fines or imprisonment.

Payments made to physicians and other healthcare professionals in certain EU Member States must be publicly
disclosed. Moreover, agreements with healthcare professionals may require prior notification or approval by the
healthcare professional’s employer, his or her competent professional organization and/or the regulatory authorities of
the individual EU Member States. Failure to comply with these requirements could result in reputational risk, public
reprimands, administrative penalties, fines or imprisonment.
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Regulation of Companion Diagnostics in the EU

In the EEA, companion diagnostics are deemed to be in vitro diagnostic medical devices, or IVDs, and are
governed by Regulation 2017/746, or IVDR, which entered into application on May 26, 2022, repealing and replacing
Directive 98/79/EC. The IVDR defines a companion diagnostic as a device which is essential for the safe and effective
use of a corresponding medicinal product to: (a) identify, before and/or during treatment, patients who are most likely to
benefit from the corresponding medicinal product; or (b) identify, before and/or during treatment, patients likely to be at
increased risk of serious adverse reactions as a result of treatment with the corresponding medicinal product.

The IVDR and its associated guidance documents and harmonized standards govern, among other things,
device design and development, preclinical and clinical or performance testing, premarket conformity assessment,
registration and listing, manufacturing, labeling, storage, claims, sales and distribution, export and import and post-
market surveillance, vigilance, and market surveillance. IVDs, including companion diagnostics, must conform with the
general safety and performance requirements, or GSPR, of the IVDR. Compliance with these requirements is a
prerequisite to be able to affix the CE mark to devices, without which they cannot be marketed or sold in the EEA. To
demonstrate compliance with the GSPR laid down in Annex I to the IVDR, and obtain the right to affix the CE mark,
IVD manufacturers must conduct a conformity assessment procedure, which varies according to the type of IVD and its
classification. Apart from low risk IVDs (Class A which are not sterile), in relation to which the manufacturer may issue
an EU Declaration of Conformity based on a self-assessment of the conformity of its products with the GSPRs, a
conformity assessment procedure requires the intervention of a Notified Body, which is an organization designated by a
Competent Authority of an EEA country to conduct conformity assessments. Depending on the relevant conformity
assessment procedure, the Notified Body audits and examines the technical documentation and the quality system for the
manufacture, design and final inspection of the medical devices. The Notified Body issues a CE Certificate of
Conformity following successful completion of a conformity assessment procedure conducted in relation to the medical
device and its manufacturer and their conformity with the GSPRs. This Certificate and the related conformity assessment
process entitles the manufacturer to affix the CE mark to its medical devices after having prepared and signed a related
EC Declaration of Conformity.

Companion diagnostics must undergo a conformity assessment by a Notified Body. If the related medicinal
product has, or is in the process of, been authorised through the centralized procedure for the authorization of medicinal
products, the notified body will, before it can issue a CE Certificate of Conformity, be required to seek a scientific
opinion from the EMA on the suitability of the companion diagnostic for use in relation to the medicinal product
concerned. For medicinal products that have or are in the process of authorisation through any other route provided in
EU legislation, the Notified Body must seek the opinion of the national competent authority of an EU Member State.

Pharmaceutical Coverage, Pricing and Reimbursement

Significant uncertainty exists as to the coverage and reimbursement status of products approved by the FDA
and other government authorities. Sales of products will depend, in part, on the extent to which third-party payors,
including government health programs in the United States such as Medicare and Medicaid, commercial health insurers
and managed care organizations, provide coverage, and establish adequate reimbursement levels for, such products. The
process for determining whether a payor will provide coverage for a product may be separate from the process for setting
the price or reimbursement rate that the payor will pay for the product once coverage is approved. Third-party payors are
increasingly challenging the prices charged, examining the medical necessity, and reviewing the cost-effectiveness of
medical products and services and imposing controls to manage costs. Third-party payors may limit coverage to specific
products on an approved list, or formulary, which might not include all of the approved products for a particular
indication.

In order to secure coverage and reimbursement for any product approved for sale, a company may need to
conduct expensive pharmacoeconomic studies in order to demonstrate the medical necessity and cost-effectiveness of
the product, in addition to the costs required to obtain FDA or other comparable regulatory approvals. Nonetheless,
products may not be considered medically necessary or cost effective. Additionally, a payor’s decision to provide
coverage for a drug product does not imply that an adequate reimbursement rate will be approved. Further, no uniform
policy for coverage and reimbursement exists in the United States. Third-party payors often rely upon Medicare
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coverage policy and payment limitations in setting their own reimbursement rates, but also have their own methods and
approval process apart from Medicare determinations. Therefore, one payor’s determination to provide coverage for a
drug product does not assure that other payors will also provide coverage for the drug product. Third-party
reimbursement may not be sufficient to maintain price levels high enough to realize an appropriate return on investment
in product development.

The containment of healthcare costs also has become a priority of federal, state and foreign governments and
the prices of drugs have been a focus in this effort. Governments have shown significant interest in implementing
cost-containment programs, including price controls, restrictions on reimbursement and requirements for substitution of
generic products. Our results of operations could be adversely affected by healthcare legislative reforms, including those
that may be enacted or adopted in the future. For example, the U.S. Department of Health and Human Services, or HHS,
imposes rebates on many Medicare Part B and Medicare Part D products to penalize price increases that outpace
inflation on an annual basis. HHS has also been empowered to negotiate the price of certain single-source drugs that
have been on the market for at least seven years covered under Medicare as part of the Medicare Drug Price Negotiation
Program. Each year up to 20 products will be selected by HHS for the Medicare Drug Price Negotiation Program.
Products subject to the Medicare Drug Price Negotiation Program are expected to experience a significant reduction in
reimbursement from the Medicare program on a per unit basis. Adoption of price controls and cost-containment
measures, and adoption of more restrictive policies in jurisdictions with existing controls and measures, could further
limit our net revenue and results. Coverage policies and third-party reimbursement rates may change at any time. Even if
favorable coverage and reimbursement status is attained for one or more products for which a company or its
collaborators receive regulatory approval, less favorable coverage policies and reimbursement rates may be implemented
in the future.

Additionally, we may develop companion diagnostic tests for use with our product candidates. Companion
diagnostic tests require coverage and reimbursement separate and apart from the coverage and reimbursement for their
companion pharmaceutical or biological products. Similar challenges to obtaining coverage and reimbursement,
applicable to pharmaceutical products, will apply to companion diagnostics.

Outside the United States, ensuring adequate coverage and payment for our product candidates will face
challenges. Pricing of prescription pharmaceuticals is subject to governmental control in many countries. Pricing
negotiations with governmental authorities can extend well beyond the receipt of regulatory marketing approval for a
product and may require us to conduct a clinical trial that compares the cost effectiveness of our product candidates or
products to other available therapies. The conduct of such a clinical trial could be expensive and result in delays in our
commercialization efforts.

In the European Union, pricing and reimbursement schemes vary widely from country to country. Some
countries provide that drug products may be marketed only after a reimbursement price has been agreed. The European
Union provides options for its member states to restrict the range of drug products for which their national health
insurance systems provide reimbursement and to control the prices of medicinal products for human use. European
Union member states may approve a specific price for a drug product or it may instead adopt a system of direct or
indirect controls on the profitability of the company placing the drug product on the market. Other member states allow
companies to fix their own prices for drug products, but monitor and control company profits. In addition, some EU
Member States may require the completion of additional studies that compare the cost-effectiveness of a particular
medicinal product candidate to currently available therapies. This Health Technology Assessment, or HTA, process is
the procedure according to which the assessment of the public health impact, therapeutic impact and the economic and
societal impact of use of a given medicinal product in the national healthcare systems of the individual country is
conducted. The outcome of HTA regarding specific medicinal products will often influence the pricing and
reimbursement status granted to these medicinal products by the competent authorities of individual EU Member States.
The downward pressure on health care costs in general, particularly prescription drugs, has become intense. As a result,
increasingly high barriers are being erected to the entry of new products. In addition, in some countries, cross-border
imports from low-priced markets exert competitive pressure that may reduce pricing within a country. Any country that
has price controls or reimbursement limitations for drug products may not allow favorable reimbursement and pricing
arrangements.
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Other Healthcare Laws and Regulations

Healthcare providers and third-party payors play a primary role in the recommendation and prescription of drug
products that are granted regulatory approval. Arrangements with providers, consultants, third-party payors and
customers are subject to broadly applicable fraud and abuse and other healthcare laws and regulations that may constrain
our business and/or financial arrangements. Such restrictions under applicable federal and state healthcare laws and
regulations, include, without limitation, state and federal anti-kickback, fraud and abuse, false claims, health information
privacy and security, price reporting and physician sunshine laws. Some of our pre-commercial activities are subject to
some of these laws.

The Anti-Kickback Statute, prohibits any person or entity, including a prescription drug manufacturer or a party
acting on its behalf, from, among other things, knowingly and willfully, directly or indirectly, soliciting, receiving,
offering, or providing any remuneration that is intended to induce the referral of business, including the purchase, order
or recommendation or arranging of, any good or service for which payment may be made under a federal healthcare
program, such as Medicare or Medicaid. The term “remuneration” has been broadly interpreted to include anything of
value. The Anti-Kickback Statute has been interpreted to apply to arrangements between pharmaceutical manufacturers
on one hand and prescribers, purchasers, formulary managers, and beneficiaries on the other. Although there are a
number of statutory exceptions and regulatory safe harbors protecting some common activities from prosecution, the
exceptions and safe harbors are drawn narrowly. Practices that involve remuneration that may be alleged to be intended
to induce prescribing, purchases or recommendations may be subject to scrutiny if they do not qualify for an exception
or safe harbor. Failure to meet all of the requirements of a particular applicable statutory exception or regulatory safe
harbor does not make the conduct per se illegal under the Anti-Kickback Statute. Instead, the legality of the arrangement
will be evaluated on a case-by-case basis based on a cumulative review of all its facts and circumstances. Several courts
have interpreted the statute’s intent requirement to mean that if any one purpose of an arrangement involving
remuneration is to induce referrals of federal healthcare covered business, the Anti-Kickback Statute has been violated.
In addition, a person or entity does not need to have actual knowledge of the statute or specific intent to violate it in
order to have committed a violation. Moreover, a claim including items or services resulting from a violation of the
Anti-Kickback Statute constitutes a false or fraudulent claim for purposes of the federal civil False Claims Act.

The federal civil False Claims Act prohibits, among other things, any person or entity from knowingly
presenting, or causing to be presented, for payment to, or approval by, federal programs, including Medicare and
Medicaid, claims for items or services, including drugs, that are false or fraudulent or not provided as claimed. Persons
and entities can be held liable under these laws if they are deemed to “cause” the submission of false or fraudulent
claims by, for example, providing inaccurate billing or coding information to customers or promoting a product
off-label. In addition, any of our future activities relating to the reporting of wholesaler or estimated retail prices for our
products, the reporting of prices used to calculate Medicaid rebate information and other information affecting federal,
state and other third-party payor reimbursement for our products, and the sale and marketing of our products, are subject
to scrutiny under this law. Penalties for federal civil False Claims Act violations may include up to three times the actual
damages sustained by the government, plus significant mandatory civil penalties for each separate false claim, the
potential for exclusion from participation in federal healthcare programs, and, although the federal False Claims Act is a
civil statute, False Claims Act violations may also implicate various federal criminal statutes.

The federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, created new federal
criminal statutes that prohibit among other actions, knowingly and willfully executing, or attempting to execute, a
scheme to defraud any healthcare benefit program, including private third-party payors, knowingly and willfully
embezzling or stealing from a healthcare benefit program, willfully obstructing a criminal investigation of a healthcare
offense, and knowingly and willfully falsifying, concealing or covering up a material fact or making any materially false,
fictitious or fraudulent statement in connection with the delivery of or payment for healthcare benefits, items or services.
Like the Anti-Kickback Statute a person or entity does not need to have actual knowledge of the statute or specific intent
to violate it in order to have committed a violation.

Also, many states have similar fraud and abuse statutes or regulations that may be broader in scope and may
apply regardless of payor, in addition to items and services reimbursed under Medicaid and other state programs.
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Additionally, to the extent that any of our product candidates, if approved, are sold in a foreign country, we may be
subject to similar foreign laws.

HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act, or HITECH,
and their implementing regulations, including the final omnibus rule published on January 25, 2013, mandates, among
other things, the adoption of uniform standards for the electronic exchange of information in common healthcare
transactions, as well as standards relating to the privacy and security of individually identifiable health information,
which require the adoption of administrative, physical and technical safeguards to protect such information. Among
other things, HITECH makes HIPAA’s security standards directly applicable to business associates, defined as
independent contractors or agents of certain healthcare providers, healthcare clearinghouses and health plans, known as
covered entities, that create, receive or obtain protected health information in connection with providing a service for or
on behalf of a covered entity or another business associate, and their covered subcontractors. HITECH also increased the
civil and criminal penalties that may be imposed against covered entities and business associates and gave state attorneys
general new authority to file civil actions for damages or injunctions in federal courts to enforce HIPAA and seek
attorney’s fees and costs associated with pursuing federal civil actions. In addition, certain state and foreign laws govern
the privacy and security of health information in certain circumstances, some of which are more stringent than HIPAA
and many of which differ from each other in significant ways and may not have the same effect, thus complicating
compliance efforts.

The U.S. federal transparency requirements under the Patient Protection and Affordable Care Act, as amended
by the Health Care and Education Reconciliation Act, or collectively, ACA, including the provision commonly referred
to as the Physician Payments Sunshine Act imposed, among other things, annual reporting requirements for covered
manufacturers for certain payments and other transfers of value provided to physicians, as defined by such law, other
healthcare professionals (such as physician assistant and nurse practitioners), and teaching hospitals, as well as certain
ownership and investment interests held by physicians and their immediate family members.

In addition, we may be subject to certain analogous state and foreign laws of each of the above federal
healthcare laws. In some instances, such laws may be broader in scope than its federal counterpart, such as certain state
anti-kickback and false claims laws, which may apply to claims involving healthcare items or services reimbursed
by non-governmental third-party payors, including private insurers. In addition, certain states and local jurisdictions also
mandate implementation of compliance programs, impose restrictions on drug manufacturer marketing practices or
require the tracking and reporting of gifts, compensation or other remuneration to physicians and other healthcare
professionals.

Because we intend to commercialize products that could be reimbursed under a federal healthcare program and
other governmental healthcare programs, we intend to develop a comprehensive compliance program that establishes
internal control to facilitate adherence to the rules and program requirements to which we will or may become subject.
Although the development and implementation of compliance programs designed to establish internal control and
facilitate compliance can mitigate the risk of investigation, prosecution, and penalties assessed for violations of these
laws, the risks cannot be entirely eliminated.

If our operations are found to be in violation of any of such laws or any other governmental regulations that
apply to us, we may be subject to penalties, including, without limitation, significant administrative, civil and criminal
penalties, damages, fines, disgorgement, imprisonment, contractual damages, reputational harm, diminished profits and
future earnings, the curtailment or restructuring of our operations, exclusion from participation in federal and state
healthcare programs, including Medicare and Medicaid, additional reporting requirements and/or oversight if we become
subject to a corporate integrity agreement or similar agreement to resolve allegations of non-compliance with these laws,
and individual imprisonment, any of which could adversely affect our ability to operate our business and our financial
results.
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Healthcare Reform

There have been a number of federal and state proposals during the last few years regarding the pricing of
pharmaceutical and biopharmaceutical products, government control and other changes to the healthcare system in the
United States.

By way of example, the United States and state governments continue to propose and pass legislation designed
to reduce the cost of healthcare. The ACA, which was signed into law in 2010, is a sweeping law intended to broaden
access to health insurance, reduce or constrain the growth of healthcare spending, enhance remedies against fraud and
abuse, add new transparency requirements for the healthcare and health insurance industries, impose new taxes and fees
on the health industry and impose additional health policy reforms. Since its enactment, there have been amendments
and judicial and Congressional challenges to numerous provisions of the ACA. For example, on July 4, 2025, the One
Big Beautiful Bill Act, or the OBBBA, was signed into law, which narrowed access to ACA marketplace exchange
enrollment and declined to extend the ACA enhanced advanced premium tax credits that expired at the end of 2025,
which, among other provisions in the law, are anticipated to reduce the number of Americans with health insurance. The
OBBBA also is expected to reduce Medicaid spending and enrollment by implementing work requirements for some
beneficiaries, capping state-directed payments, reducing federal funding, and limiting provider taxes used to fund the
program. Congress is considering proposed legislation intended to further reduce healthcare costs with alternatives to
replace the expired ACA subsidies. We expect that additional U.S. federal healthcare reform measures will be adopted in
the future, any of which could limit the amounts that the U.S. federal government will pay for healthcare products and
services, which could result in reduced demand for our product candidates or additional pricing pressures. Other
legislative changes have been proposed and adopted since the ACA was enacted, including aggregated reductions to
Medicare payments to providers of 2% per fiscal year, which began in 2013 and will remain in effect through 2032
unless additional Congressional action is taken.

The current administration is pursuing policies to reduce regulations and expenditures across government
agencies, including at HHS, the FDA, Centers for Medicare and Medicaid Services, or CMS, and related agencies. These
actions, presently directed by executive orders or memoranda from the Office of Management and Budget, may propose
policy changes that create additional uncertainty for our business. For example, the current administration has announced
agreements with several pharmaceutical companies that require the drug manufacturers to offer, through a direct-to-
consumer platform, U.S. patients and Medicaid programs prescription drug Most-Favored-Nation pricing equal to or
lower than those paid in other developed nations, with additional mandates for direct-to-patient discounts and
repatriation of foreign revenues. Other recent actions, for example, include (1) directing agencies to reduce agency
workforce and cut programs; (2) directing HHS and other agencies to lower prescription drug costs through a variety of
initiatives, including by improving upon the Medicare Drug Price Negotiation Program and establishing Most-Favored-
Nation pricing for pharmaceutical products; (3) imposing tariffs on imported pharmaceutical products; and (4) as part of
the Make America Healthy Again Commission’s Strategy Report released in September 2025, working across
government agencies to increase enforcement on direct-to-consumer pharmaceutical advertising. Additionally, the
current administration recently called on Congress to enact “The Great Healthcare Plan,” to codify and expand Most-
Favored-Nation pricing, lower government subsidies to private insurance companies, increase healthcare price
transparency, expand pharmaceutical drugs available for over-the-counter purchase, and enact restrictions on pharmacy
benefit manager payment methodologies, among other things. These actions and policies may significantly reduce U.S.
drug prices, potentially impacting manufacturers’ global pricing strategies and profitability, while increasing their
operational costs and compliance risks. Congress may introduce and ultimately pass healthcare-related legislation that
could impact the drug approval process and make changes to the Medicare Drug Price Negotiation Program. Any
reduction in reimbursement from Medicare or other government programs may result in a similar reduction in payments
from private payors.

In addition, on January 12, 2025, Regulation No 2021/2282 on HTA, or the HTA Regulation, entered into
application through a phased implementation. The HTA Regulation initially applies to new active substances for
oncology and ATMPs. It will be expanded to orphan medicinal products in January 2028, and to all centrally authorized
medicinal products as of 2030. Select high-risk medical devices also came into scope in 2026. The HTA Regulation is
intended to boost cooperation among EU Member States in assessing health technologies, including new medicinal
products. The HTA Regulation establishes a framework for EU-level joint clinical assessments, joint scientific
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consultations, and the early identification of emerging health technologies. The HTA Regulation permits EU Member
States to use common tools, methodologies, and procedures and requires them to rely on EU-level joint clinical
assessment reports for the clinical components of their national HTA evaluations. Individual EU Member States will
continue to be responsible for assessing non-clinical (e.g., economic, social, ethical) aspects of health technologies and
pricing and reimbursement decisions based on these assessments.

There have been, and likely will continue to be, healthcare reform measures, including legislative and
regulatory proposals at the foreign, federal and state levels directed at broadening the availability of healthcare and
containing or lowering the cost of healthcare. Such reforms could have an adverse effect on anticipated revenues from
product candidates that we may successfully develop and for which we may obtain regulatory approval and may affect
our overall financial condition and ability to develop product candidates.

Regulatory Framework in the United Kingdom

The Medicines and Healthcare products Regulatory Agency, or the MHRA, is the United Kingdom’s
standalone regulator for medicinal products and medical devices.

While the United Kingdom’s regulatory framework for clinical trials was historically based on the Medicines
for Human Use (Clinical Trials) Regulations 2004, which implemented the former EU Clinical Trials Directive, this has
been significantly reformed by the Medicines for Human Use (Clinical Trials) (Amendment) Regulations 2024. The new
legislation, which was adopted in April 2025, modernizes the United Kingdom’s approach to make it a more attractive
location for research, and includes key features such as: (i) a risk-proportionate approach, including a notification
scheme for lower-risk trials; (ii) a combined review process integrating ethics committee and regulatory approvals into a
single, streamlined pathway; (iii) enhanced transparency requirements mandating registration of clinical trials in a public
registry and publication of trial results within 12 months of trial completion (with scope for deferrals in certain
circumstances); (iv) greater flexibility to support innovation in clinical trial design; and (v) measures to promote patient
and public involvement. The amendments will become applicable on April 28, 2026 following a one-year transition
period.

Marketing authorizations in the United Kingdom are governed by the Human Medicines Regulations
(S12012/1916), as amended. In order to obtain a United Kingdom marketing authorization, or MA, to commercialize
products in the United Kingdom, an applicant must be established in the United Kingdom and must follow one of the
United Kingdom national authorization procedures or one of the remaining post-Brexit international cooperation
procedures. Applications are governed by the Human Medicines Regulations (SI 2012/1916) and are made electronically
through the MHRA Submissions Portal. The MHRA has introduced changes to national licensing procedures, including
procedures to prioritize access to new medicines that will benefit patients, a 150-day assessment (subject to clock-stops)
and a rolling-review procedure. The rolling-review procedure permits the separate or joint submission of quality, non-
clinical and clinical data to the MHRA which can be reviewed on a rolling basis. After an application under the rolling-
review procedure has been validated, the decision should be received within 100 days (subject to clock-stops).

In addition, since January 1, 2024, the MHRA may rely on the International Recognition Procedure, or IRP,
when reviewing certain types of MAAs. Pursuant to the IRP, the MHRA will take into account the expertise and
decision-making of trusted regulatory partners (e.g., the regulatory authorities in Australia, Canada, Switzerland,
Singapore, Japan, the United States and the EU). The MHRA will conduct a targeted assessment of IRP applications but
retain the authority to reject applications if the evidence provided is considered insufficiently robust. The IRP allows
medicinal products approved by such trusted regulatory partners that meet certain criteria to undergo a fast-tracked
MHRA review to obtain and/or update a MA in the United Kingdom. Applications should be decided within a maximum
of 60 days if: (i) there are no major objections identified that cannot be resolved within such 60-day period and
(i1) approval from the trusted regulatory partner selected has been granted within the previous two years. Where major
objections are identified or such approval has not been granted within the previous two years, the decision timeline
extends to 110 days. Applicants can submit initial MAAs to the IRP but the procedure can also be used throughout the
lifecycle of a product for post-authorization procedures including line extensions, variations and renewals.
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Existing EU marketing authorizations for centrally authorized products were automatically converted into the
United Kingdom’s marketing authorizations, effective in Great Britain only, free of charge on January 1, 2021, unless
the marketing authorization holder opted out of this possibility. On January 1, 2025, the Windsor Framework came into
effect, reintegrating Northern Ireland under the regulatory authority of the MHRA with respect to medicinal products
and introducing a United Kingdom-wide licensing process for medicines.

There is no pre-marketing authorization orphan designation for medicinal products in the United Kingdom.
Instead, the MHRA reviews applications for orphan designation in parallel to the corresponding marketing authorization
application. The criteria are essentially the same as those in the EU, but have been tailored for the market. This includes
the criterion that prevalence of the condition in the United Kingdom, rather than the EU, must not be more than five in
10,000. Upon the grant of a marketing authorization with orphan status, the medicinal product will benefit from up to
10 years of market exclusivity from similar products in the approved orphan indication. The start of this market
exclusivity period will be set from the date of first approval of the product in the United Kingdom.

Employees and Human Capital

As of December 31, 2025, we had 288 full-time or part-time employees, including 108 with M.D. or Ph.D.
degrees. Of these employees, 220 employees are engaged in research and development activities and 68 employees are
engaged in general and administrative activities. Our employees are primarily based at the locations of our office and
laboratory facilities: 191 are located in the United Kingdom and 97 are located in the United States. None of our
employees are represented by labor unions or covered by collective bargaining agreements. We consider the relationship
with our employees to be good. In conjunction with our strategic reprioritization announced in March 2026, we are
implementing a proposed workforce reduction of approximately 30% of our workforce.

Our human capital resources objectives include, as applicable, identifying, recruiting, developing, retaining,
incentivizing and integrating our existing and additional employees to support the continued growth of our company and
progress the development of our product candidates. The principal purposes of our equity incentive plans are to attract,
retain and motivate selected employees, consultants and directors through the granting of equity-based compensation
awards.

We believe a diverse workforce is critical to our success and we are fundamentally committed to creating and
maintaining a work environment in which employees are treated fairly, with dignity, decency, respect and in accordance
with all applicable laws. We understand that varied perspectives lead to the best ideas and outcomes. We believe that by
creating a workplace where every individual can feel welcome and valued, we will be better able to achieve our
corporate objectives. All employees must adhere to a code of business conduct and ethics and our employee handbook,
which combined, define standards for appropriate behavior and all employees are annually trained to help prevent,
identify, report, and stop any type of discrimination and harassment. Our processes in recruitment, hiring, development,
training, compensation, and advancement are based on qualifications, performance, skills, and experience without regard
to gender, race, or ethnicity.

Compensation and Benefits

We believe our employees are our most valuable assets and are key to achieving our goals. We focus our efforts
on attracting and retaining a diverse, high-performing workforce through offering competitive and fair compensation
packages that are based on robust industry market data. Our total compensation package includes competitive base pay,
annual bonus, equity participation, and a broad range of benefits, including retirement planning, healthcare and insurance
benefits, paid time off, enhanced paid family and medical leave, flexible working, and various health and wellness
programs. We also run recognition programs that highlight employees who exhibit exceptional performance and
demonstrate our company values.

We ensure that our compensation programs are designed to be equitable and fair, and routinely analyze data to
ensure that our programs are administered in a fair and equitable way.
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Career Development

We invest heavily in our employees’ personal and professional development. We offer a vast array of learning
and development opportunities including online and classroom training and learning, technical training, mentoring and
coaching programs, training academies and management and leadership development programs.

We are committed to developing the next generation of talent and have active internship partnerships with local
universities in both the United States and United Kingdom.

Corporate Information

In 2009, we were incorporated as a limited liability company under the laws of England and Wales. In 2017, we
effected a reorganization to create a new holding company which, in connection with our IPO, was re-registered as a
public limited company named Bicycle Therapeutics plc. Bicycle Therapeutics plc is the parent company of three wholly
owned subsidiaries, two of which are based in Cambridge, United Kingdom and one of which is based in Massachusetts,
United States, that carry on our business.

The U.K. subsidiaries are BicycleTx Limited and BicycleRD Limited, and the U.S. subsidiary is Bicycle
Therapeutics Inc. Our principal executive offices are located at Blocks A & B, Portway Building, Granta Park, Great
Abington, Cambridge, CB21 6GS, United Kingdom, and our phone number is +44 1223 261503.

Available Information

Our website address is http://www.bicycletherapeutics.com. We make available on our website, free of charge,
our Annual Reports on Form 10-K, our Quarterly Reports on Form 10-Q and our Current Reports on Form 8-K and any
amendments to those reports filed or furnished pursuant to Section 13(a) or 15(d) of the Securities Exchange Act of
1934, as amended, or the Exchange Act, as soon as reasonably practicable after we electronically file such material with,
or furnish it to, the Securities and Exchange Commission, or the SEC. The SEC maintains a website that contains
reports, proxy and information statements and other information regarding our filings at www.sec.gov. The information
found on our website is not incorporated by reference into this Annual Report or any other report we file with or furnish
to the SEC.

Item 1A. Risk Factors.

Our operations and financial results are subject to various risks and uncertainties, including those described
below. The following information about these risks and uncertainties, together with the other information appearing
elsewhere in this Annual Report on Form 10-K, or this Annual Report, including our consolidated financial statements
and related notes thereto, should be carefully considered before a decision to invest in our American Depositary Shares,
or ADSs. The occurrence of any of the following risks could have a material adverse effect on our business, financial
condition, results of operations and future growth prospects or cause our actual results to differ materially from those
contained in forward-looking statements we have made in this report and those we may make from time to time.
Additional risks that are currently unknown to us or that we currently believe to be immaterial may also impair our
business. In these circumstances, the market price of our ADSs could decline and holders of our ADSs may lose all or
part of their investment. We cannot provide assurance that any of the events discussed below will not occur.

Summary of Selected Risk Factors

Our business is subject to numerous risks and uncertainties, of which you should be aware before making a
decision to invest in our ADSs. These risks and uncertainties include, among others, the following:

e We have a history of significant operating losses and expect to incur significant and increasing losses for
the foreseeable future, and we may never achieve or maintain profitability.
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We may need substantial additional funding, and if we are unable to raise capital when needed, we could
be forced to delay, reduce or eliminate our product discovery and development programs or
commercialization efforts.

Raising additional capital may cause dilution to our existing shareholders or holders of our ADSs, restrict
our operations or cause us to relinquish valuable rights.

We are substantially dependent on the success of our internal development programs and of our product
candidates from our Bicycle® Drug Conjugate, or BDC®, and Bicycle Radioconjugate, or BRC®, programs,
which may not successfully complete clinical trials, receive regulatory approval or be successfully
commercialized.

We are at an early stage in our development efforts, and our product candidates and those of our
collaborators represent a new category of medicines and may be subject to heightened regulatory scrutiny
until they are established as a therapeutic modality.

We may find it difficult to enroll patients in our clinical trials, which could delay or prevent us from
proceeding with clinical trials of our product candidates.

Results of preclinical studies and early clinical trials may not be predictive of results of future clinical
trials.

Our current or future product candidates may cause undesirable side effects or have other properties when
used alone or in combination with other approved products or investigational new drugs, or IND, that could
halt their clinical development, prevent their marketing approval, limit their commercial potential or result
in significant negative consequences.

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

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

We may seek designations for our product candidates with the U.S. Food and Drug Administration, or
FDA, and other comparable regulatory authorities that are intended to confer benefits such as a faster
development process or an accelerated regulatory pathway, but there can be no assurance that we will
successfully obtain such designations. In addition, even if one or more of our product candidates are
granted such designations, we may not be able to realize the intended benefits of such designations.

Even if we complete the necessary preclinical studies and clinical trials, the marketing approval process is
expensive, time consuming and uncertain and may prevent us or any collaborators from obtaining
approvals for the commercialization of some or all of our product candidates. As a result, we cannot predict
when or if, and in which territories, we, or any collaborators, will obtain marketing approval to
commercialize a product candidate.

The market opportunities for any current or future product candidate we develop, if and when approved,
may be limited to those patients who are ineligible for established therapies or for whom prior therapies
have failed, and may be small.

Even if we receive marketing approval of a product candidate, we will be subject to ongoing regulatory
obligations and continued regulatory review, which may result in significant additional expense, and we
may be subject to penalties if we fail to comply with regulatory requirements or experience unanticipated
problems with our products, if approved.

45



We face significant competition and if our competitors develop and market products that are more
effective, safer or less expensive than the product candidates we develop, our commercial opportunities
will be negatively impacted.

The commercial success of any current or future product candidate will depend upon the degree of market
acceptance by physicians, patients, payors and others in the medical community.

The insurance coverage and reimbursement status of newly approved products is uncertain. Failure to
obtain or maintain adequate coverage and reimbursement for any of our product candidates, could limit our
ability to market those products and decrease our ability to generate revenue.

Healthcare legislative reform measures may have a negative impact on our business and results of
operations.

We and the third parties with whom we work are subject to stringent and evolving U.S. and foreign laws,
regulations, rules, contractual obligations, policies and other obligations related to data privacy and
security. Our (and third parties with whom we work) actual or perceived failure to comply with such
obligations could lead to regulatory investigations or actions, litigation, fines and penalties, disruptions of
our business operations, reputational harm, loss of revenue or profits, and other adverse business
consequences.

We rely on third parties, including independent clinical investigators and CROs to conduct and sponsor
some of the clinical trials of our product candidates. Any failure by a third party to meet its obligations
with respect to the clinical development of our product candidates may delay or impair our ability to obtain
regulatory approval for our product candidates.

We intend to rely on third parties to manufacture product candidates and supply raw materials used in our
product candidates, such as 2!?Pb, which increases the risk that we will not have sufficient quantities of
such product candidates or products or such quantities at an acceptable cost, which could delay, prevent or
impair our development or commercialization efforts.

If we are unable to obtain and maintain patent and other intellectual property protection for our products
and product candidates, or if the scope of the patent and other intellectual property protection obtained is
not sufficiently broad, our competitors could develop and commercialize products similar or identical to
ours, and our ability to successfully commercialize our products and product candidates may be adversely
affected.

If we are sued for infringing intellectual property rights of third parties, such litigation could be costly and
time consuming and could prevent or delay us from developing or commercializing our product candidates.

Our recent workforce reductions were undertaken to significantly reduce our ongoing operating expenses,
but they may not result in our intended outcomes and may yield unintended consequences and additional

costs.

The market price of our ADSs is highly volatile, and holders of our ADSs may not be able to resell their
ADSs at or above the price at which they purchased their ADSs.

As a company with operations outside of the United States, we are subject to economic, political,
regulatory and other risks associated with international operations.
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Risks Related to Our Financial Position and Need for Additional Capital

We have a history of significant operating losses and expect to incur significant and increasing losses for the
foreseeable future, and we may never achieve or maintain profitability.

We do not expect to generate revenue or profitability that is necessary to finance our operations in the short
term. Since inception, we have incurred recurring losses, including net losses of $219.0 million, $169.0 million and
$180.7 million for the years ended December 31, 2025, 2024 and 2023, respectively. As of December 31, 2025, we had
an accumulated deficit of $899.8 million. To date, we have not commercialized any products or generated any revenues
from the sale of products, and absent the realization of sufficient revenues from product sales, we may never attain
profitability in the future. We have devoted substantially all of our financial resources and efforts to research and
development, including preclinical studies and our clinical trials. Our net losses may fluctuate significantly from quarter
to quarter and year to year. Net losses and negative cash flows have had, and will continue to have, an adverse effect on
our shareholders’ equity and working capital.

We anticipate that our expenses will increase substantially if and as we:

e continue to develop and conduct clinical trials with respect to our BDC and BRC programs and our other
pipeline programs;

e initiate and continue research, preclinical and clinical development efforts for any future product
candidates;

e seek to discover and develop additional product candidates and further expand our clinical product
pipeline;

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

e require the manufacture of larger quantities of product candidates for clinical development and, potentially,
commercialization;

e maintain, expand and protect our intellectual property portfolio;

e expand our research and development infrastructure, including hiring and retaining additional personnel,
such as clinical, quality control and scientific personnel;

e  cstablish sales, marketing, distribution and other commercial infrastructure in the future to commercialize
products for which we obtain marketing approval, if any;

e add operational, financial and management information systems and personnel, including personnel to
support our product development and commercialization and help us comply with our obligations as a
public company; and

e add equipment and physical infrastructure to support our research and development.

Our ability to become and remain profitable depends on our ability to generate revenue. Generating product
revenue will depend on our or any of our collaborators’ ability to obtain marketing approval for, and successfully
commercialize, one or more of our product candidates. Successful commercialization will require achievement of key
milestones, including completing clinical trials of our product candidates, obtaining marketing approval for these
product candidates, manufacturing, marketing and selling those products for which we, or any of our collaborators, may
obtain marketing approval, satisfying any post-marketing requirements and obtaining reimbursement for our products
from private insurance or government payors. Because of the uncertainties and risks associated with these activities, we
are unable to accurately predict the timing and amount of revenues, and if or when we might achieve profitability. We
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and any collaborators may never succeed in these activities and, even if we do, or any collaborators do, we may never
generate revenues that are large enough for us to achieve profitability. Even if we do achieve profitability, we may not
be able to sustain or increase profitability on a quarterly or annual basis.

Our revenue to date has been primarily generated from our current and former research collaborations with
Bayer Consumer Care AG, or Bayer, Novartis Pharma AG, or Novartis, Ionis Pharmaceuticals, Inc., or lonis, and
Genentech Inc., or Genentech. There can be no assurance that we will generate revenue from our collaborations in the
future.

Our failure to become and remain profitable would depress the market price of our ADSs and could impair our
ability to raise capital, expand our business, diversify our product offerings or continue our operations. If we continue to
suffer losses, investors may not receive any return on their investment and may lose their entire investment.

Our limited operating history may make it difficult for holders of our ADSs or ordinary shares to evaluate the success
of our business to date and to assess our future viability.

Our business commenced operations in 2009. Our operations to date have been limited to financing and staffing
our company, developing our technology, conducting preclinical research and early-stage clinical trials for our product
candidates and pursuing strategic collaborations to advance our product candidates. We have not yet demonstrated an
ability to successfully conduct late-stage 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 and marketing activities necessary for
successful product commercialization. Accordingly, any current or prospective holder of our ADSs or ordinary shares
should consider our prospects in light of the costs, uncertainties, delays and difficulties frequently encountered by
companies in the early stages of development, especially clinical-stage pharmaceutical companies such as ours. Any
predictions made about our future success or viability may not be as accurate as they would be if we had a longer
operating history or a history of successfully developing and commercializing pharmaceutical products.

We may encounter unforeseen expenses, difficulties, complications, delays and other known or unknown
factors in achieving our business objectives. We will eventually need to transition from a company with a 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 operating results 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 and reliance should not be
made upon the results of any quarterly or annual periods as indications of future operating performance.

We may need substantial additional funding, and if we are unable to raise capital when needed, we could be forced to
delay, reduce or eliminate our product discovery and development programs or commercialization efforts.

Developing pharmaceutical 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 initiate new clinical trials of, initiate new research and
preclinical development efforts for and seek marketing approval for, our current product candidates or any future product
candidates. In addition, if we obtain marketing approval for any of our product candidates, we may incur significant
commercialization expenses related to product sales, marketing, manufacturing and distribution to the extent that such
sales, marketing, manufacturing and distribution are not the responsibility of a collaborator. Furthermore, we expect to
incur significant ongoing 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 or eliminate our research and development programs or
any future commercialization efforts.

We will be required to expend significant funds in order to advance the development of the product candidates
in our pipeline, as well as other product candidates we may seek to develop. In addition, while we may seek one or more
collaborators for future development of our product candidates, we may not be able to enter into a collaboration for any
of our product candidates for such indications on suitable terms, on a timely basis or at all. In any event, our existing
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cash 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 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 our existing cash and cash equivalents of $628.1 million as of December 31, 2025, will enable
us to fund our operating expenses and capital expenditure requirements for at least 12 months from the date of filing of
this Annual Report. Our estimate 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 funding requirements, both short-term and long-term, will depend on many factors, including:

e the scope, progress, timing, costs and results of clinical trials of, and research and preclinical development
efforts for, our current and future product candidates;

e our ability to enter into, and the terms and timing of, any collaborations, licensing or other arrangements;
e our ability to identify one or more future product candidates for our pipeline;

e the number of future product candidates that we pursue and their development requirements;

e the outcome, timing and costs of seeking regulatory approvals;

e the costs of commercialization activities for any of our product candidates that receive marketing approval
to the extent such costs are not the responsibility of any collaborators, including the costs and timing of
establishing product sales, marketing, distribution and manufacturing capabilities;

e subject to receipt of marketing approval, revenue, if any, received from commercial sales of our current and
future product candidates;

e our headcount and associated costs as we progress our research and development and establish a
commercial infrastructure;

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

e the costs of operating as a public company.

While the long-term economic impact of geopolitical risks, including evolving impacts from tariffs, sanctions
or other trade tensions between the United States and other countries, or demand or supply shocks from events such as
major terrorist attacks, war, natural disasters or actual or threatened public health pandemics or other emergencies is
difficult to assess or predict, these events have caused or may cause significant disruptions to the global financial
markets and have contributed or may contribute to a general global economic slowdown. Furthermore, inflation rates,
particularly in the United States and the United Kingdom, recently increased to levels not seen in decades and, despite
recent decreases, remain high. Increased inflation may result in increased operating costs (including labor costs) and may
affect our operating budgets. Future increases in interest rates, especially if coupled with reduced government spending
and volatility in financial markets and the global banking system, may further increase economic uncertainty and
heighten these risks.
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Raising additional capital may cause dilution to our existing shareholders or holders of our ADSs, restrict our
operations or cause us to relinquish valuable rights.

We may seek additional capital through a combination of public and private equity offerings, debt financings,
strategic partnerships and alliances, licensing arrangements or monetization transactions. To the extent that we raise
additional capital through the sale of equity, convertible debt securities or other equity-based derivative securities, the
ownership interest of existing holders of our ADSs or ordinary shares will be diluted and the terms may include
liquidation or other preferences that adversely affect existing holders’ rights. Any indebtedness we incur would result in
increased fixed payment obligations and could involve restrictive covenants, such as limitations on our ability to incur
additional debt, limitations on our ability to acquire or license intellectual property rights and other operating restrictions
that could adversely impact our ability to conduct our business. Furthermore, the issuance of additional securities,
whether equity or debt, by us, or the possibility of such issuance, may cause the market price of our ADSs to decline and
existing shareholders may not agree with our financing plans or the terms of such financings. If we raise additional funds
through strategic partnerships and alliances, licensing arrangements or monetization transactions with third parties, we
may have to relinquish valuable rights to our technologies, or our product candidates, or grant licenses on terms
unfavorable to us. Adequate additional financing may not be available to us on acceptable terms, or at all. If we are
unable to raise additional funds when needed, we may 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 Discovery, Development and Regulatory Approval of Our Product Candidates

We are substantially dependent on the success of our internal development programs and of our product candidates
from our BDC and BRC programs, which may not successfully complete clinical trials, receive regulatory approval or
be successfully commercialized.

Our future success will depend heavily on the success of our internal development programs and of product
candidates from our BDC and BRC programs.

Within our BDC programs, we are evaluating nuzefatide pevedotin, formerly BT5528, a BDC molecule that
targets Ephrin type-A receptor 2, or EphA2 and carries a MMAE cytotoxin payload, in an ongoing, company-sponsored
Phase I/II clinical trial to assess safety, pharmacokinetics and preliminary clinical activity in patients with advanced
malignancies historically associated with EphA2 expression as well as an ongoing, company-sponsored Phase II clinical
trial to evaluate the efficacy, safety and pharmacokinetics of nuzefatide pevedotin in adult patients with recurrent
metastatic pancreatic ductal adenocarcinoma. In addition, IND-enabling activities are currently ongoing for BT1702, a
theranostic BRC molecule targeting MT1-MMP and carrying a 2'?Pb radioisotope payload. There can be no assurance
our BDC or BRC molecules will ever demonstrate evidence of safety or effectiveness for any use or receive regulatory
approval in the United States, the European Union, or any other country in any indication. Even if clinical trials show
positive results, there can be no assurance that the FDA in the United States, or the European Commission, whose
decision is based on an opinion from the EMA in Europe or similar regulatory authorities will approve our BDC or BRC
molecules or any of our other product candidates for any given indication for several potential reasons, including the
failure to follow Good Clinical Practice, or GCP, a negative assessment of the risks and benefits, insufficient product
quality control and standardization, failure to have Good Manufacturing Practices, or GMP, compliant manufacturing
facilities, or the failure to agree with regulatory authorities on clinical endpoints.

Our ability to successfully commercialize our BDC molecules, BRC molecules, and our other product
candidates will depend on, among other things, our ability to:

e successfully complete preclinical studies and clinical trials, which may be delayed;

e receive regulatory approvals from the FDA, the European Commission based on an opinion from the EMA
and other similar regulatory authorities;
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e establish and maintain collaborations with third parties for the development and/or commercialization of
our product candidates, or otherwise build and maintain strong development, sales, distribution and
marketing capabilities that are sufficient to develop products and launch commercial sales of any approved
products;

e obtain coverage and adequate reimbursement from payors such as government health care systems and
insurance companies and achieve commercially attractive levels of pricing;

e secure acceptance of our product candidates from physicians, health care payors, patients and the medical
community;

e produce, through a validated process, in manufacturing facilities inspected and approved by regulatory
authorities, including the FDA, sufficiently large quantities of our product candidates to permit successful
commercialization;

e manage our spending as expenses increase due to clinical trials and commercialization; and

e obtain and enforce sufficient intellectual property rights for any approved products and product candidates
and maintain freedom to operate for such products with respect to the intellectual property rights of third
parties.

Of the large number of drugs in development in the pharmaceutical industry, only a small percentage result in
the submission of a new drug application, or NDA, to the FDA or comparable foreign applications to competent
regulatory authorities abroad, and even fewer are approved for commercialization. Furthermore, even if we do receive
regulatory approval to market our product candidates, any such approval may be subject to limitations on the indicated
uses or patient populations for which we may market the product. Accordingly, even if we are able to obtain the requisite
financing to continue to fund our development programs, we cannot provide assurance that our product candidates will
be successfully developed or commercialized. If we are unable to develop, or obtain regulatory approval for, or, if
approved, to successfully commercialize our product candidates, we may not be able to generate sufficient revenue to
continue our business.

In addition, the policies of the FDA, the competent authorities of the EU Member States, the EMA, the
European Commission and other comparable regulatory authorities responsible for clinical trials may change and
additional government regulations may be enacted. For instance, the regulatory landscape related to clinical trials in the
EU recently evolved. The CTR, which was adopted in April 2014 and repeals the CTD, became applicable on January
31, 2022. The CTR introduces, among other changes, a centralized application system, coordinated review procedures,
expanded reporting and increased transparency obligations. Compliance with the CTR requirements by us and our third-
party service providers, such as CROs, may impact our developments plans.

In addition, on December 11, 2025, the European Commission, European Parliament and European Council
reached a political agreement on a comprehensive overhaul of EU pharmaceutical legislation, or the Pharma Package.
The reform has been under negotiation since the European Commission submitted its proposal in April 2023. This
package, composed of a new directive and regulation to replace existing legislation, aims to modernize the EU
framework. The political agreement is still subject to formal approval by the European Parliament and European
Council. If approved in the form proposed, the Pharma Package will, among other changes, reduce the baseline market
protection period by one year, with limited opportunities for extensions; reshape the incentives regime for orphan
medicinal products; and expand the Bolar exemption. A decrease in market exclusivity opportunities for our product
candidates in the EU, combined with the expanded Bolar exemption, could open them to generic or biosimilar
competition earlier than under the current regime, potentially impacting reimbursement status and the commercial
prospects of our product candidates.

Moreover, following a public consultation that began in 2022, the United Kingdom government has enacted

new legislation to overhaul the clinical trials regulatory framework. In April 2025, the United Kingdom adopted an
amendment to the Medicines for Human Use (Clinical Trials) Regulations 2004 intended to support a more streamlined
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and flexible regulation of clinical trials, remove unnecessary administrative burdens on trial sponsors, and protect the
interests of trial participants. It also intends to bring the U.K. regulatory framework for clinical trials into closer
alignment with the EU’s CTR. The amendment will become applicable on April 28, 2026 following a one-year transition
period. While these changes introduce efficiencies and align with some principles of the CTR, divergence between the
United Kingdom and EU regulatory systems remains. Any significant divergence could affect the cost and complexity of
conducting clinical trials in the United Kingdom and may impact the acceptability of United Kingdom-based trial data
for seeking marketing authorizations in the EU, and vice versa.

If we are slow or unable to adapt to changes in existing requirements or the adoption of new requirements or
policies, our development plans may be impacted.

We are at an early stage in our development efforts, and our product candidates and those of our collaborators
represent a new category of medicines and may be subject to heightened regulatory scrutiny until they are established
as a therapeutic modality.

Bicycle molecules are fully synthetic short peptides constrained to form two loops which stabilize their
structural geometry. This constraint facilitates target binding with high affinity and selectivity, making Bicycle
molecules attractive candidates for drug development. Bicycle molecules are a unique therapeutic modality combining
the pharmacology usually associated with a biologic with the manufacturing and pharmacokinetic, or PK, properties of a
small molecule. Our product candidates may not demonstrate in patients any or all of the pharmacological benefits we
believe they may possess. We have not yet succeeded and may never succeed in demonstrating efficacy and safety for
these or any other product candidates in clinical trials or in obtaining marketing approval thereafter.

Regulatory authorities have limited experience with Bicycle molecules and may require evidence of safety and
efficacy that goes beyond what we and our collaborators have included in our development plans. In such a case,
development of Bicycle product candidates may be more costly or time-consuming than expected, and our candidate
products and those of our collaboration partners may not prove to be viable.

If we are unsuccessful in our development efforts, we may not be able to advance the development of our
product candidates, commercialize products, raise capital, expand our business or continue our operations.

Our product candidates and those of our collaborators will need to undergo preclinical and clinical trials that are
time consuming and expensive, the outcomes of which are unpredictable, and for which there is a high risk of failure.
If preclinical or clinical trials of our or their product candidates fail to satisfactorily demonstrate safety and efficacy
to the FDA, the EMA and the European Commission and any other comparable regulatory authority, additional costs
may be incurred or delays experienced in completing, the development of these product candidates, or their
development may be abandoned.

The FDA in the United States, the European Commission based on a positive opinion from the EMA, or
national competent regulatory authorities in the EEA, countries and any other comparable regulatory authorities in other
jurisdictions must approve product candidates before they can be marketed, promoted or sold in those territories. We
have not previously submitted an NDA to the FDA or similar drug approval filings to comparable foreign regulatory
authorities for any of our product candidates. We must provide these regulatory authorities with data from preclinical
studies and clinical trials that demonstrate that our product candidates are safe and effective for a specific indication
before they can be approved for commercial distribution. We cannot be certain that our clinical trials for our product
candidates will be successful or that any of our other product candidates will receive approval from the FDA, the
European Commission based on a positive opinion from the EMA or any other comparable regulatory authority.

Preclinical studies and clinical trials are long, expensive and unpredictable processes that can be subject to
extensive delays. We cannot guarantee that any clinical trials will be conducted as planned or completed on schedule, if
at all. It may take several years and require significant expenditures to complete the preclinical studies and clinical trials
necessary to commercialize a product candidate, and delays or failure are inherently unpredictable and can occur at any
stage. New or ongoing public health crises may also impact our and our collaboration partners’ abilities to activate trial
sites or enroll patients in clinical trials or to otherwise advance those clinical trials. Interruptions resulting from such
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crises may reduce our, or our collaboration partners’, abilities to administer the investigational product to enrolled
patients, present difficulties for enrolled patients to adhere to protocol-mandated visits and laboratory/diagnostic testing,
increase the possibility of patient dropouts, or impact our, and our suppliers’, abilities to provide investigational product
to trial sites, all of which could negatively impact the data we are able to obtain from our clinical trials and complicate
regulatory review.

We may also be required to conduct additional clinical trials or other testing of our product candidates beyond
the trials and testing that we contemplate, which may lead to us incurring additional unplanned costs or result in delays
in clinical development. In addition, we may be required to redesign or otherwise modify our plans with respect to an
ongoing or planned clinical trial, and changing the design of a clinical trial can be expensive and time consuming. An
unfavorable outcome in one or more trials would be a major setback for our product candidates and for us. An
unfavorable outcome in one or more trials may require us to delay, reduce the scope of or eliminate one or more product
development programs, which could have a material adverse effect on our business, financial position, results of
operations and future growth prospects.

Many of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials may
also ultimately lead to the denial of marketing approval for our product candidates. The FDA, EMA or the European
Commission or any other comparable regulatory authority may disagree with our clinical trial design and our
interpretation of data from clinical trials or may change the requirements for approval even after it has reviewed and
commented on the design for our clinical trials.

In connection with clinical trials of our product candidates, we face a number of risks, including risks that:

e aproduct candidate is ineffective, inferior or a rigorous comparison cannot be made to existing approved
products for the same indications;

e aproduct candidate causes or is associated with unacceptable toxicity or has unacceptable side effects;

e patients may die or suffer adverse effects for reasons that may or may not be related to the product
candidate being tested,;

e the results may not confirm the positive results of earlier trials;

e the results may not meet the level of statistical significance required by the FDA, the EMA or the European
Commission or other relevant regulatory authorities to establish the safety and efficacy of our product
candidates for continued trial or marketing approval; and

e our collaborators may be unable or unwilling to perform under their contracts.

Furthermore, we sometimes estimate for planning purposes the timing of the accomplishment of various
scientific, clinical, regulatory and other product development objectives. These milestones may include our expectations
regarding the commencement or completion of scientific studies, clinical trials, the submission of regulatory filings or
commercialization objectives. From time to time, we may publicly announce the expected timing of some of these
milestones, such as the completion of an ongoing clinical trial, the initiation of other clinical programs, the receipt of
marketing approval or a commercial launch of a product. The achievement of many of these milestones may be outside
of our control. All of these milestones are based on a variety of assumptions, which may cause the timing of
achievement of the milestones to vary considerably from our estimates. If we fail to achieve milestones in the
timeframes we expect, the commercialization of our product candidates may be delayed, we may not be entitled to
receive certain contractual payments, which could have a material adverse effect on our business, financial position,
results of operations and future growth prospects.
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We may find it difficult to enroll patients in our clinical trials, which could delay or prevent us from proceeding with
clinical trials of our product candidates.

Identifying and qualifying patients to participate in clinical trials of our product candidates is critical to our
success. The timing of our clinical trials depends on our ability to recruit patients to participate as well as the completion
of required follow-up periods. Patients may be unwilling to participate in our clinical trials because of negative publicity
from adverse events related to novel therapeutic approaches, competitive clinical trials for similar patient populations,
the existence of current treatments or for other reasons. Enrollment risks are heightened with respect to certain
indications that we may target for one or more of our product candidates that may be rare diseases, which may limit the
pool of patients that may be enrolled in our planned clinical trials. The timeline for recruiting patients, conducting trials
and obtaining regulatory approval of our product candidates may be delayed, which could result in increased costs,
delays in advancing our product candidates, delays in testing the effectiveness of our product candidates or termination
of the clinical trials altogether.

We may not be able to identify, recruit and enroll a sufficient number of patients, or those with the required or
desired characteristics, to complete our clinical trials in a timely manner. For example, due to the nature of the
indications that we are initially targeting, patients with advanced disease progression may not be suitable candidates for
treatment with our product candidates and may be ineligible for enrollment in our clinical trials. Therefore, early
diagnosis in patients with our target diseases is critical to our success. Patient enrollment and trial completion is affected
by factors including the:

e size of the patient population and process for identifying subjects;

e  design of the trial protocol,;

e cligibility and exclusion criteria;

e safety profile, to date, of the product candidate under study;

e perceived risks and benefits of the product candidate under study;

e perceived risks and benefits of our approach to treatment of diseases;

e availability of competing therapies and clinical trials;

e severity of the disease under investigation;

e degree of progression of the subject’s disease at the time of enrollment;

e proximity and availability of clinical trial sites for prospective subjects;

e ability to obtain and maintain subject consent;

o risk that enrolled subjects will drop out before completion of the trial;

e patient referral practices of physicians; and

ability to monitor subjects adequately during and after treatment.
In addition, clinical testing of our product candidates generally is performed in multiple jurisdictions, including

countries outside of the United States. Our ability to successfully initiate, enroll and complete a clinical trial in any
foreign country is subject to numerous risks unique to conducting business in foreign countries, including:
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e (difficulty in establishing or managing relationships with academic partners or CROs and physicians;
e  (different standards for the conduct of clinical trials;

e the absence in some countries of established groups with sufficient regulatory expertise for review of
protocols related to our novel approach;

e our inability to locate qualified local consultants, physicians and partners; and

e the potential burden of complying with a variety of foreign laws, medical standards and regulatory
requirements, including the regulation of pharmaceutical and biotechnology products and treatment.

If we have difficulty enrolling a sufficient number of patients to conduct our clinical trials as planned, we may
need to delay, limit or terminate ongoing or planned clinical trials, any of which would have an adverse effect on our
business, financial condition, results of operations and prospects.

Results of preclinical studies and early clinical trials may not be predictive of results of future clinical trials.

The outcome of preclinical studies and early clinical trials may not be predictive of the success of later clinical
trials, and preliminary or interim results of clinical trials do not necessarily predict success in the results of completed
clinical trials. Many companies in the pharmaceutical and biotechnology industries have suffered significant setbacks in
late-stage clinical trials after achieving positive results in earlier development, and we could face similar setbacks. For
example, the interim results of our company-sponsored Phase I/1I clinical trials of nuzefatide pevedotin, zelenectide
pevedotin and BT7480, including specific patient responses we have observed and disclosed, may not be replicated in
the completed data sets or in future trials at global clinical trial sites in a later stage clinical trial conducted by us or our
collaborators. The design of a clinical trial can determine whether its results will support approval of a product 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 late-stage clinical trials and may be unable to design and execute a clinical trial to support
marketing approval.

Preclinical and clinical data are often susceptible to varying interpretations and analyses. Many companies that
believed their product candidates performed satisfactorily in preclinical studies and clinical trials have nonetheless failed
to obtain marketing approval for the product candidates. Even if we, or any collaborators, believe that the results of
clinical trials for our product candidates warrant marketing approval, the FDA or comparable foreign regulatory
authorities may disagree and may not grant marketing approval of our product candidates.

In some instances, there can be significant variability in safety or efficacy results between different clinical
trials of the same product candidate due to numerous factors, including changes in trial procedures set forth in protocols,
differences in the size and type of the patient populations, our ability to enroll trial participants, changes in and
adherence to the dosing regimen and other clinical trial protocols and the rate of dropout among clinical trial
participants. If we fail to receive positive results in clinical trials of our product candidates, the development timeline
and regulatory approval and commercialization prospects for our most advanced product candidates, and,
correspondingly, our business and financial prospects would be negatively impacted.

Failure to successfully validate, develop and obtain regulatory approval for companion diagnostics could harm our
drug development strategy.

We may employ companion diagnostics to help us more accurately identify patients within a particular subset,
both during our clinical trials and in connection with the commercialization of our product candidates that we are
developing or may in the future develop. Companion diagnostics are subject to regulation by the FDA and comparable
foreign regulatory authorities as medical devices and require separate regulatory approval or certification prior to
commercialization. In the EEA (and Northern Ireland), in order to place an in vitro diagnostic medical device on the
market, the device must be designed, developed, manufactured and marketed in compliance with the Regulation on In-
Vitro Diagnostic Devices (Regulation (EU) 2017/746), which is a lengthy and costly process.
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We do not develop companion diagnostics internally and thus we will be dependent on the sustained
cooperation and effort of our third-party collaborators in developing and obtaining approval or certification for these
companion diagnostics. There can be no guarantees that we will successfully find a suitable collaborator to develop
companion diagnostics. We and our collaborators may encounter difficulties in developing and obtaining approval or
certification for the companion diagnostics, including issues relating to selectivity/specificity, analytical validation,
reproducibility, or clinical validation. Any delay or failure by our collaborators to develop or obtain regulatory approval
or certification of the companion diagnostics could delay or prevent approval of our product candidates. In addition, our
collaborators may encounter production difficulties that could constrain the supply of the companion diagnostics, and
both they and we may have difficulties gaining acceptance of the use of the companion diagnostics in the clinical
community or difficulties obtaining insurance coverage and reimbursement from private insurance or government
payors. If such companion diagnostics fail to gain market acceptance, our ability to derive revenues from sales of any
products, if approved, will be adversely affected. In addition, the diagnostic company with whom we contract may
decide to discontinue selling or manufacturing the companion diagnostic that we anticipate using in connection with
development and commercialization of our product candidates or our relationship with such diagnostic company may
otherwise terminate. We may not be able to enter into arrangements with another diagnostic company to obtain supplies
of an alternative diagnostic test for use in connection with the development and commercialization of our product
candidates or do so on commercially reasonable terms, which could adversely affect and/or delay the development or
commercialization of our product candidates.

Our current or future product candidates may cause undesirable side effects or have other properties when used
alone or in combination with other approved products or investigational new drugs that could halt their clinical
development, prevent their marketing approval, limit their commercial potential or result in significant negative
consequences.

Undesirable or clinically unmanageable side effects could occur and cause us or regulatory authorities to
interrupt, delay or halt clinical trials and could result in a more restrictive label or the delay or denial of marketing
approval by the FDA or comparable foreign regulatory authorities. Results of our trials could reveal a high and
unacceptable severity and prevalence of side effects or unexpected characteristics. If unacceptable side effect profiles
arise, or side effects beyond those identified to date develop or worsen, as we continue development of our current or
future product candidates, we, the FDA or comparable foreign regulatory authorities, the Institutional Review Boards, or
IRBs, or independent ethics committees at the institutions in which our studies are conducted, or Safety Review
Committees could suspend or terminate our clinical trials or the FDA or comparable foreign regulatory authorities could
order us to cease clinical trials or deny approval of our product candidates for any or all targeted indications. Treatment-
related side effects could also affect patient recruitment or the ability of enrolled subjects to complete the trial, cause
delays in ongoing clinical trials, or result in potential product liability claims. In addition, these side effects may not be
appropriately recognized or managed by the treating medical staff. We may be required to train medical personnel using
our product candidates to understand the side effect profiles for our clinical trials and upon any commercialization of any
of our product candidates. Inadequate training in recognizing or managing the potential side effects of our product
candidates could result in patient injury or death. Any of these occurrences may prevent us from achieving or
maintaining market acceptance of the affected product candidate and may harm our business, financial condition and
prospects significantly.

Three of our product candidates are currently undergoing safety testing in the form of Phase I/II or Phase II/I11
clinical trials. None of our products have completed this testing to date. While our current and future product candidates
will undergo safety testing to the extent possible and, where applicable, under such conditions discussed with regulatory
authorities, not all adverse effects of drugs can be predicted or anticipated. Unforeseen side effects could arise either
during clinical development or, if such side effects are rarer, after our products have been approved by regulatory
authorities and the approved product has been marketed, resulting in the exposure of additional patients. So far, we have
not demonstrated, and we cannot predict if ongoing or future clinical trials will demonstrate, that nuzefatide pevedotin,
zelenectide pevedotin, BT7480 or any other of our product candidates are safe in humans.

Moreover, clinical trials of our product candidates are conducted in carefully defined sets of patients who have
agreed to enter into clinical trials. Consequently, it is possible that our clinical trials may indicate an apparent positive
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effect of a product candidate that is greater than the actual positive effect, if any, or alternatively fail to identify
undesirable side effects. If, following approval of a product candidate, we, or others, discover that the product is less
effective than previously believed or causes undesirable side effects that were not previously identified, any of the
following consequences could occur:

e regulatory authorities may withdraw their approval of the product or seize the product;

e we, or any collaborators, may need to recall the product, or be required to change the way the product is
administered or conduct additional clinical trials;

e additional restrictions may be imposed on the marketing of, or the manufacturing processes for, the
particular product;

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

e regulatory authorities may require the addition of labeling statements, such as a boxed warning or a
contraindication;

e we, or any collaborators, may be required to create a medication guide outlining the risks of the previously
unidentified side effects for distribution to patients;

e we, or any collaborators, could be sued and held liable for harm caused to patients;
e the product may become less competitive; and
e  our reputation may suffer.

If any of our current or future product candidates fail to demonstrate safety and efficacy in clinical trials or do
not gain marketing approval, we will not be able to generate revenue and our business will be harmed. Any of these
events could harm our business and operations, and could negatively impact the price of our ADSs.

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

Although we intend to utilize our Bicycle screening platform to explore other therapeutic opportunities in
addition to the product candidates that we are currently developing, we may fail to identify other product candidates for
clinical development for a number of reasons. For example, our research methodology may not be successful in
identifying potential product candidates or those we identify may be shown to have harmful side effects or other
characteristics that make them unmarketable or unlikely to receive regulatory approval. A key part of our strategy is to
utilize our screening technology to identify product candidates to pursue in clinical development. Such product
candidates will require additional, time-consuming development efforts prior to commercial sale, including preclinical
studies, clinical trials and approval by the FDA and/or applicable foreign regulatory authorities. All product candidates
are prone to the risks of failure that are inherent in pharmaceutical product development. If we fail to identify and
develop additional potential product candidates, we may be unable to grow our business and our results of operations
could be materially harmed.

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

In March 2026, we announced the strategic reprioritization of our clinical portfolio to focus on our promising
pipeline of next-generation therapeutics, including nuzefatide pevedotin as well as next-generation Bicycle conjugates,
including BRC molecules. While dose selection data from the Phase II/II1 Duravelo-2 clinical trial for zelenectide
pevedotin are promising, demonstrating response rates comparable to published rates for existing standards of care and a
differentiated safety profile, we plan to convert the Phase II/III Duravelo-2 registrational trial to a randomized Phase 11
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clinical trial and deprioritize the program for internal development while we evaluate next steps for zelenectide
pevedotin following preliminary feedback from regulatory agencies. In addition, as part of the strategic reprioritization,
we plan to discontinue the Phase I/11 clinical trials evaluating zelenectide pevedotin in patients with NECTIN4 amplified
advanced breast cancer and NECTIN4 amplified advanced or metastatic non-small cell lung cancer. Further enrollment
in these trials will be closed and patients already enrolled will complete their course of treatment.

Because we have limited financial and managerial resources, we intend to focus on developing product
candidates for specific indications that we identify as most likely to succeed, in terms of both their potential for
marketing approval and commercialization. As a result, we may forego or delay pursuit of opportunities with other
product candidates or for other indications that may prove to have greater commercial potential.

Our past resource allocation decisions, and those we may make in the future, may cause us to fail to capitalize
on viable commercial products 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 product
candidates. If we do not accurately evaluate the commercial potential or target market for a particular product candidate,
we may relinquish valuable rights to that product candidate through collaboration, licensing or other royalty
arrangements in cases in which it would have been more advantageous for us to retain sole development and
commercialization rights to the product candidate.

We face potential product liability, and, if successful claims are brought against us, we may incur substantial liability
and costs. If the use of our product candidates harms patients, or is perceived to harm patients even when such harm
is unrelated to our product candidates, our regulatory approvals could be revoked or otherwise negatively impacted
and we could be subject to costly and damaging product liability claims.

The use of our product candidates in clinical trials and the sale of any products for which we obtain marketing
approval expose us to the risk of product liability claims. Product liability claims might be brought against us by
patients, healthcare providers, pharmaceutical companies or others selling or otherwise coming into contact with our
products. There is a risk that our product candidates may induce adverse events. If we cannot successfully defend against
product liability claims, we could incur substantial liability and costs. In addition, regardless of merit or eventual
outcome, product liability claims may result in:

e the impairment of our business reputation;

e the withdrawal of clinical trial participants;

e substantial monetary awards to patients or other claimants;

e  costs due to related litigation;

e the distraction of management’s attention from our primary business;

e the inability to commercialize our product candidates; and

e decreased demand for our product candidates, if approved for commercial sale.

We may not be able to maintain insurance coverage at a reasonable cost or in sufficient amounts to protect us
against losses due to liability. We intend to expand our insurance coverage each time we commercialize an additional
product; however, we may be unable to obtain product liability insurance on commercially reasonable terms or in
adequate amounts. On occasion, large judgments have been awarded in class action lawsuits based on drugs or medical
treatments that had unanticipated adverse effects. A successful product liability claim or series of claims brought against

us could cause our ADS price to decline and, if judgments exceed our insurance coverage, could adversely affect our
results of operations and business.
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Patients with the diseases targeted by certain of our product candidates, such as our lead indications in
oncology, are often already in severe and advanced stages of disease and have both known and unknown significant pre-
existing and potentially life-threatening health risks. During the course of treatment, patients may suffer adverse events,
including death, for reasons that may be related to our product candidates. Such events could subject us to costly
litigation, require us to pay substantial amounts of money to injured patients, delay, negatively impact or end our
opportunity to receive or maintain regulatory approval to market our products, or require us to suspend or abandon our
commercialization efforts. Even in a circumstance in which we do not believe that an adverse event is related to our
products, the investigation into the circumstance may be time-consuming or inconclusive. These investigations may
interrupt our sales efforts, delay our regulatory approval process, or impact and limit the type of regulatory approvals our
product candidates receive or maintain. As a result of these factors, a product liability claim, even if successfully
defended, could have a material adverse effect on our business, financial condition or results of operations.

We may seek designations for our product candidates with the FDA and other comparable regulatory authorities that
are intended to confer benefits such as a faster development process or an accelerated regulatory pathway, but there
can be no assurance that we will successfully obtain such designations. In addition, even if one or more of our
product candidates are granted such designations, we may not be able to realize the intended benefits of such
designations.

The FDA and other comparable regulatory authorities offer certain designations for product candidates that are
intended to encourage the research and development of pharmaceutical products addressing conditions with significant
unmet medical need. These designations may confer benefits such as additional interaction with regulatory authorities, a
potentially accelerated regulatory pathway and priority review. There can be no assurance that we will successfully
obtain such designation for any of our other product candidates. In addition, while such designations could expedite the
development or approval process, they generally do not change the standards for approval. Even if we obtain such
designations for one or more of our product candidates, there can be no assurance that we will realize their intended
benefits.

For example, we may seek a Breakthrough Therapy Designation for one or more of our product candidates. A
breakthrough therapy is defined as a therapy that is intended, alone or in combination with one or more other therapies,
to treat a serious or life-threatening disease or condition, if preliminary clinical evidence indicates that the therapy may
demonstrate substantial improvement over existing therapies on one or more clinically significant endpoints, such as
substantial treatment effects observed early in clinical development. For therapies that have been designated as
breakthrough therapies, interaction and communication between the FDA and the sponsor of the trial can help to identify
the most efficient path for clinical development while minimizing the number of patients placed in ineffective control
regimens. Therapies designated as breakthrough therapies by the FDA are also eligible for accelerated approval.
Designation as a breakthrough therapy is within the discretion of the FDA. Accordingly, even if we believe one of our
product candidates meets the criteria for designation as a breakthrough therapy, the FDA may disagree and instead
determine not to make such designation. In any event, the receipt of a Breakthrough Therapy Designation for a product
candidate may not result in a faster development process, review or approval compared to therapies considered for
approval under conventional FDA procedures and does not assure ultimate approval by the FDA. In addition, even if one
or more of our product candidates qualify as breakthrough therapies, the FDA may later decide that such product
candidates no longer meet the conditions for qualification.

We may also seek Fast Track Designation for some of our product candidates. If a therapy is intended for the
treatment of a serious or life-threatening condition and the therapy demonstrates the potential to address unmet medical
needs for this condition, the therapy sponsor may apply for Fast Track Designation. The FDA has broad discretion
whether or not to grant this designation, so even if we believe a particular product candidate is eligible for this
designation, there can be no assurance that the FDA would decide to grant it. Even if we do receive Fast Track
Designation, we may not experience a faster development process, review or approval compared to conventional FDA
procedures, and receiving a Fast Track Designation does not provide assurance of ultimate FDA approval. The FDA may
withdraw Fast Track Designation if it believes that the designation is no longer supported by data from our clinical
development program. The EMA has a similar program called PRIME.
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We may seek priority review designation for one or more of our product candidates, but we might not receive such
designation, and even if we do, such designation may not lead to a faster regulatory review or approval process.

If the FDA determines that a product candidate offers a treatment for a serious condition and, if approved, the
product would provide a significant improvement in safety or effectiveness, the FDA may designate the product
candidate for priority review. A priority review designation means that the goal for the FDA to review an application is
six months, rather than the standard review period of ten months. We may request priority review for our product
candidates. The FDA has broad discretion with respect to whether or not to grant priority review status to a product
candidate, so even if we believe a particular product candidate is eligible for such designation or status, in particular if
such product candidate has received a Breakthrough Therapy Designation, the FDA may decide not to grant it.
Moreover, a priority review designation does not result in expedited development and does not necessarily result in
expedited regulatory review or approval process or necessarily confer any advantage with respect to approval compared
to conventional FDA procedures. Receiving priority review from the FDA does not guarantee approval within the six-
month review cycle or at all.

Obtaining and maintaining marketing approval of our current and future product candidates in one jurisdiction does
not mean that we will be successful in obtaining marketing approval of our current and future product candidates in
other jurisdictions.

Obtaining and maintaining marketing approval of our current and future product candidates in one jurisdiction
does not guarantee that we will be able to obtain or maintain marketing approval in any other jurisdiction, while a failure
or delay in obtaining marketing approval in one jurisdiction may have a negative effect on the marketing approval
process in others. For example, even if the FDA grants marketing approval of a product candidate, comparable
regulatory authorities in foreign jurisdictions must also approve the manufacturing, marketing and promotion of the
product candidate in those countries. Approval procedures vary among jurisdictions and can involve requirements and
administrative review periods different from, and greater than, those in the United States, including additional preclinical
studies or clinical trials as clinical studies conducted in one jurisdiction may not be accepted by regulatory authorities in
other jurisdictions. In many jurisdictions outside the United States, a product candidate must be approved for
reimbursement before it can be approved for sale in that jurisdiction. In some cases, the price that we intend to charge for
our products is also subject to approval. We do not have experience in obtaining reimbursement or pricing approvals in
international markets.

Obtaining marketing approvals and compliance with regulatory requirements could result in significant delays,
difficulties and costs for us and could delay or prevent the introduction of our products in certain countries outside of the
United States. If we fail to comply with the regulatory requirements in international markets and/or receive applicable
marketing approvals, our target market will be reduced and our ability to realize the full market potential of our product
candidates will be harmed.

Changes in the regulatory landscape, policies, or processes, as well as disruptions at the FDA and other government
agencies caused by layoffs, changes in personnel, funding shortages or global health concerns could negatively
impact our business.

The ability of the FDA to review proposed clinical trials or approve new products can be affected by a variety
of factors, including government budget and funding levels, statutory, regulatory, and policy changes, the FDA’s ability
to hire and retain key personnel and accept payment of user fees, and other events that may otherwise affect the FDA’s
ability to perform routine functions. In addition, government funding of other government agencies that fund research
and development activities is subject to the political process, including executive and congressional priorities, the
impacts of which are inherently fluid and unpredictable.

Disruptions at the FDA and other agencies may slow the time necessary for new product candidates to be
reviewed and/or approved, which would adversely affect our business. For example, over the last several years,
including in October 2025, the U.S. government has shut down several times and certain regulatory agencies, such as the
FDA, have had to furlough critical FDA employees and stop critical activities. If a prolonged government shutdown
occurs, it could significantly impact the ability of the FDA to timely review and process our regulatory submissions,
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which could have a material adverse effect on our business. In addition, the current administration has implemented
substantial reductions in force at various government agencies including the FDA, which could significantly reduce the
FDA’s capacity to perform its functions in a manner consistent with its past practices and could delay reviews and
negatively impact our business. There is also increased uncertainty as to how the FDA and other regulatory agencies will
regulate our products.

Risks Related to Commercialization of Our Product Candidates and Other Regulatory Compliance Matters

Even if we complete the necessary preclinical studies and clinical trials, the marketing approval process is expensive,
time consuming and uncertain and may prevent us or any collaborators from obtaining approvals for the
commercialization of some or all of our product candidates. As a result, we cannot predict when or if, and in which
territories, we, or any collaborators, will obtain marketing approval to commercialize a product candidate.

The process of obtaining marketing approvals, both in the United States and abroad, is lengthy, expensive and
uncertain. It may take many years, if approval is obtained at all, and can vary substantially based upon a variety of
factors, including the type, complexity and novelty of the product candidates involved. Securing marketing approval
requires the submission of extensive preclinical and clinical data and supporting information to regulatory authorities for
each therapeutic indication to establish the product candidate’s safety and efficacy. Securing marketing approval also
requires the submission of information about the product manufacturing process to, and inspection of manufacturing
facilities by, the regulatory authorities. The FDA or other regulatory authorities may determine that our product
candidates are not safe and effective, only moderately effective or have undesirable or unintended side effects, toxicities
or other characteristics that preclude our obtaining marketing approval or prevent or limit commercial use. Any
marketing approval we ultimately obtain may be limited or subject to restrictions or post-approval commitments that
render the approved product not commercially viable.

In addition, changes in marketing approval policies during the development period, changes in or the enactment
or promulgation of additional statutes, regulations or guidance or changes in regulatory review for each submitted
product application, may cause delays in the approval or rejection of an application. Regulatory authorities have
substantial discretion in the approval process and may refuse to accept any application or may decide that our data are
insufficient for approval and require additional preclinical, clinical or other studies. Varying interpretations of the data
obtained from preclinical and clinical testing could delay, limit or prevent marketing approval of a product candidate.
We cannot commercialize a product until the appropriate regulatory authorities have reviewed and approved the product
candidate. Even if our product candidates demonstrate safety and efficacy in clinical trials, the regulatory authorities
may not complete their review processes in a timely manner, or we may not be able to obtain regulatory approval. It is
possible that we could experience delays in the timing of our interactions with regulatory authorities due to absenteeism
by governmental employees, inability to conduct planned physical inspections related to regulatory approval, or the
diversion of regulatory authority efforts, which could delay anticipated approval decisions and otherwise delay or limit
our ability to make planned regulatory submissions or obtain new product approvals. Additional delays may result if an
FDA Advisory Committee or other regulatory authority recommends non-approval or restrictions on approval. In
addition, we may experience delays or rejections based upon additional government regulation from future legislation or
administrative action, or changes in regulatory authority policy during the period of product development, clinical trials
and the review process. Any marketing approval we ultimately obtain, if any, may be limited or subject to restrictions or
post-approval commitments that render the approved product not commercially viable.

Moreover, principal investigators for our clinical trials may serve as scientific advisors or consultants to us from
time to time and receive compensation in connection with such services. Under certain circumstances, we may be
required to report some of these relationships to the FDA or other regulatory authority. The FDA or other regulatory
authority may conclude that a financial relationship between us and a principal investigator has created a conflict of
interest or otherwise affected interpretation of the trial. The FDA or other regulatory authority may therefore question
the integrity of the data generated at the applicable clinical trial site and the utility of the clinical trial itself may be
jeopardized. This could result in a delay in approval, or rejection, of our marketing applications by the FDA or other
regulatory authority, as the case may be, and may ultimately lead to the denial of marketing approval of one or more of
our product candidates.
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In addition, regulatory authorities may not approve the labeling claims that are necessary or desirable for the
successful commercialization of our product candidates. For example, regulatory authorities may approve a product
candidate for fewer or more limited indications than requested or may grant approval subject to the performance of post-
marketing studies. Regulators may approve a product candidate for a smaller patient population, a different drug
formulation or a different manufacturing process, than we are seeking. If we are unable to obtain necessary regulatory
approvals, or more limited regulatory approvals than we expect, our business, prospects, financial condition and results
of operations may suffer.

Any delay in obtaining or failure to obtain required approvals could negatively impact our ability to generate
revenue from the particular product candidate, which likely would result in significant harm to our financial position and
adversely impact the price of our ADSs.

We currently have limited marketing, sales or distribution infrastructure with respect to our product candidates. If
we are unable to develop our sales, marketing and distribution capability on our own or through collaborations with
marketing partners, we will not be successful in commercializing our product candidates.

We currently have limited marketing, sales or distribution capabilities and have limited sales or marketing
experience within our organization. If one or more of our product candidates is approved, we intend either to build our
sales and marketing organization with technical expertise and supporting distribution capabilities to commercialize that
product candidate, or to outsource this function to a third party. There are risks involved with either building our own
sales and marketing capabilities and entering into arrangements with third parties to perform these services.

Recruiting and training an internal commercial organization is expensive and time consuming and could delay
any product launch. Some or all of these costs may be incurred in advance of any approval of any of our product
candidates. If the commercial launch of a product candidate for which we recruit a sales force and establish marketing
capabilities is delayed or does not occur for any reason, we would have prematurely or unnecessarily incurred these
commercialization expenses. This may be costly and our investment would be lost if we cannot retain or reposition our
sales and marketing personnel. In addition, we may not be able to hire a sales force in the United States or other target
market that is sufficient in size or has adequate expertise in the medical markets that we intend to target.

Factors that may inhibit our efforts to commercialize our product candidates on our own include:
e the inability to recruit, train and retain adequate numbers of effective sales and marketing personnel,

e the inability of sales personnel to obtain access to physicians or our failure to educate physicians on the
benefits of prescribing our products;

e the lack of complementary treatments to be offered by sales personnel, which may put us at a competitive
disadvantage relative to companies with more extensive product lines; and

e unforeseen costs and expenses associated with expanding an independent sales and marketing organization.

If we enter into arrangements with third parties to perform sales, marketing and distribution services, our
product revenue or the profitability to us from these revenue streams is likely to be lower than if we were to market and
sell any product candidates that we develop ourselves. In addition, we may not be successful in entering into
arrangements with third parties to sell and market our product candidates or may be unable to do so on terms that are
favorable to us. We likely will have little control over such third parties and any of them may fail to devote the necessary
resources and attention to sell and market our product candidates effectively. If we do not establish sales and marketing
capabilities successfully, either on our own or in collaboration with third parties, we may not be successful in
commercializing our product candidates.
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The market opportunities for any current or future product candidate we develop, if and when approved, may be
limited to those patients who are ineligible for established therapies or for whom prior therapies have failed, and may
be small.

Cancer therapies are sometimes characterized as first-line, second-line, third-line or later-line therapies, and the
FDA often approves new therapies initially only for third-line use. When cancer is detected early enough, first-line
therapy, usually chemotherapy, hormone therapy, surgery, radiation therapy, immunotherapy or a combination of these,
is sometimes adequate to cure the cancer or prolong life without a cure. Second- and third-line therapies are administered
to patients when prior therapy is not effective. We may initially seek approval of nuzefatide pevedotin and any other
product candidates we develop as a therapy for patients who have received one or more prior treatments. Subsequently,
for those products that prove to be sufficiently beneficial, if any, we would expect to seek approval potentially as a first-
line therapy, but there is no guarantee that product candidates we develop, even if approved, would be approved for first-
line therapy, and, prior to any such approvals, we may have to conduct additional clinical trials.

The number of patients who have the cancers we are targeting may turn out to be lower than expected.
Additionally, the potentially addressable patient population for our current programs or future product candidates may be
limited, if and when approved. Even if we obtain significant market share for any product candidate, if and when
approved, if the potential target populations are small, we may never achieve profitability without obtaining marketing
approval for additional indications, including use as first- or second-line therapy.

Even if we receive marketing approval of a product candidate, we will be subject to ongoing regulatory obligations
and continued regulatory review, which may result in significant additional expense and we may be subject to
Ppenalties if we fail to comply with regulatory requirements or experience unanticipated problems with our products, if
approved.

Any marketing approvals that we receive for any current or future product candidate may be subject to
limitations on the approved indicated uses for which the product may be marketed or the conditions of approval, or
contain requirements for potentially costly post-market testing and surveillance to monitor the safety and efficacy of the
product candidate. The FDA or comparable foreign regulatory authorities may also require a Risk Evaluation and
Mitigation Strategy, or REMS, or a comparable foreign strategy, as a condition of approval of any product candidate,
which could include requirements for a medication guide, physician communication plans or additional elements to
ensure safe use, such as restricted distribution methods, patient registries and other risk minimization tools. If the FDA
or a comparable foreign regulatory authority approves a product candidate, the manufacturing processes, labeling,
packaging, distribution, adverse event reporting, storage, advertising, promotion, import and export and record keeping
for the product candidate will be subject to extensive and ongoing regulatory requirements. These requirements include,
among others, submissions of safety and other post-marketing information and reports, registration, as well as continued
compliance with current Good Manufacturing Practice, or cGMP, and Good Clinical Practice, or GCP, for any clinical
trials that we conduct post-approval, and prohibitions on the promotion of an approved product for uses not included in
the product’s approved labeling. The FDA and other or comparable foreign regulatory authorities actively enforce the
laws and regulations prohibiting the promotion of off-label uses, and a company that is found to have improperly
promoted off-label may be subject to significant liability. However, physicians may, in their independent medical
judgment, prescribe legally available products for off-label uses. The FDA does not regulate the behavior of physicians
in their choice of treatments, but the FDA does restrict manufacturer’s communications on the subject of off-label use of
their products. Similar considerations apply outside of the United States.

Later discovery of previously unknown problems with any approved candidate, including adverse events of
unanticipated severity or frequency, or with our third-party manufacturers or manufacturing processes, or failure to

comply with regulatory requirements, may result in, among other things:

e restrictions on the labeling, distribution, marketing or manufacturing of the product, withdrawal of the
product from the market, or product recalls;

e untitled and warning letters, or holds on clinical trials;
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e refusal by the FDA or comparable foreign regulatory authorities to approve pending applications or
supplements to approved applications we filed or suspension or revocation of license approvals;

e requirements to conduct post-marketing studies or clinical trials;

e restrictions on coverage by third-party payors;

e fines, restitution or disgorgement of profits or revenues;

e suspension or withdrawal of marketing approvals;

e product seizure or detention, or refusal to permit the import or export of the product; and
e injunctions or the imposition of civil or criminal penalties.

The FDA’s and other regulatory authorities’ policies may change, and additional government regulations may
be enacted that could prevent, limit or delay marketing approval of a product. We cannot predict the likelihood, nature or
extent of government regulation that may arise from future legislation or administrative action, either in the
United States or abroad. If we are slow or unable to adapt to changes in existing requirements or the adoption of new
requirements or policies, or if we are not able to maintain regulatory compliance, we may lose any marketing approval
that we may have obtained and we may not achieve or sustain profitability.

We face significant competition and if our competitors develop and market products that are more effective, safer or
less expensive than the product candidates we develop, our commercial opportunities will be negatively impacted.

The life sciences industry is highly competitive. We are currently developing therapeutics that will compete, if
approved, with other products and therapies that currently exist, are being developed or will in the future be developed,
some of which we may not currently be aware.

We have competitors both in the United States and internationally, including major multinational
pharmaceutical companies, established biotechnology companies, specialty pharmaceutical companies, universities and
other research institutions. Many of our competitors have significantly greater financial, manufacturing, marketing,
product development, technical and human resources than we do. Large pharmaceutical companies, in particular, have
extensive experience in clinical testing, obtaining marketing approvals, recruiting patients and manufacturing
pharmaceutical products. These companies also have significantly greater research and marketing capabilities than we do
and may also have products that have been approved or are in late stages of development, and collaborative
arrangements in our target markets with leading companies and research institutions. Established pharmaceutical
companies may also invest heavily to accelerate discovery and development of novel compounds or to in-license novel
compounds that could make the product candidates that we develop obsolete. Mergers and acquisitions in the
pharmaceutical and biotechnology industries may result in even more resources being concentrated among a smaller
number of our competitors. As a result of all of these factors, our competitors may succeed in obtaining patent protection
and/or marketing approval or discovering, developing and commercializing products in our field before we do.

There are a large number of companies developing or marketing treatments for cancer, including many major
pharmaceutical and biotechnology companies. These treatments consist both of small molecule drug products, such as
traditional chemotherapy, as well as novel immunotherapies. For example, a number of companies are developing
programs for the targets, including Nectin-4 and EphA2, that we are exploring for our BDC programs, including, but not
limited to, Pfizer Inc. (formerly Seagen, acquired by Pfizer Inc. in December 2023) which has a marketed Nectin-4
antibody-drug conjugate, Eli Lilly and Company, Mabwell Therapeutics, Inc., Tianjin Conjustar Biologics Co., Ltd. and
Stemline Therapeutics. Furthermore, many companies are developing programs for radiopharmaceutical therapies.

Our commercial opportunity could be reduced or eliminated if our competitors develop and commercialize

products that are safer, more effective, have fewer or less severe effects, are more convenient, have a broader label, are
marketed more effectively, are reimbursed or are less expensive than any products that we may develop. Our competitors
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also may obtain FDA, EU or other marketing approval for their products more rapidly than we may obtain approval for
ours, which could result in our competitors establishing a strong market position before we are able to enter the market.
Even if the product candidates we develop achieve marketing approval, they may be priced at a significant premium over
competitive products if any have been approved by then, resulting in reduced competitiveness.

Smaller and other early-stage companies may also prove to be significant competitors. These third parties
compete with us in recruiting and retaining qualified scientific and management personnel, establishing clinical trial sites
and patient registration for clinical trials, as well as in acquiring technologies complementary to, or necessary for, our
programs. In addition, the pharmaceutical industry is characterized by rapid technological change. If we fail to stay at the
forefront of technological change, we may be unable to compete effectively. Technological advances or products
developed by our competitors may render our product candidates obsolete, less competitive or not economical.

The commercial success of any current or future product candidate will depend upon the degree of market
acceptance by physicians, patients, payors and others in the medical community.

We have never commercialized a product, and even if we obtain any regulatory approval for our product
candidates, the commercial success of our product candidates will depend in part on the medical community, patients,
and payors accepting products based on our Bicycle peptides in general, and our product candidates in particular, as
effective, safe and cost-effective. Any product that we bring to the market may not gain market acceptance by
physicians, patients, payors and others in the medical community. Physicians are often reluctant to switch their patients
from existing therapies even when new and potentially more effective or convenient treatments enter the market.
Further, patients often acclimate to the therapy that they are currently taking and do not want to switch unless their
physicians recommend switching products or they are required to switch therapies due to lack of reimbursement for
existing therapies.

The degree of market acceptance of these product candidates, if approved for commercial sale, will depend on a
number of factors, including:

e the potential efficacy and potential advantages over alternative treatments;

e the frequency and severity of any side effects, including any limitations or warnings contained in a
product’s approved labeling;

e the frequency and severity of any side effects resulting from follow-up requirements for the administration
of our product candidates;

e the relative convenience and ease of administration;

e the willingness of the target patient population to try new therapies and of physicians to prescribe these
therapies;

e the strength of marketing and distribution support and timing of market introduction of competitive
products;

e publicity concerning our products or competing products and treatments; and

sufficient third-party insurance coverage and adequate reimbursement.

Even if a product candidate displays a favorable efficacy and safety profile in preclinical studies and clinical
trials, market acceptance of the product, if approved for commercial sale, will not be known until after it is launched.
Our efforts to educate the medical community and payors on the benefits of our product candidates may require
significant resources and may never be successful. Such efforts to educate the marketplace may require more resources
than are required by the conventional technologies marketed by our competitors, particularly due to the novelty of our

65



Bicycle approach. If these products do not achieve an adequate level of acceptance, we may not generate significant
product revenue and may not become profitable.

If the market opportunities for our product candidates are smaller than we believe they are, our product revenues
may be adversely affected and our business may suffer.

We currently focus our research and product development on treatments for oncology indications and our
product candidates are designed to target specific tumor antigens. Our understanding of both the number of people who
have these diseases, as well as the subset of people with these diseases who have the potential to benefit from treatment
with our product candidates, is based on estimates. These estimates may prove to be incorrect and new studies may
reduce the estimated incidence or prevalence of these diseases. Patient identification efforts also influence the ability to
address a patient population. If efforts in patient identification are unsuccessful or less impactful than anticipated, we
may not address the entirety of the opportunity we are seeking.

In addition, the tumor antigens that our product candidates target may not be expressed as broadly as we
anticipate. Further, if companion diagnostics are not developed alongside our product candidates, testing patients for the
tumor antigens may not be possible, which would hamper our ability to identify patients who could benefit from
treatment with our product candidates.

As a result, the number of patients we are able to identify in the United States, the European Union and
elsewhere may turn out to be lower than expected, may not be otherwise amenable to treatment with our products or
patients may become increasingly difficult to access, all of which would adversely affect our business, financial
condition, results of operations and prospects.

The insurance coverage and reimbursement status of newly approved products is uncertain. Failure to obtain or
maintain adequate coverage and reimbursement for any of our product candidates, if approved, could limit our ability
to market those products and decrease our ability to generate revenue.

We expect the cost of our product candidates to be substantial, when and if they achieve market approval. The
availability and extent of reimbursement by governmental and private payors is essential for most patients to be able to
afford expensive treatments. Sales of our product candidates will depend substantially, both domestically and abroad, on
the extent to which the costs of our product candidates will be paid by private payors, such as private health coverage
insurers, health maintenance, managed care, pharmacy benefit and similar healthcare management organizations, or
reimbursed by government health care programs, such as Medicare and Medicaid. We may not be able to provide data
sufficient to gain acceptance with respect to coverage and reimbursement. If reimbursement is not available, or is
available only at limited levels, we may not be able to successfully commercialize our product candidates, even if
approved. Even if coverage is provided, the approved reimbursement amount may not be high enough to allow us to
establish or maintain pricing sufficient to realize a sufficient return on our investment.

There is significant uncertainty related to the insurance coverage and reimbursement of newly approved
products. In the United States, the principal decisions about coverage and reimbursement for new medicines are typically
made by the CMS as the CMS decides whether and to what extent a new medicine will be covered and reimbursed under
Medicare. Private payors tend to follow CMS to a substantial degree. It is difficult to predict what CMS will decide with
respect to coverage and reimbursement for novel products such as ours, as there is no body of established practices and
precedents for these new products. Coverage and reimbursement by a third-party payor may depend upon a number of
factors, including the third-party payor’s determination that use of a product is: (1) a covered benefit under its health
plan; (2) safe, effective and medically necessary; (3) appropriate for the specific patient; (4) cost-effective; and
(5) neither experimental nor investigational. In the United States, no uniform policy of coverage and reimbursement for
products exists among third-party payors. As a result, the coverage determination process is often a time-consuming and
costly process that will require us to provide scientific and clinical support for the use of our products to each payor
separately, with no assurance that coverage and adequate reimbursement will be applied consistently or obtained in the
first instance. Even if we obtain coverage for a given product, the resulting reimbursement payment rates might not be
adequate for us to achieve or sustain profitability or may require co-payments that patients find unacceptably high.
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Third-party payors may limit coverage to specific drug products on an approved list, also known as a formulary, which
might not include all of the approved drugs for a particular indication.

Additionally, third-party payors may not cover, or provide adequate reimbursement for, long-term follow-up
evaluations required following the use of product candidates. Patients are unlikely to use our product candidates unless
coverage is provided and reimbursement is adequate to cover a significant portion of the cost of our product candidates.
Because our product candidates may have a higher cost of goods than conventional therapies, and may require long-term
follow-up evaluations, the risk that coverage and reimbursement rates may be inadequate for us to achieve profitability
may be greater. There is significant uncertainty related to insurance coverage and reimbursement of newly approved
products. It is difficult to predict at this time what third-party payors will decide with respect to the coverage and
reimbursement for our product candidates.

We or our collaborators will be required to obtain coverage and reimbursement for companion diagnostic tests
separate and apart from the coverage and reimbursement we seek for our product candidates, once approved. There is
significant uncertainty regarding our and our collaborators’ ability to obtain coverage and adequate reimbursement for
any companion diagnostic test for the same reasons applicable to our product candidates.

Outside the United States, certain countries, including a number of member states of the European Union, set
prices and reimbursement for pharmaceutical products, or medicinal products, as they are commonly referred to in the
European Union. These countries have broad discretion in setting prices and we cannot be sure that such prices and
reimbursement will be acceptable to us or our collaborators. If the regulatory authorities in these jurisdictions set prices
or reimbursement levels that are not commercially attractive for us or our collaborators, our revenues from sales by us or
our collaborators, and the potential profitability of our drug products, in those countries would be negatively affected.
An increasing number of countries are taking initiatives to attempt to reduce large budget deficits by focusing cost-
cutting efforts on pharmaceuticals for their state-run health care systems. These international price control efforts have
impacted all regions of the world but have been most drastic in the European Union. Additionally, some countries
require approval of the sale price of a product before it can be lawfully marketed. In many countries, the pricing review
period begins after marketing or product licensing approval is granted. To obtain reimbursement or pricing approval in
some countries, we, or any collaborators, may be required to conduct a clinical trial that compares the cost-effectiveness
of our product to other available therapies. As a result, we might obtain marketing approval for a product in a particular
country, but then may experience delays in the reimbursement approval of our product or be subject to price regulations
that would delay our commercial launch of the product, possibly for lengthy time periods, which could negatively impact
the revenues we are able to generate from the sale of the product in that particular country.

Moreover, efforts by governments and payors, in the United States and abroad, to cap or reduce healthcare costs
may cause such organizations to limit both coverage and level of reimbursement for new products approved and, as a
result, they may not cover or provide adequate reimbursement for our product candidates. There has been increasing
legislative and enforcement interest in the United States with respect to specialty drugs. For example, HHS imposes
rebates on many Medicare Part B and Medicare Part D products to penalize price increases that outpace inflation on an
annual basis. HHS has also been empowered to negotiate the price of certain single-source drugs that have been on the
market for at least seven years covered under Medicare as part of the Medicare Drug Price Negotiation Program. Each
year up to 20 products will be selected by HHS for the Medicare Drug Price Negotiation Program. Products subject to
the Medicare Drug Price Negotiation Program are expected to experience a significant reduction in reimbursement from
the Medicare program on a per unit basis.

We expect to experience pricing pressures in connection with the sale of any of our product candidates, due to
the trend toward managed healthcare, the increasing influence of health maintenance organizations and additional
legislative changes. The downward pressure on healthcare costs in general, particularly prescription drugs and other
treatments, has become very intense. As a result, increasingly high barriers are being erected to the entry of new
products.

On January 12, 2025, the HTA Regulation entered into application through a phased implementation. It is

intended to boost cooperation among EU Member States in assessing health technologies, including new medicinal
products. The HTA Regulation establishes a framework for joint clinical assessments, joint scientific consultations, and
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the early identification of emerging health technologies. The HTA Regulation permits Member States to use common
HTA tools, methodologies, and procedures across the European Union and requires them to rely on EU-level joint
clinical assessment reports for the clinical components of their national HTA evaluations. EU Member States, however,
remain responsible for assessing non-clinical aspects, such as economic, ethical, and social considerations, and for
making pricing and reimbursement decisions at the national level. Individual Member States continue to be responsible
for assessing non-clinical (e.g., economic, social, ethical) aspects of health technologies, and making decisions on
pricing and reimbursement. As implementation of the HTA Regulation is phased in and key methodological and
procedural guidance continues to evolve, there remains uncertainty regarding the evidence requirements, timing, and
impact of joint clinical assessments on national reimbursement processes. The new framework may result in additional
or differently structured evidentiary expectations, misalignment between assessment and regulatory timelines, or delays
in national decisions. Any adverse or delayed HTA outcomes, or divergent national reimbursement decisions, could
negatively affect our ability to obtain or maintain favorable pricing and reimbursement status for any product candidates,
if approved. If we are unable to maintain favorable pricing and reimbursement status in Member States for product
candidates that we may successfully develop and for which we may obtain regulatory approval, any anticipated revenue
from and growth prospects for those products in the EU could be negatively affected. In light of the fact that the U.K.
has left the EU, the HTA Regulation does not apply in the U.K. However, the U.K. MHRA is working with U.K. HTA
bodies and other national organizations, such as the Scottish Medicines Consortium, the National Institute for Health and
Care Excellence, and the All-Wales Medicines Strategy Group, to introduce new pathways supporting innovative
approaches to the safe, timely and efficient development of medicinal products. There can be no assurance that we will
be able to obtain or sustain favorable pricing or reimbursement in the U.K. under these evolving frameworks, and any
such inability could materially and adversely affect our anticipated revenues and growth prospects in that market.

If reimbursement of our products is unavailable or limited in scope or amount, or if pricing is set at
unsatisfactory levels, our business could be harmed.

If the FDA or comparable foreign regulatory authorities approve generic versions of any of our product candidates
that receive marketing approval, or such authorities do not grant such products appropriate periods of data
exclusivity before approving generic versions of such products, the sales of such products could be adversely affected.

Once an NDA is approved, the product covered thereby becomes a “reference-listed drug” in the FDA’s
publication, “Approved Drug Products with Therapeutic Equivalence Evaluations,” or the Orange Book. Manufacturers
may seek approval of generic versions of reference-listed drugs through submission of abbreviated new drug
applications, or ANDAs, in the United States. In support of an ANDA, a generic manufacturer generally must show that
its product has the same active ingredient(s), dosage form, strength, route of administration and conditions of use or
labeling as the reference-listed drug and that the generic version is bioequivalent to the reference-listed drug, meaning, in
part, that it is absorbed in the body at the same rate and to the same extent. Generic products may be significantly less
costly to bring to market than the reference-listed drug and companies that produce generic products are generally able
to offer them at lower prices. Thus, following the introduction of a generic drug, a significant percentage of the sales of
any branded product or reference-listed drug may be typically lost to the generic product, and the price of the branded
product may be lowered.

The FDA may not accept for review or approve an ANDA for a generic product until any applicable period of
non-patent exclusivity for the reference-listed drug has expired. The Federal Food, Drug, and Cosmetic Act, or FDCA,
provides a period of five years of non-patent exclusivity for a new drug containing a new chemical entity, or NCE.
Specifically, in cases where such exclusivity has been granted, an ANDA may not be filed with the FDA until the
expiration of five years unless the submission is accompanied by a Paragraph IV certification that a patent covering the
reference-listed drug is either invalid or will not be infringed by the generic product, in which case the applicant may
submit its application four years following approval of the reference-listed drug. It is unclear whether the FDA will treat
the active ingredients in our product candidates as NCEs and, therefore, afford them five years of NCE data exclusivity
if they are approved. If any product we develop does not receive five years of NCE exclusivity, the FDA may approve
generic versions of such product three years after its date of approval, subject to the requirement that the ANDA
applicant certifies to any patents listed for our products in the Orange Book. Three-year exclusivity is given to a non-
NCE drug if the NDA includes reports of one or more new clinical investigations, other than bioavailability or
bioequivalence studies, that were conducted by or for the applicant and are essential to the approval of the NDA.
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Manufacturers may seek to launch these generic products following the expiration of the applicable marketing
exclusivity period, even if we still have patent protection for our product.

Competition that our products may face from generic versions of our products could negatively impact our
future revenue, profitability and cash flows and substantially limit our ability to obtain a return on our investments in
those product candidates.

We may be subject, directly or indirectly, to federal and state healthcare fraud and abuse laws, false claims laws,
health information privacy and security laws, and other health care laws and regulations. If we are unable to
comply, or have not fully complied, with such laws, we could face substantial penallties.

If we obtain FDA approval for any of our product candidates and begin commercializing those products in the
United States, our operations will be directly, or indirectly through our prescribers, customers and purchasers, subject to
various U.S. federal and state fraud and abuse laws and regulations, including, without limitation, the federal Health
Care Program Anti-Kickback Statute, or Anti-Kickback Statute, the federal civil and criminal False Claims Act and
Physician Payments Sunshine Act and regulations. These laws will impact, among other things, our clinical research,
proposed sales, marketing and educational programs and other interactions with healthcare professionals. In addition, we
may be subject to patient privacy laws by both the federal government and the states in which we conduct our business.
The laws that will affect our operations include, but are not limited to:

e the Anti-Kickback Statute, which prohibits, among other things, persons or entities from knowingly and
willfully soliciting, receiving, offering or paying any remuneration (including any kickback, bribe or
rebate), directly or indirectly, overtly or covertly, in cash or in kind, to induce, or in return for, either the
referral of an individual, or the purchase, lease, order, arrangement, or recommendation of any good,
facility, item or service for which payment may be made, in whole or in part, under a federal healthcare
program, such as the Medicare and Medicaid programs. “Remuneration” has been interpreted broadly to
include anything of value. A person or entity does not need to have actual knowledge of the Anti-Kickback
Statute or specific intent to violate it to have committed a violation. In addition, the government may assert
that a claim including items or services resulting from a violation of the Anti-Kickback Statute constitutes a
false or fraudulent claim for purposes of the federal False Claims Act, or FCA, or federal civil money
penalties. The Anti-Kickback Statute has been interpreted to apply to arrangements between
pharmaceutical manufacturers on the one hand and prescribers, purchasers, and formulary managers on the
other. Although there are a number of statutory exceptions and regulatory safe harbors protecting some
common activities from prosecution, the exceptions and safe harbors are drawn narrowly. Practices that
involve remuneration that may be alleged to be intended to induce prescribing, purchases or
recommendations may be subject to scrutiny if they do not qualify for an exception or safe harbor. Failure
to meet all of the requirements of a particular applicable statutory exception or regulatory safe harbor does
not make the conduct per se illegal under the Anti-Kickback Statute. Instead, the legality of the
arrangement will be evaluated on a case-by-case basis based on a cumulative review of all its facts and
circumstances;

e the U.S. federal civil and criminal false claims laws, including the FCA, and civil monetary penalty law,
which impose criminal and civil penalties against individuals or entities for, among other things:
knowingly presenting, or causing to be presented, to the federal government, claims for payment that are
false or fraudulent; knowingly making, using or causing to be made or used, a false statement of record
material to a false or fraudulent claim or obligation to pay or transmit money or property to the federal
government. Manufacturers can be held liable under the FCA even when they do not submit claims directly
to government payors if they are deemed to “cause” the submission of false or fraudulent claims. The FCA
also permits a private individual acting as a “whistleblower” to bring actions on behalf of the federal
government alleging violations of the FCA and to share in any monetary recovery;

e the beneficiary inducement provisions of the civil monetary penalty law, which prohibits, among other

things, the offering or giving of remuneration, which includes, without limitation, any transfer of items or
services for free or for less than fair market value (with limited exceptions), to a Medicare or Medicaid
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beneficiary that the person knows or should know is likely to influence the beneficiary’s selection of a
particular supplier of items or services reimbursable by a federal or state governmental program;

e the U.S. federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which created
new federal criminal statutes that prohibit a person from knowingly and willfully executing, or attempting
to execute, a scheme to defraud any healthcare benefit program or obtain, by means of false or fraudulent
pretenses, representations or promises, any of the money or property owned by, or under the custody or
control of, any healthcare benefit program, regardless of the payor (e.g., public or private) and knowingly
and willfully falsifying, concealing or covering up by any trick or device a material fact or making any
materially false, fictitious, or fraudulent statements or representations in connection with the delivery of, or
payment for, healthcare benefits, items or services relating to healthcare matters; similar to the Anti-
Kickback Statute, a person or entity does not need to have actual knowledge of the statute or specific intent
to violate it in order to have committed a violation;

e HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009,
or HITECH, and their respective implementing regulations, which impose requirements on certain
healthcare providers, health plans, and healthcare clearinghouses, known as covered entities, as well as
their respective business associates, individuals and entities that perform services on their behalf that
involve the use or disclosure of individually identifiable health information, and their subcontractors that
use disclose or otherwise process individually identifiable health information, relating to the privacy,
security and transmission of individually identifiable health information;

e the U.S. federal transparency requirements under the ACA, including the provision commonly referred to
as the Physician Payments Sunshine Act, which requires applicable manufacturers of drugs, devices,
biologics and medical supplies for which payment is available under Medicare, Medicaid or the Children’s
Health Insurance Program (with certain exceptions) to report annually to CMS information related to
payments or other transfers of value made to physicians (defined to include doctors, dentists, optometrists,
podiatrists and chiropractors), other healthcare professionals (such as physician assistants and nurse
practitioners), and teaching hospitals, as well as ownership and investment interests held by the physicians
described above and their immediate family members;

e U.S. federal government price reporting laws, which require us to calculate and report complex pricing
metrics in an accurate and timely manner to government programs; and

e U.S. federal consumer protection and unfair competition laws, which broadly regulate marketplace
activities and activities that potentially harm consumers.

Additionally, we are subject to U.S. state and foreign equivalents of each of the healthcare laws and regulations
described above, among others, some of which may be broader in scope and may apply regardless of the payor. Many
U.S. states have adopted laws similar to the Anti-Kickback Statute and FCA, and may apply to our business practices,
including, but not limited to, research, distribution, sales or marketing arrangements and claims involving healthcare
items or services reimbursed by non-governmental payors, including private insurers. In addition, some states have
passed laws that require pharmaceutical companies to comply with the April 2003 Office of Inspector General
Compliance Program Guidance for Pharmaceutical Manufacturers and/or the Pharmaceutical Research and
Manufacturers of America’s Code on Interactions with Healthcare Professionals. Several states also impose other
marketing restrictions or require pharmaceutical companies to make marketing or price disclosures to the state. Certain
states and local jurisdictions also require the registration of pharmaceutical sales representatives. There are ambiguities
as to what is required to comply with these state requirements, and if we fail to comply with an applicable state law
requirement we could be subject to significant penalties. Finally, there are state and foreign laws governing the privacy
and security of health information, many of which differ from each other in significant ways and often are not preempted
by HIPAA, thus complicating compliance efforts. For further information concerning additional data privacy and
security laws we may be subject to and our processing of personal data, see the risk factor titled “We and the third
parties with whom we work are subject to stringent and evolving U.S. and foreign laws, regulations, rules, contractual
obligations, policies and other obligations related to data privacy and security. Our (and the third parties with whom we
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work) actual or perceived failure to comply with such obligations could lead to regulatory investigations or actions,
litigation, fines and penalties, disruptions of our business operations, reputational harm, loss of revenues or profits, and
other adverse business consequences.”

Because of the breadth of these laws and the narrowness of the statutory exceptions and regulatory safe harbors
available, it is possible that some of our business activities could be subject to challenge under one or more of such laws.
Law enforcement authorities are increasingly focused on enforcing fraud and abuse laws, and it is possible that some of
our practices may be challenged under these laws. Efforts to ensure that our current and future business arrangements
with third parties, and our business generally, will comply with applicable healthcare laws and regulations will involve
substantial costs. If our operations, including our arrangements with physicians and other healthcare providers are found
to be in violation of any of such laws or any other governmental regulations that apply to us, we may be subject to
penalties, including, without limitation, significant administrative, civil and criminal penalties, damages, fines,
disgorgement, contractual damages, reputational harm, diminished profits and future earnings, the curtailment or
restructuring of our operations, imprisonment, exclusion from participation in federal and state healthcare programs
(such as Medicare and Medicaid), additional reporting requirements and/or oversight if we become subject to a corporate
integrity agreement or similar agreement to resolve allegations of non-compliance with these laws, and imprisonment,
any of which could adversely affect our ability to operate our business and our financial results. Any action for violation
of these laws, even if successfully defended, could cause a pharmaceutical manufacturer to incur significant legal
expenses and divert management’s attention from the operation of the business. Prohibitions or restrictions on sales or
withdrawal of future marketed products could materially affect business in an adverse way.

Healthcare legislative reform measures may have a negative impact on our business and results of operations.

In the United States and some foreign jurisdictions, there have been, and continue to be, several legislative and
regulatory changes and proposed changes regarding the healthcare system that could prevent or delay marketing
approval of product candidates, restrict or regulate post-approval activities, and affect our ability to profitably sell any
product candidates for which we obtain marketing approval. Changes in regulations, statutes or the interpretation of
existing regulations could impact our business in the future by requiring, for example: (i) changes to our manufacturing
arrangements, (ii) additions or modifications to product labeling, (iii) the recall or discontinuation of our products,

(iv) restriction on coverage, reimbursement, and pricing for our products, (v) transparency reporting obligations
regarding transfers of value to health care professionals or (vi) additional record-keeping requirements. If any such
changes were to be imposed, they could adversely affect our business, financial condition and results of operations.

Among policy makers in the United States and elsewhere, there is significant interest in promoting changes in
healthcare systems with the stated goals of containing healthcare costs, improving quality and/or expanding access. In
the United States, the pharmaceutical industry has been a particular focus of these efforts and has been significantly
affected by major legislative initiatives. For example, the ACA, which was signed into law in 2010, is a sweeping law
intended to broaden access to health insurance, reduce or constrain the growth of health care spending, enhance remedies
against fraud and abuse, add new transparency requirements for the health care and health insurance industries, impose
new taxes and fees on the health industry and impose additional health policy reforms.

There have been executive, judicial and Congressional challenges and amendments to certain aspects of ACA.
For example, on July 4, 2025, the OBBBA was signed into law, which narrowed access to ACA marketplace exchange
enrollment and declined to extend the ACA enhanced advanced premium tax credits that expired at the end of 2025,
which, among other provisions in the law, are anticipated to reduce the number of Americans with health insurance. The
OBBBA also is expected to reduce Medicaid spending and enrollment by implementing work requirements for some
beneficiaries, capping state-directed payments, reducing federal funding, and limiting provider taxes used to fund the
program. Congress is considering proposed legislation intended to further reduce healthcare costs with alternatives to
replace the expired ACA subsidies. We expect that additional U.S. federal healthcare reform measures will be adopted in
the future, any of which could limit the amounts that the U.S. federal government will pay for healthcare products and
services, which could result in reduced demand for our product candidates or additional pricing pressures. Other
legislative changes have been approved and adopted since the ACA was enacted, including aggregate reductions to
Medicare payments to providers of 2% per fiscal year, which began in 2013, and will remain in effect through 2032
unless additional Congressional action is taken.
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The current administration is pursuing policies to reduce regulations and expenditures across government
agencies including at HHS, the FDA, CMS and related agencies. These actions, presently directed by executive orders or
memoranda from the Office of Management and Budget, may propose policy changes that create additional uncertainty
for our business. For example, the current administration has announced agreements with several pharmaceutical
companies that require the drug manufacturers to offer, through a direct-to-consumer platform, U.S. patients and
Medicaid programs prescription drug Most-Favored-Nation pricing equal to or lower than those paid in other developed
nations, with additional mandates for direct-to-patient discounts and repatriation of foreign revenues. Other recent
actions, for example, include (1) directing agencies to reduce agency workforce and cut programs; (2) directing HHS and
other agencies to lower prescription drug costs through a variety of initiatives, including by improving upon the
Medicare Drug Price Negotiation Program and establishing Most-Favored-Nation pricing for pharmaceutical products;
(3) imposing tariffs on imported pharmaceutical products; and (4) as part of the Make America Healthy Again
Commission’s Strategy Report released in September 2025, working across government agencies to increase
enforcement on direct-to-consumer pharmaceutical advertising. Additionally, the current administration recently called
on Congress to enact “The Great Healthcare Plan” to codify and expand Most-Favored-Nation pricing, lower
government subsidies to private insurance companies, increase healthcare price transparency, expand pharmaceutical
drugs available for over-the-counter purchase, and enact restrictions on pharmacy benefit manager payment
methodologies, among other things. These actions and policies may significantly reduce U.S. drug prices, potentially
impacting manufacturers’ global pricing strategies and profitability, while increasing their operational costs and
compliance risks. In addition, the U.S. Supreme Court recently greatly reduced judicial deference to regulatory agencies,
which could increase successful legal challenges to federal regulations affecting our operations. Congress may introduce
and ultimately pass healthcare-related legislation that could impact the drug approval process and make changes to the
Medicare Drug Price Negotiation Program. Any reduction in reimbursement from Medicare or other government
programs may result in a similar reduction in payments from private payors.

There have been, and likely will continue to be, healthcare reform measures, including legislative and
regulatory proposals at the foreign, federal and state levels directed at broadening the availability of healthcare and
containing or lowering the cost of healthcare. The implementation of healthcare reform and other cost containment
measures or other healthcare reforms may prevent us from being able to generate revenue, attain profitability, or
commercialize our products. Such reforms could have an adverse effect on anticipated revenue from product candidates
that we may successfully develop and for which we may obtain regulatory approval and may affect our overall financial
condition and ability to develop product candidates.

We are subject to the U.K. Bribery Act 2010, or the Bribery Act, the U.S. Foreign Corrupt Practices Act of 1977, as
amended, or the FCPA, and other anti-corruption laws, as well as export control laws, import and customs laws,
trade and economic sanctions laws and other laws governing our operations.

Our operations are subject to anti-corruption laws, including the Bribery Act, the FCPA, the U.S. domestic
bribery statute contained in 18 U.S.C. §201, the U.S. Travel Act, and other anti-corruption laws that apply in countries
where we do business. The Bribery Act, the FCPA and these other laws generally prohibit us, our employees and our
intermediaries from authorizing, promising, offering, or providing, directly or indirectly, improper or prohibited
payments, or anything else of value, to government officials or other persons to obtain or retain business or gain some
other business advantage. Under the Bribery Act, we may also be liable for failing to prevent a person associated with us
from committing a bribery offense. We and our commercial partners operate in a number of jurisdictions that pose a high
risk of potential Bribery Act or FCPA violations, and we participate in collaborations and relationships with third parties
whose corrupt or illegal activities could potentially subject us to liability under the Bribery Act, FCPA or local anti-
corruption laws, even if we do not explicitly authorize or have actual knowledge of such activities. In addition, we
cannot predict the nature, scope or effect of future regulatory requirements to which our international operations might
be subject or the manner in which existing laws might be administered or interpreted.

We are also subject to other laws and regulations governing our international operations, including regulations
administered by the governments of the United Kingdom and the United States, and authorities in the European Union,
including applicable export control regulations, economic sanctions and embargoes on certain countries and persons,
anti-money laundering laws, import and customs requirements and currency exchange regulations, collectively referred
to as the Trade Control laws.
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There is no assurance that we will be completely effective in ensuring our compliance with all applicable anti-
corruption laws, including the Bribery Act, the FCPA or other legal requirements, including Trade Control laws. If we
are not in compliance with the Bribery Act, the FCPA and other anti-corruption laws or Trade Control laws, we may be
subject to criminal and civil penalties, disgorgement and other sanctions and remedial measures, and legal expenses,
which could have an adverse impact on our business, financial condition, results of operations and liquidity. Likewise,
any investigation of any potential violations of the Bribery Act, the FCPA, other anti-corruption laws or Trade Control
laws by the United Kingdom, United States or other authorities could also have an adverse impact on our reputation, our
business, results of operations and financial condition.

We and the third parties with whom we work are subject to stringent and evolving U.S. and foreign laws, regulations,
rules, contractual obligations, industry standards, policies and other obligations related to data privacy and security.
Our (and third parties with whom we work) actual or perceived failure to comply with such obligations could lead to
regulatory investigations or actions, litigation (including class claims), fines and penalties, disruptions of our
business operations, reputational harm, loss of revenue or profits, and other adverse business consequences.

In the ordinary course of business, we collect, receive, store, process, generate, use, transfer, disclose, make
accessible, protect, secure, dispose of, transmit, and share (collectively, process) personal data and other sensitive or
confidential information, including proprietary and confidential business data, trade secrets, intellectual property, data
we collect about trial participants in connection with clinical trials, and sensitive third-party data (collectively, sensitive
information). Our data processing activities may subject us to numerous data privacy and security obligations, such as
various laws, regulations, guidance, industry standards, external and internal privacy and security policies, contractual
requirements, and other obligations relating to data privacy and security.

In the United States, federal, state, and local governments have enacted numerous data privacy and security
laws, including data breach notification laws, personal data privacy laws, consumer protection laws (e.g., Section 5 of
the Federal Trade Commission Act), and other similar laws (e.g., wiretapping laws). For example, HIPAA, as amended
by HITECH, imposes specific requirements relating to the privacy, security, and transmission of individually identifiable
health information. Numerous U.S. states have enacted comprehensive privacy laws that impose certain obligations on
covered businesses, including providing specific disclosures in privacy notices and affording residents with certain rights
concerning their personal data. As applicable, such rights may include the right to access, correct, or delete certain
personal data, and to opt-out of certain data processing activities, such as targeted advertising, profiling, and automated
decision-making. To the extent applicable, the exercise of these rights may impact our business and ability to provide
our products and services. Certain states also impose stricter requirements for processing certain personal data, including
sensitive information, such as conducting data privacy impact assessments. These state laws allow for statutory fines for
noncompliance. For example, the California Consumer Privacy Act of 2018, as amended by the California Privacy
Rights Act of 2020, referred to collectively as CCPA, applies to personal data of consumers, business representatives,
and employees who are California residents, and requires businesses to provide specific disclosures in privacy notices
and honor requests of such individuals to exercise certain privacy rights. The CCPA allows for fines for noncompliance
and allows private litigants affected by certain data breaches to recover significant statutory damages. Although the
CCPA and other comprehensive U.S. state privacy laws exempt some data processed in the context of clinical trials,
these developments may further complicate compliance efforts, and increase compliance costs and potential liability for
us and the third parties with whom we work. Similar laws are being considered in several other states, as well as at the
federal and local levels, and we expect more states to pass similar laws in the future.

Outside of the United States, an increasing number of laws, regulations, and industry standards may govern data
privacy and security. For example, the European Union’s General Data Protection Regulation, or EU GDPR, and the
United Kingdom’s GDPR, or U.K. GDPR, impose strict requirements for processing personal data. For example, under
the EU GDPR, companies may face temporary or definitive bans on data processing and other corrective actions; fines
of up to 20 million Euros or 4% of annual global revenue, whichever is greater; or private litigation related to processing
of personal data brought by classes of data subjects or consumer protection organizations authorized at law to represent
their interests.
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We may be subject to new laws governing the privacy of consumer health data, including reproductive, sexual
orientation, and gender identity privacy rights. For example, Washington’s My Health My Data Act, or MHMD, broadly
defines consumer health data, places restrictions on processing consumer health data (including imposing stringent
requirements for consents), provides consumers certain rights with respect to their health data, and creates a private right
of action to allow individuals to sue for violations of the law. Other states have passed, are considering, and may adopt
similar laws.

Our employees and personnel use generative artificial intelligence technologies to perform their work, and the
disclosure and use of personal data in generative artificial intelligence technologies is subject to various privacy laws and
other privacy obligations. Governments have passed and are likely to pass additional laws and regulations regulating
generative artificial intelligence. Our use of this technology could result in additional compliance costs, regulatory
investigations and actions, and lawsuits. If we are unable to use generative artificial intelligence, it could make our
business less efficient and result in competitive disadvantages.

In the ordinary course of business, we transfer personal data from Europe and other jurisdictions to the United
States or other countries. Europe and other jurisdictions have enacted laws requiring data to be localized or limiting the
transfer of personal data to other countries. In particular, the European Economic Area, or the EEA, and the U.K., have
significantly restricted the transfer of personal data to the United States and other countries whose privacy laws it
generally believes are inadequate. Other jurisdictions may adopt similarly stringent interpretations of their data
localization and cross-border transfer laws. Although there are currently various mechanisms that may be used to
transfer personal data from the EEA and U.K. to the United States in compliance with law, such as the European
Commission’s Standard Contractual Clauses, the U.K. International Data Transfer Agreement and the U.K. Transfer
Addendum, the EU-U.S. Data Privacy Framework and the U.K.’s Extension to that Framework (which allows for
transfers for relevant U.S.-based organizations who self-certify compliance and participate in the relevant Framework
and/or Extension), these mechanisms are subject to potential legal challenges, and there is no assurance that we can
satisfy or rely on these measures to lawfully transfer personal data to the United States. If there is no lawful manner for
us to transfer personal data from the EEA, U.K. or other jurisdictions to the United States, or if the requirements for a
legally-compliant transfer are too onerous, we could face significant adverse consequences, including the interruption or
degradation of our operations, the need to relocate part of or all of our business or data processing activities to other
jurisdictions at significant expense, increased exposure to regulatory actions, substantial fines and penalties, the inability
to transfer data and work with partners, vendors, and other third parties, and injunctions against our processing or
transferring of personal data necessary to operate our business. Additionally, companies that transfer personal data out of
the EEA and U.K. to other jurisdictions, particularly to the United States, are subject to increased scrutiny from
regulators, individual litigants, and activist groups. Some European regulators have ordered certain companies to
suspend or permanently cease certain transfers out of Europe for allegedly violating the GDPR’s cross-border data
transfer limitations.

Additionally, the U.S. Department of Justice issued a rule entitled the Preventing Access to U.S. Sensitive
Personal Data and Government-Related Data by Countries of Concern or Covered Persons, which places additional
restriction on certain data transactions involving countries of concern (e.g., China, Russia, Iran) and covered persons
(i.e., individuals and entities who are designated as such by the U.S. Attorney General or considered “foreign persons”
and are majority-owned by, organized under the laws of, a primary resident in, or a contractor of, a covered person or
country of concern, as applicable) that may impact certain business activities such as vendor engagements, sale or
sharing of data, employment of certain individuals, and investor agreements. Violations of the rule could lead to
significant civil and criminal fines and penalties. The rule applies regardless of whether data is anonymized, key-coded,
pseudonymized, de-identified or encrypted, which presents particular challenges for companies like ours and may impact
our ability to engage in transactions or agreements with certain third parties in the future.

In addition to data privacy and security laws, we are also bound by other contractual and industry obligations
related to data privacy and security, and our efforts to comply with such obligations may not be successful.

We publish privacy policies, marketing materials, whitepapers, and other statements concerning data privacy

and security. Regulators in the United States are increasingly scrutinizing these statements, and if these policies,
materials, or statements are found to be deficient, lacking in transparency, deceptive, unfair, misleading or
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misrepresentative of our practices, we may be subject to investigation, enforcement actions by regulators, or other
adverse consequences.

Obligations related to data privacy and security are quickly changing, becoming increasingly stringent, and
creating regulatory uncertainty. Additionally, these obligations may be subject to differing applications and
interpretations, which may be inconsistent or conflicting among jurisdictions. Preparing for and complying with these
obligations requires us to devote significant resources and may necessitate changes to our services, information
technologies, systems, and practices and to those of any third parties with whom we work.

We may at times fail (or be perceived to have failed) in our efforts to comply with our data privacy and security
obligations. Moreover, despite our efforts, our personnel or third parties with whom we work may fail to comply with
such obligations, which could negatively impact our business operations. Such failures can subject us to potential
foreign, local, state and federal action if they are found to be deceptive, unfair, misleading or misrepresentative of our
actual practices, which could negatively impact our business operations and compliance posture. If we or the third
parties with whom we work fail, or are perceived to have failed, to address or comply with applicable data privacy or
security obligations, we could face significant consequences, including but not limited to: government enforcement
actions (e.g., investigations, fines, penalties, audits, inspections, and similar); litigation (including class-action claims);
additional reporting requirements and/or oversight; bans on processing personal data; and orders to destroy or not use
personal data. Any of these events could have a material adverse effect on our reputation, business, or financial
condition, including but not limited to: loss of customers; interruptions or stoppages in our business operations
(including, as relevant, clinical trials); inability to process personal data or operate in certain jurisdictions; limited ability
to develop or commercialize our products; expenditure of time and resources to defend any claim or inquiry; adverse
publicity; or substantial changes to our business model or operations.

Our activities subject us to various laws relating to foreign investment and the export of certain technologies, and our
failure to comply with these laws or adequately monitor the compliance of our suppliers and others we do business
with could subject us to substantial fines, penalties and even injunctions, the imposition of which on us could have a
material adverse effect on the success of our business.

We are subject to laws that regulate certain transactions and access to technology. In the United States, these
laws include section 721 of the Defense Production Act of 1950, as amended by the Foreign Investment Risk Review
Modernization Act of 2018, and the regulations at 31 C.F.R. Parts 800 and 801, as amended, administered by the
Committee on Foreign Investment in the United States; and the Export Control Reform Act of 2018, which is being
implemented in part through Commerce Department rulemakings to impose new export control restrictions on
“emerging and foundational technologies” yet to be fully identified. Application of these laws, including as they are
implemented through regulations being developed, may negatively impact our business in various ways, including by
restricting our access to capital and markets; limiting the collaborations we may pursue; regulating the export of our
products, services, and technology from the United States and abroad; increasing our costs and the time necessary to
obtain required authorizations and to ensure compliance; and threatening monetary fines and other penalties if we do not.

If we fail to comply with environmental, health and safety laws and regulations, we could become subject to fines or
penalties or incur costs that could have a material adverse effect on the success of our business.

We are subject to numerous environmental, health and safety laws and regulations, including those governing
laboratory procedures and the handling, use, storage, treatment and disposal of hazardous materials and wastes. Our
operations involve the use of hazardous and flammable materials, including chemicals and biological materials. Our
operations also produce hazardous waste products. We generally contract with third parties for the disposal of these
materials and wastes. We cannot eliminate the risk of contamination or injury from these materials. In the event of
contamination or injury resulting from our use of hazardous materials, we could be held liable for any resulting damages,
and any liability could exceed our resources. We also could incur significant costs associated with civil or criminal fines
and penalties. Furthermore, environmental laws and regulations are complex, change frequently and have tended to
become more stringent. We cannot predict the impact of such changes and cannot be certain of our future compliance.
In addition, we may incur substantial costs in order to comply with current or future environmental, health and safety
laws and regulations. These current or future laws and regulations may impair our research, development or production
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efforts. Failure to comply with these laws and regulations also may result in substantial fines, penalties or other
sanctions.

Although we maintain workers’ compensation insurance to cover us for costs and expenses we may incur due to
injuries to our employees resulting from the use of hazardous materials or other work-related injuries, this insurance may
not provide adequate coverage against potential liabilities. In addition, we may incur substantial costs in order to comply
with current or future environmental, health and safety laws and regulations. These current or future laws and regulations
may impair our research, development or production efforts. Failure to comply with these laws and regulations also may
result in substantial fines, penalties or other sanctions or liabilities, which could materially adversely affect our business,
financial condition, results of operations and prospects.

Risks Related to Our Business and Our International Operations

As a company with operations outside of the United States, we are subject to economic, political, regulatory and other
risks associated with international operations.

As a company with operations in the U.K., our business is subject to risks associated with conducting business
outside of the United States. Many of our suppliers and clinical trial relationships are located outside the United States.

Accordingly, our future results could be harmed by a variety of factors, including:

e economic weakness, including inflation, or political instability in particular non-U.S. economies and
markets;

e differing and changing regulatory requirements for product approvals;

e differing jurisdictions could present different issues for securing, maintaining or obtaining freedom to
operate in such jurisdictions;

e potentially reduced protection for intellectual property rights;

e difficulties in compliance with different, complex and changing laws, regulations and court systems of
multiple jurisdictions and compliance with a wide variety of foreign laws, treaties and regulations,
including, without limitation, restrictive regulations such as the EU GDPR and U.K. GDPR governing the
use, processing, and cross-border transfer of personal data;

e changes in global regulations and customs, tariffs and trade barriers;

e changes in non-U.S. currency exchange rates of the pound sterling, U.S. dollar, euro and currency controls;

e changes in a specific country’s or region’s political or economic environment;

e trade protection measures, import or export licensing requirements or other restrictive actions by
governments;

e differing reimbursement regimes and price controls in certain non-U.S. markets;

e negative consequences from changes in tax laws;

e compliance with tax, employment, immigration and labor laws for employees living or traveling abroad,
including, for example, the variable tax treatment in different jurisdictions of options granted under our

share option schemes or equity incentive plans;

e workforce uncertainty in countries where labor unrest is more common than in the United States;
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e litigation or administrative actions resulting from claims against us by current or former employees or
consultants individually or as part of class actions, including claims of wrongful terminations,
discrimination, misclassification or other violations of labor law or other alleged conduct;

e difficulties associated with staffing and managing international operations, including differing labor
relations;

e production shortages resulting from any events affecting raw material supply or manufacturing capabilities
abroad; and

e business interruptions resulting from geo-political actions, including war and terrorism, natural disasters,
including earthquakes, typhoons, floods and fires, or public health crises.

Any or all of these factors could have a material adverse impact on our business, financial condition and results
of operations. Moreover, global instability may continue as a result of geopolitical risks, including evolving impacts
from tariffs, sanctions or other trade tensions between the United States and other countries, or demand or supply shocks
from events such as major terrorist attacks, war, natural disasters or actual or threatened public health pandemics or other
emergencies. These events could have a lasting impact on regional and global economies, any or all of which could
disrupt our supply chain and increase the costs associated with or otherwise adversely affect our ability to conduct
ongoing and future clinical trials of our product candidates. In addition, continued instability may adversely impact our
ability to raise capital in the future on favorable terms or at all.

International trade policies, including tariffs, sanctions and trade barriers may adversely affect our business,
financial condition, results of operations and prospects.

The U.S. government has announced substantial new tariffs affecting a wide range of products and jurisdictions
and has indicated an intention to continue developing new trade policies, including with respect to the pharmaceutical
industry. In response, certain foreign governments have announced or implemented retaliatory tariffs and other
protectionist measures. These developments have created a dynamic and unpredictable trade landscape, which may
adversely affect our business, results of operations, financial conditions and prospects. For example, in February 2026,
the United States Supreme Court (SCOTUS) invalidated certain tariffs imposed by the U.S. government under
emergency statutory authority in 2025. Shortly thereafter, President Trump signed an executive order implementing a
new 10% global tariff pursuant to an alternative statutory authority, which may be raised up to 15%. It remains unclear
whether and to what extent duties previously collected under the invalidated tariffs will be refunded, whether refunds
will be subject to administrative or judicial processes, or whether offsets or alternative measures may be imposed. In
addition, the Bureau of Industry and Security, U.S. Department of Commerce, has initiated an investigation to determine
whether pharmaceutical ingredients, including finished drug product, manufactured outside the United States pose a
national security risk and should be subject to additional tariffs.

We do not own or operate any manufacturing facilities for production of clinical or commercial supply. We
currently rely, and expect to continue to rely on third parties, including those located in China, for supply of our product
candidates, as well as for manufacture of any products that we may commercialize, if approved. For further information
concerning our reliance on third parties, see the risk factor titled “Risks Related to Our Dependence on Third Parties—
We intend to rely on third parties to manufacture product candidates and supply raw materials used in our product
candidates, such as *'>Pb, which increases the risk that we will not have sufficient quantities of such product candidates
or products or such quantities at an acceptable cost, which could delay, prevent or impair our development or
commercialization efforts.”

Current or future tariffs or other trade barriers may result in increased research and development expenses,
including with respect to increased costs associated with active pharmaceutical ingredients, raw materials, laboratory
equipment and research materials and components. In addition, such tariffs may increase our supply chain complexity
and could also potentially disrupt our existing supply chain. Unlike consumer goods, pharmaceuticals face unique
regulatory constraints that make rapid supply chain adjustments particularly difficult and costly. Trade restrictions
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affecting the import of materials necessary for clinical trials could result in delays to our development timelines.
Increased development costs and extended development timelines could place us at a competitive disadvantage
compared to companies operating in regions with more favorable trade relationships and could reduce investor
confidence, negatively impacting our ability to secure additional financing on favorable terms or at all. In addition, as we
advance toward commercialization in the future, tariffs and trade restrictions could hinder our ability to establish cost-
effective production capabilities, negatively impacting our growth prospects.

The complexity of announced or future tariffs may also increase the risk that we or our customers or suppliers
may be subject to civil or criminal enforcement actions in the United States or foreign jurisdictions related to compliance
with trade regulations. Foreign governments may also adopt non-tariff measures, such as procurement preferences or
informal disincentives to engage with, purchase from or invest in U.S. entities, which may limit our ability to compete
internationally and attract non-U.S. investment, employees, customers and suppliers. Foreign governments may also take
other retaliatory actions against U.S. entities, such as decreased intellectual property protection, increased enforcement
actions, or delays in regulatory approvals, which may result in heightened international legal and operational risks. In
addition, the United States and other governments have imposed and may continue to impose additional sanctions, such
as trade restrictions or trade barriers, which could restrict us from doing business directly or indirectly in or with certain
countries or parties and may impose additional costs and complexity to our business.

Cyber-attacks, failures in or interruptions of, or other compromise to our information technology systems, or those of
third parties with whom we work, or our data could result in adverse consequences that materially affect our
business, including without limitation, regulatory investigations or actions, litigation, fines and penallties, information
theft, data corruption, harm to our reputation and brand, significant disruption of our business operations, and other
adverse consequences.

In the ordinary course of business, we and the third parties with whom we work process sensitive information.
Cyber-attacks, malicious internet-based activity, online and offline fraud, and other similar activities threaten the
confidentiality, integrity, and availability of our sensitive information and information technology systems, and those of
the third parties with whom we work. Such threats are prevalent and continue to rise, are increasingly difficult to detect,
and come from a variety of sources, including traditional computer “hackers,” threat actors, “hacktivists,” organized
criminal threat actors, personnel (such as through theft or misuse), sophisticated nation states, and nation-state-supported
actors.

Some actors now engage and are expected to continue to engage in cyber-attacks, including without limitation
nation-state actors for geopolitical reasons and in conjunction with military conflicts and defense activities. During times
of war and other major conflicts, we and the third parties with whom we work may be vulnerable to a heightened risk of
these attacks, including retaliatory cyber-attacks, that could materially disrupt our systems and operations, supply chain,
and ability conduct our research and development programs and our clinical trials. We and the third parties with whom
we work may be subject to a variety of evolving threats, including but not limited to social-engineering attacks
(including through phishing attacks and deep fakes, which may be increasingly more difficult to identify as fake),
malicious code (such as viruses and worms), malware (including as a result of advanced persistent threat intrusions),
denial-of-service attacks, credential stuffing attacks, credential harvesting, personnel misconduct or error, ransomware
attacks, supply-chain attacks, software bugs, server malfunctions, software or hardware failures, loss of data or other
information technology assets, adware, telecommunications failures, attacks enhanced or facilitated by artificial
intelligence, or Al, and other similar threats. In particular, severe ransomware attacks are becoming increasingly
prevalent and severe and can lead to significant interruptions in our operations, disruption of clinical trials, loss of
sensitive data (including data related to clinical trials), loss of income, reputational harm, and diversion of funds.
Extortion payments may alleviate the negative impact of a ransomware attack, but we may be unwilling or unable to
make such payments due to, for example, applicable laws or regulations prohibiting such payments. Remote work has
increased risks to our information technology systems and data, as more of our employees utilize network connections,
computers, and devices outside of our premises or network, including working at home, while in transit and in public
locations. Future or past business transactions (such as acquisitions or integrations) could expose us to additional
cybersecurity risks and vulnerabilities, as our systems could be negatively affected by vulnerabilities present in acquired
or integrated entities’ systems and technologies. Furthermore, we may discover security issues that were not found
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during due diligence of such acquired or integrated entities, and it may be difficult to integrate companies into our
information technology environment and security program.

In addition, our reliance on third-party service providers could introduce new cybersecurity risks and
vulnerabilities, including supply-chain attacks, and other threats to our business operations. We rely on third-party
service providers and technologies to operate critical business systems to process sensitive information in a variety of
contexts, including, without limitation, third-party providers of information technology infrastructure, cloud-based
infrastructure, encryption and authentication technology, employee email, content delivery to customers, CROs for
managing clinical trial data, and other functions. We also rely on third-party service providers to provide other products,
services, parts, or otherwise operate our business. Our ability to monitor these third parties’ information security
practices is limited, and these third parties may not have adequate information security measures in place. If our third-
party service providers experience a security incident or other interruption, we could experience adverse consequences.
While we may be entitled to damages if our third-party service providers fail to satisfy their privacy or security-related
obligations to us, the liability of such third party may be limited such that any award may be insufficient to cover our
damages, or we may be unable to recover any such award. In addition, supply-chain attacks have increased in frequency
and severity, and we cannot guarantee that third parties’ infrastructure in our supply chain or our third-party partners’
supply chains have not been compromised.

We may expend significant resources or modify certain of our business activities (which could include our
clinical trial activities) to try to protect against security incidents. Certain data privacy and security obligations may
require us to implement and maintain specific security measures, industry-standard or reasonable security measures to
protect our information technology systems and sensitive information.

While we have established physical, electronic and organizational security measures designed to safeguard and
secure our systems against security incidents, there can be no assurance that these measures will be effective. We take
steps designed to detect, mitigate and remediate vulnerabilities in our information technology systems (such as our
hardware and/or software, including that of third parties with whom we work). We may not, however, detect and
remediate all such vulnerabilities including on a timely basis. Further, we may experience delays in developing and
deploying remedial measures and patches designed to address identified vulnerabilities. Vulnerabilities could be
exploited and result in a security incident.

Any of the previously identified or similar threats could cause a security incident or other interruption that
could result in unauthorized, unlawful, or accidental acquisition, modification, destruction, loss, alteration, encryption,
disclosure of, or access to our sensitive information or our information technology systems, or those of the third parties
with whom we work. For example, we have been the target of unsuccessful phishing attempts in the past and we expect
such attempts will continue in the future. A security incident or other interruption could disrupt our ability (and that of
third parties with whom we work) to provide our products or services. For example, the loss of clinical trial data from
completed or ongoing or planned clinical trials could result in delays in our regulatory approval efforts and significantly
increase our costs to recover or reproduce the data.

Applicable data privacy and security obligations may require us, or we may voluntarily choose, to notify
relevant stakeholders, including affected individuals, customers, regulators and investors, of security incidents, or to take
other actions, such as providing credit monitoring and identity theft protection services. Such disclosures and related
actions can be costly, and the disclosure or the failure to comply with such applicable requirements could lead to adverse
consequences. If we (or a third party with whom we work) experience a security incident or are perceived to have
experienced a security incident, we may experience material adverse consequences. These consequences may include:
government enforcement actions (for example, investigations, fines, penalties, audits, and inspections); additional
reporting requirements and/or oversight; restrictions on processing sensitive information (including personal data);
litigation (including class-action claims); indemnification obligations; negative publicity; reputational harm; monetary
fund diversions; interruptions in our operations (including availability of data); financial loss; and other similar harms.
Security incidents and attendant material consequences may cause customers to stop using our services, deter new
customers from using our services, and negatively impact our ability to grow and operate our business. Our contracts
may not contain limitations of liability, and even where they do, there can be no assurance that limitations of liability in
our contracts are sufficient to protect us from liabilities, damages, or claims related to our data privacy and security
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obligations. We cannot be sure that our insurance coverage will be adequate or sufficient to protect us from or to
mitigate liabilities arising out of our privacy and security practices, that such coverage will continue to be available on
commercially reasonable terms or at all, or that such coverage will pay future claims.

Additionally, our sensitive information, including personal data, could be leaked, disclosed or revealed as a
result of, or in connection with, our employees’, personnel’s, or vendors’ use of generative artificial intelligence
technologies.

Social media platforms and artificial intelligence-based platforms present new risks and challenges to our business.

Social media is increasingly being used to communicate information about us, our programs and the diseases
our therapeutics are being developed to treat. Social media practices in the pharmaceutical and biotechnology industries
are evolving, which creates uncertainty and risk of noncompliance with regulations applicable to our business. For
example, patients may use social media platforms to comment on the effectiveness of, or adverse experiences with, a
product or a product candidate, which could result in reporting obligations or other consequences. Further, the accidental
or intentional disclosure of non-public information by our workforce or others through media channels could lead to
information loss. In addition, there is a risk of inappropriate disclosure of sensitive information or negative or inaccurate
posts or comments about us, our products, or our product candidates on any social media platform. The nature of social
media prevents us from having real-time control over postings about us on social media. We may not be able to reverse
damage to our reputation from negative publicity or adverse information posted on social media platforms or similar
mediums. If any of these events were to occur or we otherwise fail to comply with application regulations, we could
incur liability, face restrictive regulatory actions or incur other harm to our business including quick and irreversible
damage to our reputation, brand image and goodwill.

Additionally, Al-based platforms are increasingly being used in the pharmaceutical industry and we are
expanding the use of Al-based platforms in our operations for data analysis, summarization and automation, which
subjects us to a variety of risks, including potential cybersecurity vulnerabilities, breaches of data privacy and the
potential for inadvertent or unauthorized disclosure of our confidential information and intellectual property. Our use, or
the use by our vendors, suppliers and contractors with access to our proprietary and confidential information, including
trade secrets, may lead to the release of our proprietary and confidential information, which may negatively impact our
company, including our ability to realize the benefit of our intellectual property. Moreover, Al-based platforms may
create flawed, incomplete, or inaccurate outputs, some of which may appear correct. This may happen if the inputs that
the model relied on were inaccurate, incomplete or flawed (including if a bad actor “poisons” the Al-based platform with
bad inputs or logic), or if the logic of the Al-based platform is flawed (a so-called “hallucination”).

Exchange rate fluctuations may materially affect our results of operations and financial condition.

Owing to the international scope of our operations, fluctuations in exchange rates, particularly between the
pound sterling and the U.S. dollar, may adversely affect us. Although we are based in the U.K., we source research and
development, manufacturing, consulting and other services from the United States, European Union and Asia that are
billed in U.S. dollars. Further, potential future revenue may be derived from abroad, particularly from the United States.
As a result, our business and the price of our ADSs may be affected by fluctuations in foreign exchange rates not only
between the pound sterling and the U.S. dollar, but also the euro, which may have a significant impact on our results of
operations and cash flows from period to period. Currently, we do not have any exchange rate hedging arrangements in
place. Any fluctuation in the exchange rate of these foreign currencies may negatively impact our business, financial
condition and operating results. Global economic events have and may continue to significantly impact local economies
and the foreign exchange markets, which may increase the risks associated with sales denominated in foreign currencies.
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Risks Related to Our Dependence on Third Parties

For certain product candidates, we depend, or may depend, on development and commercialization collaboration
partners to develop, conduct clinical trials, obtain regulatory approvals of, and if approved, market and sell product
candidates. If such partnerships fail to perform as expected, the potential for us to generate future revenue from such
product candidates would be significantly reduced and our business would be harmed.

For certain products candidates, we depend, or may depend, on development and commercialization
collaboration partners to develop, conduct clinical trials of, and, if approved, sell product candidates.

Under our existing collaborations with Ionis and Bayer, we are responsible for identifying and
optimizing Bicycle peptides related to collaboration targets and our collaborators are responsible for further development
and product commercialization after we complete the defined research screening and compound optimization. We
depend on these collaborators to develop and, where applicable, commercialize products based on Bicycle peptides, and
the success of their efforts directly impacts the milestones and royalties we will receive. We cannot provide assurance
that our collaborators will be successful in or that they will devote sufficient resources to the development or
commercialization of their products. If our current or future collaboration and commercialization partners do not perform
in the manner we expect or fail to fulfill their responsibilities in a timely manner, or at all, if our agreements with them
terminate or if the quality or accuracy of the clinical data they obtain is compromised, the clinical development,
regulatory approval and commercialization efforts related to their and our product candidates and products could be
delayed or terminated and it could become necessary for us to assume the responsibility at our own expense for the
clinical development of such product candidates.

From time to time, we may also explore partnership opportunities for certain of our product candidates, such as
BT7480. However there can be no assurance that we will be able to do so, or that such relationships, if established, will
be successful or on favorable terms.

Our current collaborations and any future collaborations or partnerships that we enter into are subject to
numerous risks, including:

e collaborators have significant discretion in determining the efforts and resources that they will apply to the
collaborations;

e collaborators may not perform their obligations as expected or fail to fulfill their responsibilities in a timely
manner, or at all;

e collaborators may not pursue development and commercialization of any product candidates that achieve
regulatory approval or may elect not to continue or renew development or commercialization programs
based on preclinical studies or clinical trial results, changes in the collaborators’ strategic focus or available
funding or external factors, such as an acquisition, that divert resources or create competing priorities;

e collaborators may delay preclinical studies or clinical trials, provide insufficient funding for clinical trials,
stop a preclinical study or clinical trial or abandon a product candidate, repeat or conduct new clinical trials
or require a new formulation of a product candidate for clinical testing;

e we may not have access to, or may be restricted from disclosing, certain information regarding product
candidates being developed or commercialized under a collaboration and, consequently, may have limited
ability to inform our shareholders about the status of such product candidates;

e collaborators could independently develop, or develop with third parties, products that compete directly or
indirectly with our product candidates if the collaborators believe that competitive products are more likely
to be successfully developed or can be commercialized under terms that are more economically attractive
than ours;
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e the collaborations may not result in product candidates to develop and/or preclinical studies or clinical
trials conducted as part of the collaborations may not be successful;

e product candidates developed with collaborators may be viewed by our collaborators as competitive with
their own product candidates or products, which may cause collaborators to stop commercialization of our
product candidates;

e acollaborator with marketing and distribution rights to one or more of our product candidates that achieve
regulatory approval may not commit sufficient resources to the marketing and distribution of any such
product candidate;

e adverse global economic events, including public health crises, could materially affect our operations as
well as causing significant disruption in the operations and business of our collaborators and the third-party
manufacturers, CROs and other service providers that we and/or our collaborators conduct business with;
and

e collaborators may not properly maintain or defend our intellectual property rights or may use our
proprietary information in such a way as to invite litigation that could jeopardize or invalidate our
intellectual property or proprietary information or expose us to potential litigation.

In addition, certain collaboration and commercialization agreements provide our collaborators with rights to
terminate such agreements, which rights may or may not be subject to conditions, and which rights, if exercised, would
adversely affect our product development efforts and could make it difficult for us to attract new collaborators. In that
event, we would likely be required to limit the size and scope of efforts for the development and commercialization of
such product candidates or products; we would likely be required to seek additional financing to fund further
development or identify alternative strategic collaborations; our potential to generate future revenue from royalties and
milestone payments from such product candidates or products would be significantly reduced, delayed or eliminated;
and it could have an adverse effect on our business and future growth prospects. Our rights to recover tangible and
intangible assets and intellectual property rights needed to advance a product candidate or product after termination of a
collaboration may be limited by contract, and we may not be able to advance a program post-termination.

If conflicts arise with our development and commercialization collaborators or licensors, they may act in their own
self-interest, which may be adverse to the interests of our company.

We may in the future experience disagreements with our development and commercialization collaborators or
licensors. Conflicts may arise in our collaboration and license arrangements with third parties due to one or more of the

following:

e disputes with respect to milestone, royalty and other payments that are believed due under the applicable
agreements;

e disagreements with respect to the ownership of intellectual property rights or scope of licenses;
e disagreements with respect to the scope of any reporting obligations;

e unwillingness on the part of a collaborator to keep us informed regarding the progress of its development
and commercialization activities, or to permit public disclosure of these activities; and

e disputes with respect to a collaborator’s or our development or commercialization efforts with respect to
our products and product candidates.

For example, we were previously involved in litigation with Pepscan Systems B.V., and its affiliates, or

Pepscan, related to a non-exclusive patent license agreement that our subsidiary, BicycleRD Limited, or BicycleRD,
entered into with Pepscan in 2009.
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Conflicts with our development and commercialization collaborators or licensors could materially adversely
affect our business, financial condition or results of operations and future growth prospects. If we are unable to prevail
against these challenges, our intellectual property estate may be materially harmed, which would impair our ability to
establish competitive barriers to entry in the form of intellectual property protections.

We rely on third parties, including independent clinical investigators and CROs, to conduct and sponsor some of the
clinical trials of our product candidates. Any failure by a third party to meet its obligations with respect to the clinical
development of our product candidates may delay or impair our ability to obtain regulatory approval for our product
candidates.

We have relied upon and plan to continue to rely upon third parties, including independent clinical
investigators, academic partners, regulatory affairs consultants and third-party CROs, to conduct our preclinical studies
and clinical trials, including in some instances sponsoring such clinical trials, and to engage with regulatory authorities
and monitor and manage data for our ongoing preclinical and clinical programs. We also utilize CROs to perform
toxicology studies related to our preclinical activities. While we will have agreements governing the activities of such
third parties, we will control only certain aspects of their activities and have limited influence over their actual
performance. Given the breadth of clinical therapeutic areas for which we believe Bicycle molecules may have utility,
we intend to continue to rely on external service providers.

Any of these third parties may terminate their engagements with us under certain circumstances. We may not be
able to enter into alternative arrangements or do so on commercially reasonable terms. In addition, there is a natural
transition period when a new contract research organization begins work. As a result, delays would likely occur, which
could negatively impact our ability to meet our expected clinical development timelines and harm our business, financial
condition and prospects.

We remain responsible for ensuring that each of our preclinical studies and clinical trials is conducted in
accordance with the applicable protocol and legal, regulatory and scientific standards, and our reliance on these third
parties does not relieve us of our regulatory responsibilities. We and our third-party contractors and CROs are required
to comply with GCP requirements, which are regulations and guidelines enforced by the FDA, the Competent
Authorities of EEA countries and comparable foreign regulatory authorities for all of our products in clinical
development. Regulatory authorities enforce these GCP requirements through periodic inspections of trial sponsors,
principal investigators and trial sites. If we fail to exercise adequate oversight over any of our academic partners or
CROs or if we or any of our academic partners or CROs do not successfully carry out their contractual duties or
obligations, fail to meet expected deadlines, or if the quality or accuracy of the clinical data they obtain is compromised
due to the failure to adhere to our clinical protocols or regulatory requirements, or for any other reasons, the clinical data
generated in our clinical trials may be deemed unreliable and the FDA, the EMA or comparable foreign regulatory
authorities may require us to perform additional clinical trials before approving our marketing applications. We cannot
assure you that upon a regulatory inspection of us, our academic partners or our CROs or other third parties performing
services in connection with our clinical trials, such regulatory authority will determine that any of our clinical trials
complies with GCP regulations. In addition, our clinical trials must be conducted with product produced under
applicable CGMP regulations. Our failure to comply with these regulations may require us to repeat clinical trials, which
would delay the regulatory approval process.

Furthermore, the third parties conducting clinical trials on our behalf are not our employees, and except for
remedies available to us under our agreements with such contractors, we cannot control whether or not they devote
sufficient time, skill and resources to our ongoing development programs. These contractors may also have relationships
with other commercial entities, including our competitors, for whom they may also be conducting clinical trials or other
drug development activities, which could impede their ability to devote appropriate time to our clinical programs. If any
of the third parties conducting clinical trials on our behalf, including clinical investigators, do not successfully carry out
their contractual duties for any reason, meet expected deadlines or conduct our clinical trials in accordance with
regulatory requirements or our stated protocols, we may not be able to obtain, or may be delayed in obtaining, marketing
approvals for our product candidates. If that occurs, we will not be able to, or may be delayed in our efforts to,
successfully commercialize our product candidates.
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In addition, with respect to investigator-sponsored trials that are being or may be conducted, we do not control
the design or conduct of these trials, and it is possible that the FDA or EMA will not view these investigator-sponsored
trials as providing adequate support for future clinical trials or market approval, whether controlled by us or third parties,
for any one or more reasons, including elements of the design or execution of the trials, manufacturing issues, safety
concerns or other trial results. We expect that such arrangements will provide us certain information rights with respect
to the investigator-sponsored trials, including the ability to obtain a license to obtain access to use and reference the data,
including for our own regulatory submissions, resulting from the investigator-sponsored trials. However, we do not have
control over the timing and reporting of the data from investigator-sponsored trials, nor do we own the data from the
investigator-sponsored trials. If we are unable to confirm or replicate the results from the investigator-sponsored trials or
if negative results are obtained, we would likely be further delayed or prevented from advancing further clinical
development. Further, if investigators or institutions breach their obligations with respect to the clinical development of
our product candidates, or if the data proves to be inadequate compared to the firsthand knowledge we might have
gained had the investigator-sponsored trials been sponsored and conducted by us, then our ability to design and conduct
any future clinical trials ourselves may be adversely affected. Additionally, the FDA or EMA may disagree with the
sufficiency of our right of reference to the preclinical, manufacturing or clinical data generated by these investigator-
sponsored trials, or our interpretation of preclinical, manufacturing or clinical data from these investigator-sponsored
trials. If so, the FDA or EMA may require us to obtain and submit additional preclinical, manufacturing, or clinical data.

We intend to rely on third parties to manufacture product candidates and supply raw materials used in our product
candidates, such as ?’Pb, which increases the risk that we will not have sufficient quantities of such product
candidates or products or such quantities at an acceptable cost, which could delay, prevent or impair our development
or commercialization efforts.

We do not own or operate manufacturing facilities for the production of clinical or commercial supplies of the
product candidates that we are developing or evaluating in our development programs. We have limited personnel with
experience in drug manufacturing and lack the resources and the capabilities to manufacture any of our product
candidates on a clinical or commercial scale. We rely on third parties, including those located in China, for supply of our
product candidates, and our strategy is to outsource all manufacturing of our product candidates and products to third
parties. For any activities conducted in China, we are exposed to the increased possibility of supply disruptions and
higher costs in the event of changes in the policies of the U.S. or Chinese governments including tariffs, political unrest
or unstable economic conditions including sanctions on China or any of our China-based suppliers. Our manufacturing
costs could also increase as a result of future appreciation of the local currency in China or increased labor costs if the
demand for skilled laborers increases and/or the availability of skilled labor declines in China. In addition, certain
Chinese biotechnology companies may become subject to trade restrictions, sanctions, other regulatory requirements, or
proposed legislation by the U.S. government, which could restrict or even prohibit our ability to work with such entities,
thereby potentially disrupting the supply of material to us. Such disruption could have adverse effects on the
development of our product candidates and our business operations. For example, the United States has recently passed
legislation, namely the BIOSECURE Act, to prohibit U.S. federal executive agencies from procuring or obtaining any
biotechnology equipment or service produced or provided by a “biotechnology company of concern,” or BCC, or
entering into or renewing a contract, loan, or grant with an entity that uses such biotechnology equipment or service.
Specifically, on December 18, 2025, President Trump signed the National Defense Authorization Act for fiscal year
2026 into law, which includes the BIOSECURE Act. The BIOSECURE Act prohibits the U.S. government from
procuring or obtaining biotechnology equipment or services produced or provided by a BCC; entering into, extending, or
renewing government contracts with an entity that directly or indirectly uses biotechnology equipment or services from a
BCC in performance of that federal contract; and/or issuing grants or loans to purchase, obtain, or use biotechnology
equipment or services produced by a BCC. The BIOSECURE Act also prohibits U.S. government loan and grant
recipients from using federal loan or grant money to enter into contracts with entities that use equipment from BCCs in
the performance of any federal prime contract or subcontract. Companies designated as a BCC include those that are
identified on the U.S. Department of Defense’s annual List of Chinese Military Companies, also known as the 1260H
List, and the U.S. government also has the ability to designate entities as BCCs through a separate designation process.
There is a “safe harbor” provision providing that the restrictions do not apply to equipment or services that were
formerly but are no longer provided by a BCC, as well as a “grandfathering” provision providing that the prohibitions
shall not apply for a five-year period to biotechnology equipment or services produced or provided under a contract or
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agreement entered into before the applicable effective date. Given the BIOSECURE Act, we may be restricted in our
ability to work with certain Chinese biotechnology companies to the extent we would contract with, or otherwise receive
funding from, the U.S. government.

We are substantially dependent on third parties for supply of our raw material used in our product candidates.
Although we believe our present suppliers have adequate quantities of raw material to meet our current needs, we may
encounter supply shortages which could adversely affect our business. There can be no assurance that our suppliers will
renew contracts on acceptable terms, or at all. In addition, as it relates to our BRC and BIA molecules, we expect future
product candidates to include '2Pb or other radioisotopes. While we have announced arrangements with the
United Kingdom Nuclear Decommissioning Authority, United Kingdom National Nuclear Laboratory and SpectronRx
for the ultimate supply of 2'?Pb and Eckert & Ziegler for a range of radioisotopes, there are not many alternatives to
these suppliers, and finding any replacement suppliers would divert management resources.

In order to conduct clinical trials of product candidates, we will need to have them manufactured in potentially
large quantities. Our third-party manufacturers may be unable to successfully increase the manufacturing capacity for
any of our product candidates in a timely or cost-effective manner, or at all. In addition, quality issues may arise during
scale-up activities and at any other time. For example, ongoing data on the stability of our product candidates may
shorten the expiry of our product candidates and lead to clinical trial material supply shortages, and potentially clinical
trial delays. Additionally, our manufacturers may experience delays as a result of impacts due to geopolitical risks,
including evolving impacts from tariffs, sanctions or other trade tensions between the United States and other countries,
or demand or supply shocks from events such as major terrorist attacks, war, natural disasters or actual or threatened
public health pandemics or other emergencies. For example, the United States has announced tariffs on many goods
imported from specified nations, including China and those in the European Union. In addition, there are currently
discussions concerning potential increased tariffs for pharmaceutical products, which may impact our supply chain and
create uncertainty in the broader pharmaceutical industry. While certain tariffs have been suspended, modified or
temporarily reduced, we cannot predict the results of the U.S. government’s trade negotiations or the outcome of
ongoing legal challenges to specific tariff policies. If our third-party manufacturers are unable to successfully scale up
the manufacture of our product candidates in sufficient quality and quantity, the development, testing and clinical trials
of that product candidate may be delayed or infeasible, and regulatory approval or commercial launch of that product
candidate may be delayed or not obtained, which could significantly harm our business.

Our use of new third-party manufacturers increases the risk of delays in production or insufficient supplies of
our product candidates as we transfer our manufacturing technology to these manufacturers and as they gain experience
manufacturing our product candidates. Even after a third-party manufacturer has gained significant experience in
manufacturing our product candidates or even if we believe we have succeeded in optimizing the manufacturing process,
there can be no assurance that such manufacturer will produce sufficient quantities of our product candidates in a timely
manner or continuously over time, or at all.

We may be delayed if we need to change the manufacturing process used by a third party. Further, if we change
an approved manufacturing process, then we may be delayed if the FDA or a comparable foreign authority needs to
review the new manufacturing process before it may be used.

We operate an outsourced model for the manufacture of our product candidates, and contract with cGMP
licensed pharmaceutical contract development and manufacturing organizations. While we have engaged several third-
party vendors to provide clinical and non-clinical supplies and fill-finish services, we do not currently have any
agreements with third-party manufacturers for long-term commercial supplies. In the future, we may be unable to enter
into agreements with third-party manufacturers for commercial supplies of any product candidate that we develop, or
may be unable to do so on acceptable terms. Even if we are able to establish and maintain arrangements with third-party
manufacturers, reliance on third-party manufacturers entails risks, including:

e reliance on third parties for manufacturing process development, regulatory compliance and quality
assurance;

e limitations on supply availability resulting from capacity and scheduling constraints of third parties;
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e the possible breach of manufacturing agreements by third parties because of factors beyond our control;
and

e the possible termination or non-renewal of the manufacturing agreements by the third party, at a time that
is costly or inconvenient to us.

Third-party manufacturers may not be able to comply with cGMP requirements or similar regulatory
requirements outside the United States. Our failure, or the failure of our third-party manufacturers, to comply with
applicable requirements could result in sanctions being imposed on us, including fines, injunctions, civil penalties,
delays, suspension or withdrawal of approvals, license revocation, seizures or recalls of product candidates or products,
operating restrictions and/or criminal prosecutions, any of which could significantly and adversely affect supplies of our
product candidates. In addition, some of the product candidates we intend to develop, including nuzefatide pevedotin,
use toxins or other substances that can be produced only in specialized facilities with specific authorizations and permits,
and there can be no guarantee that we or our manufacturers can maintain such authorizations and permits. These
specialized requirements may also limit the number of potential manufacturers that we can engage to produce our
product candidates and impair any efforts to transition to replacement manufacturers.

Our future product candidates and any products that we may develop may compete with other product
candidates and products for access to manufacturing facilities. There are a limited number of manufacturers that operate
under cGMP requirements that might be capable of manufacturing for us.

If the third parties that we engage to supply any materials or manufacture product for our preclinical tests and
clinical trials should cease to continue to do so for any reason, including as a result of the impacts of public health crises
on the global workforce and manufacturing operations, we likely would experience delays in advancing these tests and
trials while we identify and qualify replacement suppliers or manufacturers and we may be unable to obtain replacement
supplies on terms that are favorable to us. In addition, if we are not able to obtain adequate supplies of our product
candidates or the substances used to manufacture them, it will be more difficult for us to develop our product candidates
and compete effectively.

Our current and anticipated future dependence upon others for the manufacture of our product candidates may
adversely affect our future profit margins and our ability to develop product candidates and commercialize any products
that receive marketing approval on a timely and competitive basis.

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

Because we rely on third parties to manufacture our product candidates, and because we collaborate with
various organizations and academic institutions on the development of our product candidates, we must, at times, share
trade secrets with them. We seek to protect our proprietary technology in part by entering into confidentiality agreements
and, if applicable, material transfer agreements, collaborative research agreements, consulting agreements or other
similar agreements with our collaborators, advisors, employees and consultants prior to beginning research or disclosing
proprietary information. These agreements typically limit the rights of the third parties to use or disclose our confidential
information, such as trade secrets.

Despite the contractual provisions employed when working with third parties, the need to share trade secrets
and other confidential information increases the risk that such trade secrets become known by our competitors, are
inadvertently incorporated into the technology of others, or are disclosed or used in violation of these agreements. Given
that our proprietary position is based, in part, on our know-how and trade secrets, a competitor’s discovery of our trade
secrets or other unauthorized use or disclosure would impair our competitive position and may have a material adverse
effect on our business.

In addition, these agreements typically restrict the ability of our collaborators, advisors, employees and
consultants to publish data potentially relating to our trade secrets. Our academic collaborators typically have rights to
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publish data, provided that we are notified in advance and may delay publication for a specified time in order to secure
our intellectual property rights arising from the collaboration. In other cases, publication rights are controlled exclusively
by us, although in some cases we may share these rights with other parties. Despite our efforts to protect our trade
secrets, our competitors may discover our trade secrets, either through breach of these agreements, independent
development or publication of information including our trade secrets in cases where we do not have proprietary or
otherwise protected rights at the time of publication. A competitor’s discovery of our trade secrets would impair our
competitive position and have an adverse impact on our business.

Risks Related to Our Intellectual Property

If we are unable to obtain and maintain patent and other intellectual property protection for our products and
product candidates, or if the scope of the patent and other intellectual property protection obtained is not sufficiently
broad, our competitors could develop and commercialize products similar or identical to ours, and our ability to
successfully commercialize our products and product candidates may be adversely affected.

Our ability to compete effectively will depend, in part, on our ability to maintain the proprietary nature of our
technology and manufacturing processes. We rely on research, manufacturing and other know-how, patents, trade
secrets, license agreements and contractual provisions to establish our intellectual property rights and protect our
products and product candidates. These legal means, however, afford only limited protection and may not adequately
protect our rights.

In certain situations and as considered appropriate, we have sought, and we intend to continue to seek to protect
our proprietary position by filing patent applications in the United States and, in at least some cases, one or more
countries outside the United States relating to current and future products and product candidates that are important to
our business. However, we cannot predict whether the patent applications currently being pursued will issue as patents,
or whether the claims of any resulting patents will provide us with a competitive advantage or whether we will be able to
successfully pursue patent applications in the future relating to our current or future products and product candidates.
Moreover, the patent application and approval process is expensive and time-consuming. We may not be able to file and
prosecute all necessary or desirable patent applications at a reasonable cost or in a timely manner. Furthermore, we, or
any future partners, collaborators, or licensees, may fail to identify patentable aspects of inventions made in the course of
development and commercialization activities before it is too late to obtain patent protection on them. Therefore, we may
miss potential opportunities to seek additional patent protection. It is possible that defects of form in the preparation or
filing of patent applications may exist, or may arise in the future, for example with respect to proper priority claims,
inventorship, claim scope, or requests for patent term adjustments. If we fail to establish, maintain or protect such
patents and other intellectual property rights, such rights may be reduced or eliminated. If there are material defects in
the form, preparation, prosecution or enforcement of our patents or patent applications, such patents may be invalid
and/or unenforceable, and such applications may never result in valid, enforceable patents.

Even if they are unchallenged, our patents and patent applications, if issued, may not provide us with any
meaningful protection or prevent competitors from designing around our patent claims by developing similar or
alternative technologies or therapeutics in a non-infringing manner. For example, a third party may develop a
competitive therapy that provides benefits similar to one or more of our product candidates but that falls outside the
scope of our patent protection. If the patent protection provided by the patents and patent applications we hold or pursue
with respect to our product candidates is not sufficiently broad to impede such competition, our ability to successfully
commercialize our product candidates could be negatively affected.

Other parties, many of whom have substantially greater resources and have made significant investments in
competing technologies, have developed or may develop technologies that may be related or competitive with our
approach, and may have filed or may file patent applications and may have been issued or may be issued patents with
claims that overlap or conflict with our patent applications, either by claiming the same compositions, formulations or
methods or by claiming subject matter that could dominate our patent position. In addition, the laws of foreign countries
may not protect our rights to the same extent as the laws of the United States. As a result, any patents we may obtain in
the future may not provide us with adequate and continuing patent protection sufficient to exclude others from
commercializing products similar to our products and product candidates.
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The patent position of biotechnology and pharmaceutical companies generally is highly uncertain. No
consistent policy regarding the breadth of claims allowed in biotechnology and pharmaceutical patents has emerged to
date in the United States or in many foreign jurisdictions. In addition, the determination of patent rights with respect to
pharmaceutical compounds commonly involves complex legal and factual questions, which has in recent years been the
subject of much litigation. As a result, the issuance, scope, validity, enforceability and commercial value of our patent
rights are highly uncertain. Our competitors may also seek approval to market their own products similar to or otherwise
competitive with our products. Alternatively, our competitors may seek to market generic versions of any approved
products by submitting ANDAs to the FDA in which they claim that our patents are invalid, unenforceable or not
infringed. In these circumstances, we may need to defend or assert our patents, or both, including by filing lawsuits
alleging patent infringement. In any of these types of proceedings, a court or other agency with jurisdiction may find our
patents invalid or unenforceable, or that our competitors are competing in a non-infringing manner. Thus, even if we
have valid and enforceable patents, these patents still may not provide protection against competing products or
processes sufficient to achieve our business objectives.

In the future, one or more of our products and product candidates may be in-licensed from third parties.
Accordingly, in some cases, the availability and scope of potential patent protection is limited based on prior decisions
by our licensors or the inventors, such as decisions on when to file patent applications or whether to file patent
applications at all. Our failure to obtain, maintain, enforce or defend such intellectual property rights, for any reason,
could allow third parties, in particular, other established and better financed competitors having established
development, manufacturing and distribution capabilities, to make competing products or impact our ability to develop,
manufacture and market our products and product candidates, even if approved, on a commercially viable basis, if at all,
which could have a material adverse effect on our business.

In addition to patent protection, we expect to rely heavily on trade secrets, know-how and other unpatented
technology, which are difficult to protect. Although we seek such protection in part by entering into confidentiality
agreements with our vendors, employees, consultants and others who may have access to proprietary information, we
cannot be certain that these agreements will not be breached, adequate remedies for any breach would be available, or
our trade secrets, know-how and other unpatented proprietary technology will not otherwise become known to or be
independently developed by our competitors. If we are unsuccessful in protecting our intellectual property rights, sales
of our products may suffer and our ability to generate revenue could be severely impacted.

Issued patents covering our products and product candidates could be found invalid or unenforceable if challenged
in court or in administrative proceedings. We may not be able to protect our trade secrets in court.

If we initiate legal proceedings against a third-party to enforce a patent covering one of our products or product
candidates, should such a patent issue, the defendant could counterclaim that the patent covering our product or product
candidate is invalid or unenforceable. In patent litigation in the United States, defendant counterclaims alleging
invalidity or unenforceability are commonplace. Grounds for a validity challenge could be an alleged failure to meet any
of several statutory requirements, including lack of novelty, obviousness, written description or non-enablement.
Grounds for an unenforceability assertion could be an allegation that someone connected with prosecution of the patent
withheld information material to patentability from the United States Patent and Trademark Office (USPTO), or made a
misleading statement, during prosecution. Third parties also may raise similar claims before administrative bodies in the
United States or abroad, even outside the context of litigation. Such mechanisms include re-examination, post grant
review, inter partes review and equivalent proceedings in foreign jurisdictions. An adverse determination in any of the
foregoing proceedings could result in the revocation or cancellation of, or amendment to, our patents in such a way that
they no longer cover our products or product candidates. As an example of the foregoing risks, the validity of our
European Patent No. 4464721 has been challenged by an opponent at the European Patent Office. Proceedings are
ongoing, during which the patent may be maintained, narrowed or invalidated. The outcome following legal assertions of
invalidity and unenforceability is unpredictable. With respect to the validity question, for example, we cannot be certain
that there is no invalidating prior art, of which the patent examiner and we were unaware during prosecution. If a
defendant or third party were to prevail on a legal assertion of invalidity or unenforceability, we could lose at least part,
and perhaps all, of the patent protection on one or more of our products and product candidates. Such a loss of patent
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protection may materially harm our intellectual property estate, which would impair our ability to establish competitive
barriers to entry in the form of intellectual property protections.

In addition to the protection afforded by patents, we rely on trade secret protection and confidentiality
agreements to protect proprietary know-how that is not patentable or that we elect not to patent, processes for which
patents are difficult to enforce and any other elements of our product candidate discovery and development processes
that involve proprietary know-how, information or technology that is not covered by patents. However, trade secrets can
be difficult to protect and some courts inside and outside the United States are less willing or unwilling to protect trade
secrets. We seek to protect our proprietary technology and processes, in part, by entering into confidentiality agreements
with our employees, consultants, scientific advisors, and contractors. We cannot guarantee that we have entered into
such agreements with each party that may have or have had access to our trade secrets or proprietary technology and
processes. We also seek to preserve the integrity and confidentiality of our data and trade secrets by maintaining physical
security of our premises and physical and electronic security of our information technology systems. While we have
confidence in these individuals, organizations and systems, agreements or security measures may be breached, and we
may not have adequate remedies for any breach.

In addition, our trade secrets may otherwise become known or be independently discovered by competitors.
Competitors and other third parties could purchase our products and product candidates and attempt to replicate some or
all of the competitive advantages we derive from our development efforts, willfully infringe, misappropriate or otherwise
violate our intellectual property rights, design around our protected technology or develop their own competitive
technologies that fall outside of our intellectual property rights. If any of our trade secrets were to be lawfully obtained
or independently developed by a competitor or other third party, we would have no right to prevent them, or those to
whom they communicate it, from using that technology or information to compete with us. If our trade secrets are not
adequately protected or sufficient to provide an advantage over our competitors, our competitive position could be
adversely affected, as could our business. Additionally, if the steps taken to maintain our trade secrets are deemed
inadequate, we may have insufficient recourse against third parties for misappropriating our trade secrets.

We may be subject to claims challenging the inventorship or ownership of the patents and other intellectual property.

We may be subject to claims that former employees, collaborators or other third parties have an ownership
interest in the patents and intellectual property that we own or that we may own or license in the future. While it is our
policy to require our employees and contractors who may be involved in the development of intellectual property to
execute agreements assigning such intellectual property to us, we may be unsuccessful in executing such an agreement
with each party who in fact develops intellectual property that we regard as our own or such assignments may not be
self-executing or may be breached. We could be subject to ownership disputes arising, for example, from conflicting
obligations of employees, consultants or others who are involved in developing our products or product candidates.
Litigation may be necessary to defend against any claims challenging inventorship or ownership. If we fail in defending
any such claims, we may have to pay monetary damages and may lose valuable intellectual property rights, such as
exclusive ownership of, or right to use, intellectual property, which could adversely impact our business, results of
operations and financial condition.

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

Periodic maintenance fees, renewal fees, annuity fees and various other governmental fees on patents and
applications are required to be paid to the USPTO and various governmental patent agencies outside of the United States
in several stages over the lifetime of the patents and applications. The USPTO and various non-U.S. governmental patent
agencies require compliance with a number of procedural, documentary, fee payment and other similar provisions during
the patent application process and after a patent has issued. There are situations in which non-compliance can result in
abandonment or lapse of the patent or patent application, resulting in partial or complete loss of patent rights in the
relevant jurisdiction. The terms of one or more licenses that we enter into the future may not provide us with the ability
to maintain or prosecute patents in the portfolio, and must therefore rely on third parties to do so.
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If we do not obtain patent term extension and data exclusivity for our products and product candidates, our business
may be materially harmed.

Patents have a limited lifespan. In the United States, if all maintenance fees are timely paid, the natural
expiration of a patent is generally 20 years from its earliest U.S. non-provisional filing date. Various extensions may be
available, but the life of a patent, and the protection it affords, is limited. Even if patents covering our product candidates
are obtained, once the patent life has expired for a product candidate, we may be open to competition from competitive
products. Given the amount of time required for the development, testing and regulatory review of new product
candidates, patents protecting such candidates might expire before or shortly after such candidates are commercialized.
As aresult, our patent portfolio may not provide us with sufficient rights to exclude others from commercializing
products similar or identical to ours.

In the future, if we obtain an issued patent covering one of our present or future product candidates, depending
upon the timing, duration and specifics of any FDA marketing approval of such product candidates, such patent may be
eligible for limited patent term extension under the Drug Price Competition and Patent Term Restoration Act of 1984, or
Hatch-Waxman Amendments. The Hatch-Waxman Amendments permit a patent extension term of up to five years as
compensation for patent term lost during the FDA regulatory review process. A patent term extension cannot extend the
remaining term of a patent beyond a total of 14 years from the date of product approval, only one patent may be
extended and only those claims covering the approved drug, a method for using it or a method for manufacturing it may
be extended. A patent may only be extended once and only based on a single approved product. However, we may not
be granted an extension because of, for example, failure to obtain a granted patent before approval of a product
candidate, failure to exercise due diligence during the testing phase or regulatory review process, failure to apply within
applicable deadlines, failure to apply prior to expiration of relevant patents or otherwise our failure to satisfy applicable
requirements. A patent licensed to us by a third party may not be available for patent term extension. Moreover, the
applicable time period or the scope of patent protection afforded could be less than we request. If we are unable to obtain
patent term extension or the term of any such extension is less than we request, our competitors may obtain approval of
competing products following our patent expiration, and our revenue could be reduced, possibly materially.

Changes in patent law in the United States and other jurisdictions could diminish the value of patents in general,
thereby impairing our ability to protect our products and product candidates.

The patent positions of companies in development and commercialization of biologics and pharmaceuticals are
uncertain. Changes in either the patent laws or the interpretation of the patent laws in the United States or other
jurisdictions could further increase the uncertainties and costs surrounding the prosecution of patent applications and the
enforcement or defense of issued patents. For example, recent rulings from the U.S. Court of Appeals for the Federal
Circuit and the U.S. Supreme Court have narrowed the scope of patent protection available in certain circumstances and
weakened the rights of patent owners in certain situations. This combination of events has created uncertainty with
respect to the validity and enforceability of patents, once obtained. Depending on future actions by the U.S. Congress,
the federal courts, and the USPTO, the laws and regulations governing patents could change in unpredictable ways that
could have a material adverse effect on our existing patent portfolio and our ability to protect and enforce our intellectual
property in the future.

We cannot provide assurance that our efforts to seek patent protection for one or more of our products and
product candidates will not be negatively impacted by the decisions described above, rulings in other cases or changes in
guidance or procedures issued by the USPTO. We cannot fully predict what impact courts’ decisions in historical and
future cases may have on the ability of life science companies to obtain or enforce patents relating to their products in
the future. These decisions, the guidance issued by the USPTO and rulings in other cases or changes in USPTO guidance
or procedures could have a material adverse effect on our existing patent rights and our ability to protect and enforce our
intellectual property in the future.

We may not be able to protect our intellectual property rights throughout the world.

Filing, prosecuting, maintaining, defending and enforcing patents on products and product candidates in all
countries throughout the world would be prohibitively expensive, and our intellectual property rights in some countries
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outside the United States could be less extensive than those in the United States. The requirements for patentability may
differ in certain countries, particularly in developing countries; thus, even in countries where we do pursue patent
protection, there can be no assurance that any patents will issue with claims that cover our products. There can be no
assurance that we will obtain or maintain patent rights in or outside the United States under any future license
agreements. In addition, the laws of some foreign countries do not protect intellectual property rights to the same extent
as federal and state laws in the United States. Consequently, we may not be able to prevent third parties from practicing
our inventions in all countries outside the United States, even in jurisdictions where we pursue patent protection, or from
selling or importing products made using our inventions in and into the United States or other jurisdictions. Competitors
may use our technologies in jurisdictions where we have not pursued and obtained patent protection to develop their own
products and, further, may export otherwise infringing products to territories where we have patent protection, but
enforcement is not as strong as that in the United States. These products may compete with our products and product
candidates and our patents or other intellectual property rights may not be effective or sufficient to prevent them from
competing.

Many companies have encountered significant problems in protecting and defending intellectual property rights
in foreign jurisdictions. The legal systems of certain countries, particularly certain developing countries, do not favor the
enforcement of patents, trade secrets and other intellectual property protection, particularly those relating to
biotechnology and pharmaceutical products, which could make it difficult for us to stop the infringement of our patents
or marketing of competing products in violation of our proprietary rights generally. For example, many foreign countries
have compulsory licensing laws under which a patent owner must grant licenses to third parties. Proceedings to enforce
our patent rights, even if obtained, in foreign jurisdictions could result in substantial costs and divert our efforts and
attention from other aspects of our business, could put our patents at risk of being invalidated or interpreted narrowly
and our patent applications at risk of not issuing and could provoke third parties to assert claims against us. We may not
prevail in any lawsuits that we initiate and the damages or other remedies awarded, if any, may not be commercially
meaningful. While we intend to protect our intellectual property rights in major markets for our products, we cannot
ensure that we will be able to initiate or maintain similar efforts in all jurisdictions in which we may wish to market our
products. Accordingly, our efforts to enforce our intellectual property rights around the world may be inadequate to
obtain a significant commercial advantage from the intellectual property that we develop.

If we are sued for infringing intellectual property rights of third parties, such litigation could be costly and time
consuming and could prevent or delay us from developing or commercializing our product candidates.

Our commercial success depends, in part, on our ability to develop, manufacture, market and sell our product
candidates without infringing the intellectual property and other proprietary rights of third parties. Third parties may
have U.S. and non-U.S. issued patents and pending patent applications relating to compounds, methods of manufacturing
compounds and/or methods of use for the treatment of the disease indications for which we are developing our product
candidates. If any third-party patents or patent applications are found to cover our product candidates or their methods of
use or manufacture, we and our collaborators or sublicensees may not be free to manufacture or market our product
candidates as planned without obtaining a license, which may not be available on commercially reasonable terms, or at
all. We may also be required to indemnify our collaborators or sublicensees in such an event.

There is a substantial amount of intellectual property litigation in the biotechnology and pharmaceutical
industries, and we were previously party to protracted litigation with Pepscan, which we settled in 2020. We may
become party to, or be threatened with, litigation or other adversarial proceedings regarding intellectual property rights
with respect to our products candidates, including interference and post-grant proceedings before the USPTO. There may
be third-party patents or patent applications with claims to materials, formulations, methods of manufacture or methods
for treatment related to the composition, use or manufacture of our product candidates. We cannot guarantee that any of
our patent searches or analyses including, but not limited to, the identification of relevant patents, the scope of patent
claims or the expiration of relevant patents are complete or thorough, nor can we be certain that we have identified each
and every patent and pending application in the United States and abroad that is relevant to or necessary for the
commercialization of our product candidates in any jurisdiction. Because patent applications can take many years to
issue, there may be currently pending patent applications which may later result in issued patents that our product
candidates may be accused of infringing. In addition, third parties may obtain patents in the future and claim that use of
our technologies infringes upon these patents. Accordingly, third parties may assert infringement claims against us based
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on intellectual property rights that exist now or arise in the future. The outcome of intellectual property litigation is
subject to uncertainties that cannot be adequately quantified in advance. The pharmaceutical and biotechnology
industries have produced a significant number of patents, and it may not always be clear to industry participants,
including us, which patents cover various types of products or methods of use or manufacture. The scope of protection
afforded by a patent is subject to interpretation by the courts, and the interpretation is not always uniform. If we were
sued for patent infringement, we would need to demonstrate that our product candidates, products or methods either do
not infringe the patent claims of the relevant patent or that the patent claims are invalid or unenforceable, and we may
not be able to do this. Proving invalidity is difficult. For example, in the United States, proving invalidity requires a
showing of clear and convincing evidence to overcome the presumption of validity enjoyed by issued patents. Even if we
are successful in these proceedings, we may incur substantial costs and the time and attention of our management and
scientific personnel could be diverted in pursuing these proceedings, which could significantly harm our business and
operating results. In addition, we may not have sufficient resources to bring these actions to a successful conclusion.

If we are found to infringe a third party’s intellectual property rights, we could be forced, including by court
order, to cease developing, manufacturing or commercializing the infringing product candidate or product. Alternatively,
we may be required to obtain a license from such third party in order to use the infringing technology and continue
developing, manufacturing or marketing the infringing product candidate or product. However, we may not be able to
obtain any required license on commercially reasonable terms or at all. Even if we were able to obtain a license, it could
be non-exclusive, thereby giving our competitors access to the same technologies licensed to us; alternatively or
additionally, it could include terms that impede or destroy our ability to compete successfully in the commercial
marketplace. In addition, we could be found liable for monetary damages, including treble damages and attorneys’ fees
if we are found to have willfully infringed a patent. A finding of infringement could prevent us from commercializing
our product candidates or force us to cease some of our business operations, which could harm our business. Claims that
we have misappropriated the confidential information or trade secrets of third parties could have a similar negative
impact on our business.

We may be subject to claims by third parties asserting that our employees or we have misappropriated their
intellectual property, or claiming ownership of what we regard as our own intellectual property.

Many of our current and former employees, including our senior management, were previously employed at
universities or at other biotechnology or pharmaceutical companies, including some which may be competitors or
potential competitors. Some of these employees may be subject to proprietary rights, non-disclosure and non-
competition agreements, or similar agreements, in connection with such previous employment. Although we try to
ensure that our employees do not use the proprietary information or know-how of others in their work for us, we have
been in the past and may be subject in the future to claims that we or these employees have used or disclosed intellectual
property, including trade secrets or other proprietary information, of any such third party. Litigation may be necessary to
defend against such claims. If we fail in defending any such claims, in addition to paying monetary damages, we may
lose valuable intellectual property rights or personnel or sustain damages. Such intellectual property rights could be
awarded to a third party, and we could be required to obtain a license from such third party to commercialize our
technology or products. Such a license may not be available on commercially reasonable terms or at all. Even if we are
successful in defen