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D E A R  S H A R E H O L D E R S :

Throughout the year, we continued to prioritize our 

biologics license application (BLA) submission for 

lifileucel on behalf of patients with advanced melanoma 

who progress on or after anti-PD-1 therapy. There 

are currently no U.S. Food and Drug Administration  

(FDA)-approved treatment options in this setting. Our 

rolling BLA submission, which we initiated in August 2022, 

was successfully completed in March 2023. As we await 

FDA acceptance of our BLA for review, we believe in the 

strength of our clinical data, manufacturing capabilities and 

ability to address a significant unmet need for people with 

metastatic melanoma. While we continue our transition to 

a commercial company, we are also expanding our pre-

commercial and manufacturing readiness activities to 

support the launch of lifileucel. 

Beyond our progress with our first BLA, we continue to 

develop our deep immuno-oncology pipeline. Throughout 

2022 and into 2023, we are executing six active clinical 

trials and have presented clinical data for Iovance TIL 

therapy in multiple solid tumor types and treatment 

settings. We reported and presented the clinical results 

from our C-144-01 trial, which is the basis for our BLA 

submission for lifileucel. We also initiated our first phase 3 

study, TILVANCE-301, in the frontline melanoma treatment 

setting. We believe that our growing set of clinical data 

continue to demonstrate the potential for Iovance TIL 

therapy to become the next paradigm-shifting treatment 

regimen for solid tumors.

Looking toward our next generation approaches to 

optimize TIL therapy, we hit a key innovation milestone 

by treating the first patient in our first-in-human study 

of our first genetically modified Iovance TIL therapy,  

IOV-4001.

As part of our strategy to streamline and improve access 

to the TIL treatment regimen, we entered into a strategic 

transaction with Clinigen in January of 2023 to acquire 

worldwide rights to Proleukin®, an interleukin-2 (IL-2) 

product. Proleukin® has currently approved indications 

and, importantly, is also used to promote T-cell activity 

following TIL infusion. The strong strategic fit and 

rationale for this transaction include immediate and future 

revenue and full control of the IL-2 supply chain and 

logistics surrounding TIL therapy. As a result, we  expect 

to lower clinical trial expenses and future cost of goods 

for lifileucel. The closing of the transaction is subject to 

required regulatory approvals and clearances and other 

customary closing conditions.

Iovance TIL therapy (lifileucel) in Advanced 
(Unresectable or Metastatic) Melanoma

Our multi-pronged strategy in advanced melanoma is to 

address several unresectable or metastatic melanoma 

patient populations with significant unmet need. In 

post-anti-PD-1 advanced melanoma, the C-144-01 trial is 

the basis for our BLA submission as well as the largest 

single clinical study ever conducted for a cell therapy 

in melanoma. We presented positive data from C-144-01 

Cohorts 2 and 4 to the medical community for the first 

time at the Society for Immunotherapy of Cancer (SITC) 

Annual Meeting in November 2022, and published results 

from the study in the Journal of ImmunoTherapy of Cancer 

(JITC) in December. 

We strongly believe that the strength of the clinical data 

from the C-144-01 trial as well as positive regulatory 

interactions and feedback support approval. During 

2022, we aligned with FDA on the potency assay matrix 

for lifileucel in melanoma and held a successful pre-BLA 

meeting where FDA provided favorable feedback on 

the clinical efficacy data from Cohorts 2 and 4, including 

duration of follow up and that the clinical and safety dataset 

was sufficient for a BLA review. In the fourth quarter, we 

also reached agreement with FDA for our TILVANCE-301 

Phase 3 trial to serve as a registrational trial in in frontline 

advanced melanoma as well as a confirmatory study 

supporting full approval of lifileucel in post-anti-PD-1 

advanced melanoma. We expect TILVANCE-301 to be 

well underway at the time of potential approval in this first 

indication.

The frontline melanoma opportunity for lifileucel is 

supported by positive results from Cohort 1A in our 

IOV-COM-202 trial of lifileucel in combination with 

pembrolizumab in immune checkpoint inhibitor (ICI) naive 

advanced melanoma and extensive prior results from the 

National Cancer Institute (NCI) for TIL monotherapy in 

anti-PD-1 naïve melanoma patients. We look forward to 

advancing our frontline melanoma strategy throughout 

2023, including site activation and enrollment in 

TILVANCE-301. 

TIL Manufacturing and Iovance Cell Therapy Center 
(iCTC)

Our manufacturing success rate is above 90% for more 

than 600 patients treated with Iovance TIL therapy 

to date. Our iCTC facility is expected to supply most 

commercial TIL therapies upon approval, with contract 

manufacturers to provide additional flexibility to optimally 

balance capacity and patient demand. To ensure the iCTC 

and our contract manufacturer’s facility are well-prepared 

for launch, we are engaged in rigorous efforts to support 

successful FDA pre-approval inspections during the 

BLA review process. Our manufacturing teams are also 

focused on scaling up our internal capabilities to ensure 

sufficient capacity at launch.

2022 was a pivotal year for Iovance. 
We took several important steps towards 

achieving our mission to be the global leader 

in innovating, developing and delivering 

tumor infiltrating lymphocyte (TIL) therapy 

for patients with cancer.



As we look to establish TIL as the next paradigm-shifting class 

of cancer therapy and plan for future capacity, we have existing 

infrastructure at iCTC to supply TIL products for more than 2,000 

patients, with flexibility to build out additional shell space to supply 

products for more than 5,000 patients annually from this facility. 

Longer-term, our vision is to build capacity for more than 10,000 

patients annually by adding new facilities as well as streamlining 

and automating manufacturing and testing processes. 

Toward Commercialization

The Iovance team has made steady progress with our commercial 

launch preparations for lifileucel. In addition, we are preparing for 

a smooth transfer and integration of Proleukin® upon the close of 

our planned acquisition. We are fortunate to have cross functional 

team members with prior Proleukin® leadership experience who 

are leading and developing our end-to-end integration processes. 

To onboard our authorized treatment centers (ATCs) to be ready 

for the launch of lifileucel, our cross functional teams continue 

to partner with ATCs to develop new workflows that are unique 

to TIL therapy while leveraging workflows within existing cell 

therapy service lines at these ATCs. Each ATC receives targeted 

support, and we will coordinate just-in-time training to ensure 

launch readiness for multi-disciplinary teams to administer the 

lifileucel treatment regimen upon FDA approval. For initial launch, 

we aim to on-board at least 40 ATCs, with a longer-term goal to 

have enough sites so that most patients in the U.S. can be within 

a few hours’ drive to an ATC offering lifileucel TIL therapy. 

To further support ATCs, our IovanceCares™ program remains 

on track for launch to deliver a best-in-class cell ordering and 

patient support system that assists our patients, physicians and 

ATCs at every step of the process. In addition, our reimbursement 

strategies are focused on securing coding, coverage and 

payment to ensure patients have appropriate and timely access 

to lifileucel, with continued engagement with the key national and 

regional payers. 

TIL Therapy in Non-Small Cell Lung and Cervical Cancers

Throughout 2022, we continued to progress our non-small cell 

lung cancer (NSCLC) and cervical cancer programs at Iovance. 

Six cohorts across three Iovance-sponsored NSCLC studies are 

investigating multiple treatment regimens in various populations 

at various stages of disease. In January of 2023, we shared 

initial positive topline data from Cohort 3A of the IOV-COM-202 

trial, which we plan to highlight in detail at an upcoming medical 

meeting. Based on these positive Cohort 3A results, we plan 

to meet with FDA in 2023 to discuss our data and a potential 

registration path for lifileucel in patients with advanced NSCLC 

who are naïve to ICI treatment. In more advanced NSCLC patients, 

our IOV-LUN-202 phase 2 clinical trial is investigating LN-145 

monotherapy in patients who have received prior anti-PD-1 and 

chemotherapy, in combination or sequentially, with an option for 

pre-progression tumor harvest. IOV-LUN-202, which is potentially 

registrational, continued to enroll patients throughout 2022 and 

continues enrollment this year.

We are also pleased to be moving forward with our registrational 

strategy for lifileucel in cervical cancer, which we updated in 

2022 based on FDA feedback following a shift in the treatment 

landscape. In our ongoing C-145-04 trial, we expanded Cohort 2 

to enroll additional patients with cervical cancer who have 

progressed after chemotherapy and anti-PD-1 therapy. Cohort 2 

is intended to be pivotal to support regulatory approval, and we 

look forward to continuing Cohort 2 enrollment during 2023.

Next Generation TIL Therapies 

To optimize the next generation of TIL therapies, we are 

developing genetically modified TIL therapies that utilize the 

gene-editing TALEN® technology licensed from Cellectis, S.A. 

to inactivate single or multiple immune checkpoint proteins 

that inhibit antitumor response. IOV-4001 is our first genetically 

modified, PD-1 inactivated TIL therapy candidate. In the third 

quarter of 2022, we treated the first patient with IOV-4001 in our 

first-in-human IOV-GM1-201 trial in patients with previously treated 

advanced melanoma or NSCLC. Additional programs using the 

TALEN® technology are expected to enter clinical development 

in 2024. Other research and preclinical studies are exploring 

additional approaches to increase TIL potency including the 

selection of CD39/69 double negative TILs and enhancements 

such as tethered cytokines. As part of our strategy to optimize the 

TIL treatment regimen, we also continue IND-enabling studies for 

our novel IL-2 analog, IOV-3001. 

Organizational Growth

In 2022, our employee population grew by 58% as we prepare 

to transition to a commercial stage company. We have more than 

500 Iovance employees who collectively represent a breadth and 

depth of experience in developing and commercializing cell and 

gene therapy. We believe the quality of our people is a testament 

to the potential of our Iovance TIL therapy in solid tumors and our 

ability to maintain leadership within the field.

We are also committed to building and supporting a diverse 

workforce with a deep bench of talent and a strong corporate 

culture. We believe we have strong gender and ethnic diversity 

across our management team and overall organization. As of 

April 2023, women account for over 54% of the total number of 

manager-level or above positions and represent 55% of our total 

employees. Racially diverse employees (self-identifying as Black 

or African American, Hispanic or Latino, Asian, or two or more 

races) make up approximately 42% of the management-level 

team and 49% of our total workforce. 

We remain committed to our vision of pioneering a transformational 

approach to cure cancer by harnessing the human immune 

system’s ability to recognize and destroy diverse cancer cells 

in each patient. I am grateful for our dedicated employees, 

clinical investigators, collaboration partners, shareholders, and 

most importantly, the patients with cancer and their families who 

motivate us every single day. 

Frederick G. Vogt, PhD, JD  
Interim CEO, President, and General Counsel



Iovance Biotherapeutics is pioneering a transformational approach to treating cancer 

by harnessing the ability of the human immune system to recognize and attack diverse 

cancer cells in each patient. We are committed to continuous innovation in cell therapy, 

including gene-edited cell therapy, that we hope will be a promising option for patients 

with cancer.
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I O V A N C E  is committed to 

developing commercially available, 

broadly accessible cell therapies for 

people with cancer. 

Our T-cell-based immunotherapy 

technology platforms are potentially 

applicable to many solid tumor types 

and blood cancers. Each platform 

is focused on leveraging patient-

specific cells to recognize and attack 

diverse cancer cells that are unique 

to each patient. 

Our lead TIL technology platform has 

enabled us to treat more than 600 

patients using a scalable, 22-day 

process and other novel processes 

to manufacture personalized TIL 

therapies. With clinical data in 

melanoma, non-small cell lung, 

cervical and head and neck cancers, 

we believe that TIL therapy may 

become the next paradigm-shifting 

class of cancer treatment.
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Platform Technologies and Manufacturing  
 

 
TIL Clinical Development in Advanced, Metastatic or Unresectable Solid Tumor Cancers 

 



Next-Generation Therapeutic and Manufacturing Approaches  
 

Intellectual Property 
 

Be the global leader in innovating, developing and delivering TIL therapy 

Obtain regulatory approval and successfully commercialize our lead product candidate lifileucel for the treatment of post-
anti-PD-1 advanced melanoma

•



•
•
•
•

Prepare for commercial manufacturing to meet forecasted demand 

i

i
i

i

Continue to improve our TIL manufacturing processes and technology 

Advance and expand our pipeline of polyclonal T-cell therapies 

TIL Therapy in Advanced Solid Tumor Cancers 

Lifileucel for Advanced Melanoma 





Lifileucel for Cervical Cancer

LN-145 for Advanced, or Metastatic or Unresectable NSCLC 



•

•

IOV-4001 for Advanced Melanoma and NSCLC 

TIL Therapy for HNSCC 



PBL Therapy in Blood Cancers 

Next-Generation Product Candidates 

• Genetic modifications:

• Potency:

• Process optimization:

• New treatment regimens:

Collaborations for New Tumor Types and Treatment Settings 

•

•

•



•

•

•

Immune System and Cancer Surveillance 

Challenges for Cancer Immunotherapy 

Advancing Immuno-Oncology with Our Tumor-Infiltrating Lymphocyte Technology Platforms 

 



•

•

•

Historical Clinical Results with Other TIL Therapies in Metastatic Melanoma 



Gen 2 Manufacturing Process 
 



Our Iovance Cell Therapy Center, or iCTC, for Large-Scale Centralized Manufacturing 

i
i

i
i

Clinical Manufacturing 

i

Commercial Manufacturing Preparations 

i



WuXi Advanced Therapies, Inc.

Manufacturing and Services Agreements

 

National Institutes of Health and the National Cancer Institute 

Cooperative Research and Development Agreement 

Patent License Agreement Related to the Development and Manufacture of TIL Therapies 



Exclusive Patent License Agreement Related to TIL Selection 

H. Lee Moffitt Cancer Center 

Sponsored Research Agreement 

Clinical Grant Agreements 

Exclusive License Agreements 



The University of Texas M.D. Anderson Cancer Center, or MDACC 

Strategic Alliance Agreement 

Cellectis S.A. 

Research Collaboration and Exclusive Worldwide License Agreement 

Novartis Pharma AG 

License Agreement 



Orphan Drug Designations 

Fast Track Designations 

Regenerative Medicine Advanced Therapy Designation 

Breakthrough Therapy Designation 
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•
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•
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BLA Submission and Review by the FDA 





Orphan Drugs 

Market and Data Exclusivity and Biosimilars 



Pediatric Exclusivity and Patent Term Extension 

Post-Approval Requirements 



Additional Biologic Requirements 



Other Healthcare Laws and Compliance Requirements 







Coverage and Reimbursement 



Healthcare Reform 



Foreign Regulation 



The risks described below may not be the only ones relating to our company. Additional risks that we currently believe are 
immaterial may also impair our business operations. Our business, financial conditions and future prospects and the trading price of 
our common stock could be harmed as a result of any of these risks. Investors should also refer to the other information contained or 
incorporated by reference in this Annual Report on Form 10-K, including our financial statements and related notes, and our other 
filings from time to time with the Securities and Exchange Commission, or SEC. 

Risks Related to Our Business: 

•

•

•

•

•

•

•

•

•

•



•

•

•
•

•

•

•

•

•

•

•

•

•

•
•

Risks Related to Government Regulation: 

•

•

•



•

Risk Factors

We have a history of operating losses; we expect to continue to incur losses and we may never be profitable. 

Our current line of business, and the biotechnology industry in which we operate, makes it difficult to evaluate our business 
plan and our prospects.

We are substantially dependent on the success of our product candidates and cannot guarantee that these product 
candidates will successfully complete development, receive regulatory approval, or be successfully commercialized.



•

•
•

•

•
•

•

•
•
•

•
•
•

•
•



We may face risks due to the need to rely on third parties, including clinical trial sites.

i



We may encounter substantial delays in our clinical trials or may not be able to conduct our clinical trials on the timelines 
we expect and we may be required to conduct additional clinical trials or modify current or future clinical trials based on feedback 
we receive from the FDA.
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•
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•

•

•

•
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•

•
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•

•

•
•

•

•

•

•

It may take longer and cost more to complete our clinical trials than we project, or we may not be able to complete them at 
all. 



i

Clinical trials are expensive, time-consuming and difficult to design and implement, and our clinical trial costs may be 
higher than for more conventional therapeutic technologies or drug products.



Our clinical trials may fail to demonstrate adequately the safety and efficacy of our product candidates, which would 
prevent or delay regulatory approval and commercialization.



If we encounter difficulties enrolling patients in our clinical trials, our clinical development activities could be delayed or 
otherwise adversely affected.

•
•
•
•
•
•
•
•
•
•
•

•

•

•
•
•



Our product candidates may cause undesirable side effects or have other properties that could halt their clinical 
development, prevent their regulatory approval, limit their commercial potential or result in significant negative consequences.

The manufacture of our product candidates is complex, and we may encounter difficulties in production, particularly with 
respect to process development, quality control, or scaling-up of our manufacturing capabilities. If we, or any of our third-party 
manufacturers encounter such difficulties, our ability to provide supply of our product candidates for clinical trials or our products 
for patients, if approved, could be delayed or stopped, or we may be unable to maintain a commercially viable cost structure. 



i
i

i



i

•
•

•
•

•

i



Cell-based therapies and biologics rely on the availability of reagents, specialized equipment, and other specialty materials, 
which may not be available to us on acceptable terms or at all. For some of these reagents, equipment, and materials, we rely or 
may rely on sole source vendors or a limited number of vendors, which could impair our ability to manufacture and supply our 
products.

ex vivo 

We will be unable to commercialize our products if our trials are not successful.

•

•

•



•

•

•

Even if our lead product lifileucel is approved and commercialized, we may not become profitable. 

We collaborate with governmental, academic and corporate partners to improve and develop TIL therapies for new 
indications for use in combination with other therapies and to evaluate new TIL manufacturing methods, the results of which, 
because the manufacturing processes are not within our control, may be incorrect or unreliable.

We may need additional financing to fund our operations and complete the development and commercialization of our 
various product candidates, and if we are unable to obtain such financing, we may be unable to complete the development and 
commercialization of our product candidates. Raising additional capital may cause dilution to our existing stockholders, restrict 
our operations or require us to relinquish rights to our technologies or product candidates. 



•

•

•
•

•

•

•
•

•
•
•
•
•



Subject to various spending levels approved by our Board of Directors, our management will have broad discretion in the 
use of the net proceeds from our capital raises, including our June 2020, October 2018 and January 2018 public offerings and the 
proceeds from sales pursuant to our “at-the-market” sales agreement with Jefferies LLC, and may not use them effectively.

The use of our net operating loss carryforwards and research tax credits may be limited. 

 

Recently enacted tax reform legislation in the U.S., changes to existing tax laws, or challenges to our tax positions could 
adversely affect our business and financial condition. 



i

We are subject to extensive regulation, which can be costly, time consuming and can subject us to unanticipated delays; 
even if we obtain regulatory approval for some of our products, those products may still face regulatory difficulties.

We may not be able to license new technology from third parties.



Our projections regarding the market opportunities for our product candidates may not be accurate, and the actual market 
for our products may be smaller than we estimate.

We are required to pay substantial royalties and lump sum benchmark payments under our license agreements with the 
NIH, Moffitt, Novartis, and Cellectis, and we must meet certain milestones to maintain our license rights.

Because our current products represent, and our other potential product candidates will represent novel approaches to the 
treatment of disease, there are many uncertainties regarding the development, the market acceptance, third-party reimbursement 
coverage and the commercial potential of our product candidates.



No assurance can be given that the Gen 2 manufacturing process we have selected will be FDA-compliant, more efficient 
and lower the cost to manufacture TIL products.

If product liability lawsuits are brought against us, we may incur substantial liabilities and may be required to limit 
commercialization of our product candidates.

•
•
•
•

•
•
•
•
•
•



•
•
•

We face significant competition from other biotechnology and pharmaceutical companies and from non-profit institutions.

•
•
•
•



We are dependent on third parties to support our research, development and manufacturing activities and, therefore, are 
subject to the efforts of these parties and our ability to successfully collaborate with these third parties.

•
•



•

•
•

•

•

•

•

•

•

•

•



Development of a product candidate intended for use in combination with an already approved product may present more or 
different challenges than development of a product candidate for use as a single agent.

A Fast Track product designation, Breakthrough Therapy designation or other designation to facilitate product candidate 
development may not lead to faster development or a faster regulatory review or approval process, and it does not increase the 
likelihood that our product candidates will receive marketing approval. 

While lifileucel has received Orphan Drug Designation, or ODD, for melanoma stages IIB-IV and for cervical cancer 
patients with tumors greater than 2 cm, there is no guarantee that we will be able to maintain this designation, receive these 
designations for any of our other product candidates, or receive or maintain any corresponding benefits, including periods of 
exclusivity.



As a condition of approval, the FDA may require that we implement various post-marketing requirements and conduct post-
marketing studies, any of which would require a substantial investment of time, effort, and money, and which may limit our 
commercial prospects. 

We may be unable to establish effective marketing and sales capabilities or enter into agreements with third parties to 
market and sell our product candidates, if they are approved, and as a result, we may be unable to generate product revenues.

•

•

•
•

•
•
•
•

•
•

•



If our product candidates do not achieve broad market acceptance, the revenues that we generate from their sales will be 
limited.

•
•
•
•

•
•
•
•

•
•

•

•
•
•
•
•
•
•

Our product candidates may face competition sooner than anticipated.



We will need to obtain FDA approval of any proposed proprietary branded product names, and any failure or delay 
associated with such approval may adversely affect our business.

Our internal computer systems, or those used by our contract research organizations or other contractors or consultants, 
may fail or suffer security breaches.

We are dependent on information technology, systems, infrastructure and data.



Our business could be adversely affected by the effects of health epidemics, including the continued spread of the COVID-
19 pandemic, in regions where we or third parties on which we rely have significant manufacturing facilities, concentrations of 
clinical trial sites or other business operations. The COVID-19 pandemic could materially affect our operations, including at our 
headquarters in San Carlos, California, at our manufacturing facility in Philadelphia, Pennsylvania, and at our clinical trial sites, 
as well as the business or operations of our other manufacturers, CROs or other third parties with whom we conduct business. 



Our failure to comply with international data protection laws and regulations could lead to government enforcement actions 
and significant penalties against us, and adversely impact our operating results. 

Our failure to comply with state and/or national data protection laws and regulations could lead to government enforcement 
actions and significant penalties against us, and adversely impact our operating results.

We will need to grow the size and capabilities of our organization, and we may experience difficulties in managing this 
growth.



•
•

•

If we engage in future acquisitions or strategic partnerships, this may increase our capital requirements, dilute our 
stockholders, cause us to incur debt or assume contingent liabilities, and subject us to other risks.

•
•
•
•

•

•

•

•



We are currently operating in a period of economic uncertainty and capital markets disruption, which has been significantly 
impacted by geopolitical instability, an ongoing military conflict between Russia and Ukraine, and record inflation  Our business, 
financial condition and results of operations could be materially adversely affected by any negative impact on the global economy 
and capital markets resulting from the conflict in Ukraine, geopolitical tensions or record inflation.

We may rely on third parties to perform many essential services for any products that we commercialize, including services 
related to distribution, government price reporting, customer service, accounts receivable management, cash collection, and 
adverse event reporting. If these third parties fail to perform as expected or to comply with legal and regulatory requirements, our 
ability to commercialize our current or future product candidates will be significantly impacted and we may be subject to 
regulatory sanctions.



Climate change or legal, regulatory or market measures to address climate change may negatively affect our business, 
results of operations, cash flows and prospects. 

Environmental, social and governance matters may impact our business and reputation. 

The FDA regulatory approval process is lengthy and time-consuming, and we may experience significant delays in the 
clinical development and regulatory approval of our product candidates. 



•
•

•
•
•
•
•
•

•



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

We are, and if we receive regulatory approval of our product candidates, will continue to 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 product candidates.



•

•

•
•
•
•
•

•
•
•

•

•
•

If we fail to comply with federal and state healthcare and promotional laws, including fraud and abuse and information 
privacy and security laws, we could face substantial penalties and our business, financial condition, results of operations, and 
prospects could be adversely affected.





Coverage and reimbursement may be limited or unavailable in certain market segments for our product candidates, which 
could make it difficult for us to sell our product candidates profitably.

•
•
•
•
•



•
•
•
•
•



We are subject to new legislation, regulatory proposals, and healthcare payor initiatives that may increase our costs of 
compliance, and adversely affect our ability to market our products, obtain collaborators, and raise capital. 



Governments outside the U.S. tend to impose strict price controls, which may adversely affect our revenues, if any. 

Our employees, independent contractors, consultants, commercial partners and vendors may engage in misconduct or other 
improper activities, including noncompliance with regulatory standards and requirements.



We may be involved in lawsuits to protect or enforce our patents or the patents of our licensors, or lawsuits accusing our 
products of patent infringement, which could be expensive, time-consuming and unsuccessful.

We may incur substantial costs as a result of litigation or other proceedings relating to patent and other intellectual property 
rights.

Issued patents covering our product candidates could be found invalid or unenforceable if challenged in court or the 
USPTO.



If we are unable to protect our proprietary rights, we may not be able to compete effectively or operate profitably.

We cannot prevent other companies from licensing most of the same intellectual properties that we have licensed or from 
otherwise duplicating our business model and operations.



The use of our technologies could potentially conflict with the rights of others.

Changes in U.S. patent law could diminish the value of patents in general, thereby impairing our ability to protect our 
products.

We have limited foreign intellectual property rights and may not be able to protect our intellectual property rights 
throughout the world.



We may be subject to claims that our employees, consultants or independent contractors have wrongfully used or disclosed 
confidential information of third parties.

Our officers, directors and principal stockholders own a substantial percentage of our stock and will be able to exert 
significant control over matters subject to stockholder approval.

Our stock price may be volatile, and our stockholders’ investment in our stock could decline in value. 

•
•

•
•
•
•
•
•
•
•
•
•
•
•

You may experience future dilution as a result of future equity offerings or other equity issuances. 



Future sales of our common stock in the public market could cause our stock price to fall. 

If equities or industry analysts do not publish research or reports about our company, or if they issue adverse or misleading 
opinions regarding us or our stock, our stock price and trading volume could decline. 

If we fail to maintain an effective system of internal control over financial reporting, we may not be able to accurately report 
our financial results. As a result, we could become subject to sanctions or investigations by regulatory authorities and/or 
stockholder litigation, which could harm our business and have an adverse effect on our stock price.

We are, and in the future may be, subject to federal or state securities or related legal actions that could adversely affect our 
results of operations and our business. 



Our Board of Directors could issue one or more additional series of preferred stock without stockholder approval with the 
effect of diluting existing stockholders and impairing their voting and other rights.

We do not anticipate paying cash dividends for the foreseeable future, and therefore investors should not buy our stock if 
they wish to receive cash dividends.

Provisions in our corporate charter documents and under Delaware law may prevent or frustrate attempts by our 
stockholders to change our management and hinder efforts to acquire a controlling interest in us, and the market price of our 
common stock may be lower as a result.

Our certificate of incorporation, as amended, designates the Court of Chancery of the State of Delaware as the sole and 
exclusive forum for certain types of actions and proceedings that may be initiated by our stockholders, which could limit our 
stockholders’ ability to obtain a favorable judicial forum for disputes with us or our directors, officers or employees. 



Provisions in our amended and restated bylaws could limit our stockholders’ ability to obtain a favorable judicial forum for 
disputes with us or our directors, officers or employees.

San Carlos New Headquarters Lease 



San Carlos Former Headquarters Lease 

Commercial Manufacturing Facility Agreement 

i
i



Tampa Lease 

Philadelphia Office Lease 





The following discussion and analysis of our results of operations and financial condition should be read in conjunction with 
our financial statements and the notes to those financial statements that are included elsewhere in this report. Our discussion includes 
forward-looking statements based upon current expectations that involve risks and uncertainties, such as our plans, objectives, 
expectations and intentions. Actual results and the timing of events could differ materially from those anticipated in these forward-
looking statements as a result of a number of factors, including those set forth under the “Business” section and elsewhere in this 
report. We use words such as “may,” “will,” “might,” “could,” “would,” “should,” “expect,” “intend,” “plan,” “anticipate,”
“believe,” “estimate,” “predict,” “project,” “aim,” “potential,” “continue,” “ongoing,” “goal,” “forecast,” “guidance,” 
“outlook,” or the negative of these terms or other similar expressions to identify forward-looking statements, although not all 
forward-looking statements contain these words. All forward-looking statements included in this report are based on information 
available to us on the date hereof and, except as required by law, we assume no obligation to update any such forward-looking 
statements. 





Platform Technologies and Manufacturing  
 

 
TIL Clinical Development in Advanced, Metastatic or Unresectable Solid Tumor Cancers 

 



PBL Therapy in Blood Cancers 

Next-Generation Therapeutic and Manufacturing Approaches  
 

• Genetic modifications:

• Potency:

• Process optimization:

• New treatment regimens:



Intellectual Property 

Impact of COVID-19 on our Business

Operations and Liquidity

Outlook

Revenues 



Research and Development 
 

General and Administrative 
 

Interest income, net 



Costs and expenses 

i

i



Costs and expenses 

i



i

i

i

Corporate Capitalization  



Cash Flows 

Operating Activities 



Investing Activities 

i

Financing Activities 



i



 

Interest Rate Risk 

 



Inflation Risk 

(a)  Evaluation of Disclosure Controls and Procedures: 

(b)  Management’s Annual Report on Internal Control Over Financial Reporting: 

Internal Control—Integrated Framework 
2013

(c)  Changes in Internal Control Over Financial Reporting: 



Subsequent Event – Acquisition of Proleukin® 

















Description of the 
Matter 

 
How We Addressed 
the Matter in Our 
Audit 





Description of the Matter 



How We Addressed the Matter in Our Audit 

•

•

•

•

•

o

o













General Organization and Business 

 

Liquidity 

i

 
 

Concentrations of Risk



Cash, Cash Equivalents, and Investments 

Restricted Cash 

i



Property and Equipment, net 
 

Net Loss per Share 

* on an as-converted basis 



Fair Value Measurements 

Fair Value Measurements and Disclosures

Use of Estimates 



Principles of Consolidation 

Leases 

Stock-Based Compensation 



Accrued Research and Development Costs 

General and Administrative Expenses 

 

Income Taxes 



Income Taxes

Concentrations 

Segment Reporting 



Recurring Fair Value Measurements 



i

Common Stock 

Public Offerings 



At the Market Offering Program 

Preferred Stock 

Series A Convertible Preferred Stock 



Series B Convertible Preferred Stock 

Equity Incentive Plans 



Stock Options 

Employee Stock Purchase Plan 



Restricted Stock Units and Performance Restricted Stock Units 
 



Stock-Based Compensation 

Expected Term (Years)

Expected Volatility

Risk-Free Interest Rate

Expected Dividend Yield

Forfeiture Rate







Cooperative Research and Development Agreement (the “CRADA”) 

Patent License Agreement Related to the Development and Manufacture of TIL Therapies 



Exclusive Patent License Agreement Related to TIL Selection 

Research Collaboration and Clinical Grant Agreements with Moffitt 

Exclusive License Agreements with Moffitt 



Strategic Alliance Agreement 

First WuXi Manufacturing and Services Agreement 

Second WuXi Manufacturing and Services Agreement 



 

. 

i

 





Other information 

Solomon Capital, LLC, Solomon Capital 
401(K) Trust, Solomon Sharbat and Shelhav Raff v. Lion Biotechnologies, Inc.



Solomon Capital, LLC, Solomon Capital 401(K) Trust, Solomon Sharbat and Shelhav Raff v. Iovance Biotherapeutics, Inc., 
f/k/a/ Lion Biotechnologies Inc. f/k/a/ Genesis Biopharma Inc., and Manish Singh
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NASDAQ Symbol: IOVA

S E C  F O R M  1 0 - K
A copy of the Company’s annual report to 
the Securities and Exchange Commission 
on Form 10-K will be available without 
charge upon written request to Iovance 
Biotherapeutics at 825 Industrial Road, 
Suite 400, San Carlos, CA 94070 or via the 
Company’s website at www.iovance.com.

A N N U A L  M E E T I N G
Iovance will hold its Annual Meeting of 
Stockholders virtually, via live webcast, at 
11:00 a.m. EDT on Tuesday, June 6, 2023. 
Visit www.cstproxy.com/iovance/2023 to 
participate.

S A F E  H A R B O R
This annual report contains certain forward-
looking statements. For a discussion of 
forward-looking statements, please see 
Part 1, Item 1 of our annual report on Form 
10-K for 2022.
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