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Forward-Looking Statements

* This presentation, including any oral presentation accompanying it, contains “forward-looking statements,” including statements
about Lexicon’s strategy and operating performance and events or developments that we expect or anticipate will occurin the
future, such as projections of our future results of operations or of our financial condition, the potential therapeutic and commercial
potential of pilavapadin (LX9211), LX9851, sotagliflozin and our other drug programs, the success of our commercialization efforts
with respect to INPEFA (sotagliflozin) and any other approved products, the results of and expected timing of the completion of
ongoing and future clinical trials, the expected timing and outcome of discussions with regulatory authorities regarding such trials
and any applications for approval based on such trials, our other research and development efforts, and the anticipated trends in our
business.

* These forward-looking statements are based on management’s current assumptions and expectations and involve risks,
uncertainties and other important factors that may cause our actual results to be materially different from any future results
expressed or implied by such forward-looking statements.

* Information identifying such important factors is contained in our most recent annual report on Form 10-K and quarterly reports on
Form 10-Q, including the sections entitled “Risk Factors,” as well as our current reports on
Form 8-K, in each case filed with the Securities and Exchange Commission.

* Lexicon undertakes no obligation to update or revise any such forward-looking statements, whether as a result of new information,
future events or otherwise.
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Company Overview

Focusing on Science And Advancing Clinical Programs
Positioned for value creation

®
Bl
(Y
ATTRACTIVE DEVELOPMENT LEAN, AGILE NEAR-TERM
ASSETS EXPERTISE ORGANIZATION CATALYSTS
* Diversified pipeline * Clinical drug * Full focus as a * Pilavapadin Ph. 2b full
platform potential development expertise development company data readout in 2025
* Partnership potential * Adaptive, efficient trial * Minimum viable e SONATA HCM Ph. 3
. Earlier-stage designs sotfagliflozin support for enrollment underway
opportunities in add’l * Multiple late-stage patient access e LX9851 IND enabling
indications candidates e Strongcash runway studies underway
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Company Overview

Focused on advancing a strong R&D pipeline

@ Announced topline data from Phase 2b dose optimization PROGRESS study of pilavapadin in DPNP
Continued enroliment in pivotal Phase 3 study of sotagliflozin in SONATA-HCM

Advanced IND-enabling studies of LX9851 in obesity and related metabolic disorders

Reinvigorated business development efforts, including licensing agreements with Viatris for sotagliflozin
and Novo Nordisk for LX9851
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A portfolio of potential “pipelines in a pill”

Company Overview

Pilavapadin (LX9211) Ph3 Initiation Q1 PDUFA Approval
Diabetic Peripheral Neuropathic Pain (DPNP) e -> & >
Ph3 planning / execution 2028 Approval
Postherpetic Neuralgia (PHN) ® > o >
i i 2029 Approval
MS Spasticity Ehz planning / execution - pp <
Sotagliflozin & VIATRIS  ex-US, ex-EU launches
®
Heart Failure expansion ex-US -
[IS* studies underway
Additional differentiation data >
- ; Ph3 ongoing 2028 Approval
Hypertrophic Cardiomyopathy (HCM) - > o >
LX9851 IND-enabling studies ' NOVO NOrdisK Exclusive license for all indications
Obesity/Weight Management = > o >

Timelines are illustrative and represent potential scenarios aligned to Lexicon’s overall strategy
*IS: Investigator-initiated studies
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PROGRESS study identified 10 mg dose as most clinically meaningful and
reaffirms 10 mg as most appropriate to advance into Phase 3 clinical development

pilavapadin pilavapadin pilavapadin
Placebo 10 mg 20 mg/10 mg* 20 mg

-1.31

-1.38

LS Mean Change from Baseline at Week 8

-1.74 -1.70

-2 ' p<0.001 for all groups vs Baseline**

*1X9211 20 mg for 7 days and then 10 mg thereafter
**Post-hoc analysis
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Pilavapadin

PROGRESS post-hoc analysis reaffirms 10 mg as most appropriate to advance into
Phase 3 clinical development

Key Findings

Efficacy of pooled, 10 mg dosing arms (post-hoc)

0.0

* 10 mg dose demonstrated
early and sustained separation
from placebo

-0.5

-1.0

* Post-hoc analysis of the 10 mg
and 20+10 mg arms (without
the 20 mg arm) showed

—e—Placeho statistically significant pain

== LX9211 10 mg combined* .

0211 20 mg reduction as compared to
placebo (p = 0.04)

LS Mean Change from Baseline

-1.5

-2.0

< N 1 > I S © 1 >
& W e e e e @ e

*1X9211 combined = LX9211 10 mg + 1X9211 20 mg/10 mg
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Pilavapadin

A clear need and opportunity in the DPNP treatment landscape for new

treatments

Sizable Market Opportunity for DPNP

~9
Million

U.S. patients with
progressive DPNP

of patients have
tried multiple
treatments

Majority of patients experience
moderate-to-severe pain

High Unmet Need

Low Alternatives

Satisfaction

to Pain Act

with current physicians
treatment options and legislators
seeking

non-opioids

v"HCPs and patients seek pain relief balanced with tolerability
and ease of use

v/ Potential for secondary symptom management to improve
quality of life

CDC National Diabetes Statistics Report 2024. Du SH, Zheng YL, Zhang YH, Wang MW, Wang XQ. The Last Decade Publications on Diabetic Peripheral Neuropathic Pain: A Bibliometric Analysis. Front Mol Neurosci. 2022 Apr 13;15:854000. doi: 10.3389/fnm0l.2022.854000.
PMID: 35493329; PMCID: PMC9043347. Source: prevalence rate of DPNP in diabetics is based on primary and secondary research; D PNP: diabetic peripheral neuropathic pain
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Focused on further differentiating sotagliflozin among SGLT class and maintaining
a scientific presence in CV

2025 Focus: Bridging strategy to potential HCM indication

INPEFA remains available on the market with continued commitment to maintain awareness and
provide tools to support patients on therapy

Ongoing trials designed to generate more evidence on unique CV and dual-inhibition
benefits

Ex-US, ex-EU registration and regional development by Viatris underway

SONATA-HCM trial enrolling globally
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Sotagliflozin

The Lancet Diabetes & Endocrinology highlights unique efficacy benefits of
sotagliflozin

Cumulative incidence of

total MACE by treatment group THE LANCET
- Diabetes & Endocrinology

= Sotagliflozin

10.0

* Reduced major adverse cardiovascular events
(MACE), Ml and stroke among patients with type
2 diabetes (T2D), chronic kidney disease (CKD),
and high cardiovascular (CV) risk

Events (per 100 patients)
(o)}

* Benefit on both heart attack and stroke
reduction

HR 0.77
(95% C10.65-0.91), p=0.0020

* Not demonstrated with SGLT2 inhibitors

0 6 12 18 24

Time since randomisation (months)

Number at risk (cumulative
number censored)
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Sotagliflozin HCM

Sotagliflozin has Potential to Occupy a Unique Position in Symptomatic HCM

HCM Disease Progression and Treatment Journey

Severe/Obstructive Hypertrophic
Cardiomyopathy

#

Continued Disease Progression

Beta Blocker (BB) +/- Sotagliflozin Opportunity Cardiac Myosin Surgical
Calcium Channel Inhibitor Intervention /
Blocker (CCB) (CMI) Myectomy

Gap in treatment for people who are intolerant / do not respond to BB/CCB

v Common
tolerability/ side-
effect issues

U.S. Prevalence of

~1AM  USP

‘ Lexicon

d pharmaceuticals

v Single daily dosing

v' Limited side effects observed to date in clinical trials

v Retail pricing potentially enables broad adoption
among general cardiology

v' Strong scientific rationale

v Broad proposed indication for both nHCM and oHCM

v' Potential for use as standalone or combination therapy

Diagnosed

. ~70%
with nHCM

~30%

Diagnosed
with oHCM

v 20% patients EF drop <55%

v Potential signals for AFib induction
v REMs restricts to HCM center

v’ Specialty pricing restricts volume

Have Progressive

~43%

Heart Failure
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Based on pre-clinical studies, LX9851 has the potential to address unmet needs in
obesity and related cardiometabolic disorders

LX9851 | First in class, potent and selective orally bioavailable, investigational small molecule ACSL5 inhibitor

Biology-based Mechanism to Address Obesity Potential Advantages of LX9851

p * Oral agent / chronic use
- (EX)

@ @ Reduction in body fat
W

Improved metabolic profile

e Use alone or on top of GLPs

Potential additional,
related indications/benefits

@ ok
Triggers lleal Brake
mechanism

/D
Reduces steatosis
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LX9851: Weight loss maintained after semaglutide discontinuation
in HFD-fed DIO mice

afobesityweek | Q%

52 Semaglutide Withdrawal After Initial Weight Loss
50 L¥
48

i

46 ‘ '."\_’ —
*

*
1
— A A
0 44 }\ Kk
s 1\1\‘\1 \ A
2 + r \
8 40 \}E\T TTTIIlilllll
i TILll

38 i T

-/
36 \
34 Control #1: PBS Semaglutide treatment withdrawn
afterday 14

1

37 ==@==Semaglutide (0-14); w/o (15-28)

Semaglutide (0-14); LX9851 (15-28)

30

Q

3 Q

Y Vv > 3 H © A N Y "2 v 2 ™ \e) © A N 9 Q 22 v D) ™ \e) © A 5 ) Q
Q Q Q Q Q Q Q Q O & Q@ & QPP DYIIY Iy P

*p<0.05 **p<0.01 ***p<0.001
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Recent collaborations designed to unlock long-term value in areas
of high opportunity

&) viaTRIS

Nnovo nordisk

Exclusive licensing agreement for LX9851 in Exclusive licensing agreement for sotagliflozin
obesity and all other indications in cardiometabolic and all other indications
Global markets All markets outside of the U.S. and Europe
$75M in upfront and near-term milestones; $25M upfront; eligible for up to almost
eligible for up to $1B in aggregate upfront and $200M in milestone payments

milestone payments
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Conclusion

Significant number of planned catalysts through 2025

Pipeline Indication Planned Catalyst 2025
* Full PROGRESS data anticipated in Q2
) ) * Diabetic Peripheral Neuropathic * End of Phase 2 meeting planned in Q3
Pilavapadin : : . :
Pain * Data at upcoming medical meetings

* Partnership discussions ongoing

* Ongoing collaboration with Novo Nordisk on IND-

* Obesity and Weight Management el srudies

* EU and LATAM sites enrolling

Sotagliflozin * Hypertrophic Cardiomyopath
: YP b 1OMyopathy * All Phase 3 study sites running by Q3

* Regulatory submissions by Viatris in key ex-U.S.

* Heart Failure markets
* Potential Type C meeting re: MACE data in Q3

INPEFA®
(sotagliflozin)

ZYNQUISTA™

(sotagliflozin) * Type 1 Diabetes (with CKD) * End of review meeting scheduled in Q2
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Thank You
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