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49,751,244 Shares

Common stock

We are offering up to 49,751,244 shares of our common stock to the public.

Shares of our common stock trade on The NASDAQ Global Select Market under the symbol LXRX. The last reported sale price on November
20, 2014 was $1.005 per share.

We will issue to Artal International S.C.A. ( Artal ), an affiliate of Invus, L.P., our largest shareholder, $150.0 million of additional shares of our
common stock in a concurrent private placement at $1.005 per share, the price per share to the public in this offering.

Concurrently with this offering of common stock, we are offering to qualified institutional buyers, in an offering exempt from registration under
the Securities Act of 1933, as amended, $80,000,000 aggregate principal amount of our 5.25% Convertible Senior Notes due 2021, which we
refer to as the notes, or a total of $95,000,000 aggregate principal amount of notes if the initial purchasers in the concurrent notes offering
exercise in full their over-allotment option. We cannot assure you that the concurrent notes offering will be completed. The offering of common
stock hereby is not contingent upon the consummation of the concurrent notes offering, and the concurrent notes offering is not contingent upon
the consummation of the offering of common stock hereby. See Prospectus supplement summary Private placement.

Per share Total
Public offering price $ 1.005 $ 50,000,000
Underwriting discounts and commissions $ 0.0603 $ 3,000,000
Proceeds, before expenses, to us $ 0.9447 $ 47,000,000

We have granted the underwriters an option for a period of 30 days from the date of this prospectus supplement to purchase up to 7,462,687
additional shares of our common stock at the public offering price less the underwriting discounts and commissions.

Investing in our common stock involves risks. See _Risk factors beginning on page S-7 of this prospectus supplement.

Neither the Securities and Exchange Commission nor any state securities commission has approved or disapproved of these securities or
passed upon the adequacy or accuracy of this prospectus supplement or the accompanying prospectus. Any representation to the
contrary is a criminal offense.

The underwriters expect to deliver the shares to purchasers on or about November 26, 2014.
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About this prospectus supplement

This document is in two parts. The first part is this prospectus supplement, which describes the specific terms of this common stock offering and
also adds to and updates information contained in the accompanying prospectus and the documents incorporated by reference herein. The second
part, the accompanying prospectus, provides more general information. Generally, when we refer to this prospectus, we are referring to both
parts of this document combined. To the extent there is a conflict between the information contained in this prospectus supplement and the
information contained in the accompanying prospectus or any document incorporated by reference therein filed prior to the date of this
prospectus supplement, you should rely on the information in this prospectus supplement; provided that if any statement in one of these
documents is inconsistent with a statement in another document having a later date for example, a document incorporated by reference in the
accompanying prospectus the statement in the document having the later date modifies or supersedes the earlier statement.

We further note that the representations, warranties and covenants made by us in any agreement that is filed as an exhibit to any document that is
incorporated by reference herein were made solely for the benefit of the parties to such agreement, including, in some cases, for the purpose of
allocating risk among the parties to such agreements, and should not be deemed to be a representation, warranty or covenant to you. Moreover,
such representations, warranties or covenants were accurate only as of the date when made. Accordingly, such representations, warranties and
covenants should not be relied on as accurately representing the current state of our affairs.

You should rely only on the information contained in this prospectus supplement or the accompanying prospectus, or incorporated by reference
herein. We have not authorized, and the underwriters have not authorized, anyone to provide you with information that is different. The
information contained in this prospectus supplement or the accompanying prospectus, or incorporated by reference herein is accurate only as of
the respective dates thereof, regardless of the time of delivery of this prospectus supplement and the accompanying prospectus or of any sale of
our common stock. It is important for you to read and consider all information contained in this prospectus supplement and the accompanying
prospectus, including the documents incorporated by reference herein and therein, in making your investment decision. You should also read and
consider the information in the documents to which we have referred you in the sections entitled Where you can find more information and
Documents incorporated by reference in this prospectus supplement and in the accompanying prospectus.

We are offering to sell, and seeking offers to buy, shares of our common stock only in jurisdictions where offers and sales are permitted. The
distribution of this prospectus supplement and the accompanying prospectus and the offering of the common stock in certain jurisdictions may
be restricted by law. Persons outside the United States who come into possession of this prospectus supplement and the accompanying
prospectus must inform themselves about, and observe any restrictions relating to, the offering of the common stock and the distribution of this
prospectus supplement and the accompanying prospectus outside the United States. This prospectus supplement and the accompanying
prospectus do not constitute, and may not be used in connection with, an offer to sell, or a solicitation of an offer to buy, any securities offered
by this prospectus supplement and the accompanying prospectus by any person in any jurisdiction in which it is unlawful for such person to
make such an offer or solicitation.

Unless otherwise stated, all references in this prospectusto we, us, our, Lexicon, Lexicon Pharmaceuticals, the Company and similar
designations refer to Lexicon Pharmaceuticals, Inc. and its wholly-owned subsidiaries. We own or have rights to trademarks or trade names that

we use in connection with the operation of our business. The Lexicon name and logo are registered trademarks of Lexicon Pharmaceuticals, Inc.

All other trademarks or service marks appearing in this prospectus supplement are the property of their respective holders.
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Prospectus supplement summary

The following summary highlights selected information contained elsewhere in this prospectus supplement and the accompanying prospectus
and the documents incorporated by reference into this prospectus supplement and the accompanying prospectus. This summary sets forth the
material terms of this offering, but does not contain all of the information you should consider before investing in our common stock. You should
read carefully this entire prospectus supplement and the accompanying prospectus, including the documents incorporated by reference herein,
before making an investment decision, especially the risks of investing in the common stock discussed in the section titled Risk factors in this
prospectus supplement as well as the consolidated financial statements and notes to those consolidated financial statements incorporated by
reference into this prospectus supplement and the accompanying prospectus. Some of the statements in this prospectus supplement constitute
forward-looking statements that involve risks and uncertainties. See Special note regarding forward-looking statements. Our actual results
could differ materially from those anticipated in such forward-looking statements as a result of certain factors, including those discussed in the

Risk factors and other sections of this prospectus supplement. Unless the context requires otherwise, references in this prospectus supplement
to Lexicon, the Company, we, us, and our referto Lexicon Pharmaceuticals, Inc. together with its consolidated subsidiaries and
references to Invus refer to Invus, L.P. and Invus C.V. Unless otherwise indicated, all information contained in this prospectus supplement
assumes no exercise by the underwriters of their option to purchase additional shares.

Lexicon Pharmaceuticals, Inc.
Our business

Lexicon Pharmaceuticals is a biopharmaceutical company focused on the development of breakthrough treatments for human disease. We have
advanced multiple drug candidates into clinical development. We are presently devoting most of our resources to the development of our two
most advanced drug candidates:

We are developing telotristat etiprate, or LX1032, an orally-delivered small molecule drug candidate, as a treatment for carcinoid syndrome.
We have completed two Phase 2 clinical trials and are presently conducting a single pivotal Phase 3 clinical trial of telotristat etiprate in
carcinoid syndrome patients. The Phase 3 clinical trial of telotristat etiprate is a 12-week, placebo-controlled study of approximately 120 to
130 patients with inadequately controlled carcinoid syndrome on background somatostatin analog therapy (including at least 105 patients on
octreotide therapy), followed by a 36-week, open-label extension where all patients receive telotristat etiprate. Two dose levels of telotristat
etiprate, 250 mg and 500 mg, three times daily (TID), are being tested along with placebo. The primary efficacy endpoint under evaluation in
the Phase 3 clinical trial is the number of daily bowel movements, with secondary efficacy endpoints including changes in urinary 5-H1AA
levels, flushing episodes, abdominal pain and quality of life measures. The Phase 3 program of telotristat etiprate also includes an additional
companion study in carcinoid syndrome patients who do not meet the inclusion criteria for the pivotal Phase 3 clinical trial. We presently
expect to complete enrollment in the single pivotal Phase 3 clinical trial in early 2015 and report top-line data from such trial in the third
quarter of 2015. If supported by such data, we anticipate filing an NDA for telotristat etiprate in carcinoid syndrome in the first quarter of
2016 with potential FDA approval and commercial launch in the second half of 2016.

We are developing sotagliflozin, or LX4211, an orally-delivered small molecule drug candidate, as a treatment for type 1 and type
2 diabetes. We have completed two Phase 2 clinical trials of sotagliflozin in type 2 diabetes patients and an additional clinical trial
of sotagliflozin in type 2 diabetes patients with renal impairment. We have also completed a Phase 2 clinical trial of sotagliflozin
in type 1 diabetes patients. We are preparing for the

S-1
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initiation of a Phase 2 clinical trial of sotagliflozin in a younger adult type 1 diabetes population in collaboration with JDRF, from which we
presently expect to report top-line data in the first quarter of 2016. We are also preparing for the initiation of Phase 3 development of
sotagliflozin in type 1 diabetes in the first half of 2015. The Phase 3 development of sotagliflozin in type 1 diabetes is expected to include
three Phase 3 studies, including two pivotal Phase 3 studies. Each of the pivotal Phase 3 studies are 24-week, placebo controlled studies of
approximately 750 patients, which will be followed by 28-week extensions. Two dose levels of sotagliflozin, 200mg and 400mg once daily,
will be tested along with placebo. The primary efficacy endpoint under evaluation will be reduction of A1C versus placebo on optimized
insulin treatment at 24 weeks, with secondary endpoints including percentage of patients achieving A1C levels of less than 7%, reduction in
meal-time, or bolus, insulin use and weight loss. We presently expect to report top-line data from such trials in the fourth quarter of 2016. The
third Phase 3 study would be expected to enroll 1,400 patients and involve a glycemic control primary endpoint and an evaluation of safety.
We also plan to conduct a dose-ranging study of sotagliflozin in patients with type 1 diabetes concurrently with our planned Phase 3 studies.
We do not intend to continue development of sotagliflozin in type 2 diabetes unless we enter into a collaboration partnership.
Our most advanced drug candidates, as well as compounds from a number of additional drug discovery and development programs that we have
advanced into various stages of clinical and nonclinical development, originated from our own internal drug discovery efforts. These efforts
were driven by a systematic, targeted biology-driven approach in which we used gene knockout technologies and an integrated platform of
advanced medical technologies to systematically study the physiological and behavioral functions of almost 5,000 genes in mice and assessed
the utility of the proteins encoded by the corresponding human genes as potential drug targets. We identified and validated in living animals, or
in vivo, more than 100 targets with promising profiles for drug discovery.

We are working both independently and through strategic collaborations and alliances with third parties to capitalize on our drug discovery and
development programs. We seek to retain exclusive rights to the benefits of certain drug discovery and development programs by developing
and commercializing drug candidates from those programs internally and to collaborate with other pharmaceutical and biotechnology companies
with respect to the development and commercialization of drug candidates from other programs, particularly when the collaboration may
provide us with access to expertise and resources that we do not possess internally or are complementary to our own.

Recent developments
Sotagliflozin (LX4211)

We reported top-line data in April 2014 from a Phase 2 clinical trial evaluating the safety and tolerability of sotagliflozin and its effects on
glycemic parameters associated with type 1 diabetes. The Phase 2 trial enrolled 36 patients with type 1 diabetes. An initial cohort consisted of
three patients treated with a 400 mg once daily dose of sotagliflozin for a period of four weeks. A subsequent cohort of 33 patients were enrolled
in the randomized, double-blind, placebo-controlled portion of the study and were treated with a 400mg once daily dose of sotagliflozin or
placebo for a period of four weeks. The primary efficacy endpoint under evaluation in the trial was reduction in bolus insulin use. Secondary
endpoints included multiple parameters of glycemic control, basal and total insulin use and other metabolic, pharmacodynamic and
pharmacokinetic parameters.

Top-line data from the study showed that treatment with sotagliflozin demonstrated statistically significant benefits in the primary and multiple
secondary endpoints. Patients treated with sotagliflozin experienced a reduction in their total daily mealtime bolus insulin dose of 32% compared
to 6% for patients who received
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placebo (p=0.007). We also observed a significant improvement in glycemic control, with a mean A1C reduction of 0.55% in the
sotagliflozin-treated group compared to a reduction of 0.06% in the placebo-treated group (p=0.002). These observations were also accompanied
by significant improvement in the time spent in a glucose range of 70-180 mg/dl, a significant reduction in time in hyperglycemic range (>180
mg/dl) and no increase in hypoglycemia. Multiple measures also indicated that patients treated with sotagliflozin experienced reduced variability
in blood glucose levels. Sotagliflozin was well tolerated with no discontinuations of study medication due to adverse events.

Ipsen License and Collaboration Agreement

In October 2014, we entered into a license and collaboration agreement with Ipsen Pharma SAS, or Ipsen, pursuant to which we granted Ipsen an
exclusive, royalty-bearing right and license to commercialize telotristat etiprate outside of the United States, Canada and Japan. Ipsen paid us an
upfront payment of $23 million and we are eligible to receive up to approximately $30 million upon the achievement of specified regulatory and
commercial launch milestones and up to 72 million upon the achievement of specified sales milestones. We are also entitled to tiered, escalating
royalties ranging from low twenties to mid-thirties percentages of net sales of telotristat etiprate in the licensed territory, subject to a credit for
Ipsen s payments to us for the manufacture and supply of such units of telotristat etiprate. Our receipt of these payments from Ipsen will trigger
our obligation to make certain contingent payments to Symphony Icon Holdings LLC, or Holdings, pursuant to our prior arrangement with
Holdings for the financing of the clinical development of telotristat etiprate. Ipsen may terminate this agreement upon a specified period of
notice to us at any time.

Company information

Lexicon Pharmaceuticals was incorporated in Delaware in July 1995, and commenced operations in September 1995. Our corporate
headquarters are located at 8800 Technology Forest Place, The Woodlands, Texas 77381, and our telephone number is (281) 863-3000. Our
common stock is listed on The Nasdaq Global Select Market under the symbol LXRX.

Our annual report on Form 10-K, quarterly reports on Form 10-Q, current reports on Form 8-K, and amendments to those reports filed or
furnished pursuant to Section 13(a) or 15(d) of the Securities Exchange Act of 1934 are made available free of charge on our corporate website
located at www.lexpharma.com as soon as reasonably practicable after the filing of those reports with the Securities and Exchange Commission.
Information found on or through our website is not incorporated herein by reference and should not be considered part of this prospectus.

Concurrent convertible notes offering

Concurrently with this offering of common stock, we are offering our 5.25% Convertible Senior Notes due 2021 in aggregate principal amount
of $80,000,000, or $95,000,000 if the initial purchasers in that offering exercise in full their over-allotment option, which we refer to herein as
the concurrent notes offering. The concurrent notes offering is being conducted in an offering exempt from registration under the Securities Act
of 1933, as amended (the Securities Act ) and is being made only to qualified institutional buyers. This offering is not contingent upon the
completion of the concurrent notes offering, and the concurrent notes offering is not contingent upon the completion of this offering. We cannot
assure you that any of these offerings will be completed.

S-3
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We have also entered into a stock purchase agreement with Invus and Artal (the Stock Purchase Agreement ) pursuant to which Artal has agreed
to purchase and we have agreed to issue to Artal on the closing date of this offering an aggregate of 149,253,731 shares of our common stock at
a price of $1.005 per share, the price per share to the public in this offering, for total gross proceeds of $150.0 million.
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The offering

Common stock offered 49,751,244 shares

Common stock to be outstanding after this

offering 713,839,502 shares(1)

Use of proceeds The net proceeds of this offering are estimated to be approximately $46.8 million after

deduction of underwriting discounts and commissions and estimated offering expenses (or
approximately $53.9 million if the underwriters exercise in full their option to purchase
additional shares).

We currently intend to use the net proceeds from this offering, together with the net proceeds,
if any, from the concurrent notes offering and the concurrent private placement, for the
clinical development of our drug candidates and our other nonclinical research and
development efforts. We may also use a portion of the net proceeds to acquire or invest in
complementary products and technologies or for general corporate purposes. See Use of
proceeds.

Risk factors See Risk factors beginning on page S-7 and the other information included in, or incorporated
by reference into, this prospectus supplement and the accompanying prospectus for a
discussion of certain factors you should carefully consider before deciding to invest in shares
of our common stock.

Nasdaq Global Select Market symbol LXRX

Concurrent convertible notes offering Concurrently with this offering of common stock, we are offering $80,000,000 aggregate
principal amount of our 5.25% Convertible Senior Notes due 2021 (or $95,000,000 aggregate
principal amount if the initial purchasers in that offering exercise in full their over-allotment
option). The concurrent notes offering is being conducted as an offering exempt from
registration under the Securities Act and is being made only to qualified institutional buyers.
This offering is not contingent upon the completion of the concurrent notes offering, and the
concurrent notes offering is not contingent upon the completion of this offering. We cannot
assure you that any of these offerings will be completed. See Concurrent convertible notes
offering.

(1) The number of shares of our common stock to be outstanding after this offering is based on 514,834,527 shares outstanding as of November 18, 2014, and
excludes:

24,313,195 shares of common stock issuable upon the exercise of outstanding stock options at a weighted average exercise price per share of $2.16;

S-5
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3,162,232 shares of common stock issuable pursuant to outstanding restricted stock units;

13,843,239 shares of common stock available for future grant or issuance under our equity incentive plans; and

the shares of our common stock to be reserved for issuance upon conversion of the notes being offered by us in connection with the concurrent notes offering.
Unless we specifically state otherwise, all information in this prospectus supplement assumes that the underwriters do not exercise their option
to purchase up to 7,462,687 additional shares of our common stock or by the initial purchasers in the concurrent notes offering of their
over-allotment option.

S-6
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Risk factors

An investment in our common stock involves risks. You should carefully consider the following risk factors, together with all of the other
information included in, or incorporated by reference into, this prospectus supplement and the accompanying prospectus in evaluating an
investment in our common stock including the information in our Annual Report on Form 10-K for the year ended December 31, 2013 and our
Quarterly Reports on Form 10-Q for the quarters ended March 31, 2014, June 30, 2014 and September 30, 2014. If any of the following risks
were to occur, our business, financial condition or results of operations could be materially adversely affected. In that case, the trading price of
our common stock could decline and you could lose all or part of your investment.

Risks related to our need for additional financing and our financial results

We will need additional capital in the future and, if it is unavailable, we will be forced to significantly curtail or cease our operations. If it is
not available on reasonable terms, we will be forced to obtain funds, if at all, by entering into financing agreements on unattractive terms.

As of September 30, 2014, we had $57.9 million in cash, cash equivalents and investments. We anticipate that the proceeds from this offering,
the concurrent notes offering and the concurrent private placement, our existing capital resources and the cash and revenues we expect to derive
from collaborations and other sources will enable us to fund our currently planned operations for at least the next 12 months. However, we
caution you that we may not consummate either the concurrent notes offering or the concurrent private placement and we may generate less cash
and revenues or incur expenses more rapidly than we currently anticipate. Our currently planned operations for the next twelve months consist of
(1) the completion of our single pivotal Phase 3 clinical trial of telotristat etiprate in carcinoid syndrome patients and, if successful, continued
preparations for the commercialization of telotristat etiprate, (ii) a companion Phase 3 clinical trial of telotristat etiprate to study safety and
5-hydroxyindoleacetic acid in a separate patient population, with a targeted enrollment of approximately 60 patients, (iii) a Phase 2 clinical trial
of sotagliflozin in a younger adult type 1 diabetes population and (iv) three concurrent Phase 3 clinical trials for sotagliflozin in type 1 diabetes,
which we expect to enroll an aggregate of 2,900 patients, and a dose ranging study of sotagliflozin. In addition, we cannot be certain as to what
type and how many clinical trials the FDA, or equivalent foreign regulatory agencies, will require us to conduct in order to gain approval to
market either telotristat etiprate or sotagliflozin.

Although difficult to accurately predict, the amount of our future capital requirements will be substantial and will depend on many factors,
including:

the timing and progress of our single pivotal Phase 3 clinical trial of telotristat etiprate in carcinoid syndrome patients, including completing
enrollment in the trial and our ability to obtain priority review on any potential NDA submission;

if approved, our ability to commercialize telotristat etiprate on the timeline anticipated;

the amount and timing of payments, if any, under existing and any future collaboration agreements;

the amount and timing of our nonclinical development expenditures;

the timing and progress of the clinical development of telotristat etiprate and sotagliflozin, including the timing of any required regulatory
actions, the outcome of our anticipated discussions with regulators and the outcome of our sotagliflozin dose ranging study, which we are
planning to conduct concurrently with our two pivotal Phase 3 efficacy trials;

future results from clinical trials of our drug candidates;
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the cost and timing of regulatory approvals and commercialization of drug candidates that we successfully develop;

market acceptance of products that we successfully develop and commercially launch;

the effect of competing programs and products, and of technological and market developments;

the filing, maintenance, prosecution, defense and enforcement of patent claims and other intellectual property rights; and

the cost and timing of establishing or contracting for sales, marketing and distribution capabilities of any approved drug candidate.
Our capital requirements have and will continue to increase substantially as our drug candidates progress into more advanced stage clinical
development. Our capital requirements will also be affected by any expenditures we make in connection with license agreements and
acquisitions of and investments in complementary products and technologies. For all of these reasons, our future capital requirements cannot
easily be quantified.

If our capital resources are insufficient to meet future capital requirements, we will need to raise additional funds to continue our currently
planned operations. If we raise additional capital by issuing equity securities, our then-existing stockholders will experience dilution and the
terms of any new equity securities may have preferences over our common stock. We cannot be certain that additional financing, whether debt
or equity, will be available in amounts or on terms acceptable to us, if at all. We may be unable to raise sufficient additional capital on
reasonable terms, and if so, we will be forced to significantly curtail or cease our operations or obtain funds, if at all, by entering into financing
agreements on unattractive terms.

We have a history of net losses, and we expect to continue to incur net losses and may not achieve or maintain profitability.

We have incurred net losses since our inception, including net losses of $97.4 million for the nine months ended September 30, 2014, $104.1
million for the year ended December 31, 2013, $110.2 million for the year ended December 31, 2012 and $116.2 million for the year ended
December 31, 2011. As of September 30, 2014, we had an accumulated deficit of $1.1 billion. We are unsure when we will become profitable, if
ever. The size of our net losses will depend, in part, on the rate of decline or growth in our revenues and on the level of our expenses. We expect
net losses to increase significantly over the next several years as we expect to make significant investments in the development and
commercialization of telotristat etiprate and sotagliflozin.

We have derived substantially all of our revenues from drug discovery and development collaborations and other collaborations and technology
licenses. Future revenues from our existing collaborations are uncertain because they depend, to a large degree, on the achievement of
milestones and payment of royalties we earn from any future products developed under the collaborations. As a result, we depend, in part, on
securing new collaboration agreements. Our ability to secure future revenue-generating agreements will depend upon our ability to address the
needs of our potential future collaborators, and to negotiate agreements that we believe are in our long-term best interests. We may determine, as
we have with certain of our clinical drug candidates, including telotristat etiprate (in the United States, Canada and Japan) and sotagliflozin, that
our interests are better served by retaining rights to our discoveries and advancing our therapeutic programs to a later stage, which could limit
our near-term revenues and increase our expenses. Given the current stage of our operations, we do not currently derive any revenues from sales
of pharmaceutical products.

A large portion of our expenses is fixed, including expenses related to facilities and equipment. In addition, we expect to spend significant
amounts to fund our nonclinical and clinical development activities, including the conduct of ongoing and planned clinical trials for telotristat
etiprate and sotagliflozin. If successful, we will also
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be required to incur substantial expenditures in preparation for and to conduct commercialization activities with respect to telotristat etiprate and
sotagliflozin. As a result, we will need to generate substantial additional revenues to achieve profitability. Even if we do achieve profitability, we
may not be able to sustain or increase profitability on a quarterly or annual basis.

Our operating results have been and likely will continue to fluctuate, and we believe that period-to-period comparisons of our operating
results are not a good indication of our future performance.

Our operating results and, in particular, our ability to generate additional revenues are dependent on many factors, including:

our ability to establish new collaborations and technology licenses, and the timing of such arrangements;

the success rate of our discovery and development efforts leading to opportunities for new collaborations and licenses, as well as milestone
payments and royalties;

the timing and willingness of our collaborators to commercialize pharmaceutical products that would result in milestone payments and
royalties; and

general and industry-specific economic conditions, which may affect our and our collaborators research and development expenditures.
Because of these and other factors, including the risks and uncertainties described in this section, our operating results have fluctuated in the past
and are likely to do so in the future. Due to the likelihood of fluctuations in our revenues and expenses, we believe that period-to-period
comparisons of our operating results are not a good indication of our future performance.

The concurrent notes offering will result in substantial indebtedness that may limit cash flow available to invest in the ongoing needs of our
business.

Assuming the consummation of the concurrent notes offering, we will have a significant amount of indebtedness. We will incur $80.0 million of
additional indebtedness if and when we sell the notes in the concurrent notes offering, or $95.0 million of additional indebtedness if the initial
purchasers in that offering exercise in full their over-allotment option. We could in the future incur additional indebtedness beyond such
amounts. We will not be restricted under the terms of the indenture governing the notes offered in the concurrent notes offering from incurring
additional debt. Our substantial debt combined with our other financial obligations and contractual commitments could have significant adverse
consequences, including:

requiring us to dedicate a substantial portion of cash flow from operations to the payment of interest on, and principal of, our debt, which will
reduce the amounts available to fund working capital, capital expenditures, product development efforts and other general corporate purposes;

increasing our vulnerability to adverse changes in general economic, industry and market conditions;

obligating us to restrictive covenants that may reduce our ability to take certain corporate actions or obtain further debt or equity financing;

limiting our flexibility in planning for, or reacting to, changes in our business and the industry in which we compete; and

placing us at a competitive disadvantage compared to our competitors that have less debt or better debt servicing options.
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be unable to arrange for additional financing to pay the amounts due under our existing debt. Funds from external sources may not be available
on acceptable terms, if at all. In addition, a failure to comply with the covenants under our existing debt instruments could result in an event of
default under those instruments. In the event of an acceleration of amounts due under our debt instruments as a result of an event of default,
including upon the occurrence of an event that would reasonably be expected to have a material adverse effect on our business, operations,
properties, assets or condition or a failure to pay any amount due, we may not have sufficient funds or may be unable to arrange for additional
financing to repay our indebtedness or to make any accelerated payments, and the lenders could seek to enforce security interests in the
collateral securing such indebtedness. In addition, the covenants under our existing debt instruments and the pledge of our assets as collateral
limit our ability to obtain additional debt financing.

We may not have the ability to raise the funds necessary to repurchase the notes sold in the concurrent notes offering upon a fundamental
change, and our future debt may contain limitations on our ability to repurchase the notes.

Holders of any notes we sell in the concurrent notes offering will have the right to require us to repurchase their notes upon the occurrence of a
fundamental change at a repurchase price equal to 100% of their principal amount, plus accrued and unpaid interest, if any. However, we may
not have enough available cash or be able to obtain financing at the time we are required to make repurchases of notes surrendered therefor. In
addition, our ability to repurchase the notes may be limited by law, by regulatory authority or by agreements governing our future indebtedness.
Our failure to repurchase notes at a time when the repurchase is required by the indenture pursuant to which the concurrent notes will be issued
would constitute a default under the indenture. A default under the indenture or the fundamental change itself could also lead to a default under
agreements governing our future indebtedness. If the repayment of the related indebtedness were to be accelerated after any applicable notice or
grace periods, we may not have sufficient funds to repay the indebtedness and repurchase the notes.

Risks related to development of our drug candidates
We have not proven our ability to successfully develop and commercialize our drug candidates.

Our success will depend upon our ability, on our own or through collaborations, to successfully develop and select an appropriate
commercialization strategy for our drug candidates. We have not proven our ability to develop or commercialize drug candidates based on our
drug target discoveries, and we do not know that any pharmaceutical products based on our drug target discoveries can be successfully
developed or commercialized. Our strategy was historically focused principally on the discovery and development of drug candidates for targets
that have not been clinically validated in humans by drugs or drug candidates generated by others. As a result, our drug candidates are subject to
uncertainties as to the effects of modulating the human drug target as well as to those relating to the characteristics and activity of the particular
compound.

Clinical testing of our drug candidates in humans is an inherently risky and time-consuming process that may fail to demonstrate safety and
efficacy, which could result in the delay, limitation or prevention of regulatory approval.

In order to obtain regulatory approvals for the commercial sale of any products that we may develop, we will be required to complete extensive
clinical trials in humans to demonstrate the safety and efficacy of our drug candidates. We or our collaborators may not be able to obtain
authority from the FDA, or other equivalent foreign regulatory agencies to initiate or complete any clinical trials. In addition, we have limited
internal resources for making regulatory filings and interacting with regulatory authorities.
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Clinical trials are inherently risky and the results from nonclinical testing of a drug candidate that is under development may not be predictive of
results that will be obtained in human clinical trials. In addition, the results of early human clinical trials may not be predictive of results that
will be obtained in larger-scale, advanced stage clinical trials. A number of companies in the pharmaceutical industry have suffered significant
setbacks in advanced clinical trials, even after achieving positive results in earlier trials. Although the results of our Phase 2 proof-of-concept
study of sotagliflozin in type 1 diabetes patients were positive, we cannot assure you that the planned Phase 3 clinical trials of sotagliflozin will
achieve positive results. A number of factors could contribute to a lack of positive results in such Phase 3 clinical trials, including a primary
endpoint in such planned Phase 3 clinical trials, which has not previously been utilized for such purpose. Negative or inconclusive results from a
nonclinical study or a clinical trial could cause us, one of our collaborators or the FDA to terminate a nonclinical study or clinical trial or require
that we repeat or modify it. For example, concurrently with our planned Phase 3 clinical trials in our type 1 diabetes program, we plan to conduct
a dose-ranging study of sotagliflozin in patients with type 1 diabetes as required by the FDA. If the results of the dose-ranging study are
inconsistent with the design of our Phase 3 trials of sotaglifozin, such as suggesting that there is an effective dose of sotagliflozin in patients with
type 1 diabetes lower than the doses we are studying in our Phase 3 clinical trials of sotagliflozin, we may be required to modify those Phase 3
clinical trials which could significantly delay the completion of the trials. Furthermore, we, one of our collaborators or a regulatory agency with
jurisdiction over the trials may suspend clinical trials at any time if the subjects or patients participating in such trials are being exposed to
unacceptable health risks or for other reasons.

Any nonclinical or clinical test may fail to produce results satisfactory to the FDA or foreign regulatory authorities. Nonclinical and clinical data
can be interpreted in different ways, which could delay, limit or prevent regulatory approval. For example, the FDA suggested we study
sotaglifozin in both type 1 and type 2 diabetes concurrently rather than only in type 1 diabetes. This could influence the way in which the FDA
interprets the results of our trials of sotaglifozin. The FDA or institutional review boards at the medical institutions and healthcare facilities
where we sponsor clinical trials may suspend any trial indefinitely if they find deficiencies in the conduct of these trials. Clinical trials must be
conducted in accordance with the FDA s current Good Clinical Practices. The FDA and these institutional review boards have authority to
oversee our clinical trials, and the FDA may require large numbers of subjects or patients. In addition, we must manufacture, or contract for the
manufacture of, the drug candidates that we use in our clinical trials under the FDA s current Good Manufacturing Practices.

The rate of completion of clinical trials is dependent, in part, upon the rate of enrollment of patients. Patient accrual is a function of many
factors, including the size of the patient population, the proximity of patients to clinical sites, the eligibility criteria for the study, the nature of
the study, the existence of competitive clinical trials and the availability of alternative treatments. Delays in planned patient enrollment may
result in increased costs and prolonged clinical development, which in turn could allow our competitors to bring products to market before we do
and impair our ability to commercialize our products or potential products.

We or our collaborators may not be able to successfully complete any clinical trial of a potential product within any specified time period. In
some cases, we or our collaborators may not be able to complete the trial at all. Moreover, clinical trials may not show our potential products to
be both safe and effective. Thus, the FDA and other regulatory authorities may not approve any products that we develop for any indication or
may limit the approved indications or impose other conditions.

Risks related to regulatory approval of our drug candidates

Our drug candidates are subject to a lengthy and uncertain regulatory process that may not result in the necessary regulatory approvals,
which could adversely affect our ability to commercialize products.
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Our drug candidates, including telotristat etiprate and sotagliflozin, as well as the activities associated with their research, development and
commercialization, are subject to extensive regulation by the FDA and other regulatory agencies in the United States and by comparable
authorities in other countries. Failure to obtain regulatory approval for a drug candidate would prevent us from commercializing that drug
candidate. We have not received regulatory approval to market any of our drug candidates in any jurisdiction and have only limited experience
in preparing and filing the applications necessary to gain regulatory approvals. The process of obtaining regulatory approvals is expensive, and
often takes many years, if approval is obtained at all, and can vary substantially based upon the type, complexity and novelty of the drug
candidates involved. Before a new drug application can be filed with the FDA, the drug candidate must undergo extensive clinical trials, which
can take many years and may require substantial expenditures. Any clinical trial may fail to produce results satisfactory to the FDA. For
example, the FDA could determine that the design of a clinical trial is inadequate to produce reliable results. Furthermore, prior to approving a
new drug, the FDA typically requires that the efficacy of the drug be demonstrated in two double-blind, controlled studies. In light of the unmet
medical need in carcinoid syndrome, the results of our Phase 2 clinical trials of telotristat etiprate and our interactions with the FDA regarding
those results, we believe a single Phase 3 clinical trial of telotristat etiprate will be sufficient. However, the FDA has indicated that the trial must
demonstrate statistically robust evidence of important clinical benefit and an acceptable safety profile in order to warrant consideration for
marketing approval. If the FDA determines that our Phase 3 results do not have statistically robust results or clinically meaningful benefit, or if
the FDA requires us to conduct additional Phase 3 clinical trials of telotristat etiprate prior to seeking marketing approval, we will incur
significant additional development costs and commercialization of telotristat etiprate may be prevented or delayed. The regulatory process also
requires nonclinical testing, and data obtained from nonclinical and clinical activities are susceptible to varying interpretations, which could
delay, limit or prevent regulatory approval. For example, we will need to complete certain nonclinical studies on a pre-approval basis in
connection with our diabetes program, including carcinogencity and toxicology. In our carcinoid syndrome program, we will need to conduct
carcinogenicity studies on a post-approval basis and drug interaction studies on a pre-approval basis. Negative results in any of these nonclinical
studies could delay or prevent approval of our product candidates. In addition, delays or rejections may be encountered based upon changes in
regulatory policy for product approval during the period of product development and regulatory agency review. Changes in regulatory approval
policy, regulations or statutes or the process for regulatory review during the development or approval periods of our drug candidates may cause
delays in the approval or rejection of an application. For example, the FDA may expand to Phase 3 programs for type 1 diabetes its current
requirement that Phase 3 programs for type 2 diabetes include studies designed to measure cardiovascular outcomes. The FDA has asked that we
submit a cardiovascular risk assesment of sotagliflozin. If the risk assesment suggests a higher than acceptable cardiovascular risk or if the FDA
requests that we submit cardiovascular outcome data for sotagliflozin, it could significantly delay or prevent approval. Even if the FDA or a
comparable authority in another country approves a drug candidate, the approval may impose significant restrictions on the indicated uses,
conditions for use, labeling, advertising, promotion, marketing and/or production of such product and may impose ongoing requirements for
post-approval studies, including additional research and development and clinical trials. These agencies also may impose various civil or
criminal sanctions for failure to comply with regulatory requirements, including withdrawal of product approval.

If our potential products receive regulatory approval, we or our collaborators will remain subject to extensive and rigorous ongoing
regulation.

If we or our collaborators obtain initial regulatory approvals from the FDA or foreign regulatory authorities for any products that we may
develop, we or our collaborators will be subject to extensive and rigorous ongoing domestic and foreign government regulation of, among other
things, the research, development, testing, manufacture, labeling, promotion, advertising, distribution and marketing of our products and drug
candidates. The failure to comply with these requirements or the identification of safety problems during commercial marketing could lead
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to the need for product marketing restrictions, product withdrawal or recall or other voluntary or regulatory action, which could delay further
marketing until the product is brought into compliance. The failure to comply with these requirements may also subject us or our collaborators to
stringent penalties.

Risks related to commercialization of products

The commercial success of any products that we may develop will depend upon the degree of market acceptance of our products among
physicians, patients, health care payors, private health insurers and the medical community.

Even if approved by the relevant regulatory authority, our ability to commercialize any products that we may develop will be highly dependent
upon the extent to which these products gain market acceptance among physicians, patients, health care payors, such as Medicare and Medicaid,
private health insurers, including managed care organizations and group purchasing organizations, and the medical community. If these products
do not achieve an adequate level of acceptance, we may not generate adequate product revenues, if at all, and we may not become profitable.
The degree of market acceptance of our drug candidates, if approved for commercial sale, will depend upon a number of factors, including:

the effectiveness, or perceiv