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2023 has the 
potential to be  

a transformative 
year for Lexicon



We are tackling some of the biggest challenges  
in managing chronic diseases



We pioneer 
medicines 
that transform 
patients' lives

OU R M ISSION

P R E C I S I O N  S C I E N C E

P I O N E E R I N G  M E D I C I N E

P AT I E N T  D R I V E N



OU R VALU ES

I N N O VAT I O N
We are creative and scientifically rigorous in our 
focus on problems, developing solutions that 
truly impact patients’ lives, while ensuring that 
our work is of the highest possible quality. 

T R A N S P A R E N C Y
We appropriately share all relevant information  
in a timely manner, and we always provide candid 
and objective feedback regarding our performance.

R E S P E C T
We value and encourage diversity and treat each 
other and those we work with professionally, 
always seeking first to listen and understand.

I N T E G R I T Y
We do the right thing, live up to our promises  
and follow the highest ethical standards  
in everything we do in the name of Lexicon.

O W N E R S H I P
We take full accountability for our actions 
and results, always seeking ways to be more 
effective and efficient, and we utilize limited 
resources as if they were our own.



We successfully submitted our NDA for sotagliflozin 
in heart failure and we are on track with our May 
2023 PDUFA action date and subsequent planned 
commercial launch into the large and growing 
heart failure market. On a parallel course, we 
completed two Phase 2 proof-of-concept studies 
of LX9211 in neuropathic pain and are preparing 
to advance LX9211 into late-stage development. 
Each of these programs have the potential to 
provide much-needed benefits for the significant 
number of people suffering from these conditions 
while also building value for our shareholders. 

We are enthusiastic about a potential mid-year 
commercial launch of sotagliflozin for heart 
failure, which we believe would be bolstered by 
unique supporting clinical data in hospitalized 
patients and medical treatment guidelines 

TO OU R SHAREHOLDERS

recently issued by top internationally recognized 
cardiology societies which recommend SGLT 
inhibitors as a key pillar in the standard of care.

We were also excited to announce results from  
our RELIEF-DPN-1 and RELIEF-PHN-1 Phase 2  
studies of LX9211 in diabetic peripheral neuropathic 
pain and postherpetic neuralgia, respectively.  
Our objective for these proof-of-concept studies  
was to assess safety and demonstrate clear evidence 
of effect and we accomplished just that, supporting 
continued late-stage development for a broad 
neuropathic pain indication. LX9211 inhibits a novel 
pain target, adaptor associated kinase 1 (AAK1), 
independently from established opioid pathways, 
providing further evidence of LX9211’s potential in 
the large and poorly served neuropathic pain market.

For Lexicon, 2022 was  
a pivotal year during which 
we were laser focused  
on progressing our most 
advanced drug programs.



Our focus embodies our core beliefs – Precision 
Science, Pioneering Medicine, Patient Driven 
– that honor our history and recognize our 
commitment to meeting important health 
challenges. We are committed to pursuing 
innovation that creates real and meaningful 
change in people’s lives. We believe our 
commitment and the accomplishments  
we achieved in 2022 set the stage for 
fulfilling our promise in 2023 and beyond.

Thank you for your continued confidence. 

Regards, 

Lonnel Coats 
Chief Executive Officer and Director



T A K I N G  F L I G H T  -  O U R  S T O R Y

Pioneering the future with a unique application 
of gene science, Lexicon discovers and develops 
innovative and precise medicines for people 
with serious, chronic conditions.

1. Advancing from the foundational 
discoveries of the Human Genome 
Project, Lexicon was conceived in the 
desire to understand the functions 
of those genes in mammalian 
physiology and behavior - and 
to apply that understanding to the 
discovery of new medicines  
to improve human health.

2. Lexicon embarked on the ten-year  
Genome5000™ project, employing 
knockout mice - the technology for which 
garnered a Nobel Prize - to systematically 
and genetically define the functions of 
approximately 5,000 genes. Using the 
analogy of a dictionary that gave Lexicon 
its name, this project brought definitions 
- functions - to the listing of words - genes - 
identified from the Human Genome Project.

3. The resulting resource provides  
us with unique perspective and 
understanding of potential therapeutic 
targets. We use our genetic discoveries  
in mammalian physiology and behavior  
to predict the activity of a drug targeting  
the protein product of that gene.  
Our systematic, unbiased approach 
provides unique insight across the 
genome, enabling genetically-informed 
drug discovery with an opportunity  
to open new frontiers in medicine.

To date, Lexicon has 
advanced multiple drug 
candidates to human  
clinical trials and has 
conducted 82 unique 
clinical trials,  
with thousands  
of patients worldwide. 



PION EERI NG TH E FUTU RE

As Lexicon continues to evolve, we remain steadfast in our mission  
to bring new therapeutic solutions to patients in need. Our curiosity 
propelled us from the Human Genome Project through Genome5000™  
to innovate solutions that truly impact patient lives, and our ability  
to deliver discoveries from within our labs all the way to market 
uniquely positions us for future generations of pharmaceutical innovation.

5. This year we plan to commercialize 
a second product, sotagliflozin,  
a dual SGLT1 and SGLT2 inhibitor 
for the treatment of heart failure, 
following regulatory approval.

6. Our unique discovery  
to commercialization  
pipeline continues  
to generate unique  
assets across diverse 
therapeutic areas.

 The most recent of which  
to achieve human clinical  
proof-of-concept is a novel  
non-opioid approach to 
neuropathic pain, LX9211.

Our approach to defining 
target proteins has so far  
led to the identification  
of more than 100 proteins 
with significant therapeutic 
potential across a range  
of diseases.

4. Our drug discovery efforts have yielded 
multiple drug candidates that have 
entered clinical development, and we 
are one of a relatively small number 
of companies to have brought a drug 
all the way to market that originated 
in our own laboratories, discovered by 
Lexicon scientists. We maintain a diverse 
portfolio of targets and discovery and 
development programs, with a focus on 
cardiometabolism and neuroscience.

 
CARDIOVASCULAR 
NEUROSCIENCE  
ONCOLOGY 
METABOLISM 
OPHTHALMOLOGY



S O T A G L I F L O Z I N

25% 65%
Heart failure is the 
#1  CAUSE OF 

HOSPITALIZATIONS 
for Americans 65+2

of patients are 
rehospitalized 

within  
30 DAYS 3

of patients are 
rehospitalized 

within  
A YEAR 4

50% of patients  
die within  

5 YEARS 
of diagnosis4

In the U.S., hospitalizations and readmissions drive the majority of 
heart failure-related costs, which were $43 B ILL ION IN  2020,  
with estimates to grow to more than $70 B ILL ION BY 2030 1
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�� Introduce sequential GDMT
� Discuss adherence/lifestyle
� Set up outpatient care

Clinical Stabilization

�� Normalize hemodynamics
� Perform diagnostic workup
� Treat reversible triggers

Acute Decompensation

�� Maximize clinical benefit
�� � Adherence ��� Readmission
�� Treat underlying etiology

Outpatient Optimization

Hospital
Discharge

1. Heidenreich, PA et al. “Forecasting the impact of heart failure in the United States: a policy statement from the American Heart Association.” Circulation. Heart failure vol. 6,3 (2013): 606-19. doi:10.1161/HHF.0b013e318291329a  
2. Azad N, Lemay G. Management of chronic heart failure in the older population. J Geriatr Cardiol. 2014;11(4):329-337. doi:10.11909/j.issn.1671-5411.2014.04.008 3. Dharmarajan K, Hsieh AF, Lin Z, et al. Diagnoses and timing of 30-day 

readmissions after hospitalization for heart failure, acute myocardial infarction, or pneumonia. JAMA. 2013;309(4):355-363. doi:10.1001/jama.2012.21647 4. Givertz MM, Yang M, Hess GP et al. Resource utilization and costs among 
patients with heart failure with reduced ejection fraction following a worsening heart failure event. ESC Heart Fail. 2021;8(3):1915-1923. doi:10.1002/ehf2.13155 5. Ferro, EG et al. SGLT-2 inhibitors in heart failure: Time for broader 
eligibility and earlier initiation. Cleveland Clinic Journal of Medicine. 2021,88(11):601-606. doi:https://doi.org/10.3949/ccjm.88a.21045 6. Lin, AH et al. Repeat Hospitalizations Predict Mortality in Patients With Heart Failure. Military 

Medicine. 2017;182(8):e1932-e1937. doi:https://doi.org/10.7205/MILMED-D-17-00017



A NOVEL TH ERAPEUTIC APPROACH TO TREAT H EART FAILU RE

The planned commercial launch 
of dual SGLT1 and SGLT2 inhibitor 
sotagliflozin into the large and  
fast-growing heart failure market, 
if approved, would be bolstered by 
medical treatment guidelines issued 
by top internationally recognized 
cardiology societies recommending 
SGLT inhibitors as a key pillar in the 
standard of care.7

Pivotal Phase 3 cardiovascular outcomes studies 
demonstrated that sotagliflozin significantly reduced 
hospitalizations for heart failure, urgent visits for 
heart failure, and the risk of cardiovascular deaths, 
with benefit evident within one month.8

E V I D E N C E  O F  E F F I C A C Y :

Statistically  
significant benefit 
observed within 

O N E  M O N T H 8

N U M B E R 
N E E D E D  T O 

T R E A T  ( N N T ) 
O F  4 

Only 4 patients would  
need to be treated  
to avoid 1 event.8

33% RISK 
REDUCTION  

in total cardiovascular 
deaths, hospitalizations for 

heart failure, and urgent 
visits for heart failure

7. Heidenreich PA, Bozkurt B, Aguilar D, et al. 2022 AHA/ACC/HFSA Guideline for the Management of Heart Failure: A Report of the American College of Cardiology/American Heart Association Joint Committee on Clinical Practice Guidelines.  
J Am Coll Cardiol. 2022;79(17):e263-e421. doi:10.1016/j.jacc.2021.12.012 8. Bhatt DL, Szarek M, Steg PG, et al. Sotagliflozin in Patients with Diabetes and Recent Worsening Heart Failure. N Engl J Med. 2021;384(2):117-128.  

doi:10.1056/NEJMoa2030183



L X 9 2 1 1

Neuropathic pain is a serious condition affecting millions of people.  
The pain is usually described as burning and is often made worse  
by increased sensitivity to touch. Many patients describe the pain  
as intense and debilitating. It is associated with several medical  
conditions, including: Diabetic Peripheral Neuropathic Pain (DPNP),  
a common complication of diabetes, and Postherpetic Neuralgia  
(PHN), which often develops after a shingles infection.1

AM ERICANS EXPERI EN CE 

N EU ROPATH IC PAI N 4

40 million
M ORE THAN

TH E WORLDWI D E  

N EU ROPATH IC PAI N  

MARKET IS  EXPECTED  

TO G ROW TO 

$13.2 billion
BY 2026 3

1. Schreiber AK, Nones CF, Reis RC et al. Diabetic neuropathic pain: Physiopathology and treatment. World J Diabetes. 2015;6(3):432-444. doi:10.4239/wjd.v6.i3.432 2. National Institute on Aging. Shingles [Internet]. 2021 [cited 2023 March 
10]. Available from: https://www.nia.nih.gov/health/shingles 3. GlobalData, Neuropathic Pain: Global Drug Forecast and Market Analysis to 2026 GlobalData, December 2020 4. Massachusetts General Hospital. Neuropathy Overview. 

[Internet] 2021 [cited 2023 March 10] Available from: https://neuropathycommons.org/neuropathy/neuropathy-overview

DEPENDING ON THE DURATION AND INTENSITY OF NEUROPATHIC PAIN,  

THE FOLLOWING COMPLICATIONS CAN ARISE IN PATIENTS:2

DepressionLack Of Appetite Impaired 
Concentration

Disturbed SleepFatigue



A NOVEL TH ERAPEUTIC APPROACH TO TREAT N EU ROPATH IC PAI N

Greater understanding of the protein Adaptor Associated Kinase 1 (AAK1) led 
directly to the development of LX9211 for the treatment of neuropathic pain.

Planned advancement of LX9211 into late-stage development in neuropathic pain

WE CO M PLETED TWO PHASE 2 CLI N ICAL TRIALS  
OF L X9211  I N N EU ROPATH IC PAI N I N 2022 

On Fi le ,  2022
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RELI EF- D PN -1 
in patients with  

diabetic peripheral  
neuropathic pain10

RELI EF- PH N -1  
in patients with  

postherpetic  
neuralgia (PHN)10

5. Kostich W, Hamman BD, Li YW, et al. Inhibition of AAK1 Kinase as a Novel Therapeutic Approach to Treat Neuropathic Pain. J Pharmacol Exp Ther. 2016;358(3):371-386. doi:10.1124/jpet.116.235333 6. Luo G, Chen L, Kostich WA, et al. 
Discovery of (S)-1-((2’,6-Bis(difluoromethyl)-[2,4’-bipyridin]-5-yl)oxy)-2,4-dimethylpentan-2-amine (BMS-986176/LX-9211): A Highly Selective, CNS Penetrable, and Orally Active Adaptor Protein-2 Associated Kinase 1 Inhibitor in Clinical 

Trials for the Treatment of Neuropathic Pain. J Med Chem. 2022;65(6):4457-4480. doi:10.1021/acs.jmedchem.1c02131 7. Bundrant L, Hunt TL, Banks P,et al. Results of two Phase 1, Randomized, Double-blind, Placebo-controlled, Studies 
(Ascending Single-dose and Multiple-dose Studies) to Determine the Safety, Tolerability, and Pharmacokinetics of Orally Administered LX9211 in Healthy Participants. Clin Ther. 2021;43(6):1029-1050. doi:10.1016/j.clinthera.2021.04.014  

8. Taoufiq Z, Ninov M, Villar-Briones A, et al. Hidden proteome of synaptic vesicles in the mammalian brain. Proc Natl Acad Sci U S A. 2020 Dec 29;117(52):33586-33596. doi: 10.1073/pnas.2011870117 9. Granseth B, Odermatt B, Royle SJ, et 
al. Clathrin-mediated endocytosis is the dominant mechanism of vesicle retrieval at hippocampal synapses. Neuron. 2006;51(6):773-786. doi:10.1016/j.neuron.2006.08.029 9. Milosevic I. Revisiting the Role of Clathrin-Mediated Endoytosis in 

Synaptic Vesicle Recycling. Front Cell Neurosci. 2018;12:27. Published 2018 Feb 6. doi:10.3389/ fncel.2018.00027 10. RELIEF-DPN 1 and RELIEF-PHN 1 clinical trial data on file with Lexicon, 2022

Clinical data supports 
once-daily dosing

This unique target avoids 
the opioid pathway

years of research and development 
provides evidence that:5,6,7

15+ A novel target (AAK1) for 
treating neuropathic pain5,6,8,9

Inhibition reduced pain in  
MULTIPLE  PRECLINICAL MODELS  

of neuropathic pain

Knockout mice are  
RESISTANT TO DEVELOPING 

NEUROPATHIC PAIN

Inhibition reduced  
SPONTANEOUS F IR ING OF NEURONS  

in rats with neuropathic pain

AAK1 and clathrin-mediated endocytosis  
PLAY A ROLE IN 

NEUROTRANSMISSION
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C O R P O R A T E  S U M M A R Y

E X E C U T I V E  O F F I C E R S

LONNEL COATS 
Chief Executive Officer and Director

JEFFREY L.  WADE 
President and Chief Financial Officer 

ALAN J .  MAIN, PH.D. 
Executive Vice President,  
Innovation and Chemical Sciences

B OA R D  O F  D I R ECTO R S

RAYMOND DEBBANE 
Chairman 
President and Chief Executive Officer,  
The lnvus Group, LLC

PHILIPPE J .  AMOUYAL 
Managing Director,  
The lnvus Group, LLC

SAMUEL L.  BARKER, PH.D. 
Former President, U.S. Pharmaceutical 
Group, Bristol-Myers Squibb Company

BRIAN T.  CRUM 
Senior Vice President and General Counsel 

CRAIG B.  GRANOWITZ, M.D.,  PH.D. 
Senior Vice President  
and Chief Medical Officer 

KENNETH B.  KASSLER-TAUB, M.D. 
Senior Vice President,  
Regulatory and Quality Assurance 

LONNEL COATS 
Chief Executive Officer and Director, 
Lexicon Pharmaceuticals, Inc.

ROBERT J .  LEFKOWITZ, M.D. 
Investigator, Howard Hughes Medical 
Institute and James B. Duke Professor  
of Medicine and Professor of Biochemistry 
Duke University Medical Center; Recipient 
of 2012 Nobel Prize in Chemistry

ALAN S.  NIES,  M.D. 
Former Senior Vice President,  
Clinical Sciences, Merck & Co., Inc.

WENDY E.  MCDERMOTT 
Vice President, Human Resources

KIERNAN A. SETH, PH.D. 
Vice President and Chief  
Commercial Officer

KRISTEN L.  ALEXANDER 
Vice President, Finance and Accounting

FRANK P.  PALANTONI 
Chief Executive Officer,  
Laboratory M2

CHRISTOPHER J .  SOBECKI 
Managing Director,  
The lnvus Group, LLC

JUDITH L.  SWAIN, M.D. 
Visiting Professor of Medicine,  
National University of Singapore and  
Chief Medical Officer, Physiowave, Inc.

C O R P O R A T E 
H E A D Q U A R T E R S
2445 Technology Forest Blvd. 
11th Floor 
The Woodlands, TX  77381 
Tel: (281) 863-3000 
Fax: (281) 863-8088 
www.lexpharma.com

T R A N S F E R  A G E N T
Computershare 
PO Box 505000 
Louisville, KY 40233-5000 
Tel: (877) 854-4583 
www-us.computershare.com/investor

This annual report to shareholders 
contains forward-looking statements 
relating to Lexicon’s clinical and 
preclinical development programs and 
the potential therapeutic and commercial 
potential of those drug candidates. These 
statements involve risks, uncertainties 
and other important factors that may 
cause Lexicon’s actual results to be 
materially different from any future 
results expressed or implied by such 
forward-looking statements. Information 
identifying such risks, uncertainties and 
other important factors is contained in 
the section entitled “Risk Factors” and 
elsewhere in our annual report on Form 
10-K for the year ended December 31, 
2022, as filed with the Securities and 
Exchange Commission and included as 
part of this annual report to shareholders.

©2023 Lexicon Pharmaceuticals, Inc.

A N N U A L  R E P O R T
Our 2022 annual report on Form 10-K is 
available, without charge, upon request 
by contacting our Investor Relations 
Department at (281) 863-3000.

A N N U A L  M E E T I N G
Our annual meeting of shareholders  
will be held at 8:00 a.m. CDT on  
April 27, 2023 at Embassy Suites by 
Hilton, The Woodlands at Hughes 
Landing, 1855 Hughes Landing Boulevard, 
The Woodlands, Texas 77380.
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