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Transformative Gene-Based Medicines 

For Serious Human Diseases



We are rapidly translating the  

revolutionary CRISPR technology  

into therapies to treat a broad range  

of serious human diseases.
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Hemoglobinopathies

ex vivo
BCL11A

in vivo

In Vivo
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in vivo

in vivo

LPA

siRNA-based Programs

CAR T

Regenerative Medicine

Partnerships

Business—Strategic Partnerships and Collaborations

Hemoglobinopathies.



siRNA.

Other Partnerships.

in vivo





Hemoglobinopathies

CASGEVY (exagamglogene autotemcel [exa-cel])

ex vivo
BCL11A



Beta Thalassemia

ex vivo

Sickle Cell Disease



ex vivo

Next-generation Efforts

in
vivo

In Vivo Approaches - Liver Editing
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Cardiovascular and Dyslipidemia Programs

in vivo

CTX310

in vivo



Phase 1 Trial of CRISPR-Cas9 Gene Editing Targeting ANGPTL3.

CTX310 Phase 1a Demonstrated Clinically Meaningful Reductions in LDL-C and Triglycerides

Severe Hypertriglyceridemia (sHTG)



Refractory Hypercholesterolemia

Additional In Vivo Programs

in vivo

LPA
LPA

Elevated Lp(a)

Refractory hypertension

Alpha-1 Antitrypsin Disorder



In Vivo Approaches - siRNA-based Programs

Thromboembolic and clotting-related indications

CAR T



Autoimmune disease



Systemic lupus erythematosus

Systemic Sclerosis

Idiopathic Inflammatory Myopathies

Immune thrombocytopenia purpura

Autoimmune hemolytic anemia (wAIHA)



Immuno-oncology

Large B-cell Lymphoma

Zugocabtagene geleucel

Autoimmune disease
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Additional candidates

in vivo

Regenerative Medicine

ex vivo



Enabling Technologies

ex vivo
in vivo ex vivo in vivo

in vivo

Other Vertex Partnered Programs

Duchenne Muscular Dystrophy

Myotonic Dystrophy Type 1

DMPK

Cystic Fibrosis

Vertex



2015 Collaboration Agreement

Joint Development Agreement

Governance; Activities

Financial Terms



Termination

Opt-Out Rights

Non-Exclusive License Agreement

Financial Terms

Termination

Sirius Therapeutics



Upfront Consideration

Governance

Termination Generally

• Financial Terms

• Exclusivity

• Termination

• Opt-Out Rights



• Financial Terms

• Exclusivity

• Rights In-lieu of Termination

CRISPR-Owned Intellectual Property

in vivo

in vivo



In-Licensed Intellectual Property from Dr. Charpentier

Business— License Agreements— License Agreements
with Dr. Charpentier

inter partes

Risk
Factors—Risks Related to Intellectual Property

Risk
Factors The Intellectual Property That Protects Our Core Gene Editing Technology Is Jointly Owned, And Our License Is From
Only One Of The Joint Owners, Materially Limiting Our Rights In The United States And In Other Jurisdictions

License Agreements With Dr. Charpentier

CRISPR License Agreement



TRACR License Agreement

in vivo



Gene editing and gene therapy competition

Nucleic acid therapies competition

Cell therapy competition

ex vivo in vivo



Extrahepatic delivery

Therapeutic area competition

in vivo



Risk Factors—Risks Related to Intellectual Property—Third-party Claims Of Intellectual Property Infringement
Against Us, Our Licensors Or Our Collaborators May Prevent Or Delay Our Product Discovery and Development Efforts.

Licensure and Regulation of Biologics in the United States
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Preclinical Studies and Investigational New Drug Application

Human Clinical Trials in Support of a BLA



• Phase 1

• Phase 2

• Phase 3

in vitro

Guidance Governing Gene Therapy Products

in vitro
ex vivo

in vivo ex vivo

Compliance with cGMP and CGTP Requirements



Review and Approval of a BLA



Expedited Programs



Accelerated Approval Pathway

Post-Approval Regulation



•
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Orphan Drug Designation

Pediatric Studies and Exclusivity



Biosimilars and Exclusivity

Patent Term Restoration and Extension



Regulation and Procedures Governing Approval of Medicinal Products in Europe

Clinical Trial Approval

Marketing Authorization



PRIME scheme

•

•
•
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Data and Market Exclusivity



Periods of Authorization and Renewals

Orphan Drug Designation and Exclusivity

•

•
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Regulatory Requirements after Marketing Authorization has been obtained



Reform of the Regulatory Framework in the European Union

European Data Protection Regulation

Brexit and the Regulatory Framework in the United Kingdom



Coverage, Pricing and Reimbursement
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Healthcare Law and Regulation
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Healthcare Reform
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Additional Regulation





This report contains forward-looking statements that involve risks and uncertainties. Our actual results could differ materially
from those discussed in this report. Factors that could cause or contribute to these differences include, but are not limited to, those
discussed below and elsewhere in this report and in any documents incorporated in this report by reference.

You should carefully consider the following risk factors, together with all other information in this report, including our
financial statements and notes thereto, and in our other filings with the U.S. Securities and Exchange Commission, or SEC. If any of
the following risks, or other risks not presently known to us or that we currently believe to not be significant, develop into actual
events, then our business, financial condition, results of operations or prospects could be materially adversely affected. If that
happens, the market price of our common shares could decline, and shareholders may lose all or part of their investment.

We Have Incurred Significant Operating Losses Since Our Inception And Anticipate That We Will Incur Continued Losses For
The Foreseeable Future.

•
•
•
•

•
•
•
•
•
•
•
•
•

We Will Need To Raise Substantial Additional Funding, Which Will Dilute Our Shareholders. If We Are Unable To Raise
Capital When Needed, We Would Be Forced To Delay, Reduce Or Eliminate Some Of Our Product Development Programs Or
Commercialization Efforts.
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We Have A Limited Operating History, Which May Make It Difficult To Evaluate Our Technology And Product Development
Capabilities And Predict Our Future Performance.

Risk Factors —Risks Related to Our Relationships with Third
Parties—We Have Partnered With Vertex On Our Lead Program CASGEVY; Vertex Has Significant Control Over The CASGEVY
Program Risk Factors —Risks Related to Our Business, Technology and Industry—If We Are Unable To Advance Our Product
Candidates To Clinical Development, Obtain Regulatory Approval And Ultimately Commercialize Our Product Candidates, Or
Experience Significant Delays In Doing So, Our Business Will Be Materially Harmed.

Our Ability To Use Tax Loss Carryforwards In Switzerland May Be Limited.

If We Are Unable To Advance Our Product Candidates To Clinical Development, Obtain Regulatory Approval And Ultimately
Commercialize Our Product Candidates, Or Experience Significant Delays In Doing So, Our Business Will Be Materially Harmed.



in vivo

ex vivo
in vivo

Risk Factors—Risks Related to Our Relationships with Third Parties—We Have Partnered With
Vertex On Our Lead Program CASGEVY; Vertex Has Significant Control Over The CASGEVY Program
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ex vivo in
vivo

Our CRISPR/Cas9 Gene Editing Product Candidates Are Based On A Relatively New Gene Editing Technology, Which Makes
It Difficult To Predict The Time And Cost Of Development And Of Subsequently Obtaining Regulatory Approval, If At All. There Have
Only Been A Limited Number Of Clinical Trials Of Product Candidates Based On Gene Editing Technology.

ex vivo in vivo



in vivo

in vivo

Our Engineered Allogeneic T cell Product Candidates Represent A Novel Approach To Autoimmune and Cancer Treatment
That Creates Significant Challenges For Us.



The FDA, MHRA And The EMA Have Demonstrated Caution In Their Regulation Of Gene Therapy Treatments, And Ethical
And Legal Concerns About Gene Therapy And Genetic Testing May Result In Additional Regulations Or Restrictions On The
Development And Commercialization Of Our Product Candidates, Which May Be Difficult To Predict.

If Any Of The Product Candidates We May Develop Or Administration Processes And Delivery Modalities We Rely On Cause
Undesirable Side Effects, It Could Delay Or Prevent Their Regulatory Approval, Limit The Commercial Potential Or Result In
Significant Negative Consequences Following Any Potential Marketing Approval.



in vivo

in vivo
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•
•

If We Experience Delays Or Difficulties In The Enrollment Of Patients In Clinical Trials, Our Receipt Of Necessary Regulatory
Approvals Could Be Delayed Or Prevented.

•
•
•
•
•
•
•
•
•
•
•
•
•
•
•

Positive Results From Early Preclinical Studies Or Preliminary Results from Clinical Trials Of Our Product Candidates Are
Not Necessarily Predictive Of The Results Of Later Preclinical Or Clinical Studies And Any Future Clinical Trials Of Our Product
Candidates. If We Cannot Replicate The Positive Results From Our Earlier Preclinical Or Clinical Studies Of Our Product
Candidates In Our Later Preclinical Studies, Clinical Trials And Future Clinical Trials, We May Be Unable To Successfully Develop,
Obtain Regulatory Approval For And Commercialize Our Product Candidates.

in vivo



in vivo

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 From Obtaining Approvals For The Commercialization Of Any Product
Candidates We May Develop. If We Are Not Able To Obtain, Or If There Are Delays In Obtaining, Required Regulatory Approvals,
We Will Not Be Able To Commercialize, Or Will Be Delayed In Commercializing, Product Candidates We May Develop, And Our
Ability To Generate Revenue Will Be Materially Impaired.



We May Never Obtain FDA Approval For Any Of Our Wholly-Owned Product Candidates In The United States, And Even If We
Do, We May Never Obtain Approval For Or Commercialize Any Of Our Wholly-Owned Product Candidates In Any Other
Jurisdiction, Which Would Limit Our Ability To Realize Their Full Market Potential.

Breakthrough Therapy Designation, Fast Track Designation, Regenerative Medicine Advanced Therapy Designation or Priority
Review by the FDA, or PRIME Scheme by the EMA, Even If Granted for Any of Our Product Candidates, May Not Lead to a Faster
Development, Regulatory Review or Approval Process, and It May Not Increase the Likelihood That Any of Our Product Candidates
Will Receive Marketing Approval.



We May Seek Designation For Our Platform Technology As A Designated Platform Technology, 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.



We May Be Unable To Obtain Orphan Drug Designation Or Exclusivity. If Our Competitors Are Able To Obtain Orphan Drug
Exclusivity For Products That Constitute The Same Drug And Treat The Same Indications As Our Product Candidates, We May Not
Be Able To Have Competing Products Approved By The Applicable Regulatory Authority For A Significant Period Of Time.

•

•

•

Business —
Government Regulation — Licensure and Regulation of Biologics in the United States – Orphan Drug Designation.”

Business — Government Regulation —
Regulation and Procedures Governing Approval of Medicinal Products in Europe – Orphan Drug Designation and Exclusivity.”

We Expect The Product Candidates We Develop Will Be Regulated Biologics And Therefore They May Be Subject To



Competition Sooner Than Anticipated.

While We May Seek Accelerated Approval For Some Of Our Product Candidates, We May Not Be Able To Obtain It As The
Sufficiency Of Our Clinical Trial Results For Accelerated Approval Are Subject To The FDA’s Discretion.

Adverse Public Perception Of Gene Editing And Cellular Therapy Products May Negatively Impact Demand For, Or
Regulatory Approval Of, Our Product Candidates.



If We Are Unable To Establish Sales And Marketing Capabilities Or Enter Into Agreements With Third Parties To Sell And
Market Products Based On Our Technologies, We May Not Be Successful In Commercializing Our Products If And When Any
Products Candidates Are Approved And We May Not Be Able To Generate Any Revenue.

•
•

•

•

Even If We, Or Any Collaborators We May Have, Obtain Marketing Approvals For Any Product Candidates We Develop, The
Terms Of Approvals And Ongoing Regulation Of Our Products Could Require The Substantial Expenditure Of Resources And May
Limit How We, Or They, Manufacture And Market Our Products, Which Could Materially Impair Our Ability To Generate Revenue.



Any Product Candidate For Which We, Or Any Collaborators We May Have, Obtain Marketing Approval Could Be Subject To
Restrictions Or Withdrawal From The Market, And We Or They May Be Subject To Substantial Penalties If We Or They Fail To
Comply With Regulatory Requirements Or If We Or They Experience Unanticipated Problems With Our Products, When And If Any
Of Them Are Approved.

•
•
•
•
•
•

•
•
•
•
•
•
•



The Commercial Success Of Any Of Our Products or Product Candidates Will Depend Upon Its Degree Of Market Acceptance
By Healthcare Providers, Patients, Third-party Payors And Others In The Medical Community.

•
•
•
•

•
•
•
•
•

•
•
•
•

•
•
•

We Face Significant Competition In The Biotechnology And Pharmaceutical Industries.



Business—Competition

Even If We Are Able To Commercialize Any Product Candidates, Such Products May Become Subject To Unfavorable Pricing
Regulations, Third-party Reimbursement Practices, Or Healthcare Reform Initiatives, Which Would Harm Our Business.

Risk Factors Risks Related to Our Relationships with Third
Parties We Have Partnered With Vertex On Our Lead Program CASGEVY; Vertex Has Significant Control Over The CASGEVY
Program.

We Have Partnered With Vertex On Our Lead Program CASGEVY; Vertex Has Significant Control Over The CASGEVY
Program.



CASGEVY For SCD Has Received A Commissioner’s National Priority Voucher. The Benefits Of Such A Voucher, Including A
Potentially Accelerated Timeline For Review Of Any [sBLA] Submission For CASGEVY For SCD By The FDA, May Not Be Able To
Be Fully Realized.



Our Collaborators And Strategic Partners May Control Aspects Of Our Clinical Trials and Commercialization Efforts, Which
Could Result In Delays And Other Obstacles In The Commercialization Of Our Proposed Products And Materially Harm Our Results
Of Operations.

If Conflicts Arise Between Us And Our Collaborators Or Strategic Partners, These Parties May Act In A Manner Adverse To Us
And Could Limit Our Ability To Implement Our Strategies.



Our Collaborators Or Strategic Partners May Decide To Adopt Alternative Technologies Or May Be Unable To Develop
Commercially Viable Products With Our Technology, Which Would Negatively Impact Our Financial Results And Our Strategy To
Develop These Products.

We May Seek To Establish Additional Collaborations And, If We Are Not Able To Establish Them On Commercially Reasonable
Terms, We May Have To Alter Our Development And Commercialization Plans.

We Rely On and Expect To Rely On Third Parties To Conduct Our Clinical Trials And Certain Aspects Of Our Preclinical
Studies For Our Product Candidates. If These Third Parties Do Not Successfully Carry Out Their Contractual Duties, Comply With
Regulatory Requirements Or Meet Expected Deadlines, We May Not Be Able To Obtain Regulatory Approval For Or Commercialize



Our Product Candidates And Our Business Could Be Substantially Harmed.

Risk Factors--Risks Related to Manufacturing--We Expect To Rely On Third Parties To Manufacture
Our Clinical Product Supplies, And We Intend To Rely On Third Parties For At Least A Portion Of The Manufacturing Process Of
Our Product Candidates. Our Business Could Be Harmed If The Third Parties Experience Supply Chain Shortages, Fail To Provide
Us With Sufficient Quantities Of Product Inputs Or Fail To Do So At Acceptable Quality Levels Or Prices”

•
•
•
•
•

Our Relationships With Healthcare Providers, Physicians, And Third-party Payors Are Subject To Applicable Anti-kickback,
Fraud And Abuse And Other Healthcare Laws And Regulations, Which Could Expose Us To Criminal Sanctions, Civil Penalties,
Exclusion From Government Healthcare Programs, Contractual Damages, Reputational Harm And Diminished Profits And Future



Earnings.

Business—Healthcare Law and Regulation

Gene Editing and Gene Silencing Products Are Novel And May Be Complex And Difficult To Manufacture. We Could
Experience Manufacturing Problems Or Regulatory Requirements That Result In Delays In The Development, Approval Or
Commercialization Of Our Product Candidates Or Otherwise Harm Our Business.

ex vivo in vivo



Risk Factors—Risks Related to Our Relationships with Third Parties—We Have Partnered
With Vertex On Our Lead Program CASGEVY; Vertex Has Significant Control Over The CASGEVY Program

The Manufacturing Facilities For Our Product Candidates Are Subject To Rigorous Regulations And Failure To Obtain Or
Maintain Regulatory Approvals Or Operate In Line With Established cGMPs And International Best Practices Could Delay Or
Impair Our Ability To Commercialize Our Product Candidates.

We Are Subject To Regulatory And Operational Risks Associated With Our Internal Manufacturing Facility.

We Expect To Rely On Third Parties To Manufacture Our Clinical Product Supplies, And We Intend To Rely On Third Parties
For At Least A Portion Of The Manufacturing Process Of Our Product Candidates. Our Business Could Be Harmed If The Third
Parties Experience Supply Chain Shortages, Fail To Provide Us With Sufficient Quantities Of Product Inputs Or Fail To Do So At
Acceptable Quality Levels Or Prices. Our Third-Party Contract Manufacturing Partners Are Subject To Regulatory And Operational
Risks.
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•

•

•

•

•

•

•

•
•

•

•

•



Our Future Success Depends On Our Ability To Retain Key Executives And To Attract, Retain And Motivate Qualified
Personnel.

Swiss Corporate Governance With Respect To Executive Compensation May Affect Our Business.

Our Employees, Principal Investigators, Consultants And Commercial Partners May Engage In Misconduct Or Other Improper
Activities, Including Non-compliance With Regulatory Standards And Requirements And Insider Trading.

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 Harm Our Business.



We Are At Risk of Product Liability And Other Product-Related Claims And Lawsuits, Which Could Cause Us To Incur
Substantial Liabilities And Could Limit Commercialization Of Any Product Candidates That We May Develop.

•
•
•
•
•
•
•
•
•
•

If We Fail To Establish And Maintain Proper And Effective Internal Control Over Financial Reporting, Our Operating Results
And Our Ability To Operate Our Business Could Be Harmed.



Risk
Factors--Risks Related to Information Security and Data Privacy--Our Internal Computer Systems, Or Those Of Our Collaborators
Or Other Contractors Or Consultants, May Fail Or Suffer Security Breaches, Which Could Result In A Material Disruption Of Our
Product Development Programs.”

Our Business Operations Have a Substantial International Footprint and We May Further Expand In The Future, Which
Presents Challenges In Managing Our Business Operations.

•
•

•
•

•
•
•

If We Are Unable To Obtain, Maintain Or Protect Intellectual Property Rights Related to Our Proprietary Gene Editing
Technology And Product Candidates, We May Not Be Able To Compete Effectively In Our Markets.



“Risk
Factors —Risks Related to Intellectual Property—The Intellectual Property Landscape Around Gene Editing Technology, Including
CRISPR/Cas9, Is Highly Dynamic, And Third Parties May Initiate And Prevail In Legal Proceedings Alleging That The Patents That
We In-License Or Own Are Invalid Or That We Are Infringing, Misappropriating, Or Otherwise Violating Their Intellectual Property
Rights, The Outcome Of Which Would Be Uncertain And Could Have A Material Adverse Effect On The Success Of Our Business.”

“Risk Factors —Risks Related to Intellectual Property—If We Are Unable To Protect The Confidentiality Of Our Trade
Secrets And Other Proprietary Information, Our Business And Competitive Position Would Be Harmed.”

“Risk Factors —Risks Related to Intellectual Property—We May Not Be Able To Protect Our
Intellectual Property And Proprietary Rights Throughout The World.”

“Risk Factors —Risks Related to Intellectual Property— Our Rights To Develop And
Commercialize Our Technology And Product Candidates Are Subject, In Part, To The Terms And Conditions Of Licenses Granted To
Us By Others.”



“Risk Factors —Risks Related to Intellectual Property— If We Are Unable To Protect The Confidentiality Of Our
Trade Secrets And Other Proprietary Information, Our Business And Competitive Position Would Be Harmed.”

Issued Patents Covering Our Technology And Product Candidates Could Be Found Invalid Or Unenforceable If Challenged In
Court or Before The USPTO Or Comparable Foreign Authority.

“Risk Factors —Risks Related to Intellectual Property—The Intellectual
Property Landscape Around Gene Editing Technology, Including CRISPR/Cas9, Is Highly Dynamic, And Third Parties May Initiate
And Prevail In Legal Proceedings Alleging That The Patents That We In-License Or Own Are Invalid Or That We Are Infringing,
Misappropriating, Or Otherwise Violating Their Intellectual Property Rights, The Outcome Of Which Would Be Uncertain And Could
Have A Material Adverse Effect On The Success Of Our Business.”

inter partes

“Risk Factors —Risks
Related to Intellectual Property— Third-party Claims Of Overlapping Intellectual Property Rights May Prevent Or Delay Our



Product Discovery and Development Efforts.”

The Intellectual Property Landscape Around Gene Editing Technology, Including CRISPR/Cas9, Is Highly Dynamic, And Third
Parties May Initiate And Prevail In Legal Proceedings Alleging That The Patents That We In-License Or Own Are Invalid Or That
We Are Infringing, Misappropriating, Or Otherwise Violating Their Intellectual Property Rights, The Outcome Of Which Would Be
Uncertain And Could Have A Material Adverse Effect On The Success Of Our Business.

inter partes
“Risk Factors —Risks

Related to Intellectual Property—Third-party Claims Of Overlapping Intellectual Property Rights May Prevent Or Delay Our
Product Discovery and Development Efforts.”

“Risk Factors —Risks Related to Intellectual Property—Third-party Claims Of Intellectual Property
Infringement Against Us, Our Licensors Or Our Collaborators May Prevent Or Delay Our Product Discovery and Development
Efforts.”

“Risk Factors
—Risks Related to Intellectual Property—Intellectual Property Litigation Could Cause Us To Spend Substantial Resources And
Distract Our Personnel From Their Normal Responsibilities.”

Third-party Claims Of Intellectual Property Infringement Against Us, Our Licensors Or Our Collaborators May Prevent Or
Delay Our Product Discovery and Development Efforts.



Risk Factors
—Risks Related to Intellectual Property—Third-party Claims Of Overlapping Intellectual Property Rights May Prevent Or Delay Our
Product Discovery and Development Efforts.”

Third-party Claims Of Overlapping Intellectual Property Rights May Prevent Or Delay Our Product Discovery and
Development Efforts.



Risk Factors —Risks Related to Intellectual Property—The Intellectual
Property Landscape Around Gene Editing Technology, Including CRISPR/Cas9, Is Highly Dynamic, And Third Parties May Initiate
And Prevail In Legal Proceedings Alleging That The Patents That We In-License Or Own Are Invalid Or That We Are Infringing,
Misappropriating, Or Otherwise Violating Their Intellectual Property Rights, The Outcome Of Which Would Be Uncertain And Could
Have A Material Adverse Effect On The Success Of Our Business.” We May Not Be Successful In Obtaining Or Maintaining
Necessary Rights To Any Product Candidates or Other Technologies We May Develop Through Acquisitions And In-Licenses.”



Our Rights To Develop And Commercialize Our Technology And Product Candidates Are Subject, In Part, To The Terms And
Conditions Of Licenses Granted To Us By Others.

The Intellectual Property That Protects Our Core Gene Editing Technology Is Jointly Owned, And Our License Is From Only
One Of The Joint Owners, Materially Limiting Our Rights In The United States And In Other Jurisdictions.

We May Experience Disputes With The Third Parties That We In-license Intellectual Property Rights From Or Those We



License Intellectual Property To. Any Disputes With These Parties Could Adversely Affect Our Business And We Could Lose License
Rights That Are Important To Our Business.

•
•

•

•

•

•

We May Not Be Successful In Obtaining Or Maintaining Necessary Rights To Any Product Candidates or Other Technologies
We May Develop Through Acquisitions And In-Licenses.



Intellectual Property Litigation Could Cause Us To Spend Substantial Resources And Distract Our Personnel From Their
Normal Responsibilities.

Third-party Claims Of Overlapping Intellectual Property Rights May Prevent Or Delay Our Product Discovery and
Development Efforts.”

Some Intellectual Property Which We Have In-licensed May Have Been Discovered Through Government Funded Programs
And Thus May Be Subject To Federal Regulations Such As “march-in” Rights, Certain Reporting Requirements And A Preference
For U.S.-based Manufacturers. Compliance With Such Regulations May Limit Our Exclusive Rights, And Limit Our Ability To
Contract With Non-U.S. Manufacturers.

We May Not Be Able To Protect Our Intellectual Property And Proprietary Rights Throughout The World.



Changes To The Patent Law In The United States And Other Jurisdictions Could Diminish The Value Of Patents In General,
Thereby Impairing Our Ability To Protect Our Product Candidates.



Obtaining And Maintaining Our Patent Protection Depends On Compliance with Various Procedural, Document Submission,
Fee Payment and Other Requirements Imposed by Governmental Patent Agencies, And Our Patent Protection Could be Reduced or
Eliminated For Non-Compliance With These Requirements.

If We Do Not Obtain Patent Term Extension And Data Exclusivity For Any Product Candidates We May Develop, Our Business
May Be Materially Harmed.

Intellectual Property Rights Do Not Necessarily Address All Potential Threats.

•

•

•

•

•

•

•

•
•
•

We May Be Subject To Claims That Our Employees, Consultants, Or Advisors Have Wrongfully Used Or Disclosed
Confidential Information Of Their Current Or Former Employers Or Other Third Parties Or Claims Asserting Ownership Of What



We Regard As Our Own Intellectual Property.

If We Are Unable To Protect The Confidentiality Of Our Trade Secrets And Other Proprietary Information, Our Business And
Competitive Position Would Be Harmed.

“Risk Factors—Risks Related to Information
Security and Privacy—Our Internal Information Technology Systems, Or Those Of Our Collaborators Or Other Contractors Or
Consultants, May Fail Or Suffer Security Breaches, Which Could Result In A Material Disruption Of Our Product Development
Programs.”



If Our Trademarks Are Not Adequately Protected, Then We May Not Be Able To Build Name Recognition In Our Markets Of
Interest And Our Business May Be Adversely Affected.

We Have Broad Discretion In The Use Of Our Cash Reserves And May Not Use Such Cash Reserves Effectively.yy

Sales Of A Substantial Number Of Our Common Shares In The Public Market Could Cause Our Share Price To Fall.

We Do Not Expect To Pay Dividends In The Foreseeable Future.

Kapitaleinlagen
Risk Factors—Risks Related to The Ownership of Our Common Shares—Our Status As A Swiss Corporation May Limit Our—

Flexibility With Respect To Certain Aspects Of Capital Management And May Cause Us To Be Unable To Make Distributions
Without Subjecting Our Shareholders To Swiss Withholding Tax”

We Are A Swiss Corporation. The Rights Of Our Shareholders May Be Different From The Rights Of Shareholders In
Companies Governed By The Laws Of U.S. Jurisdictions.



As A Swiss Corporation, We Are Subject To Swiss Legal Provisions That May Limit Our Flexibility To Swiftly Implement
Certain Initiatives Or Strategies.

Anti-takeover Provisions In Our Articles Of Association Could Make An Acquisition Of Our Company, Which May Be
Beneficial To Our Shareholders, More Difficult And May Prevent Attempts By Our Shareholders To Replace Or Remove Our Current
Management.

Risk Factors—Risks Related to The Ownership of Our
Common Shares—Our Status As A Swiss Corporation May Limit Our Flexibility With Respect To Certain Aspects Of Capital
Management And May Cause Us To Be Unable To Make Distributions Without Subjecting Our Shareholders To Swiss Withholding
Tax”

Our Common Shares Are Issued Under The Laws Of Switzerland, Which May Not Protect Investors In A Similar Fashion
Afforded By Incorporation In A U.S. State.



Our Status As A Swiss Corporation May Limit Our Flexibility With Respect To Certain Aspects Of Capital Management And
May Cause Us To Be Unable To Make Distributions Without Subjecting Our Shareholders To Swiss Withholding Tax.

gesetzliche Kapitalreserven,

Verrechnungssteuer

Reserven aus Kapitaleinlagen



Certain U.S. Shareholders May Be Subject To Adverse U.S. Federal Income Tax Consequences If We Are A Controlled Foreign
Corporation.

U.S. Holders Of Our Common Shares May Suffer Adverse Tax Consequences If We Are Characterized As A Passive Foreign
Investment Company For Any Taxable Year.

•
•



•
•

U.S. Shareholders May Not Be Able To Obtain Judgments Or Enforce Civil Liabilities Against Us Or Our Executive Officers Or
Members Of Our Board Of Directors.

•
•
•
•

•

We May Fail To Comply With Evolving European And Other Privacy Laws.



Artificial Intelligence Presents Risks And Challenges That Can Impact Our Business Including By Posing Cybersecurity and
Other Risks To Our Confidential Information, Proprietary Information And Personal Data.



Our Internal Information Technology Systems, Or Those Of Our Collaborators Or Other Contractors Or Consultants, May Fail
Or Suffer Security Breaches, Which Could Result In A Material Disruption Of Our Product Development Programs.



We Incur Significant Costs As A Result Of Operating As A Public Company And Our Management Is Required To Devote
Substantial Time To Compliance Initiatives And Corporate Governance Practices.

The Market Price Of Our Common Shares Has Been Volatile and Fluctuate Substantially, Which Could Result In Substantial
Losses For Shareholders.

•
•
•
•
•

•
•
•
•
•



•
•

•
•
•
•
•
•
•
•
•

Unfavorable Global Economic Conditions and Uncertain Geopolitical Environment Could Adversely Affect Our Business,
Financial Condition Or Results Of Operations.



Conditions In The Banking System And Financial Markets, Including The Failure Of Banks And Financial Institutions, Could
Have An Adverse Effect On Our Operations And Financial Results.

If Securities Analysts Do Not Publish Research Or Reports About Our Business Or If They Publish Negative Evaluations Of Our
Common Shares, The Price Of Our Common Shares Could Decline.

Our Business Is Subject To Economic, Political, Regulatory And Other Risks Associated With International Operations.

•
•
•
•
•
•
•
•

•
•
•
•
•

•

Disruptions At The FDA, The SEC and Other U.S. Government Agencies Or Comparable Foreign Regulatory Authorities Could
Hinder Their Ability To Hire And Retain Key Leadership And Other Personnel, Prevent New Products And Services From Being
Developed Or Commercialized In A Timely Manner, Or Otherwise Prevent Those Agencies From Performing Normal Business
Functions, Which Could Negatively Impact Our Business And Our Timelines.



The Increasing Use of Social Media Platforms Presents Risks And Challenges.

Cybersecurity Risk Management



Risk
Factors—Risks Related to Information Security and Privacy—Our Internal Information Technology Systems, Or Those Of Our
Collaborators Or Other Contractors Or Consultants, May Fail Or Suffer Security Breaches, Which Could Result In A Material
Disruption Of Our Product Development Programs

Governance

inter partes





Swiss Withholding Tax

Verrechnungssteuer

Reserven aus Kapitaleinlagen



Automatic Exchange of Information

Swiss Federal Stamp Taxes

Emissionsabgabe

Umsatzabgabe

Swiss Federal, Cantonal and Communal Individual Income Tax and Corporate Income Tax

Non-Resident Shareholder



Resident Private Shareholders and Domestic Commercial Shareholders

Teilbesteuerung

Beteiligungsabzug

Teilbesteuerung
gewillkürtes Geschäftsvermögen

Beteiligungsabzug

Gestehungskosten

Swiss Wealth Tax and Capital Tax

Non-Resident Shareholders

Resident Private Shareholders and Domestic Commercial Shareholders

Swiss Facilitation of the Implementation of the U.S. Foreign Account Tax Compliance Act



You should read the following discussion and analysis of our financial condition and results of operations together with our
consolidated financial statements and related notes appearing elsewhere in this Annual Report on Form 10-K. Some of the
information contained in this discussion and analysis or set forth elsewhere in this Annual Report on Form 10-K, including
information with respect to our plans and strategy for our business and related financing, includes forward-looking statements that
involve risks and uncertainties. As a result of many factors, including those factors set forth in the “Risk Factors” section of this
Annual Report on Form 10-K, our actual results could differ materially from the results described in or implied by the forward-
looking statements contained in the following discussion and analysis.

in vivo
ex vivo

in vivo

Hemoglobinopathies

CASGEVY

ex vivo



Additional Candidates

in vivo

In Vivo

in vivo in vivo

in vivo

Additional candidates

in vivo

LPA LPA

siRNA-based Programs

CAR T

Zugocabtagene geleucel



Additional candidates

in vivo

Regenerative Medicine

Next-generation Editing Modalities

Partnerships

Business—Strategic Partnerships and Collaborations

Hemoglobinopathies.

siRNA.

Other Partnerships

in vivo



Revenue Recognition

Research and Development Expenses

•
•

•

•
•
•

•
•
•
•
•
•



•
•
•
•
•

Acquired In-Process Research and Development Expenses

General and Administrative Expenses

Collaboration Expense, Net

Other Income (Expense), Net



Revenue

Revenue from Contracts with Customers

1) Identify the contract with the customer

2) Identify the performance obligations in the contract

3) Determine the transaction price

4) Allocate the transaction consideration to performance obligations in the contract

5) Recognize revenue when or as we satisfy a performance obligation

Collaboration Arrangements

Collaborative Arrangements



Accrued research and development expenses

•
•
•
•

Comparison of Years Ended December 31, 2025 and 2024



Collaboration Revenue

Grant Revenue

Research and Development Expenses

•

•
•

•

Acquired In-Process Research and Development Expenses

General and Administrative Expenses



Collaboration Expense, Net

Other Income, Net

Sources of Liquidity

At-the-Market Offerings (ATM)

2021 ATM

2025 ATM

Share Issuance Agreement with Sirius Therapeutics



Additional Financings

Sources of Liquidity

Cash Flows

Operating Activities

Investing Activities

Financing Activities

Funding Requirements



Outlook

Contractual and Other Obligations

Operating lease and sublease obligations

Other obligations



Interest Rate Sensitivity

Foreign Currency Exchange Rate Risk

Inflation

•



•

•









Index to Consolidated Financial Statements















Collaboration Expense, Net, Related to the Vertex Hemoglobinopathy Agreements
Description of the
Matter

How We Addressed
the Matter in Our
Audit



See accompanying notes to these consolidated financial statements.



See accompanying notes to these consolidated financial statements.



See accompanying notes to these consolidated financial statements.



See accompanying notes to these consolidated financial statements.



Basis of Presentation and Use of Estimates

Segment Information



Foreign Currency Translation and Transactions

Cash and Cash Equivalents

Restricted Cash

Marketable Securities

Financial Instruments – Credit Losses (Topic 326): Measurement of Credit Losses on Financial Statements

Concentrations of Credit Risk and Off-balance Sheet Risk

Fair Value of Financial Instruments



Marketable Securities
Fair Value Measurement

Property and Equipment

Impairment of Long-lived Assets

Revenue Recognition

Revenue from Contracts with Customers,

1) Identify the contract with the customer

2) Identify the performance obligations in the contract

3) Determine the transaction price



4) Allocate the transaction consideration to performance obligations in the contract

5) Recognize revenue when or as the Company satisfies a performance obligation

Accounts Receivable

Contract Balances

Collaboration Arrangements

Collaborative Agreements



Research and Development Expenses

Acquired In-process Research and Development Expenses

Research and development costs

Contingent Liabilities

Contingencies

Leases

Leases



Equity Based Compensation Expense

Compensation—Stock
Compensation

Patent Costs

Income Taxes

Income Taxes

Comprehensive Loss



Net Loss Per Share Attributable to Common Shareholders

New and Recently Adopted Accounting Pronouncements

Improvements to Income Tax Disclosures

Income Statement—Reporting Comprehensive Income—Expense
Disaggregation Disclosures Income Statement—Reporting
Comprehensive Income—Expense Disaggregation Disclosures: Clarifying the Effective Date,



Equity Investments Without Readily Determinable Fair Value





• Expected lease term



• Incremental borrowing rate



Agreements with Vertex

2015 collaboration

Hemoglobinopathies collaboration

Letter Agreement



Collaboration in the field of diabetes

Accounting Analysis

Accounting Analysis Under ASC 606

March 2023 Diabetes Agreements

Identification of the Contract

Identification of Performance Obligations

Determination of Transaction Price



Allocation of Transaction Price to Performance Obligations

Recognition of Revenue

Milestones under the Non-Ex License Agreement

Accounting for the Vertex Hemoglobinopathy Agreements

Recognition of Revenue

Milestones under the Vertex Hemoglobinopathy Agreements



Accounting Analysis under ASC 808

Vertex Hemoglobinopathy Agreements

Additional Accounting Considerations

Agreement with Sirius Therapeutics



Accounting for the Sirius Agreement

Intellectual Property Agreements

Charpentier License Agreements

Research, Manufacturing and License Agreements



Litigation

inter partes



Common Share Issuances

At-the-Market Offerings

2021 ATM

2025 ATM

Share Issuance Agreement with Sirius Therapeutics

Additional Financings

Common Share Characteristics

Voting Rights

Dividends



Liquidation

Option and Grant Plans

Equity-Based Compensation Expense

Stock Options



Restricted Stock Units

Employee Stock Purchase Plan



Net loss before taxes
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