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CAUTIONARY NOTE REGARDING FORWARD-LOOKING STATEMENTS 

This Annual Report on Form 10-K contains “forward-looking statements” within the meaning of the Private Securities 
Litigation Reform Act of 1995, Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities 
Exchange Act of 1934, as amended (the "Exchange Act"), regarding the future financial performance, business prospects and 
growth of Summit Therapeutics Inc., that involve substantial risks and uncertainties. All statements contained in this Annual 
Report on Form 10-K, other than statements of historical fact, including statements regarding our strategy, future operations, 
future financial position, future revenues, projected costs, prospects, plans and objectives of management, are forward-looking 
statements. The words “anticipate,” “believe,” “estimate,” “expect,” “intend,” “may,” “plan,” “predict,” “project,” “target,” 
“potential,” “will,” “would,” “could,” “should,” “continue,” and similar expressions are intended to identify forward-looking 
statements, although not all forward-looking statements contain these identifying words. The forward-looking statements in this 
Annual Report on Form 10-K include, among other things, statements about: 

• the ability to develop a successful product candidate under the License Agreement (as defined in Part I, Item I
Business, Company Overview);

• our ability to raise sufficient additional funds to make payments under the License Agreement, and fund ongoing 
operations and capital needs;

• the timing of and the ability to effectively execute clinical development of ivonescimab;
• the timing, costs, conduct and outcomes of clinical trials for any product candidates, including ivonescimab;
• our plans with respect to possible future collaborations and partnering arrangements;
• the potential benefits of possible future acquisitions or investments in other businesses, products or technologies;
• our plans to pursue research and development of other future product candidates;
• our estimates regarding the potential market opportunity and patient population for commercializing our product

candidates, if approved for commercial use;
• our sales, marketing and distribution capabilities and strategy;
• our ability to establish and maintain arrangements with third parties, such as contract research organizations, contract

manufacturing organizations, suppliers and distributors;
• the costs and timing of preparing, filing and prosecuting patent applications, maintaining and protecting our

intellectual property rights and defending against any intellectual property-related claims;
• our estimates regarding expenses, future revenues, capital requirements and needs for additional financing;
• the impact of government laws and regulations in the United States and in foreign countries;
• the timing and likelihood of regulatory filings and approvals for our product candidates;
• whether regulatory authorities determine that additional trials or data are necessary in order to accept a  new drug 

application for review and approval;
• our competitive position;
• our planned use of our existing cash, cash equivalents and marketable securities;
• our ability to attract and retain key scientific or management personnel;
• the impact of public health epidemics, such as the coronavirus pandemic (“COVID-19”), natural disasters or

geopolitical instability, the response to such events and the potential effects of such events on our business, financial 
results, supply chain and market; and

• general economic conditions, including economic slowdowns or other adverse economic conditions, such as periods of
increased or prolonged inflation.

We may not actually achieve the plans, intentions or expectations disclosed in our forward-looking statements, and you should 
not place undue reliance on our forward-looking statements. Actual results or events could differ materially from the plans, 
intentions and expectations disclosed in the forward-looking statements we make. We have included important factors in the 
cautionary statements included in this Annual Report on Form 10-K, particularly in the “Risk Factors” in Part 1, Item 1A of this 
Annual Report on Form 10-K, that we believe could cause actual results or events to differ materially from the forward-looking 
statements that we make. Our forward-looking statements do not reflect the potential impact of any future acquisitions, mergers, 
dispositions, joint ventures or investments we may make. 

You should read this Annual Report on Form 10-K and the documents that we have filed as exhibits to this Annual Report on 
Form 10-K completely and with the understanding that our actual future results may be materially different from what we 
expect. We do not assume any obligation to update any forward-looking statements. 
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SUMMARY OF RISK FACTORS 
 
Below is a summary of the principal factors that make an investment in Summit speculative or risky. The following summary 
does not contain all of the information that may be important to you, and you should read the below summary in conjunction 
with the more detailed discussion of risks set forth under the heading “Risk Factors” in Part I, Item IA of this Annual Report on 
Form 10-K. 
 
Risks Related to Our Financial Position and Need for Additional Capital 
 

• We are a development-stage company and have incurred significant losses since our inception. We anticipate that we 
will continue to incur significant losses for at least the next several years and may never generate profits from 
operations or maintain profitability. 

• We have not yet demonstrated an ability to successfully complete development of any product candidates, and a 
Biologics License Application (“BLA”) that has been accepted for filing, such as the BLA relating to the HARMONi 
study, may not ultimately lead to regulatory approval and commercialization of ivonescimab. 

• We will need substantial additional capital to fund our operations. Raising additional capital may cause dilution to our 
investors or restrict our operations. 

• We depend heavily on the success of ivonescimab. If we are unable to successfully develop and commercialize 
ivonescimab, or experience significant delays in doing so, we may extend the period in which we will incur significant 
financial losses as an organization. 

• Worldwide economic, social and geopolitical instability could adversely affect our business and ability to raise capital 
in the future. 

 
Risks Related to the Development and Commercialization of our Product Candidates 
 

• We can provide no assurance that our clinical product candidates, including our lead product candidate, ivonescimab, 
will obtain regulatory approval or that the results of clinical studies will be favorable. 

• Clinical development involves a lengthy and expensive process with an uncertain outcome, and results of earlier 
studies and trials conducted by us or Akeso (as defined in Part I, Item I Business, Company Overview), as well as any 
interim results thereof, may not be predictive of future trial results and may negatively impact the size and scope of our 
ongoing or future Phase III clinical trials.  

• Regulatory requirements and timelines may affect the scope and timeline of our trials and the potential market for our 
product candidates. 

• If we experience unforeseen events, including unfavorable results, in connection with our clinical trials, potential 
marketing approval or commercialization of our product candidates could be delayed or prevented. 

• Serious adverse events may limit our development of a  product candidate. 
• Even if a  product candidate receives marketing approval, it may fail to achieve commercial success. 
• We may expend our limited resources to pursue a particular product candidate and fail to capitalize on product 

candidates that may be more profitable or for which there is a  greater likelihood of success. 
• Others may discover, develop or commercialize products before us or more successfully than we do. 

 
Risks Related to our Dependencies on Third Parties 
 

• We depend on our relationship with, and the intellectual property licensed from Akeso. 
• We may be reliant on Akeso for knowledge transfer relating to any improvements in manufacturing of ivonescimab.  
• We depend on collaborations with third parties for the development and commercialization of some of our product 

candidates. 
• We rely on the use of third parties, including Akeso, to manufacture our product candidate. 
• We rely on third parties to conduct our clinical trials and those third parties may not perform satisfactorily. 

 
Legal, Tax, Regulatory and Compliance Risks 
 

• Any approved product candidate may become subject to unfavorable pricing regulations, third-party reimbursement 
practices or other healthcare reform initiatives. 

• Our business is subject to the risks associated with doing business in China, including impacts from tariffs, data 
security laws and regulations, and restrictions on data transfer.  

• Product liability lawsuits against us could materially harm our business. 
• If we fail to comply with applicable laws and regulations, we could face material adverse consequences. 
• Changes to tax laws or the interpretation thereof could increase our future tax liabilities and adversely affect our 

business. 



 

iv 
 

 

• Our future tax liabilities may be greater than expected if our net operating loss carryforwards and other tax attributes 
are limited, we do not generate expected deductions, or tax authorities challenge our tax positions.  

• If we are unsuccessful or delayed in obtaining required regulatory approvals, we may not be able to commercialize our 
product candidates, and our ability to generate revenue will be materially impaired. 

• Our ability to obtain and maintain conditional marketing authorizations in the EU and other countries in our Licensed 
Territory (as defined in Part I, Item I Business, Akeso Collaboration and License Agreement) may be more limited in 
number as well as scope of the relevant authorizations and subject to several conditions and obligations that could 
prevent us from continuing to market our products. 

• The terms of any received marketing approvals, including post-marketing requirements, and  regulations may limit 
how we manufacture, market and price our products. 

 
Risks Related to Our Intellectual Property, Cybersecurity and Data Privacy 
 

• Insufficient patent protection could materially negatively impact our competitive position. 
• Any litigation relating to our intellectual property may have a material adverse effect on our business. 
• We may be subject to claims by third parties asserting misappropriation of their intellectual property. 
• If we are unable to protect the confidentiality of our trade secrets, our business could be harmed. 
• Any interruption, malfunction, or lapse related to information technology, including any cybersecurity incidents, could 

harm our business. 
• Failure to comply with data privacy and security obligations could harm our business. 

 
Risks Related to Operations 
 

• We depend on our ability to retain our Co-Chief Executive Officers, Chief Operating Officer and other key executives 
and personnel. 

• We or the third parties we rely on may be adversely affected by social unrest, terrorism or natural disasters. 
• Widespread health concerns or pandemics or epidemics could harm our business. 
• Any non-compliance with regulations or other misconduct by employees could harm our business. 

 
Risks Related to Owning Our Common Stock 
 

• Our principal stockholder and Co-Chief Executive Officer maintains the ability to control or significantly influence all 
matters submitted to stockholders for approval. 

• We are a “controlled company” under the listing requirements of the Nasdaq Stock Market, which could adversely 
affect our stockholders. 

• The price of our shares of common stock have been, and may continue to be, volatile. 
• Substantial future sales of our shares of common stock in the public market, or the perception that these sales could 

occur, could cause the price of the shares to decline significantly, even if our business is doing well. 
• Any failure to maintain an effective system of internal control over financial reporting could decrease confidence in 

our financial and other public reporting, which would harm our business. 
• Our stockholders’ ability to obtain a favorable judicial forum for disputes with us or our directors, officers and 

employees is limited by our Certificate of Incorporation. 
• Because we do not anticipate paying any cash dividends on our shares of common stock in the foreseeable future, 

capital appreciation, if any, will be the sole source of gain for our stockholders. 
• We are exposed to risks related to currency exchange rates. 
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PART I 

 
Item 1. Business  
 
Company Overview 
 
Summit Therapeutics Inc. (“we”, “Summit” or the “Company”) is a  biopharmaceutical company focused on the discovery, 
development, and commercialization of patient-, physician-, caregiver- and societal-friendly medicinal therapies intended to 
improve quality of life, increase potential duration of life, and resolve serious unmet medical needs. The Company’s pipeline of 
product candidates is designed with the goal to become the patient-friendly, new-era standard-of-care medicines, in the 
therapeutic area of oncology. 
 
The Company’s current lead development candidate is ivonescimab, a  novel, potential first-in-class bispecific antibody 
intending to combine the effects of immunotherapy via a blockade of PD-1 with the anti-angiogenesis effects of an anti-VEGF 
(as defined in Part I, Item I Business, Company Overview, Ivonescimab) compound into a single molecule. On December 5, 
2022, the Company entered into the License Agreement with Akeso, Inc. and its affiliates (collectively, “Akeso”) pursuant to 
which the Company has in-licensed intellectual property rights related to ivonescimab (as amended, the “License Agreement”). 
Through the License Agreement, the Company obtained the rights to develop and commercialize ivonescimab in the United 
States, Canada, Europe, and Japan. The License Agreement and transaction closed in January 2023 following customary 
waiting periods. On June 3, 2024, the Company entered into the Second Amendment with Akeso to expand its territories 
covered under the License Agreement to also include Latin America, including Mexico and all countries in Central America and 
South America, the Middle East and Africa. The Company’s operations are focused on the development of ivonescimab and 
other future activities, as the Company determines. 
 
The Company is developing ivonescimab in non-small cell lung cancer (“NSCLC”) and colorectal cancer (“CRC”), specifically 
conducting Phase III clinical trials in the following proposed indications: 
 

(a)  ivonescimab combined with chemotherapy in patients with epidermal growth factor receptor (“EGFR”)-mutated, 
locally advanced or metastatic non-squamous NSCLC who were previously treated with a third-generation EGFR 
tyrosine kinase inhibitor (“TKI”) (“HARMONi”);  

 
(b)  ivonescimab combined with chemotherapy in patients with first-line metastatic NSCLC (including separate 
statistical analyses planned for patients with squamous NSCLC and non-squamous NSCLC) (“HARMONi-3”);  

 
(c)  ivonescimab monotherapy in patients with first-line metastatic NSCLC whose tumors have high PD-L1 expression 
(“HARMONi-7”); and 
 
(d)  ivonescimab combined with chemotherapy in patients with first-line unresectable metastatic CRC (“HARMONi-
GI3”). 
 

In October 2024, the Company completed enrollment in its HARMONi clinical trial. In May 2025, we announced topline 
results from our multiregional, double-blinded, placebo-controlled, Phase III study HARMONi. At the prespecified primary 
data analysis, ivonescimab in combination with chemotherapy demonstrated a statistically significant improvement in 
progression free survival (“PFS”), the magnitude of which we believe to be clinically meaningful, with a hazard ratio of 0.52 
(95% CI: 0.41 – 0.66; p<0.00001) compared to placebo in combination with chemotherapy; median PFS was 6.8 months for 
those patients receiving ivonescimab plus chemotherapy compared to 4.4 months for those receiving chemotherapy. PFS was 
assessed by blinded independent central radiology committee (“BICR”). 
 
We believe the PFS hazard ratio that was observed in both Asian and Western sub-populations to be clinically meaningful. The 
primary analysis demonstrated the consistency of the magnitude of the PFS benefit between patients randomized in Asian and 
Western territories, as well as the consistency in a single-region study (HARMONi-A) with this multiregional study. 
 
In a longer-term follow-up of PFS, which included all Western patients and at least six months of follow-up time for all 
patients, ivonescimab plus chemotherapy demonstrated a consistent improvement in PFS with an observed HR of 0.57 (95% 
CI: 0.46 – 0.71). With the longer-term follow-up analysis, consistency of the magnitude of PFS benefit was demonstrated 
between patients randomized in Asia and Western patients when measured by hazard ratio. This longer-term follow-up analysis 
of PFS was performed at the time of the primary overall survival (“OS”) analysis. 
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Ivonescimab in combination with chemotherapy showed a positive trend in OS in the primary analysis without achieving a 
statistically significant benefit with a hazard ratio of 0.79 (95% CI: 0.62 – 1.01; p=0.057). This trend provides further support 
for its use in 2L+ EGFRm NSCLC, a setting where high unmet need continues to exist with limited approved options in the 
United States and other western territories. Currently, there are no FDA-approved regimens that have demonstrated a 
statistically significant OS benefit in this patient setting. Both Asian and North American patients demonstrated a positive trend 
in OS. The results of the primary analysis in this multiregional study were consistent with that of the single-region randomized 
Phase III HARMONi-A study, which demonstrated a statistically significant OS benefit with a hazard ratio of 0.74 in the 
primary OS analysis in a similar patient population. 
 
In September 2025, an additional ad hoc OS analysis was performed for the HARMONi study whereby the Western patients 
were followed for a  longer period of time (Asian patients were locked at the time of the primary analysis). In this analysis that 
included longer-term follow-up of Western patients (median follow-up time of Western patients of 13.7 months), a  hazard ratio 
consistent with the primary analysis was observed with an improved nominal p-value (HR=0.78; 95% CI: 0.62 – 0.98; nominal 
p=0.0332). Median OS for this analysis remained the same in both arms as was observed in the primary analysis. Median OS in 
Western patients receiving ivonescimab was 17.0 months compared to 14.0 months for those receiving placebo (HR=0.84); 
median OS in North American patients, specifically, had not yet been reached in the ivonescimab arm compared to 14.0 months 
in the placebo arm (HR=0.70). The hazard ratios for Western patients in totality, as well as patients from the North American 
and European regions individually, improved from the primary OS analysis to the analysis with longer-term follow-up of 
Western patients. Consistent benefit was observed across pre-defined subgroups. 
 
The dual primary endpoints were allocated separate alpha levels and tested individually. The alpha was recycled from the PFS 
to the OS analysis upon the successful achievement of the PFS endpoint. 
 
Based on the results of the HARMONi clinical trial, we submitted a BLA in the fourth quarter of 2025 to seek approval for 
ivonescimab plus chemotherapy for this proposed indication. The positive results of the multiregional Phase III study are 
detailed further under “Product Pipeline” below. As previously disclosed, the FDA noted that a  statistically significant overall 
survival benefit is necessary to support marketing authorization in this setting.  After careful consideration of the safety and 
efficacy profile of the current FDA-approved options for patients in this setting, the positive results of the Phase III 
multiregional study, including regional consistency, as well as discussions with key opinion leaders and those physicians who 
have administered ivonescimab to patients in a clinical study setting, we believe that the safety and efficacy data generated in 
the HARMONi study demonstrates that the ivonescimab regimen offers a  potential treatment option for patients impacted by 
EGFR-mutant NSCLC in this setting with a favorable benefit-risk profile despite the lack of a  statistically significant overall 
survival benefit. Summit announced in January 2026 that the FDA accepted for filing the BLA, seeking approval for 
ivonescimab in combination with chemotherapy for this proposed indication. The FDA noted it intends to perform a complete 
review of the accepted and filed BLA, including planned mid-cycle and wrap-up meetings, and, subject to major deficiencies 
not being identified during the FDA’s review, proposed labeling, prior to the Prescription Drug User Fee Act goal action date of 
November 14, 2026. 
 
Akeso Collaboration and License Agreement 
 
Pursuant to the License Agreement with Akeso, the Company received the rights to develop and commercialize ivonescimab in 
the United States, Canada, Europe, Japan, Latin America, Middle East and Africa regions (collectively, the “Licensed 
Territory”). Akeso retained development and commercialization rights for the rest of the world excluding the Licensed 
Territory. In exchange for these rights, Summit made an upfront payment during the first quarter of 2023 comprised of $474.9 
million cash and the issuance of 10 million shares of Company common stock in lieu of $25.1 million cash pursuant to a share 
transfer agreement. Furthermore, on June 3, 2024, the Company entered into an amendment to the License Agreement with 
Akeso to expand its territories covered under the License Agreement to also include the Latin America, Middle East and Africa 
regions for which Summit paid an upfront payment of $15.0 million cash in the third quarter of 2024. In addition, the Company 
may also pay Akeso (a) milestone payments tied to achievement of regulatory approval of ivonescimab with various regulatory 
authorities in the Licensed Territory, (b) milestone payments tied to achievement of annual revenue from ivonescimab in the 
Licensed Territory and (c) royalty payments equal to low-double-digit percentage of annual revenues from ivonescimab in the 
Licensed Territory. In connection with the License Agreement, the Company agreed to purchase a certain portion of drug 
substance and/or drug product for clinical and commercial supply and to enter into a supply agreement with Akeso. 
 
Pursuant to the terms of the License Agreement, Summit has final decision-making authority with respect to all of its 
commercialization activities including, but not limited to, commercial strategy, pricing and reimbursement in the Licensed 
Territory. 
 
Summit has not assumed any liabilities (including contingent liabilities), nor acquired any physical assets or trade names, or 
hired or acquired any employees from Akeso in connection with the License Agreement. 
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Ivonescimab 
 
Ivonescimab is a  novel potential first-in-class PD-1 / VEGF-A bispecific antibody, believed to be the most advanced in clinical 
development in the Licensed Territory. Engineered with Akeso’s unique Tetrabody technology, ivonescimab, as a single 
molecule, blocks programmed cell death protein 1 (“PD-1”) from binding to PD-L1 and PD-L2, and blocks the protein vascular 
endothelial growth factor-A (“VEGF”) from binding to VEGF receptors. Ivonescimab is designed to potentially allow 
cooperative binding of the intended targets, such that the binding of VEGF increases the binding affinity of PD-1. In view of the 
co-expression of VEGF and PD-1 in the tumor micro-environment (“TME”), ivonescimab may block these two pathways more 
effectively and enhance the antitumor activity, as compared to combination therapy through what is believed to be a unique 
cooperative binding mechanism. 
 

 
 
This could differentiate ivonescimab as there is potentially higher expression (presence) of both PD-1 and VEGF in tumor 
tissue and the TME as compared to normal tissue in the body. As shown in Akeso’s in-vitro studies, ivonescimab’s tetravalent 
structure (four binding sites) enables higher avidity (accumulated strength of multiple binding interactions) in the TME with 
over 10-fold increased binding affinity to PD-1 in the presence of VEGF. This tetravalent structure, the intentional novel design 
of the molecule, and bringing these two targets into a single bispecific antibody with cooperative binding qualities has the 
potential to direct ivonescimab to the tumor tissue versus healthy tissue. The intent of this design is to improve upon previously 
established efficacy thresholds, in addition to side effects and safety profiles associated with these targets. 
 
Ivonescimab is currently being developed by both Akeso and the Company in multiple Phase III clinical trials. Over 4,000 
patients have been treated with ivonescimab in clinical studies globally, and over 60,000 patients when considering those 
treated in a commercial setting in China as noted by Akeso. 
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Product Pipeline 
 
Summit Sponsored Ivonescimab Trials  
 
Ivonescimab is currently being investigated in global Phase III clinical trials. Phase I and II trials were completed by or are 
ongoing with our partner Akeso. This pipeline reflects Phase III clinical trials that have been or are planned to be initiated by 
Summit in its Licensed Territory. 
 

 
 
HARMONi 
 
HARMONi study (NCT05184712) is a  Phase III, multi-regional, potentially registration-enabling clinical trial, which enrolled 
patients in North America, Europe, and China. Patients enrolled in China were also enrolled as a part of the HARMONi-A 
study. We completed enrollment of patients in North America and Europe in October 2024. The two primary endpoints for this 
study are PFS and OS, and the study compares ivonescimab plus platinum-based doublet chemotherapy versus placebo plus 
platinum-based doublet chemotherapy in patients with advanced or metastatic EGFR-mutated NSCLC whose tumors have 
progressed following treatment with a third generation EGFR-TKI.  
 
In May 2025, we announced topline results from our multiregional, double-blinded, placebo-controlled, Phase III study 
HARMONi. At the prespecified primary data analysis, ivonescimab in combination with chemotherapy demonstrated a 
statistically significant improvement in PFS, the magnitude of which we believe to be clinically meaningful, with a hazard ratio 
of 0.52 (95% CI: 0.41 – 0.66; p<0.00001)  compared to placebo in combination with chemotherapy; median PFS was 6.8 
months for those patients receiving ivonescimab plus chemotherapy compared to 4.4 months for those receiving chemotherapy. 
PFS was assessed by BICR. 
 
We believe the PFS hazard ratio that was observed in both Asian and Western sub-populations to be clinically meaningful. The 
primary analysis demonstrated the consistency of the magnitude of the PFS benefit between patients randomized in Asia and 
Western territories, as well as the consistency in a single-region study (HARMONi-A) with this multiregional study. 
 
In a longer-term follow-up of PFS, which included all Western patients and at least six months of follow-up time for all 
patients, ivonescimab plus chemotherapy demonstrated a consistent improvement in PFS with an observed HR of 0.57 (95% 
CI: 0.46 – 0.71). With the longer-term follow-up analysis, consistency of the magnitude of PFS benefit was demonstrated 
between patients randomized in Asia and Western patients when measured by hazard ratio. This longer-term follow-up analysis 
of PFS was performed at the time of the primary OS analysis. 
 
Ivonescimab in combination with chemotherapy showed a positive trend in OS in the primary analysis without achieving a 
statistically significant benefit with a hazard ratio of 0.79 (95% CI: 0.62 – 1.01; p=0.057). This trend provides further support 
for its use in 2L+ EGFRm NSCLC, a setting where high unmet need continues to exist with limited approved options in the 
United States and other western territories. Currently, there are no FDA-approved regimens that have demonstrated a 
statistically significant overall survival benefit in this patient setting. Both Asian and North American patients demonstrated a 
positive trend in overall survival. The results of the primary analysis in this multiregional study were consistent with that of the 
single-region randomized Phase III HARMONi-A study, which demonstrated a statistically significant OS benefit hazard ratio 
of 0.74 in the primary OS analysis in a similar patient population. 
 
In September 2025, an additional ad hoc OS analysis was performed for the HARMONi study whereby the Western patients 
were followed for a  longer period of time (Asian patients were locked at the time of the primary analysis). In this analysis that 
included longer-term follow-up of Western patients (median follow-up time of Western patients of 13.7 months), a  hazard ratio 
consistent with the primary analysis was observed with an improved nominal p-value (HR=0.78; 95% CI: 0.62 – 0.98; nominal 
p=0.0332). Median OS for this analysis remained the same in both arms as was observed in the primary analysis. Median OS in 
Western patients receiving ivonescimab was 17.0 months compared to 14.0 months for those receiving placebo (HR=0.84); 
median OS in North American patients, specifically, had not yet been reached in the ivonescimab arm compared to 14.0 months 
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in the placebo arm (HR=0.70). The hazard ratios for Western patients in totality, as well as patients from the North American 
and European regions individually, improved from the primary OS analysis to the analysis with longer-term follow-up of 
Western patients. Consistent benefit was observed across pre-defined subgroups. 
 
The dual primary endpoints were allocated separate alpha levels and tested individually. The alpha was recycled from the PFS 
to the OS analysis upon the successful achievement of the PFS endpoint. 
 
The safety profile of ivonescimab in combination with chemotherapy was acceptable and manageable in the context of the 
observed clinical benefit with comparable rates of discontinuation and death between both arms. There were 16 patients (7.3%) 
who discontinued ivonescimab due to treatment-related adverse events (“TRAEs”) compared to 11 patients (5.0%) who 
discontinued placebo due to TRAEs. There were four patients (1.8%) in the ivonescimab plus chemotherapy arm and five 
patients (2.3%) in the chemotherapy alone arm who died as a result of TRAEs. In the ivonescimab plus chemotherapy arm, 
50.0% of patients experienced Grade 3 or higher TRAEs compared to 42.2% in the chemotherapy arm. Of note, 0.9% of 
patients in the ivonescimab plus chemotherapy arm experienced Grade 3 or higher treatment-related hemorrhagic (bleeding) 
events. Based on the results of the HARMONi clinical trial, Summit submitted a BLA in the fourth quarter of 2025 in order to 
seek approval for ivonescimab plus chemotherapy in this setting.  Summit announced in January 2026 that the FDA accepted 
for filing the BLA, seeking approval for ivonescimab in combination with chemotherapy for this proposed indication. The FDA 
noted it intends to perform a complete review of the accepted and filed BLA, including planned mid-cycle and wrap-up 
meetings, and, subject to major deficiencies not being identified during the FDA’s review, proposed labeling, prior to the 
Prescription Drug User Fee Act goal action date of November 14, 2026. 
 
HARMONi-3  
 
HARMONi-3 study (NCT05899608) is a  Phase III, multi-regional, potentially registration-enabling clinical trial for which we 
initiated sites in North America, China and Europe. The two primary endpoints for this study are PFS and OS, and the study 
compares ivonescimab plus platinum-based doublet chemotherapy versus pembrolizumab plus platinum-based doublet 
chemotherapy in first-line patients with metastatic squamous NSCLC and non-squamous NSCLC. Enrollment is ongoing in all 
regions for patients with squamous and non-squamous tumors. 
 
In October 2025, the Company announced a protocol amendment to separate the statistical analysis of the primary endpoints by 
histology. Therefore, there will be separate analyses conducted to evaluate ivonescimab plus chemotherapy compared to 
pembrolizumab plus chemotherapy in patients with squamous NSCLC and in patients with non-squamous NSCLC. 
 
In order to sufficiently power for both primary endpoints (PFS and OS) in both cohorts of this study, Summit plans to enroll 
approximately 600 patients with squamous NSCLC and 1,000 patients with non-squamous NSCLC. 
 
As a result of having two separate intention-to-treat analyses within the HARMONi-3 study, the analyses for squamous tumors 
and non-squamous tumors may be conducted at separate times, as each analysis will be conducted upon the prespecified 
numbers of events being reached in the separate cohorts. 
 
Screening for patient enrollment has been completed for the planned patient count for the squamous cohort of HARMONi-3 in 
the first quarter of 2026. For the squamous cohort, we amended the study’s statistical analysis plan and expect to conduct an 
interim analysis for PFS in the second quarter of 2026. We anticipate that OS will be immature at the time of the interim PFS 
analysis. The Company expects to reach the prespecified number of events for the final PFS analysis for this cohort, if required, 
in the second half of 2026. An interim analysis for OS may be conducted at a  similar time. 
 
Enrollment in the non-squamous cohort of HARMONi-3 is expected to complete in the second half of 2026. The Company 
expects to perform the final PFS analysis for this cohort in the first half of 2027. The Company will determine if an interim PFS 
analysis will be conducted for the study in the second half of 2026. Interim analyses for OS are planned to be conducted, based 
upon reaching prespecified numbers of events. 
 
HARMONi-7 
 
Based on the results of HARMONi-2, the Company is enrolling in the HARMONi-7 study (NCT06767514). HARMONi-7 is a  
multi-regional, potentially registration-enabling Phase III clinical trial that will compare ivonescimab monotherapy to 
pembrolizumab monotherapy in patients with metastatic squamous and non-squamous NSCLC whose tumors have high PD-L1 
expression. The sample size for this study is currently planned to have an estimated 780 patients with two primary endpoints, 
PFS and OS. 
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HARMONi-GI3 
 
In the fourth quarter of 2025, the Company activated trial sites and began enrolling patients in HARMONi-GI3, a  Phase III, 
multi-regional, clinical trial evaluating ivonescimab plus chemotherapy compared to bevacizumab plus chemotherapy as first 
line therapy in patients with unresectable metastatic CRC. The primary endpoint for this study is PFS and Summit plans to 
enroll approximately 600 patients. 
 
Non-Sponsored Phase III Clinical Studies (Summit’s License Territories) 
 
In the first quarter of 2026, the Company announced that GORTEC, a cooperative group dedicated to Head and Neck 
Oncology, will begin to activate clinical trial sites in the Phase III clinical study, ILLUMINE (NCT07264075), which will 
evaluate ivonescimab monotherapy and ivonescimab in combination with ligufalimab, Akeso’s proprietary anti-CD47 
monoclonal antibody, against monotherapy pembrolizumab in a three-arm study. The study is intended to be conducted in 
multiple countries in Europe and in China; Summit will consider the expansion of this study into the United States. The primary 
endpoint for the study is OS. The study, currently planned to enroll 780 patients with recurrent or metastatic PD-L1 positive 
head and neck squamous cell carcinoma (HNSCC), is expected to begin enrollment in the second quarter of 2026. 
Data supporting this study was previously presented at ESMO 2024, whereby ivonescimab in combination with ligufalimab 
demonstrated an objective response rate of 60% in 20 patients with a median PFS of 7.1 months after a  median follow-up time 
of 4.1 months; OS was not mature at the time of this analysis. At the time of data cut-off for this presentation, no patients 
receiving ivonescimab plus ligufalimab permanently discontinued drug treatment due to treatment-related adverse events. 
 
Potential Future Clinical Development and Additional Current Activities 
 
Summit is conducting its current clinical trials and plans to design and conduct additional clinical trial activities for 
ivonescimab within its Licensed Territory to support and submit relevant regulatory filings. We intend to explore further clinical 
development of ivonescimab in solid tumor settings outside of metastatic NSCLC and metastatic CRC, our current areas of 
focus in our Phase III clinical trials. 
 
In the fourth quarter of 2023, we began collaborating with multiple institutions globally and opened our investigator- sponsored 
trials program across several disease areas. We continued to expand this program in 2024 and 2025 in order to discover 
additional opportunities for ivonescimab, including in several tumors outside of our current development plan. 
 
We plan to review the data generated from these clinical trials as well as Akeso-sponsored clinical trials as a  part of our 
consideration for advancing our clinical development pipeline for ivonescimab in the Licensed Territory. 
 
Additional Ivonescimab Development: Akeso-Sponsored Trials 
 
Akeso is currently developing ivonescimab in NSCLC and other solid tumor settings. Ivonescimab was approved by the 
National Medical Products Administration (“NMPA”) in May 2024 in China in combination with chemotherapy for patients 
with EGFR-mutated NSCLC whose tumors have progressed following an EGFR-TKI based on the results of the HARMONi-A 
clinical trial. Subsequently, ivonescimab was approved by the NMPA in April 2025 as monotherapy based on the results of the 
HARMONi-2 study in first-line, PD-L1 positive NSCLC. Also in October 2025, Akeso announced the positive data for the 
HARMONi-6 study in first-line squamous NSCLC for ivonescimab in combination with chemotherapy. Further details related 
to these three trials, in addition to other Phase II clinical data, are described further below. Akeso is currently conducting Phase 
III clinical trials in combination with chemotherapy in first-line biliary tract cancer (“HARMONi-GI1”), in first-line advanced 
PD-L1 low or negative triple-negative breast cancer (“TNBC”) (“HARMONi-BC1”), in first-line advanced microsatellite stable 
CRC (“HARMONi-GI6”) and in NSCLC for patients whose tumors have progressed following PD-(L)1 inhibitor based therapy 
(“HARMONi-8A”), as well as in combination with ligufalimab, a  proprietary Akeso-owned investigational CD-47 monoclonal 
antibody, in first-line recurrent / metastatic PD-L1 positive head-and-neck cancer (“HARMONi-HN1”) and in combination with 
ligufalimab plus chemotherapy in first-line advanced pancreatic cancer (“HARMONi-GI2”). In addition, Akeso is conducting a 
Phase 3 study with ivonescimab after consolidation chemotherapy and radiotherapy in the limited stage small cell lung cancer 
(“SCLC”) setting (HARMONi-9). 
 
HARMONi-A 
 
Based on data published by Akeso at the American Society of Clinical Oncology (“ASCO 2024”) and in a publication in the 
Journal of the American Medical Association (JAMA) in the HARMONi-A study, in a single-region (China), randomized, 
double-blinded Phase III study in patients with NSCLC who have progressed following an EGFR-TKI, ivonescimab achieved 
its primary endpoint of PFS when combined with doublet chemotherapy (pemetrexed and carboplatin). Patients experienced a 
54% reduction in disease progression or death as compared to placebo plus doublet-chemotherapy (HR: 0.46, 95% CI: 0.34 - 
0.62; p<0.001). In a pre-specified subgroup analysis of patients who received a previous third-generation TKI, a  hazard ratio of 
0.48 was observed. At the primary OS analysis of HARMONi-A, ivonescimab achieved a hazard ratio of 0.74 (95% CI: 0.58, 
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0.95, p=0.019), demonstrating a statistically significant and clinically meaningful OS benefit, which was presented in 
November 2025 at the 2025 Annual Meeting for the Society for Immunotherapy for Cancer (SITC 2025). Ivonescimab 
demonstrated an acceptable and manageable safety profile, which was consistent with previous studies. There were nine 
patients (5.6%) who discontinued ivonescimab plus chemotherapy due to TRAEs compared to four patients (2.5%) who 
discontinued chemotherapy plus placebo due to TRAEs. No TRAEs resulted in the death of a  patient in either arm in this Phase 
III study. Full results were published in JAMA (Fang et al. 2024). 
 
HARMONi-2 
 
After announcing positive qualitative results on May 30, 2024 for the HARMONi-2 trial, also referred to as AK112-303, a  
randomized, single-region (China) Phase III study sponsored by Akeso, quantitative data was presented on September 8, 2024 
from the primary analysis as part of the Presidential Symposium at the International Association for the Study of Lung Cancer’s 
(“IASLC”) 2024 World Conference on Lung Cancer (“WCLC 2024”). The HARMONi-2 presentation evaluated monotherapy 
ivonescimab compared to monotherapy pembrolizumab in patients with locally advanced or metastatic NSCLC whose tumors 
have positive PD-L1 expression. HARMONi-2 is a  single region, multi-center, double-blinded Phase III study conducted in 
China sponsored by Akeso, with all relevant data exclusively generated, managed, and analyzed by Akeso. 
 
In the HARMONi-2 primary analysis, ivonescimab monotherapy demonstrated a statistically significant improvement in the 
trial’s primary endpoint, PFS by Independent Radiologic Review Committee (“IRRC”), when compared to monotherapy 
pembrolizumab, achieving a hazard ratio of 0.51 (95% CI: 0.38, 0.69; p<0.0001). A clinically meaningful benefit was 
demonstrated across clinical subgroups, including patients with tumors with high PD-L1 expression. OS data was not yet 
mature at the time of the data cutoff of the primary PFS analysis. 
 
Ivonescimab demonstrated an acceptable and manageable safety profile, which was consistent with previous studies. There 
were three patients (1.5%) who discontinued ivonescimab due to TRAEs compared to six patients (3.0%) who discontinued 
pembrolizumab due to TRAEs. There was one patient in the ivonescimab arm and two patients in the pembrolizumab arm who 
died as a result of TRAEs in this Phase III study. Full results were published in Lancet (Xiong et al. 2025). 
 
On April 25, 2025, Akeso announced that ivonescimab was approved in China by the NMPA for a second indication based on 
the results of the HARMONi-2 trial. As a part of the review of the supplemental marketing application submitted by Akeso 
seeking a label expansion of ivonescimab in China, the NMPA requested that Akeso perform an interim analysis of OS. Akeso 
announced that the results of this interim OS analysis included a clinically meaningful hazard ratio of 0.777. The analysis was 
conducted at 39% data maturity, with a nominal alpha level of 0.0001 that had not reached statistical significance. 
 
HARMONi-6 
 
After announcing positive qualitative results for the HARMONi-6 trial, on April 23, 2025, detailed clinical trial results of the 
study were presented as part of the Presidential Symposium at the European Society for Medical Oncology’s 2025 Congress 
(“ESMO 2025”). The HARMONi-6 study evaluated ivonescimab in combination with platinum-based chemotherapy compared 
to tislelizumab (a PD-1 inhibitor) in combination with platinum-based chemotherapy in patients with previously untreated 
advanced NSCLC irrespective of PD-L1 expression. HARMONi-6, also referred to as AK112-306, is a  single region, multi-
center, double-blinded Phase III study conducted in China sponsored by Akeso, with all relevant data exclusively generated, 
managed, and analyzed by Akeso.  
 
In the HARMONi-6 planned PFS interim analysis, ivonescimab in combination with chemotherapy demonstrated a statistically 
significant improvement in the primary endpoint, PFS, by IRRC, when compared to tislelizumab in combination with 
chemotherapy, achieving a hazard ratio of 0.60 (95% CI: 0.46, 0.78; p<0.0001). A clinically meaningful benefit was 
demonstrated across clinical subgroups, including those with either PD-L1 negative or positive expression, as well as high-risk 
patients. OS data was not yet mature at the time of the data cutoff and is planned to be evaluated in the future. 
 
Ivonescimab demonstrated an acceptable and manageable safety profile in the HARMONi-6 study, which was consistent with 
previous Phase III studies conducted studying ivonescimab. Nine patients (3.4%) discontinued ivonescimab plus chemotherapy 
due to TRAEs compared to 11 patients (4.2%) receiving tislelizumab plus chemotherapy due to TRAEs. There were eight 
patients in the ivonescimab plus chemotherapy arm and 10 patients in the tislelizumab plus chemotherapy arm who died as a 
result of TRAEs in this Phase III study. Results were published in Lancet (Chen et al. 2025) 
 
Additional Phase II Data Sets 
 
In addition to the HARMONi-2 data announced at WCLC 2024, Akeso also announced Phase II trial results from AK112-205, 
for patients with Stage II or III resectable NSCLC. Further, the Company announced data for ivonescimab was presented as a 
part of the 2024 European Society for Medical Oncology Annual Congress (“ESMO 2024”) featuring updated Phase II 
ivonescimab data in advanced TNBC, for which subsequent updates to the data have been presented thereafter, recurrent / 
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metastatic head and neck squamous cell carcinoma, and metastatic microsatellite-stable CRC. At ASCO 2024, Akeso presented 
ivonescimab Phase II data in biliary-tract cancer. Earlier, at the 2024 European Lung Cancer Conference, Akeso announced 
updated data from AK112-201 (Cohort 1), a  Phase II study for patients with first-line advanced NSCLC. Each trial from which 
the data was generated was a multi-center Phase II study conducted in China sponsored by Akeso, with data generated and 
analyzed by Akeso. 
 
Competition 
 
The markets for oncology pharmaceuticals, in which we compete, are characterized by significant scientific innovation, 
regulatory oversight and intense competition. The key competitive factors affecting the success of our product candidates are 
likely to be their efficacy, safety, convenience, price and availability of coverage and reimbursement from government and 
other third-party payors.  
 
Many of our competitors may have significantly greater financial resources and expertise in research and development, 
manufacturing, preclinical testing, conducting clinical trials, obtaining regulatory approvals, and marketing approved products 
than we do. Smaller or early-stage companies may also prove to be significant competitors, particularly through collaborative 
arrangements with large and established companies. These competitors also compete with us in recruiting and retaining 
qualified scientific and management personnel and establishing clinical trial sites and patient registration for clinical trials, as 
well as in acquiring technologies complementary to, or necessary for, our programs. 
 
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 side effects, are more convenient, or are less expensive than any products that 
we may develop. Our competitors also may obtain marketing approvals for their products more rapidly than we obtain approval 
for ours giving them significant first movers advantage. Our commercial opportunity could also be reduced or eliminated if the 
results of our clinical trials, both safety and efficacy, combined with other factors, do not lead to significant adoption of our 
product. 
 
Competition for ivonescimab  
 
The Company is developing ivonescimab in NSCLC and CRC, specifically conducting Phase III clinical trials in the following 
proposed indications: 
 

(a)  ivonescimab combined with chemotherapy in patients with EGFR-mutated, locally advanced or metastatic non-
squamous NSCLC who were previously treated with a third-generation EGFR-TKI (“HARMONi”); 
 
(b)  ivonescimab combined with chemotherapy in patients with first-line metastatic NSCLC (including separate 
statistical analyses planned for patients with squamous NSCLC and non-squamous NSCLC) (“HARMONi-3”); 
 
(c)  ivonescimab monotherapy in patients with first-line metastatic NSCLC whose tumors have high PD-L1 expression 
(“HARMONi-7”); and 
 
(d)  ivonescimab combined with chemotherapy in patients with first-line unresectable metastatic CRC (“HARMONi-
GI3”). 

 
Ivonescimab is also being investigated in multiple Phase II and Phase III clinical trials in China. We plan to review the data 
generated from these clinical trials as well as other data generated in studies with ivonescimab as a part of our consideration for 
advancing our clinical development pipeline for ivonescimab in the Licensed Territory. 
 
There are no known PD-1-based bispecific antibodies currently approved by the FDA, the European Medicines Agency 
(“EMA”), or Japan’s Pharmaceuticals and Medical Devices Agency (“PMDA”). There are currently no known approved PD-1 / 
VEGF bispecific antibodies that are further advanced in clinical trial development or approved in the territories in which we 
have licensed ivonescimab. However, there are several PD-(L)1/VEGF(R2) bispecific antibodies in development around the 
world, including multiple that are currently in development or with planned development globally. These include, but are not 
limited to pumitamig (BNT327), which is owned by BioNTech SE and being developed in a collaboration with Bristol Myers 
Squibb Co. since June 2025, which has begun conducting Phase III clinical studies globally, PF’4404 (SSGJ-707 / PF-
08634404), which was licensed globally, ex-China by Pfizer Inc. in July 2025, LM-299, which was licensed globally by Merck 
& Co., Inc. in November 2024, and RC148, which was licensed outside of Greater China by AbbVie Inc. in January 2026. 
 












































































































































































































































