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b ANNUAL REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES
EXCHANGE ACT OF 1934
For the Fiscal Year Ended December 31, 2005
OR
0 TRANSITION REPORT PURSUANT TO SECTION 13 OR 15(d) OF THE SECURITIES
EXCHANGE ACT OF 1934
For the transition period from to

Commission File No. 0-20720
LIGAND PHARMACEUTICALS INCORPORATED
(Exact name of registrant as specified in its charter)

Delaware 77-0160744
(State or other jurisdiction of (IRS Employer
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10275 Science Center Drive 92121-1117
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Securities registered pursuant to Section 12(b) of the Act:
None
Securities registered pursuant to Section 12(g) of the Act:
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Preferred Share Purchase Rights
(Title of Class)
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Indicate by check mark if the registrant is not required to file reports pursuant to Section 13 of Section 15(d) of the
Securities Exchange Act of 1934. Yes o No p

Indicate by check mark whether the registrant: (1) has filed all reports required to be filed by Section 13 or 15(d) of
the Securities Exchange Act of 1934 during the preceding 12 months (or for such shorter period that the registrant was
required to file such reports), and (2) has been subject to such filing requirements for the past 90 days. Yes p No o

Indicate by check mark if disclosure of delinquent filers pursuant to Item 405 of Regulation S-K is not contained
herein, and will not be contained, to the best of registrant s knowledge, in definitive proxy or information statements
incorporated by reference in Part III of this Form 10-K or any amendment to this Form 10-K. p

Indicate by check mark whether the registrant is a large accelerated filer, an accelerated filer, or a non-accelerated
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pursuant to Section 13(a) or 15(d) of the Securities Exchange Act of 1934. The public may read or copy any materials
we file with the SEC at the SEC s Public Reference Room at 100 F Street, NE, Washington, DC 20549. The public
may obtain information on the operation of the Public Reference Room by calling the SEC at 1-800-SEC-0330. The

SEC maintains an Internet site that contains reports, proxy and information statements, and other information
regarding issuers that file electronically with the SEC. The address of that site is <http://www.sec.gov>.
You may obtain a free copy of our annual reports on Form 10-K, quarterly reports on Form 10-Q and current

reports on Form 8-K and amendments to those reports which are posted as soon as reasonably practicable after filing
on our website at <http://www.ligand.com>, by contacting the Investor Relations Department at our corporate offices

by calling (858) 550-7500 or by sending an e-mail message to investors@ligand.com. You may also request
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Panretin® gel (alitretinoin) 0.1%

AVINZA®

CTCL
HIV

HT

KS
NHL
NSCLC
CLL
GVHD
SCIENTIFIC TERMS
AR

ER

GR

IR

Table of Contents

Glossary
PRODUCTS AND INDICATIONS

Approved in February 1999 for sale in the U.S. for the treatment of patients with
persistent or recurrent cutaneous T-cell lymphoma whose malignant cells express
the CD25 component of the Interleukin-2 receptor.

Approved in December 1999 for sale in the U.S. and in March 2001 for sale in
Europe for the treatment of cutaneous manifestations of cutaneous T-cell
lymphoma in patients who are refractory to at least one prior systemic therapy.
Approved in June 2000 for sale in the U.S. for the topical treatment of cutaneous
lesions in patients with cutaneous T-cell lymphoma (Stage 1A and 1B) who have
refractory or persistent disease after other therapies or who have not tolerated other
therapies.

Approved in February 1999 for sale in the U.S. and in October 2000 for sale in
Europe for the topical treatment of cutaneous lesions of patients with AIDS-related
Kaposi s sarcoma.

Approved in March 2002 for sale in the U.S. for the once-daily treatment of
moderate-to-severe pain in patients who require continuous, around-the-clock
opioid therapy for an extended period of time.

Cutaneous T-cell lymphoma

Human immunodeficiency virus

Hormone therapy

Kaposi s sarcoma

Non-Hodgkin s lymphoma

Non-small cell lung cancer

Chronic lymphocytic leukemia

Graft-versus-host disease

Androgen Receptor
Estrogen Receptor
Glucocorticoid Receptor

Intracellular Receptor
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JAK

MR

PPAR

PR

RAR

RR

RXR

SARM

SERM

SGRM

STAT

REGULATORY TERMS

CPMP

EC

EMEA

FDA

IND

MA

MAA

NDA

Janus Kinase family of tyrosine protein kinases
Mineralocorticoid Receptor

Peroxisome Proliferation Activated Receptor
Progesterone Receptor

Retinoic Acid Receptor

Retinoid Responsive Intracellular Receptor
Retinoid X Receptor

Selective Androgen Receptor Modulator
Selective Estrogen Receptor Modulator
Selective Glucocorticoid Receptor Modulator

Signal Transducer and Activator of Transcription

Committee for Proprietary Medicinal Products (Europe)
European Commission

European Agency for the Evaluation of Medicinal Products
United States Food and Drug Administration
Investigational New Drug Application (United States)
Marketing Authorization (Europe)

Marketing Authorization Application (Europe)

New Drug Application (United States)
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PART I
Item 1. Business

Caution: This discussion and analysis may contain predictions, estimates and other forward-looking statements
that involve a number of risks and uncertainties, including those discussed in Item 1A. Risks and Uncertainties.

This outlook represents our current judgment on the future direction of our business. These statements include those
related to our products, product sales and other revenue, expenses, our revenue recognition models and policies, our
2005 restatement, material weaknesses or deficiencies in internal control over financial reporting, revenue
recognition, the potential relisting of the Company s securities on NASDAQ, and our evaluation of strategic
alternatives. Actual events or results may differ materially from Ligand s expectations. For example, there can be no
assurance that our product sales efforts, recognized revenues or expenses will meet any expectations or follow any
trend(s), that our internal control over financial reporting will be effective or produce reliable financial information
on a timely basis, that we will be relisted on the NASDAQ on any given timeframe or at all, or that our strategic
evaluation process will be successful or yield preferred results. We cannot assure you that the Company will be able
to successfully remediate any identified material weakness or significant deficiencies, or that the sell-through revenue
recognition models will not require adjustment and not result in a subsequent restatement. In addition, the

Company s ongoing or future litigation (including private securities litigation and the SEC investigation) may have
an adverse effect on the Company, and our corporate or partner pipeline products may not gain approval or success
in the market. Such risks and uncertainties, and others, could cause actual results to differ materially from any future
performance suggested. We undertake no obligation to release publicly the results of any revisions to these
forward-looking statements to reflect events or circumstances arising after the date of this annual report. This caution
is made under the safe harbor provisions of Section 21E of the Securities Exchange Act of 1934 as amended.

Our trademarks, trade names and service marks referenced in this annual report include Ligand, ONTAK, Panretin,
Targretin, and AVINZA. Each other trademark, trade name or service mark appearing in this annual report belongs to
its owner.

References to Ligand Pharmaceuticals Incorporated ( Ligand ,the Company , we or our )include our wholly owne
subsidiaries Ligand Pharmaceuticals (Canada) Incorporated; Ligand Pharmaceuticals International, Inc.; Seragen, Inc.
( Seragen ); and Nexus Equity VI LLC ( Nexus ).

We were incorporated in Delaware in 1987. Our principal executive offices are located at 10275 Science Center
Drive, San Diego, California, 92121. Our telephone number is (858) 550-7500.

Overview

Our goal is to build a profitable pharmaceutical company that discovers, develops and markets new drugs that
address critical unmet medical needs in the areas of cancer, men s and women s health, skin diseases, osteoporosis, and
metabolic, cardiovascular and inflammatory diseases. We strive to develop drugs that are more effective and/or safer
than existing therapies, that are more convenient (taken orally or topically administered) and that are cost effective.
We plan to build a profitable pharmaceutical company by generating income from the specialty pharmaceutical
products we develop and market, and from research, milestone and royalty revenues resulting from our collaborations
with large pharmaceutical partners, which develop and market products in large markets that are beyond our strategic
focus or resources.

We currently market four oncology products in the United States: Panretin gel, ONTAK and Targretin capsules,
each of which was approved by the FDA in 1999; and Targretin gel, which was approved by the FDA in 2000. Our
fifth product, AVINZA, is a treatment for chronic, moderate-to-severe pain that was approved by the FDA in
March 2002. In Europe, the EC granted an MA for Panretin gel in October 2000 and an MA for Targretin capsules in
March 2001. We also continue efforts to acquire or in-license other products, like ONTAK and AVINZA, which have
near-term prospects of FDA approval and which can be marketed by our specialty sales forces. We are developing
additional products through our internal development programs and currently have various products in clinical
development, including marketed products that we are testing for larger market indications such as NSCLC, CLL,
NHL and hand dermatitis.

3
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We have formed research and development collaborations with numerous global pharmaceutical companies,
including Abbott Laboratories, Allergan, Inc., Bristol-Myers Squibb, Eli Lilly & Company, GlaxoSmithKline,
Organon (Akzo Nobel), Parke-Davis, Pfizer Inc., TAP Pharmaceutical Products, Inc. (TAP), and Wyeth. As of
December 31, 2005, our corporate partners had 13 Ligand products in human development and numerous compounds
on an IND track or in preclinical and research stages. These corporate partner products are being studied for the
treatment of large market indications such as osteoporosis, diabetes, contraception and cardiovascular disease. One of
these partner products, lasofoxifene, is being developed by Pfizer for osteoporosis and other indications. Pfizer filed
an NDA with the FDA in August 2004 for the use of lasofoxifene in the prevention of osteoporosis and then filed a
supplemental NDA in December 2004 for the use of lasofoxifene in the treatment of vaginal atrophy. Three of these
partner products are in pivotal Phase III clinical trials: bazedoxifene, which is being developed by Wyeth as
monotherapy for osteoporosis and in combination with Wyeth s PREMARIN for osteoporosis prevention, and
vasomotor symptoms of menopause. A third partner product, eltrombopag (SB47115), being developed by Glaxo
SmithKline for thrombocytopenia, recently advanced to Phase III in February 2006. A fourth partner product,
LY519818, is being developed by Eli Lilly & Company for the treatment of type 2 diabetes. Lilly has announced
plans to advance this product into Phase III registration studies after completion of two-year carcinogenicity studies
and appropriate consultation with the FDA. Another Lilly product, LY674 has recently advanced into Phase II
development for atherosclerosis and LY929 is in Phase I development for type 2 diabetes. An additional partner
product being developed by GlaxoSmithKline is in Phase II: GSK516 for cardiovascular disease and dislipidemia.
Other partner products in Phase II include pipendoxifene (formerly ERA-923) being developed by Wyeth for breast
cancer and NSP-989 for contraception and NSP-989 combo for contraception in Phase I. In June 2005,
GlaxoSmithKline commenced Phase I studies of SB-449448, a second product for thrombocytopenia and in
April 2005, TAP commenced Phase I studies for LGD 2941 for the treatment of osteoporosis and frailty. Additionally,
in September 2005 and February 2006, respectively, Pfizer announced the receipt of non-approvable letters from the
FDA for the prevention of osteoporosis and vaginal atrophy. However, lasofoxifene continues in Phase III clinical
trials by Pfizer for the treatment of osteoporosis.

Internal and collaborative research and development programs are built around our proprietary science technology,
which is based on our leadership position in gene transcription technology. Panretin gel, Targretin capsules, and
Targretin gel as well as our corporate partner products currently on human development track are modulators of gene
transcription, working through key cellular or intracellular receptor targets discovered using our IR technology.

On January 17, 2006, we signed an agreement with Organon that terminates the AVINZA co-promotion agreement
between the two companies and returns AVINZA rights to Ligand. The effective date of the termination agreement is
January 1, 2006, however the parties have agreed to continue to cooperate during a transition period ending
September 30, 2006 to promote the product. The transition period co-operation includes a minimum number of
product sales calls per quarter (100,000 for Organon and 30,000 for Ligand with an aggregate of 375,000 and 90,000
respectively for the transition period) as well as the transition of ongoing promotions, managed care contracts, clinical
trials and key opinion leader relationships to Ligand. During the transition period, Ligand will pay Organon an amount
equal to 23% of AVINZA net sales as reported by Ligand. Ligand will also pay and be responsible for the design and
execution of all clinical, advertising and promotion expenses and activities. Additionally, in consideration of the early
termination and return of rights under the terms of the agreement, Ligand will unconditionally pay Organon $37.75
million on or before October 15, 2006. Ligand will further pay Organon $10.0 million on or before January 15, 2007,
provided that Organon has made its minimum required level of sales calls. Under certain conditions, including change
of control, the cash payments will accelerate. In addition, after the termination, Ligand will make quarterly royalty
payments to Organon equal to 6.5% of AVINZA net sales through December 31, 2012 and thereafter 6% through
patent expiration, currently anticipated to be November of 2017. See ~ Business Strategy Ligand Marketed Products
AVINZA Co-Promotion Agreement with Organon.

Business Strategy

Our goal is to become a profitable pharmaceutical research, development and marketing company that generates
significant cash flow. Building primarily on our proprietary IR technology, our strategy is to generate cash flow
primarily from the sale of specialty pharmaceutical products we develop, acquire or in-license, and from research,

Table of Contents 9
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Building a Specialty Pharmaceutical Franchise.

Our strategy with respect to specialty pharmaceutical products is to develop a product pipeline based on our IR
technologies and acquired and in-licensed products, and to market these products initially with a specialized sales
force in the U.S. and through marketing partners in selected international markets. Our execution of this strategy to
date has been implemented in the U.S., Europe and Latin America. We expect to address additional global markets
when and where practicable. Ligand s current international distribution partners are Zeneus (principally in Western and
Eastern Europe), Ferrer (in Spain, Portugal, Greece, Central and South America) and Sigma Tau (in Italy). In
October 2005, the Italian distribution rights were transferred from Alfa Wasserman to Sigma Tau. In December 2005,
Cephalon Inc., announced that it had acquired the outstanding share capital of Zeneus, which will operate as a wholly
owned subsidiary of Cephalon.

Focusing initially on niche pharmaceutical and dermatology indications with the possibility of expedited regulatory
approval has allowed us to bring products to market quickly. This strategy also has allowed us to spread the cost of
our sales and marketing infrastructure across multiple products. Our goal is to expand the markets for our products
through approvals in additional indications and in international markets. To further leverage our sales forces, we
intend to acquire selectively or license-in complementary technology and/or products currently being marketed or in
advanced stages of development.

Building a Collaborative-Based Business in Large Product Markets.

Our strategy in our collaborative research and development business is to share the risks and benefits of
discovering and developing drugs to treat diseases that are beyond our strategic focus or resources. These diseases
typically affect large populations often treated by primary care physicians. Drugs to treat these diseases may be more
costly to develop and/or market effectively with a small specialty sales force. On the other hand, drugs approved for
these indications may have large market potential ~often in excess of $1 billion annually in global sales.

We have entered into a number of collaborative arrangements with global pharmaceutical companies focusing on a
broad range of disease targets. The table below lists those of our corporate partners which have one or more
compounds identified in our collaborative research efforts moving through clinical development.

Initiation of
Corporate Collaborator Collaboration Focus
Pfizer Inc. May 1991 Osteoporosis, vaginal atrophy, breast
cancer prevention

GlaxoSmithKline (Glaxo Wellcome plc) September 1992 Cardiovascular diseases

Wyeth September 1994 Women s health, oncology
GlaxoSmithKline (SmithKline Beecham) February 1995 Blood disorders

Eli Lilly & Company November 1997 Type II diabetes, metabolic and

cardiovascular diseases

TAP Pharmaceutical Products, Inc. June 2001 Men s and women s health, osteoporosis
In addition to the collaborations listed above, we have also entered into collaborations with Allergan, Inc. (in
June 1992 focused on skin disorders), Abbott Laboratories (in July 1994 focused on inflammatory diseases) and
Organon (in February 2000 in women s health). Allergan, Abbott and Organon retain the right to move compounds
identified during our collaborative research activities forward into clinical development, although we believe none
5
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of them is currently doing so. Two other collaborative partners, Parke-Davis and Bristol-Myers Squibb, no longer
have rights to move compounds forward into clinical development.

Our collaborative programs focus on discovering drugs for cardiovascular, inflammatory, metabolic and other
diseases, as well as broad applications for women s and men s health. We believe that our collaborators have the
resources, including clinical and regulatory experience, manufacturing capabilities and marketing infrastructure,
needed to develop and commercialize drugs for these large markets. The arrangements generally provide for
collaborative discovery programs funded largely by the corporate partners aimed at discovering new therapies for
diseases treated by primary care physicians. In general, drugs resulting from these collaborations will be developed,
manufactured and marketed by the corporate partners. Our collaborative agreements provide for us to receive:
research revenue during the drug discovery stage; milestone revenue for compounds successfully moving through
clinical development and regulatory submission and approval; and royalty revenue from the sale of approved drugs
developed through collaborative efforts. In some instances, we have sold a portion of our rights to future royalties to
Royalty Pharma AG. See - Royalty Pharma Agreement.

Ligand Marketed Products
U.S. Specialty Pharmaceutical Franchise. We currently market five pharmaceutical products in the U.S.

Additional Indications

Marketed Product Approved Indication European Status Studied or in Development
AVINZA Chronic, moderate-to-severe N/A None
pain
ONTAK CTCL MAA withdrawn CLL, B-cell NHL, other T-cell
(ONZAR) lymphomas, NSCLC
Targretin capsules CTCL MA issued NSCLC, renal cell cancer, breast,

prostate/colon cancer and other
solid tumors

Targretin gel CTCL MAA withdrawn Hand dermatitis, psoriasis

Panretin gel KS MA issued None

AVINZA. AVINZA was approved by the FDA in March 2002 for the once-daily treatment of moderate-to-severe
pain in patients who require continuous, around-the-clock opioid therapy for an extended period of time. We launched
the product in the second quarter of 2002. AVINZA consists of two components: an immediate-release component
that rapidly achieves morphine concentrations in plasma, and an extended-release component that maintains plasma
concentrations throughout a 24-hour dosing interval. This unique drug delivery technology makes AVINZA the first
true once-daily sustained release opioid. AVINZA was developed by Elan, which licensed the U.S. and Canadian
rights to us in 1998. The U.S. sustained-release opioid market grew to approximately $4.1 billion in 2004, the largest
initial market we have entered. Because tens of thousands of U.S. physicians prescribe sustained-release opioids, our
goal was to co-promote the product with another company to maximize its potential. Early in 2003, we finalized a
co-promotion agreement with Organon, which was terminated effective January 1, 2006. However, the parties have
agreed to continue to cooperate during a transition period ending September 30, 2006 to promote the product. The
details of the termination agreement are discussed below under the caption AVINZA Co-Promotion Agreement with
Organon .

CTCL Market. CTCL is a type of NHL that appears initially in the skin, but over time may involve other organs.
CTCL is a cancer of T-lymphocytes, white blood cells that play a central role in the body s immune system. The
disease can be extremely disfiguring and debilitating. Median survival for late-stage patients is less than three years.
The prognosis for CTCL is based in part on the stage of the disease when diagnosed. CTCL is most commonly a
slowly progressing cancer, and many patients live with the complications of CTCL for 10 or more years after

Table of Contents 12



Edgar Filing: LIGAND PHARMACEUTICALS INC - Form 10-K

diagnosis. However, some patients have a much more aggressive form of this disease. CTCL affects an estimated
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Targretin gel currently approved in the U.S. for the treatment of CTCL, our strategy is to have multiple products
available for treating this disease.

ONTAK. ONTAK was approved by the FDA and launched in the U.S. in February 1999 as our first product for the
treatment of patients with CTCL. ONTAK was the first treatment to be approved for CTCL in nearly 10 years.
ONTAK has been studied or is currently in Phase II clinical trials for the treatment of patients with CLL, B-cell NHL,
other T-cell lymphomas, NSCLC, and GVHD. Results from several of these studies were reported in 2002, 2003 and
2004. Ligand s top priorities for additional ONTAK development are B-cell NHL and T-cell NHL. We began a Phase
IT CLL study in 2003 which is still continuing as are Phase II studies in NHL. Clinical trials using ONTAK for the
treatment of patients with psoriasis and rheumatoid arthritis also have been conducted, and further trials are being
considered. These indications provide significantly larger market opportunities than CTCL. A European MAA for
CTCL was filed in December 2001, which we withdrew in April 2003. It was our assessment that the cost of the
additional clinical and technical information requested by the European Agency for the EMEA would be better spent
on the acceleration of the second generation ONTAK formulation development. We expect to resubmit the ONZAR
(the tradename for ONTAK in the EU) application with the second generation product in 2007.

Targretin capsules. We launched U.S. sales and marketing of Targretin capsules in January 2000 following receipt
of FDA approval in December 1999. Targretin capsules offer the convenience of a daily oral dose administered by the
patient at home. In March 2001, the EC granted marketing authorization for Targretin capsules in Europe for the
treatment of patients with CTCL, and our network of distributors began marketing the drug in the fourth quarter of
2001 in Europe. We are developing Targretin capsules in a variety of larger market opportunities, including NSCLC
and other solid tumors. In March 2005, we announced that the final data analysis for Targretin capsules in NSCLC
showed that the trials did not meet their primary endpoints of improved overall survival and projected two-year
survival. We are continuing to analyze the data and apply it to the continued development of Targretin in NSCLC. The
details of the final data analysis for Targretin capsules in NSCLC are discussed below under Ligand Product
Development Programs Targretin Capsules Development Program .

Targretin gel. We launched U.S. sales and marketing of Targretin gel in September 2000 following receipt of FDA
approval in June 2000. Targretin gel offers patients with refractory, early stage CTCL a novel, non-invasive,
self-administered treatment topically applied only to the affected areas of the skin. Targretin gel is currently in clinical
development for hand dermatitis. In 2002 and early 2003, we reported positive Phase I/II data that showed nearly 40%
of patients with chronic, severe hand dermatitis improved by 90% or more after being treated with Targretin gel
monotherapy and nearly 80% responded with greater than 50% improvement. Based on these promising results, we
intend to design and implement Phase II/III registration trials in hand dermatitis. We filed an MAA in Europe for
CTCL in March of 2001, but withdrew it in 2002. Due to the small size of the European early stage CTCL market and
the limited revenue potential of Targretin gel, we believed that the additional comparative clinical studies requested by
the EMEA were not economically justified.

Panretin gel. Panretin gel was approved by the FDA and launched in February 1999 as the first FDA-approved
patient-applied topical treatment for AIDS-related KS. Panretin gel represents a non-invasive option to the traditional
management of this disease. Most approved therapies require the time and expense of periodic visits to a healthcare
facility, where treatment is administered by a doctor or nurse. Panretin gel was approved in Europe for the treatment
of patients with KS in October 2000, and was launched through our distributor network in the fourth quarter of 2001
in Europe.

AVINZA Co-Promotion Agreement with Organon. In February 2003, we entered into an agreement for the
co-promotion of AVINZA with Organon Pharmaceuticals USA Inc. (Organon). Under the terms of the agreement,
Organon committed to specified minimum numbers of primary and secondary product calls delivered to high
prescribing physicians and hospitals beginning in March 2003 as well as additional sales calls as approved by the
companies joint steering committee in annual marketing plans.

On January 17, 2006, we signed an agreement with Organon that terminates the AVINZA co-promotion agreement
between the two companies and returns AVINZA rights to Ligand. The effective date of the termination agreement is
January 1, 2006, however the parties have agreed to continue to cooperate during a transition period ending
September 30, 2006 (the Transition Period ) to promote the product. The Transition Period co-operation
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includes a minimum number of product sales calls per quarter (100,000 for Organon and 30,000 for Ligand with an
aggregate of 375,000 and 90,000 respectively for the Transition Period) as well as the transition of ongoing
promotions, managed care contracts, clinical trials and key opinion leader relationships to Ligand. During the
Transition Period, Ligand will pay Organon an amount equal to 23% of AVINZA net sales as reported by Ligand.
Ligand will also pay and be responsible for the design and execution of all clinical, advertising and promotion
expenses and activities.

As previously disclosed, Organon and Ligand were in discussions regarding the calculation of prior co-promote
fees under the co-promotion agreement. In connection with the termination of the co-promotion agreement, the
companies resolved their disagreement concerning prior co-promote fees and Ligand paid Organon $14.75 million in
January 2006. Resolution of this matter resulted in no material adjustment to amounts previously recorded in 2005 for
co-promotion expense. The companies also agreed that Organon s compensation for the fourth quarter of 2005 would
be calculated based on Ligand s reported AVINZA net sales determined in accordance with U.S. GAAP.

Additionally, in consideration of the early termination and return of rights under the terms of the agreement,
Ligand will unconditionally pay Organon $37.75 million on or before October 15, 2006. Ligand will further pay
Organon $10.0 million on or before January 15, 2007, provided that Organon has made its minimum required level of
sales calls. Under certain conditions, including change of control, the cash payments will accelerate. In addition, after
the termination, Ligand will make quarterly royalty payments to Organon equal to 6.5% of AVINZA net sales through
December 31, 2012 and thereafter 6% through patent expiration, currently anticipated to be November of 2017.

The termination and return of rights transaction with Organon requires the analysis of several complex accounting
alternatives. Accordingly, we are still in the process of determining the appropriate accounting treatment for the
transaction in 2006 and going forward. Certain of these alternatives, however, could result in the recognition of
significant additional expense in our consolidated statement of operations for the first quarter of 2006. We expect to
complete our determination of the appropriate accounting by the time we file our first quarter 2006 Form 10-Q.
Ligand Product Development Programs

We are developing several proprietary products for which we have worldwide rights for a variety of cancers and
skin diseases, as summarized in the table below. This table is not intended to be a comprehensive list of our internal
research and development programs. Many of the indications being pursued may present larger market opportunities
for our currently marketed products. Our clinical development programs are primarily based on products discovered
through our IR technology, with the exception of ONTAK, which was developed using Seragen s fusion protein
technology, and AVINZA, which was developed by Elan. Five of the products in our proprietary product development
programs are retinoids, discovered and developed using our proprietary IR technology. Our research is based on our
IR technology. See Technology for a discussion of our IR technology and retinoids.

General Product Development Process. There are three phases in product development the research phase, the
preclinical phase and the clinical trials phase. See Government Regulation for a more complete description of the
regulatory process involved in developing drugs. At Ligand, activities during the research phase include research
related to specific IR targets and the identification of lead compounds. Lead compounds are chemicals that have been
identified to meet pre-selected criteria in cell culture models for activity and potency against IR targets. More
extensive evaluation is then undertaken to determine if the compound should enter preclinical development. Once a
lead compound is selected, chemical modification of the compound is undertaken to create an optimal drug candidate.

The preclinical phase includes pharmacology and toxicology testing in preclinical models (in vitro and in vivo),
formulation work and manufacturing scale-up to gather necessary data to comply with applicable regulations prior to
commencing human clinical trials. Development candidates are lead compounds that have successfully undergone in
vitro and in vivo evaluation to demonstrate that they have an acceptable profile that justifies taking them through
preclinical development with the intention of filing an IND and initiating human clinical testing.
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Clinical trials are typically conducted in three sequential phases that may overlap. In Phase I, the initial
introduction of the pharmaceutical into humans, the emphasis is on testing for adverse effects, dosage tolerance,
absorption, metabolism, distribution, excretion and clinical pharmacology. Phase II involves studies in a
representative patient population to determine the efficacy of the pharmaceutical for specific targeted indications, to
determine dosage tolerance and optimal dosage, and to identify related adverse side effects and safety risks. Once a
compound is found to be effective and to have an acceptable safety profile in Phase II studies, Phase III trials are
undertaken to evaluate clinical efficacy further and to test further for safety. Sometimes Phase I and II trials or Phase
IT and I trials are combined. In the U.S., the FDA reviews both clinical plans and results of trials, and may
discontinue trials at any time if there are significant safety concerns. Once a product has been approved, Phase IV
post-market clinical studies may be performed to support the marketing of the product.

Program Disease/Indication Development Phase
AVINZA Chronic, moderate-to-severe pain Marketed in U.S.
Phase IV

ONTAK CTCL Marketed in U.S., Phase IV
CLL Phase 11
Peripheral T-cell lymphoma Phase I1
B-cell NHL Phase 11
NSCLC third line Phase 11

Targretin capsules CTCL Marketed in U.S. and Europe
NSCLC first-line Phase III
NSCLC monotherapy Planned Phase II/111
NSCLC second/third line Planned Phase II/III
Advanced breast cancer Phase 11
Renal cell cancer Phase 11

Targretin gel CTCL Marketed in U.S.
Hand dermatitis (eczema) Planned Phase II/III
Psoriasis Phase 11

LGD4665 (Thrombopoietin oral ~ Thrombocytopenias, other TCPs IND Track

mimic)

LGD5552 (Glucocorticoid Inflammation, cancer IND Track

agonists)

Selective androgen receptor Male hypogonadism, female & male Pre-clinical

modulators, e.g., LGD3303 osteoporosis, male & female sexual

(agonist/antagonist) dysfunction, frailty. Prostate cancer, hirsutism,

acne, androgenetic alopecia.
AVINZA Development Programs
AVINZA (oral morphine sulfate extended-release capsules) is the first true once-a-day treatment for chronic
moderate-to-severe pain in patients who require continuous, around-the-clock opioid therapy for an extended period of
time. Approved by the FDA in March 2002, AVINZA consists of two components: an immediate-release component
that rapidly achieves morphine concentrations in plasma, and an extended-release component that maintains plasma
concentrations throughout a 24-hour dosing interval.
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In a poster presented at the American Pain Society (APS) annual meeting in March of 2005, AVINZA showed
better control of chronic pain and improved sleep in a large study comparing once-daily AVINZA (once-a-day
morphine sulfate extended-release capsules) to twice-daily OxyContin® (oxycodone hydrochloride controlled-release).
The results of the first phase of the study, with 265 evaluable patients (132 in the AVINZA arm and 133 in the
oxycodone CR arm) followed through two months, showed that at lower, mean morphine-equivalent doses, patients
receiving AVINZA once daily demonstrated statistically significant better around the clock pain control (evaluated
using the Brief Pain Inventory assessment instrument), statistically significant better quality of sleep (evaluated using
the Pittsburgh Sleep Quality Index assessment instrument), and a statistically significant reduction in the total number
of rescue medications. The final study results for all patients enrolled are expected to be
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published in 2006. The results from an additional four-month treatment phase to collect long-term comparator data are
to be reported at the APS meeting in 2006.

A second poster at the March 2005 APS meeting presented the initial results of a study evaluating AVINZA s
effects on various sleep measures for patients with chronic, moderate-to-severe osteoarthritis pain of the hip or knee
who self-report trouble sleeping. This was a 29-patient, placebo/baseline-controlled, single blind study using both
polysomnography and subjective sleep measurements to assess and better quantify sleep parameters. Preliminary
results demonstrated AVINZA s ability to provide improved quality and quantity of sleep as well as improved pain
control. Final results are expected to be reported in 2006.

A third study of AVINZA, involving 507 patients, extends the findings of previously published controlled studies.
The primary objective of this study was to measure the efficacy of once-daily AVINZA when used according to the
package insert in patients with chronic non-cancer pain. Patients were recruited by office-based physicians. They were
interviewed 4 times over a period of 3 months using questionnaires assessing pain, sleep, functional status, and rescue
medication use. Measures were collected at baseline and at Month 1, 2, and 3. Interviews were conducted by phone or
via the internet. The interim analysis, presented in a poster session at the College on Problems of Drug Dependence in
June of 2005, showed that for patients who continue to take AVINZA for 3 months, 88% report their pain to be better
compared to baseline and 88% rate AVINZA as effective or extremely effective. Full results are expected to be
reported in 2006.

ONTAK Development Programs

ONTAK is a fusion protein that represents the first of a new class of targeted cytotoxic biologic agents. Rights to
ONTAK were acquired from Eli Lilly in 1997 and in the acquisition of Seragen in 1998. ONTAK is marketed in the
U.S. for patients with CTCL, which affects approximately 16,000 people in the U.S. In addition to ongoing CTCL
trials, we have conducted, or are conducting clinical trials with ONTAK in patients with CLL, peripheral T-cell
lymphoma, B-cell NHL, NSCLC, and GVHD, indications that represent significantly larger market opportunities than
CTCL.

In early 1999, ONTAK entered Phase II trials for the treatment of patients with NHL. NHL affects approximately
300,000 people in the U.S. and Ligand estimates that more than 50,000 of these patients would be candidates for
ONTAK therapy. One multicenter study conducted by the Eastern Cooperative Oncology Group (ECOG) assessed
ONTAK in patients with certain types of low-grade B-cell NHL who have previously been treated with at least one
systemic anti-cancer treatment. The study results were presented at ASCO 2005 and showed the efficacy of ONTAK
in patients with small cell lymphocytic lymphoma. A second multicenter trial evaluated ONTAK in 54 patients with
relapsed/refractory low or intermediate grade lymphoma. The results of this study are being analyzed and are expected
to be presented in 2006.

Separately, a Phase II study of ONTAK in 45 patients with relapsed/refractory B-cell NHL was conducted by
researchers from the MD Anderson Cancer Center and published in 2004 in the Journal of Clinical Oncology. The
study enrolled late-stage, heavily pretreated patients (median of 4 prior treatments) and showed that 25% of the
patients achieved a complete or partial response and an additional 20% achieved stabilization of disease. Furthermore,
this study showed that ONTAK could be administered in patients with low blood platelet counts, a patient population
that cannot tolerate treatment with chemotherapy or radio-immunotherapy. On the basis of these favorable findings,
two Phase II studies of ONTAK in relapsed/refractory B-cell lymphoma were launched in 2004. One multicenter trial
conducted by Ligand is evaluating ONTAK on a weekly regimen in patients with poor blood platelet counts at entry
and another study conducted by investigators at MD Anderson Cancer Center is evaluating ONTAK plus Rituxan® (a
monoclonal antibody marketed for the treatment of relapsed low grade lymphoma) in patients who have failed prior
treatment with Rituxan. The interim results of the latter study were presented at ASH in 2005. Of the 39 patients
enrolled, 36 are evaluable for response. The overall response rate was 33.3% and another 19% had stable disease. All
of the responders but four had disease refractory to previous rituximab treatment. The objective response rate in the
subset of patients with relapsed/refractory follicular lymphoma was 64%. Based on these favorable results, Ligand
plans to launch two new studies of ONTAK plus rituximab in this patient population.
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Investigators at MD Anderson Cancer Center also conducted a Phase II study on ONTAK in relapsed/refractory
T-cell NHL. The final results of this study, which enrolled a total of 26 patients, were presented at ASH in 2005,
which showed an overall 50% response rate. Of the 13 patients whose tumors positively expressed the CD25
component of the IL-2 receptor, 61.5% showed a complete or positive response. The other 13 patients, which were not
positive for CD25, showed a response rate of 45%. We are also conducting a multicenter Phase II study of ONTAK
plus a chemotherapy regimen designated as CHOP as first line treatment of patients with T-cell NHL. Although the
CHOP chemotherapy regimen is considered as the standard of care for patients with T-cell NHL, about 50% of
patients fail to achieve a complete response and, of those who respond, over 50% relapse within 2 years. The trial is
designed to demonstrate whether the addition of ONTAK to CHOP will increase the response rate and the duration of
response. Interim results of the trial are expected in 2006. Additional studies are being planned to better define the role
of ONTAK in combination with chemotherapy in the treatment of newly diagnosed and relapsed T-cell NHL.

ONTAK is also being evaluated to treat CLL, which affects more than 60,000 people in the U.S. Researchers from
Wake Forest University conducted a multicenter Phase II study of ONTAK in patients with CD25-positive CLL who
have failed prior treatment with fludarabine. The results of this pilot study were published in the journal Clinical
Cancer Research in 2003 and showed that ONTAK reduced CLL in blood cells, lymph nodes and bone marrow. In the
study, nine of 10 patients who received at least three courses of ONTAK experienced reductions in peripheral CLL
cells, with three of these patients showing reductions of at least 99%. In addition, six of 10 patients showed reductions
in the diameter of their cancerous lymph nodes, with one patient showing an 80% reduction. One of 12 evaluable
patients showed a partial remission, with 80% node shrinkage and 100% clearance of CLL cells from bone marrow.
Based on these encouraging results, three multicenter Phase II studies were launched in 2003 to further evaluate the
role of ONTAK in patients with relapsed/refractory CLL. Preliminary results from one study of 16 patients conducted
by investigators from Wake Forest University were reported at ASH in 2004 , and showed there was a 27% response
rate among the 11 evaluable patients with fludarabine-refractory B-cell chronic lymphocytic leukemia. The
investigators concluded that ONTAK has activity in CLL with toxicities that can be managed with adequate
premedication and close monitoring. The final results of this study and another study conducted by the Hoosier
Oncology Group are expected to be published in 2006. The Company conducted a third trial which is nearing
completion.

Clinical trials with ONTAK have demonstrated benefits in patients with steroid-resistant acute graft-versus-host
disease (GVHD) after allogeneic bone marrow transplantation. One Phase I-II study conducted by investigators from
the Dana Farber Cancer Center in Boston enrolled 30 patients and the results were published in the journal Blood in
2004. The study established a dose of ONTAK that is safe in this patient population and showed that ONTAK resulted
in a 71% response rate. Another multicenter Phase I-1I study conducted by investigators from the Texas Transplant
Institute enrolled 21 patients and the results were published in the journal Biology of Blood and Marrow
Transplantation in 2005. The study confirmed that ONTAK can be safely administered in this patient population and
that ONTAK achieved a 47% response rate at Day 36 of treatment with an additional 31% of patients achieving a
response by Day 100. On the basis of these promising results, a randomized 4-arm study is being conducted by the
Bone Marrow Transplant Network with NCI funding to evaluate the efficacy and safety of ONTAK and three other
investigational agents in the primary treatment of acute GVHD.

A multicenter Phase II study exploring the use of ONTAK as a monotherapy for patients with relapsed/refractory
advanced NSCLC was conducted by investigators from the University of Cincinnati and completed in late 2004. The
preliminary study results reported at the American Society of Clinical Oncology (ASCO) meeting in May of 2005
showed that ONTAK resulted in an unconfirmed partial response or disease stabilization in 40% of patients and noted
an association between disease stabilization and an increase in a subset of T-lymphocytes in the circulation,
suggesting that ONTAK s effect could be ascribed to an activation of the immune system. These findings were
consistent with the results of a study conducted by investigators from Duke University and presented at an oral session
at ASCO in 2004 which showed that ONTAK significantly activated the immune system in patients with solid tumors
receiving ONTAK in combination with an investigational anti-tumor vaccine.
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Targretin Capsules Development Programs

Targretin capsules are marketed in the U.S. for patients with refractory CTCL. Ligand also is investigating the use
of Targretin capsules in several cancer and skin disease markets that represent significantly larger market
opportunities than CTCL.

In August 2000, we reported that Phase I/1I clinical results demonstrated that Targretin capsules, in conjunction
with chemotherapy, may be an effective treatment for patients with NSCLC and renal cell cancer. These results were
published in the May 2001 issue of the Journal of Clinical Oncology. These results add to a growing body of evidence
that suggests Targretin therapy may delay disease progression and extend survival of patients with some forms of
solid tumors. This body of evidence led us to begin two large-scale Phase III clinical studies in 2001 to demonstrate
conclusively Targretin capsules benefit in the treatment of patients with NSCLC. The studies were designed to support
a supplemental indication for Targretin capsules for first-line treatment of patients with advanced NSCLC. One of
these multicenter studies evaluated Targretin in combination with the chemotherapy drugs cisplatin and vinorelbine,
and was conducted primarily in Europe and Latin America. The other multicenter study examined Targretin in
combination with carboplatin and paclitaxel, and was conducted mainly in the U.S. Both studies were randomized
with approximately 600 patients each, and had survival as the primary endpoint. Patient enrollments were completed
in August and September 2003, respectively. The final statistical plan, as agreed with the FDA, specified the analysis
trigger to be at the 456th death event or 18 months of follow-up from the date the last patient was entered into each
study, whichever occurs later. Based on enrollment dates, that 18-month time point was reached in mid-March, 2005.
This modification resulted in the majority of patients having between 1.5 and 2.5 years of follow-up observation based
upon actual accrual rates.

We publicly released top-line data within approximately two weeks after the commencement of final data analysis
showing that the trials did not meet their endpoints of improved overall survival and projected two-year survival. For
both studies, the primary endpoint was overall survival and the secondary endpoint was Kaplan-Meier projected
two-year survival. No statistically significant differences in primary or secondary endpoints in the intent to treat
population were seen in either trial. In both trials, additional subset analysis completed after the initial intent to treat
results were analyzed revealed a significant correlation between high-grade (grade 3 and 4) hypertriglyceri-demia in
response to Targretin and increased survival, potentially identifying a large subgroup patient population that may
receive significant survival benefit of added Targretin treatment in first line therapy. Pooled survival analysis from
both SPIRIT trials showed that those patients on Targretin with high hypertriglyceridemia, 40% of Targretin-treated
patients, had an overall survival of 12.3 months versus 9.5 months in the chemo arm, which was statistically
significant (p < 0.025). Data from both trials was presented during the plenary session at the 2005 annual ASCO
meeting. Review of data from current and prior Phase II studies shows a similar correlation between
hypertriglyceridemia and increased survival. The data will further shape our future plans for Targretin. Any further
studies will be conducted with a partner or cooperative group.

In 2003 we also began a Phase II study of Targretin as monotherapy for late-stage lung cancer patients who have
failed at least two prior treatments with chemotherapy and/or biologic therapy. A poster presentation at the 2005
annual meeting of ASCO reported on the interim analysis of data covering all 146 patients enrolled at that point.
Patients in the study were heavily pre-treated, having received a median of three prior treatments, and 54% of these
patients had already failed treatment with Iressa. Overall median survival was five months and overall one-year
survival was 15 percent. The data was also analyzed to evaluate the survival of patients based on the triglyceride
response to Targretin treatment, in view of the SPIRIT results reported earlier at this meeting that showed an
improved survival in patients who showed high grade triglyceridemia after Targretin administration. With this
subanalysis, two populations of patients were identified. Those with increased triglyceridemia (grade 1 4) had a
median survival of 7 months (p<0.0001) and a projected 1 year survival of 23%, compared with those with no
hypertriglyceridemia who had a median survival of 2 months and a projected 1 year survival of 5%. The data from this
study provides new information for Targretin monotherapy for patients with third-line treatment or beyond and also
adds additional support to the subgroup analysis that resulted from our SPIRIT trials about a triglyceride biomarker
that may identify patients with the potential to benefit from Targretin therapy. This information will factor into our
evolving plans for further studies.
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The American Cancer Society estimates that approximately 170,000 Americans are diagnosed with lung cancer
each year; of those approximately 80% were diagnosed with NSCLC.
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Targretin Gel Development Program

Targretin gel is marketed in the U.S. for patients with refractory CTCL. In 2002 and early 2003, we reported Phase
I/II data that showed 39% of patients with chronic, severe hand dermatitis improved by 90% or more after being
treated with Targretin gel monotherapy. In addition, 79% of patients improved by at least 50%. Fifty-five patients
with a history of chronic severe hand dermatitis for at least six months were enrolled in the 22-week, randomized,
open-label study, which was designed to evaluate safety, tolerability and activity. Patients were treated with Targretin
alone, Targretin in combination with a medium potency topical steroid, and Targretin in combination with a low
potency topical steroid. Based on these promising results, we intend to design and initiate Phase II/III registration
trials in hand dermatitis in 2007. There are many subtypes of hand dermatitis, and many causes. Most hand dermatitis
is caused by contact with irritating environmental substances, such as chemicals, soaps and cleaning fluids, and some
cases are caused by allergic reactions to a wide variety of environmental substances. We estimate that more than
4 million people in the United States have hand dermatitis and seek treatment.

We filed an MAA for Targretin gel in Europe for CTCL in March of 2001, but withdrew it in 2002. Due to the
small size of the European early stage CTCL market and the limited revenue potential of Targretin gel, we believed
that the additional comparative clinical studies requested by the EMEA were not economically justified.
Thrombopoietin (TPO) Research Programs

In our TPO program, we seek to develop our own drug candidates that mimic the activity of thrombopoietin
(TPO) for use in the treatment or prophylaxis of thrombocytopenia with indications in a variety of conditions
including cancer and disorders of blood cell formation. In 2005, we selected a TPO mimetic, LGD4665, as a clinical
candidate. Our goal is to complete the preclinical studies necessary for filing an IND for this in 2006. Our partner
GlaxoSmithKline (GSK) has two TPO mimics that were part of our collaboration with GSK in clinical trials:
Eltrombopag in Phase III and SB-559448 in Phase 1. For a discussion of these clinical trials, see Collaborative
Research and Development Programs TPO/Inflammatory Disease/Oncology Collaborative Program GlaxoSmithKline
Collaboration.

Selective Glucocorticoid Receptor Modulators Research and Development Program

As part of the research and development collaboration we entered into with Abbott in 1994, Ligand received
exclusive worldwide rights for all anti-cancer products discovered in the collaboration. When the research phase of the
collaboration ended in July 1999, Abbott retained rights to certain SGRMs. We retained rights to all other compounds
discovered through the collaboration, as well as recapturing technology rights. We subsequently initiated an internal
effort to develop SGRMs for inflammation, oncology and other therapeutic applications. As a result of that effort, in
2001, we moved several SGRMs into late preclinical development. During 2003, LGD5552 was designated a clinical
candidate. Phase I studies are being planned for LGD5552 to evaluate pharmakinetic (PK) and pharmacodynamic
(PD) of the oral formulation under an exploratory IND. These non-steroidal SGRM molecules have anti-inflammatory
activity that may be useful against diseases such as asthma and rheumatoid arthritis, as well as anti-proliferative
effects that could be beneficial in treating certain leukemias and myelomas. Our goal is to develop novel products that
maintain the efficacy of corticosteroids but lack the side effects of current therapies, which can include osteoporosis,
hyperglycemia and hypertension.

Another group of SGRMs from this program, selected from a different chemical class, are being targeted for the
treatment of multiple myeloma and other blood cancers. The profile of these molecules is to have activity equal to
dexamethasone but a significant reduction in side effects, particularly in bone and other parameters affecting quality
of life.

SARM Programs

We are pioneering the development of tissue selective SARMs, a novel class of non-steroidal, orally active
molecules that selectively modulate the activity of the AR in different tissues, providing a wide range of opportunities
for the treatment of many diseases and disorders in both men and women. Tissue-selective AR agonists or antagonists
may provide utility in male HT and the treatment of patients with male hypogonadism,
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female & male osteoporosis, male & female sexual dysfunction, frailty, prostate cancer, hirsutism, acne, androgenetic
alopecia, and other diseases. The use of androgen antagonists has shown efficacy in the treatment of prostate cancer,
with three androgen antagonists currently approved by the FDA for use in the treatment of the disease. However, we
believe that there is a substantial medical need for improved androgen modulators for use in the treatment of prostate
cancer due to the significant side effects seen with currently available drugs.

SARM programs have been one of our largest programs over the past several years. We have assembled an
extensive SARM compound library and, we believe, one of the largest and most experienced AR drug discovery
teams in the pharmaceutical industry. We intend to pursue the specialty applications emerging from SARMs
internally, but may seek collaborations with major pharmaceutical companies to exploit broader clinical applications.

Consistent with this strategy, we formed in June 2001 a joint research and development alliance with TAP
Pharmaceutical Products to focus on the discovery and development of SARMs. In December 2004, we announced
the second extension of this collaboration for an additional year through June 2006. Please see the Collaborative
Research and Development Programs/Sex Hormone Modulators Collaborative Programs/TAP Collaboration section
below for more details on this alliance.

As part of the TAP alliance, we exercised an option to select for development one compound and a back-up, LG
123303 and LG 123129, out of a pool of compounds available for development in the TAP field. The SARM agonist
which we now refer to as LGD3303 was designated a clinical candidate in late 2004. Preclinical studies indicate that
the compound may have utility for osteoporosis, male and female sexual dysfunction, frailty and male hypogonadism.
In vivo studies in rodents indicate a favorable profile with anabolic effects on bone, but an absence of the prostatic
hypertrophy that occurs with the currently marketed androgens.

Collaborative Research and Development Programs

We are pursuing several major collaborative drug discovery programs to further develop the research and
development of compounds based on our IR technologies. These collaborations focus on several large market
indications as estimated (as of 2004, except contraception, which is as of 2002) in the table below.

Estimated
U.S.

Indication Prevalence
Menopausal symptoms 50 million
Osteoporosis/osteopenia (men and women) 55 million
Dyslipidemias 109 million
Contraception 38 million
Type 1I diabetes 18 million
Breast cancer .8 million

As of December 31, 2005, 13 of our collaborative product candidates were in human development - lasofoxifene,
bazedoxifene, bazedoxifene CE (PREMARIN combo), pipendoxifene, NSP989, NSP989 combo, LGD2941, GW516,
LY818,LY929, LY674, SB497115, and SB559448. Please see Note 16 of the consolidated financial statements for a
description of the financial terms of our key ongoing collaboration agreements. The table below summarizes our
collaborative research and development programs, but is not intended to be a comprehensive summary of these
programs.
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Program

SEX HORMONE MODULATORS

SERMs
Lasofoxifene (1)
Lasofoxifene

Bazedoxifene
Bazedoxifene CE

Pipendoxifene (formerly
ERA-923) (2)

PR modulators
NSP-989 (PR agonist) (3)
NSP-989 combo (PR agonist)
(3)

SARMs

LGD 2941 (androgen agonist)

Disease/Indication

Osteoporosis prevention, vaginal
atrophy

Breast cancer prevention,
Osteoporosis treatment
Osteoporosis

Osteoporosis prevention
Vasomotor symptoms

Breast cancer

Contraception
Contraception

Osteoporosis, frailty, HT and
sexual dysfunction

METABOLIC/CARDIOVASCULAR DISEASES

PPAR modulators
GW516

LY818 (naveglitazar) (4)
LY929 (5)

LY674
LYWWW (6)(7)
Selective PPAR modulators(7)

LYYYY (6)(7)

Cardiovascular disease,
dyslipidemia

Type II diabetes

Type 1I diabetes, metabolic
diseases, dyslipidemia
Atherosclerosis/dyslipidemia
Atherosclerosis

Type 1I diabetes, metabolic
diseases, dyslipidemia
Atherosclerosis

INFLAMMATORY DISEASES, ONCOLOGY

Eltrombopag (formerly

SB-497115) (TPO agonist)

SB-559448 (TPO agonist)
ey

Table of Contents

Thrombocytopenia

Thrombocytopenia

Development Phase

NDA and SNDA
filed (1)
Phase III

Phase III
Phase III

Phase II

Phase II
Phase |

Phase |

Phase II

Phase II
Phase |

Phase 11
IND track
IND track

Pre-clinical

Phase III

Phase |

Marketing Rights

Pfizer
Pfizer

Wyeth
Wyeth

Wyeth

Wyeth
Wyeth

TAP

GlaxoSmithKline

Lilly
Lilly

Lilly
Lilly
Lilly

Lilly

GlaxoSmithKline

GlaxoSmithKline
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(@)

3)

(C))

®)

(6)

)

In

September 2005
and

February 2006,
respectively,
Pfizer
announced
receipt of
non-approvable
letters from the
FDA for the
prevention of
osteoporosis and
vaginal atrophy.

Pipendoxifene
development has
been terminated
for oncologys; it
is currently on
hold as a
potential
back-up to
bazedoxifene.

On internal hold;
strategic
alternatives for
Phase III
development
being explored.

Lilly decision to
advance to
Phase 111
announced
March 2004;
timing of
initiation
delayed by new
FDA guidelines.

Product placed
on internal hold.

Compound
number not
disclosed.

Rights subject to
IND filing. See
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Sex Hormone Modulators Collaborative Programs

The primary objective of our sex hormone modulators collaborative programs is to develop drugs for hormonally
responsive cancers of men and women, hormone therapies, the treatment and prevention of diseases affecting women s
health, and hormonal disorders prevalent in men. Our programs, both collaborative and internal, target development of
tissue-selective modulators of the PR, the ER and the AR. Through our collaborations with Pfizer and Wyeth, three
SERM compounds are in development for osteoporosis, breast cancer, vaginal atrophy and vasomotor symptoms of
menopause. In addition, we entered into a joint research and development program in 2001 with TAP Pharmaceutical
Products to focus on the discovery and development of SARMs.

Pfizer Collaboration. In May 1991, we entered into a research and development collaboration with Pfizer to
develop better therapies for osteoporosis. In November 1993, we jointly announced the successful completion of the
research phase of our alliance with the identification of a development candidate and backups for the prevention and
treatment of osteoporosis. In preclinical studies, the candidates from the program mimic the beneficial effects of
estrogen on bone and have an impact on blood serum lipids often associated with cardiac benefits without increasing
uterine or breast tissue proliferation.

We have milestone and royalty rights to lasofoxifene, which is being developed by Pfizer for osteoporosis
prevention and other diseases. Portions of these royalty rights have been sold to Royalty Pharma AG. See Royalty
Pharma Agreement.

Lasofoxifene is a second-generation estrogen partial agonist discovered through our collaboration with Pfizer.
Pfizer has retained marketing rights to the drug. Lasofoxifene has been shown in Phase II clinical studies to reduce
bone loss and decrease low-density lipoprotein ( LDL or bad cholesterol) levels. In September 2000, Pfizer announced
that it initiated Phase III studies of lasofoxifene for the treatment and prevention of osteoporosis in post-menopausal
women. In December 2001, Pfizer announced that two Phase III studies were fully enrolled with more than 1,800
patients, and that an additional Phase III risk reduction trial was underway to evaluate lasofoxifene s effects on bone
mineral density, lipid-lowering and breast cancer prevention. In January 2003, Pfizer disclosed that this large,
7,500-patient risk-reduction study was fully enrolled.

In August 2004, Pfizer submitted an NDA to the FDA for lasofoxifene for the prevention of osteoporosis in
postmenopausal women. We earned a development milestone of approximately $2.0 million from Pfizer in connection
with the filing. Under the terms of the agreement between Ligand and Pfizer, payment of milestones can occur in
either cash or shares of Ligand common stock held by Pfizer. Pfizer elected to pay the milestone in stock and
subsequently tendered 181,818 shares to the Company. We retired the tendered shares in September 2004. In
September 2005, Pfizer announced the receipt of a non-approvable letter from the FDA for the prevention of
osteoporosis. However, lasofoxifene continues in Phase III clinical trials by Pfizer for the treatment of osteoporosis.

In December 2004, Pfizer filed a supplemental NDA for the use of lasofoxifene for the treatment of vaginal
atrophy for which no additional milestone was due. In February 2006, Pfizer announced the receipt of a non-approval
letter from the FDA for this indication.

Wyeth Collaboration. In September 1994, we entered into a research and development collaboration with
Wyeth-Ayerst Laboratories, the pharmaceutical division of American Home Products (AHP), to discover and develop
drugs that interact with ERs or PRs for use in HT, anti-cancer therapy, gynecological diseases, and central nervous
system disorders associated with menopause and fertility control. AHP has since changed its name to Wyeth. We
granted Wyeth exclusive worldwide rights to all products discovered in the collaboration that are agonists or
antagonists to the PR and ER for application in the fields of women s health and cancer therapy.

As part of this collaboration, we tested Wyeth s extensive chemical library for activity against a selected set of
targets. In 1996, Wyeth exercised its option to include compounds we discovered that modulate PRs, and to expand
the collaboration to encompass the treatment or prevention of osteoporosis through the ER. Wyeth also added four
advanced chemical compound series from its internal ER-osteoporosis program to the collaboration. The research
phase of the collaboration ended in August 1998.
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In December 2005, the Company entered into an Amended and Restated Agreement with Wyeth to better define,
simplify and clarify the universe of research compounds resulting from the research and development efforts of the
parties, combine and clarify categories of those compounds and related milestones and royalties and resolve a number
of milestone payment issues.

Wyeth has ongoing clinical studies with two SERMs from the collaboration. Wyeth is developing bazedoxifene
(TSE-424) and bazedoxifene CE for the treatment of post-menopausal osteoporosis. We have milestone and royalty
rights for bazedoxifene (TSE-424) and bazedoxifene CE. Portions of these royalty rights have been sold to Royalty
Pharma AG. See Royalty Pharma Agreement.

Phase III trials for bazedoxifene (TSE-424) and bazedoxifene CE were initiated in June 2001. In late 2002, Wyeth
disclosed that it had completed enrollment in a Phase III osteoporosis prevention trial, and that it expected enrollment
in a bazedoxifene fracture prevention trial to finish in 2003, and that bazedoxifene is on track for regulatory
submission in 2005. In January 2005, Wyeth indicated that it is now targeting the bazedoxifene regulatory submission
for the first half of 2006. Wyeth has reiterated its commitment to developing bazedoxifene CE as a progesterone-free
treatment for menopausal symptoms in the wake of the well-publicized Women s Health Initiative (WHI) study of
hormone therapies. Ligand believes it is important to recognize that bazedoxifene is a synthetic drug that was
specifically designed to increase bone density and reduce cholesterol levels while at the same time protecting breast
and uterine tissue. In other words, bazedoxifene may represent a potential solution to some of the side effects
associated with progestin in the WHI study.

Wyeth also has conducted Phase II studies of pipendoxifene (formerly ERA 923) for the treatment of breast cancer.
In 2003, Wyeth began Phase II studies of NSP-989, a progesterone agonist that may be useful in contraception. These
studies were completed in 2004. Wyeth also continues to do preclinical work in the area of PR antagonists.

Organon (Akzo Nobel) Collaboration. In February 2000, we entered into a research and development
collaboration with Organon to focus on small molecule compounds with potential effects for the treatment and
prevention of gynecological diseases mediated through the PR. The objective of the collaboration was the discovery of
new non-steroidal compounds that are tissue-selective in nature and that may have fewer side effects. Such
compounds may provide utility in hormone therapy, oral contraception, reproductive diseases, and other
hormone-related disorders. The initial research phase concluded in February 2002.

TAP Collaboration. In June 2001, we entered into a joint research and development alliance with TAP
Pharmaceutical Products to focus on the discovery and development of SARMs. SARMs may contribute to the
prevention and treatment of diseases including hypogonadism (low testosterone), sexual dysfunction, male and female
osteoporosis, frailty, and male HT related diseases. The three-year collaboration carries an option to extend by up to
two additional one-year terms. In December 2004, we announced the second extension of this collaboration for an
additional year through June 2006.

Under the terms of the agreement, TAP received exclusive worldwide rights to manufacture and sell any products
resulting from the collaboration in its field, which would include treatment and prevention of hypogonadism, male
sexual dysfunction, female osteoporosis, male HT related diseases and other indications not retained by Ligand. We
may also receive milestones and up to double-digit royalties as compounds are developed and commercialized. LGD
2941, an androgen agonist targeting osteoporosis and frailty, commenced Phase I development in April 2005. Ligand
retains certain rights in the androgen receptor field, including the prevention or treatment of prostate cancer, benign
prostatic hyperplasia, acne and hirsutism.

In addition, we had an option at the expiration of the original three-year term to develop one compound not being
developed by TAP in its field, with TAP retaining an option to negotiate to co-develop and co-promote such
compounds with Ligand. We recently exercised our option to select one compound and a back-up for development,
LG 123303 and LG 123129, out of a pool of compounds available for development in the TAP field. TAP retains
certain royalty rights and an option to negotiate to co-develop and co-promote such compounds with us up to the end
of Phase II development.
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Metabolic and Cardiovascular Disease Collaborative Programs

We are exploring the role of certain IRs, including the PPARs, in cardiovascular and metabolic diseases. PPARs, a
subfamily of orphan IRs, have been implicated in processes that regulate plasma levels of very low density
lipoproteins and triglycerides. See Technology/Intracellular Receptor Technology for a discussion of PPARs and
orphan IRs. Data implicate PPARs in the mechanism of action of lipid-lowering drugs such as Lopid®. There are three
subtypes of the PPAR subfamily with defined novel aspects of their action alpha, beta and gamma. The subtype
PPAR alpha appears to regulate the metabolism of certain lipids and is useful in treating hyperlipidemia. PPAR
gamma plays a role in fat cell differentiation and cellular responses to insulin. Modulators of PPAR gamma activity
(e.g., the glitazone class of insulin sensitizers) have utility in managing type II diabetes. PPARs are believed to
function in cells in partnership with RXRs. In addition to compounds that act directly on PPARs and that may have
utility in various cardiovascular and metabolic diseases, certain retinoids (e.g., Targretin capsules) are able to activate
this RXR/PPAR complex and may also have utility in these disorders. We have two collaborative partners,
GlaxoSmithKline and Lilly, in the areas of cardiovascular and metabolic diseases, with four compounds in clinical
development.

GlaxoSmithKline Collaboration. In September 1992, we entered into a research and development collaboration
with Glaxo Wellcome plc (now GlaxoSmithKline) to discover and develop drugs for the prevention or treatment of
atherosclerosis and other disorders affecting the cardiovascular system. The collaboration focuses on discovering
drugs that produce beneficial alterations in lipid and lipoprotein metabolism in three project areas: (1) regulation of
cholesterol biosynthesis and expression of a receptor that removes cholesterol from the blood stream, (2) the IRs
influencing circulating HDL levels, and (3) PPARs, the subfamily of IRs activated by lipid lowering drugs such as
Lopid and Atromid-S. The research phase was successfully completed in 1997 with the identification of a novel lead
structure that activates selected PPAR subfamily members and the identification of a different lead compound that
shows activity in preclinical models for lowering LDL cholesterol by up-regulating LDL receptor gene expression in
liver cells. We retain the right to develop and commercialize products arising from the collaboration in markets not
exploited by GlaxoSmithKline, or where GlaxoSmithKline is not developing a product for the same indication.

In 1999, two compounds were advanced to exploratory development: (1) GW544, a PPAR agonist for
cardiovascular disease and dyslipidemia; and (2) GWS516, a second candidate that is in clinical development for
cardiovascular disease and dyslipidemia. GW516 is currently in Phase II studies. The American Heart Association
estimates that 62 million Americans have some form of cardiovascular disease, and that cardiovascular disease
accounts for more than 40% of deaths in the U.S. annually.

Eli Lilly Collaboration. In November 1997, we entered into a research and development collaboration with Eli
Lilly & Co. (Lilly) for the discovery and development of products based upon our IR technology with broad
applications in the fields of metabolic diseases, including diabetes, obesity, dyslipidemia, insulin resistance and
cardiovascular diseases associated with insulin resistance and obesity. Under the collaboration, Lilly received:

(1) worldwide, exclusive rights to our compounds and technology associated with the RXR receptor in the field;

(2) rights to use our technology to develop an RXR compound in combination with a SERM in cancer; (3) worldwide,
exclusive rights in certain areas to our PPAR technology, along with rights to use PPAR research technology with the
RXR technology; and (4) exclusive rights to our HNF-4 receptor and obesity gene promoter technology. Lilly has the
right to terminate the development of compounds under the agreements. We would receive rights to certain of such
compounds in return for a royalty to Lilly, the rate of which is dependent on the stage at which the development is
terminated. In April 2002, Lilly and Ligand announced the companies would extend the collaboration until November
of 2003. In May 2003, the companies announced the second and final extension of the collaboration through
November 2004.

Under the Lilly collaboration, we retained or received: (1) exclusive rights to independently research, develop and
commercialize Targretin and other RXR compounds in the fields of cancer and dermatology; (2) an option to obtain
selected rights to one of Lilly s specialty pharmaceutical products; and (3) rights to receive milestones, royalties and
options to obtain certain co-development and co-promotion rights for the Lilly-selected RXR compound in
combination with a SERM.
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Our rights under the initial agreements have changed. In connection with the acquisition of Seragen in 1998, we
obtained from Lilly its rights to ONTAK in satisfaction of our option to obtain selected rights to one of Lilly s
specialty pharmaceutical products. In November 2004, Ligand and Lilly agreed to amend the ONTAK royalty
agreement to add options in 2005 that if exercised would restructure our royalty obligations on net sales of ONTAK.
Under the revised agreement, Ligand and Lilly each had two options. We received options exercisable in
January 2005 and April 2005 to buy down a portion of the Company s ONTAK royalty obligation on net sales in the
United States for total consideration of $33.0 million. Lilly received two options exercisable in July 2005 and
October 2005 to trigger the same royalty buy-downs for total consideration of up to $37.0 million dependent on
whether we have exercised one or both of our options.

In January 2005 we exercised the first option which provided for a one-time payment of $20.0 million to Lilly in
exchange for the elimination of our ONTAK royalty payment obligations in 2005 and a reduced reverse-tiered royalty
scale on ONTAK sales in the U.S. thereafter. The second option, exercised in April 2005, provided for a one-time
payment of $13.0 million to Lilly in exchange for the elimination of royalties on ONTAK net sales in the U.S. in 2006
and a reduced reverse-tiered royalty thereafter. Since both options were exercised, beginning in 2007 and throughout
the remaining ONTAK patent life (2014), we will pay no royalties to Lilly on U.S. sales up to $38.0 million.
Thereafter, we will pay royalties to Lilly at a rate of 20% on net U.S. sales between $38.0 million and $50.0 million;
at a rate of 15% on net U.S. sales between $50.0 million and $72.0 million; and at a rate of 10% on net U.S. sales in
excess of $72.0 million.

In 1999, we agreed to focus our collaborative efforts on the RXR modulator second-generation program, which has
compounds with improved therapeutic indices relative to the three first-generation compounds, and on co-agonists of
the PPAR receptor program. In early 1999, Lilly opted not to proceed with the development of certain first-generation
compounds, including Targretin, in the RXR program for diabetes. As a result of this decision, all rights to the oral
form of Targretin reverted to us, and LGD1268 and LGD1324 returned to the pool of eligible RXR modulators for
possible use in oncology in combination with a SERM under the collaboration agreement between Ligand and Lilly.

In September 2001, we announced that we had earned a milestone from Lilly as a result of Lilly s filing with the
FDA an IND for LY818 (naveglitazar), a PPAR modulator for type II diabetes and metabolic diseases. Naveglitazar
entered Phase II studies early in 2003, resulting in a $1.5 million milestone payment. In March 2004, Lilly announced
their decision to move naveglitazar into Phase III registration studies. Shortly afterwards, the FDA provided new
guidance regarding preclinical and clinical safety assessments for current and future PPAR molecules in clinical
development. Accumulated rodent data reviewed by the agency for a number of PPAR agonists (gamma, alpha or dual
agonists), but not including naveglitazar, showed carcinogenicity findings that did not demonstrate adequate margins
of safety to support continued clinical development with some members of this class of compounds. Based on this
information, the new guidance provided by the FDA for all compounds in this class indicates that clinical studies
longer than six months in duration cannot be initiated until two-year rodent carcinogenicity studies are completed and
submitted for agency review. Any proposed studies of greater than six months duration have been placed on clinical
hold until carcinogenicity data are reviewed and adequate margins of safety are demonstrated.

Two-year carcinogenicity studies on naveglitazar are ongoing and data for evaluation should be available in 2006.
While the full impact of these guidelines on naveglitazar clinical development plans and timelines is being reviewed,
it is clear that, based on the timing of the completion of the carcinogenicity studies and subsequent FDA review of the
data allowing the initiation of long-term safety studies, there will be an estimated delay of 18-24 months in the
initiation of clinical studies of greater than six months duration. Lilly will review and revise their naveglitazar Phase
III development plan accordingly.

In June 2002, we announced that we had earned a $1.1 million milestone payment as a result of Lilly s filing with
the FDA an IND for LY929, a PPAR modulator for the treatment of Type II diabetes, metabolic diseases and
dyslipidemias. In November 2002, we announced that we had earned a $2.1 million milestone payment as a result of
Lilly s filing with the FDA an IND for LY674, a PPAR modulator for the treatment of atherosclerosis. In July 2005,
we announced that we had earned a $1.6 million milestone payment as a result of LY674 entering Phase II studies.
We will receive additional milestones if these products continue through the development process, and royalties on
product sales if the products receive marketing approval. Lilly also has two other PPAR compounds on
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IND track, the compound numbers for which have not been disclosed. If IND s are filed by May 2006, the Company
will continue to qualify for milestones and royalties.
Inflammatory Disease Collaborative Program

Abbott Collaboration. In July 1994, we entered into a research and development collaboration with Abbott
Laboratories ( Abbott ) to discover and develop small molecule compounds for the prevention or treatment of
inflammatory diseases. The collaborative program includes several molecular approaches to discovering modulators
of glucocorticoid receptor activity that have significantly improved therapeutic profiles relative to currently known
anti-inflammatory steroids such as prednisone and dexamethasone. The collaboration was focused on the development
of novel non-steroidal glucocorticoids that maintain the efficacy of corticosteroids, but lack some or all of
corticosteroids dose-limiting side effects. The research phase concluded in July 1999.

When the research phase of the collaboration ended in July 1999, Abbott retained rights to certain selective
glucorcorticoid receptor modulators, or SGRMs, whose development has now been slowed or halted. We retained
rights to all other compounds discovered through the collaboration, as well as recaptured technology rights. Abbott
will make milestone and royalty payments on products targeted at inflammation resulting from the collaboration. Each
party will be responsible for the development, registration, and commercialization of the products in its respective
field.

TPO / Inflamatory Disease / Oncology Collaborative Program

GlaxoSmithKline Collaboration. In February 1995, we entered into a research and development collaboration with
SmithKline Beecham (now GlaxoSmithKline) to use our proprietary expertise to discover and characterize small
molecule, orally bioavailable drugs to control hematopoiesis (the formation and development of blood cells) for the
treatment of a variety of blood cell deficiencies. In 1998, we announced the discovery of the first non-peptide small
molecule that mimics in mice the activity of Granulocyte-Colony Stimulating Factor ( G-CSF ), a natural protein that
stimulates production of infection-fighting neutrophils (a type of white blood cell). While this lead compound has only
been shown to be active in mice, its discovery is a major scientific milestone and suggests that orally active,
small-molecule mimics can be developed not only for G-CSF, but for other cytokines as well.

A number of lead molecules have been found that mimic the activity of natural growth factors for white cells and
platelets. In the fourth quarter of 2002, we earned a $2.0 million milestone payment from GlaxoSmithKline, in
connection with the commencement of human trials of eltrombopag (formerly SB-497115, hereafter referred to as

eltrombopag ), an oral, small molecule drug that mimics the activity of thrombopoietin (TPO), a protein factor that
promotes growth and production of blood platelets. In February 2005, we announced that we had earned a
$1.0 million milestone payment from GlaxoSmithKline with that company s commencement of Phase II trials of
eltrombopag. In June 2005, we earned a $2.0 million milestone payment as SB-559448, a second TPO agonist, began
Phase I development. Additionally, in February 2006, we earned a $2.0 million milestone in connection with the
commencement of Phase III trials of eltrombopag. There are no approved oral TPO agents for the treatment or
prevention of thrombocytopenias (decreased platelet count). Investigational use of injectable forms of recombinant
human TPO has been effective in raising platelet levels in cancer patients undergoing chemotherapy, and has led to
accelerated hematopoietic recovery when given to stem cell donors. Some of these investigational treatments have not
moved forward to registration due to the development of neutralizing antibodies. Thus, a small molecule TPO mimic
with no apparent immunogenic potential and oral activity that may facilitate dosing may provide an attractive
therapeutic profile for a major unmet medical need.

The research phase of the collaboration concluded in February 2001. Under the collaboration, we have the right to,
but have not, selected up to three compounds related to hematopoietic targets for development as anti-cancer products
other than those compounds selected for development by GlaxoSmithKline. GlaxoSmithKline has the option to
co-promote any selected products with us in North America and to develop and market such products outside North
America.
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Dermatology Collaborative Program

Allergan. In September 1997, in conjunction with the buyback of Allergan Ligand Retinoid Therapeutics, Inc.
(ALRT), we agreed with Allergan to restructure the terms and conditions relating to research, development, and
commercialization and sublicense rights for the ALRT compounds. Under the restructured arrangement, we received
exclusive, worldwide development, commercialization, and sublicense rights to Panretin capsules and Panretin gel,
LGD1550, LGD1268 and LGD1324. Allergan received exclusive, worldwide development, commercialization and
sublicense rights to LGD4310, an RAR antagonist. Allergan also received LGD4326 and LGD4204, two advanced
preclinical RXR selective compounds. In addition, we participated in a lottery with Allergan for each of the
approximately 2,000 retinoid compounds existing in the ALRT compound library as of the closing date, with each
party acquiring exclusive, worldwide development, commercialization, and sublicense rights to the compounds that
they selected. We and Allergan will each pay the other a royalty based on net sales of products developed from the
compounds selected by each in the lottery and the other ALRT compounds to which each acquires exclusive rights.
We will also pay to Allergan royalties based on our net sales of Targretin for uses other than oncology and
dermatology indications. In the event that we license commercialization rights to Targretin to a third party, we will
pay to Allergan a percentage of royalties payable to us with respect to sales of Targretin other than in oncology and
dermatology indications. During 2001, Allergan elected not to proceed with development of LGD4310 for
mucocutaneous toxicity.

Royalty Pharma Agreement

In March 2002, we announced an agreement with Royalty Pharma AG, which purchased rights to a share of future
royalty payments from our collaborative partners sales of three SERMs then in Phase III development. The SERM
products included in the transaction are lasofoxifene, which is being developed for osteoporosis and other indications
at Pfizer, bazedoxifene and bazedoxifene CE (PREMARIN combo) which are in development at Wyeth for
osteoporosis and for vasomotor symptoms of menopause. (See the detailed discussions of these products under the
Pfizer and Wyeth collaborations above.)

Since March 2002, and following certain amendments to the original agreement, Royalty Pharma has acquired
cumulative rights to 3.0125% of the potential future net sales of the three SERM products for an aggregate of
$63.3 million. In addition, in December 2002 Royalty Pharma agreed to acquire a 1.0% royalty interest in the
Company s net sales of Targretin capsules from January 2003 through 2016 for $1.0 million.

Under the terms of the agreements, payments from the royalty rights purchase are non-refundable, regardless of
whether the products are ever successfully registered or marketed. Milestone payments owed by our partners as the
products complete development and registration are not included in the Royalty Pharma agreement and will be paid to
us as earned.

Technology

In our successful efforts to discover new and important medicines, we and our academic collaborators and
consultants have concentrated on two areas of research: advancing the understanding of the activities of hormones and
hormone-related drugs, and making scientific discoveries related to IR technology. We believe that our expertise in
this technology will enable us to develop novel, small-molecule drugs acting through IRs with more target-specific
properties than currently available drugs. Our efforts may result in improved therapeutic and side effect profiles and
new indications for IRs. IRs are families of transcription factors that change cell function by selectively turning on or
off particular genes in response to circulating signals that impinge on cells. In addition to our proprietary IR
technology, we have acquired fusion protein technology, which was used by Seragen in the development of ONTAK.
Intracellular Receptor Technology

Hormones occur naturally within the body and control processes such as reproduction, cell growth and
differentiation. Hormones generally fall into two classes, non-peptide hormones and peptide hormones. Non-peptide
hormones include retinoids, sex steroids (estrogens, progestins and androgens), adrenal steroids (glucocorticoids and
mineralocorticoids), vitamin D and thyroid hormone. These non-peptide hormones act by
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binding to their corresponding IRs to regulate the expression of genes in order to maintain and restore balanced
cellular function within the body. Hormonal imbalances can lead to a variety of diseases. The hormones themselves
and drugs that mimic or block hormone action may be useful in the treatment of these diseases. Furthermore, hormone
mimics (agonists) or blockers (antagonists) can be used to treat diseases in which the underlying cause is not
hormonal imbalance. The effectiveness of IRs as drug targets is clearly demonstrated by currently available drugs
acting through IRs for several diseases. However, the use of most of these drugs has been limited by their often
significant side effects. Examples of currently marketed hormone-related drugs acting on IRs are glucocorticoids
(steroids used to treat inflammation), natural and synthetic estrogens and progesterones (used for hormone therapy and
contraception), tamoxifen (an estrogen antagonist used in the treatment of breast cancer), and various retinoids such as
Accutane® and Retin-A® (used to treat acne) and Dovonex” (used to treat psoriasis).

We have built a strong proprietary position and accumulated substantial expertise in IRs applicable to drug
discovery and development. Building on our scientific findings about the molecular basis of hormone action, we have
created proprietary new tools to explore and manipulate non-peptide hormone action for potential therapeutic benefit.
We employ a proprietary cell-culture based assay system for small molecules that can modulate IRs, referred to as the
co-transfection assay. The co-transfection assay system simulates the actual cellular processes controlled by IRs and is
able to detect whether a compound interacts with a particular human IR and whether this interaction mimics or blocks
the effects of the natural regulatory molecules on target gene expression.

The understanding of non-peptide hormones and their actions has increased substantially in the last 15 years.
Driving this rapid expansion of knowledge has been the discovery of the family of IRs through which all known
small-molecule, non-peptide hormones act. We and our academic collaborators and consultants have made major
discoveries pertaining to IRs and to small molecule hormones and compounds that interact with these IRs. These
discoveries include: (1) the identification of the IR superfamily, (2) the recognition of IR subtypes, (3) the heterodimer
biology of RXR-selective compounds and (4) the discovery of orphan IRs. We believe that each of these broad areas
of knowledge provides important opportunities for drug discovery.

IR Superfamily. The receptors for non-peptide hormones are closely related members of a superfamily of proteins
known as IRs. Human IRs for all the known non-peptide hormones now have been cloned, in many cases by our
scientists or our collaborators. The structure and underlying mechanism of action of IRs have many common features,
such that drug discovery insights about one IR often can be directly applied to other members of the IR superfamily,
bringing synergy to our IR-focused drug discovery efforts. First-generation drugs were developed and commercialized
for their therapeutic benefits prior to the discovery of IRs. As a result, they often cross-react with the IRs for
hormones other than the intended target, which can result in significant side effects. The understanding that IRs are
structurally similar has enabled us to determine the basis for the side effects of some first-generation drugs and to
discover improved drug candidates.

IR Subtypes. For some of the non-peptide hormones, several closely related but non-identical IRs, known as IR
subtypes, have been discovered. These include six subtypes of the IRs for retinoids, two subtypes of the IRs for
thyroid hormone, two subtypes for the ER, and three subtypes for the PPARs. Patent applications covering many of
these IR subtypes have been exclusively licensed by us. We believe that drugs capable of selective modulation of IR
subtypes will allow more specific pharmacological intervention that is better matched to therapeutic need. Targretin,
an RXR-selective molecule, was discovered as a result of our understanding of retinoid receptor subtypes.

Retinoid Responsive IRs. Retinoic acid, a derivative of Vitamin A, is one of the body s natural regulatory hormones
that has a broad range of biological actions, influencing cell growth, differentiation, programmed cell death and
embryonic development. Many chemical analogues of retinoic acid, called retinoids, also have biological activity.
Specific retinoids have been approved by the FDA for the treatment of psoriasis and certain severe forms of acne.
Evidence also suggests that retinoids can be used to arrest and, to an extent, reverse the effects of skin damage arising
from prolonged exposure to the sun. Other evidence suggests that retinoids are useful in the treatment of a variety of
cancers, including kidney cancer and certain forms of leukemia. For example, all-trans-retinoic-acid has been
approved by the FDA to treat acute promyelocytic leukemia. Retinoids also have shown an ability to reverse
precancerous (premalignant) changes in tissues, reducing the risk of development of cancer, and may have potential as
preventive agents for a variety of epithelial malignancies, including skin, head and neck, bladder and prostate cancer.
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exposure occurs, severe irritation of the skin and mucosal surfaces, elevation of plasma lipids, headache and skeletal
abnormalities.

The six RRs that have been identified to date can be grouped in two subfamilies RARs and RXRs. Patent
applications covering members of both families of RRs have been licensed exclusively to us primarily from The Salk
Institute. The RR subtypes appear to have different functions, based on their distribution in various tissues within the
body and data arising from in vitro and in vivo studies, including studies of transgenic mice. Several of the retinoids
currently in commercial use are either non-selective in their pattern of RR subtype activation or are not ideal drugs for
other reasons. We are developing chemically synthesized retinoids that, by selectively activating RR subtypes, may
preserve desired therapeutic effects while reducing side effects.

We have three retinoid products approved by the FDA (Panretin gel, Targretin capsules and Targretin gel) and two
retinoid products in clinical trials (Targretin capsules and Targretin gel ). Panretin gel incorporates 9-cis retinoic acid,
a retinoid isolated and characterized by us in 1991 in collaboration with scientists at The Salk Institute and Baylor
College of Medicine. 9-cis retinoic acid is the first non-peptide hormone discovered in more than 25 years and appears
to be a natural ligand for the RAR and RXR subfamilies of retinoid receptors. Bexarotene, the active substance in
Targretin, is a synthetic retinoid developed by us that shows selective retinoid receptor subtype activity that is
different from that of 9-cis retinoic acid, the active substance in Panretin. Targretin selectively activates a subclass of
retinoid receptors called RXRs. RXRs play an important role in the control of a variety of cellular functions.

RXRs. RXRs can form a dimer with numerous IRs, such as the PPAR, LXR, RAR, thyroid hormone and vitamin D
receptors. While RXRs are widely expressed, their IR partners are more selectively expressed in different tissues, such
as liver, fat or muscle. As a result, compounds that bind RXRs offer the unique potential to treat a variety of diseases,
including cancer and metabolic diseases. In preclinical models of type II diabetes, RXR agonists appear to stimulate
the physiological pathways responsive to RXR/PPAR receptor partners expressed in key target tissues that are
involved in glucose metabolism. As a result, a discrete set of genes is activated in these tissues, resulting in a decrease
in serum glucose levels and insulin.

Orphan Receptors. More than 40 additional members of the IR superfamily that do not interact with the known
non-peptide hormones have been discovered. These members of the IR superfamily have been designated orphan
receptors. We believe that among the orphan IRs there may be receptors for uncharacterized small molecule
hormones, and that the physiological roles of the various orphan IRs are likely to be diverse. We have devised
strategies to isolate small molecules that interact with orphan IRs. In 1999, we invested in and exclusively licensed
specified orphan IR technology to a new private corporation, X-Ceptor Therapeutics, Inc. ( X-Ceptor ). X-Ceptor was
acquired by Exelixis Inc. in October 2004. Under the 1999 license agreement, we will receive a royalty of 1.5% on net
sales of any products which are discovered using the licensed technologies.

Fusion Protein Technology

Our fusion protein technology was developed by Seragen, which we acquired in 1998. Seragen s fusion proteins
consist of a fragment of diphtheria toxin genetically fused to a ligand that binds to specific receptors on the surface of
target cells. Once bound to the cell, the fusion proteins are designed to enter the cell and destroy the ability of the cell
to manufacture proteins, resulting in cell death. Using this platform, Seragen genetically engineered six fusion
proteins, each of which consists of a fragment of diphtheria toxin fused to a different targeting ligand, such as a
polypeptide hormone or growth factor. ONTAK, which is approved in the U.S. for the treatment of patients with
persistent or recurrent CTCL, is a fusion protein consisting of a fragment of diphtheria toxin genetically fused to a part
of interleukin-2. In addition to treatment of CTCL, fusion proteins may have utility in oncology, dermatology,
infectious diseases, and autoimmune diseases. Seragen has entered into exclusive license agreements with Harvard
University and other parties for patents related to fusion protein technology and has been issued six U.S. patents for
improvements in the technology licensed from Harvard University.

Academic Collaborations

To date, we have licensed technology from The Salk Institute, Baylor College of Medicine and other academic

institutions and developed relationships with key scientists to further the development of our core IR technology.
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The Salk Institute of Biological Studies. In 1988, we established an exclusive relationship with The Salk Institute,
which is one of the research centers in the area of IR technology. We amended and restated this agreement in
April 2002. Under our agreement, we have an exclusive, worldwide license to certain IR technology developed in the
laboratory of Dr. Ronald Evans, a Salk professor and Howard Hughes Medical Institute Investigator. Dr. Evans cloned
and characterized the first IR in 1985 and is an inventor of the co-transfection assay we use to screen for IR
modulators. Under the agreement, we are obligated to make royalty payments based on sales of certain products
developed using the licensed technology, as well as certain minimum annual royalty payments and a percentage of
milestones and certain other payments received. The agreement also provides that we have the option of buying out
future royalty payments as well as milestone and other payment-sharing obligations on a product-by-product basis by
paying the Salk a lump sum calculated using a formula in the agreement. In March 2004, we paid the Salk
$1.12 million to exercise this buyout option with respect to lasofoxifene, a product under development by Pfizer for
the prevention of osteoporosis in postmenopausal women. In December of 2004 Pfizer filed a supplemental NDA for
the use of lasofoxifene for the treatment of vaginal atrophy. As a result of the supplemental lasofoxifene NDA filing,
we exercised an option in January 2005 to pay The Salk Institute $1.12 million to buy out royalty payments due on
future sales of the product in this additional indication. See the discussion above regarding Collaborative Research and
Development Programs.

We have also entered into a consulting agreement with Dr. Evans that continues through February 2008. Dr. Evans
serves as Chairman of Ligand s Scientific Advisory Board.

Baylor College of Medicine. In 1990, we established an exclusive relationship with Baylor, which is a center of IR
technology. We entered into a series of agreements with Baylor under which we have an exclusive, worldwide license
to IR technology developed at Baylor and to future improvements made in the laboratory of Dr. Bert W. O Malley
through the life of the related patents. Dr. O Malley is a professor and the Chairman of the Department of Cell Biology
at the Baylor College of Medicine and the Director of the Center for Reproductive Biology. He leads IR research at
Baylor.

We work closely with Dr. O Malley and Baylor in scientific IR research, particularly in the area of sex steroids and
orphan IRs. Under our agreement, we are obligated to make certain royalty payments based on the sales of products
developed using the licensed technology. Dr. O Malley is a member of Ligand s Scientific Advisory Board.

In addition to the collaborations discussed above, we also have a number of other consulting, licensing,
development and academic agreements by which we strive to advance our technology.

Manufacturing

We currently have no manufacturing facilities and, accordingly, rely on third parties, including our collaborative
partners, for commercial or clinical production of any products or compounds. During 2004, each of our major
products was manufactured by a single supplier: Elan manufactures AVINZA, Cambrex manufactures ONTAK active
pharmaceutical ingredient, Raylo manufactures Targretin active pharmaceutical ingredient, and Cardinal Health
manufactures Targretin capsules. In 2004, we entered into contracts with Cardinal Health to provide a second source
for AVINZA, and with Hollister-Stier to fill and finish ONTAK. In July 2005, we announced that the FDA approved
the Hollister-Stier facility for fill/finish of ONTAK: In August 2005, the FDA approved the production of AVINZA at
a Cardinal Health facility (the Cardinal facility), which provides a second source of supply, thus diversifying the
AVINZA supply chain and increasing production capacity. We expect that the Cardinal facility will begin producing
commercial product in 2006.

Certain raw materials necessary for the commercial manufacturing of our products are custom and must be
obtained from a specific sole source. In addition, our finished products are produced by sole source manufacturers. We
currently attempt to manage the risk associated with such sole source raw materials and production by actively
managing our inventories and supply and production arrangements. We attempt to remain appraised of the financial
condition of our suppliers and their ability to continue to supply our raw materials and finished products in an
uninterrupted and timely manner. Unavailability of certain materials or the loss of current sources of production could
cause an interruption in production and a reduced supply of finished product pending establishment of new
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sources, or in some cases, implementation of alternative processes. For a discussion of the risks associated with
manufacturing, see Item 1A. Risks and Uncertainties.
Quality Assurance

Our success depends in great measure upon customer confidence in the quality of our products and in the integrity
of the data that support their safety and effectiveness. The quality of our products arises from our commitment to
quality in all aspects of our business, including research and development, purchasing, manufacturing and distribution.
Quality assurance procedures have been developed relating to the quality and integrity of our scientific information
and production processes.

Control of production processes involves rigid specifications for ingredients, equipment, facilities, manufacturing
methods, packaging materials, and labeling. Control tests are made at various stages of production processes and on
the final product to assure that the product meets all regulatory requirements and our standards. These tests may
involve chemical and physical testing, microbiological testing, preclinical testing, human clinical trials, or a

combination of these trials.
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Commercial

In late 1998, we assembled a specialty oncology and HIV-center sales and marketing team to market in the U.S.
products developed, acquired or licensed by us. In late 1999, we expanded our U.S. sales force from approximately 20
to approximately 40 sales representatives to support the launch of Targretin capsules and Targretin gel and increase
market penetration of ONTAK and Panretin gel. In 2001, we expanded our sales force to approximately 50 sales
representatives, including approximately 20 full-time contract sales representatives who focused on the dermatology
market. In 2002, to support the launch of AVINZA, we redirected these contract sales representatives to call on
high-prescribing pain specialists. Also in 2002, we hired approximately another 30 representatives to call on pain
specialists, bringing the total number of representatives selling only AVINZA to approximately 50 representatives. In
2003, we expanded our specialty pain sales force to approximately 70 representatives. In addition, more than 700
Organon sales representatives began promoting AVINZA as a result of the co-promotion agreement we established in
early 2003. During 2004, 36 additional Ligand specialty sales representatives were hired to promote AVINZA to
top-decile, primary-care physicians. In November 2004, an AVINZA sales force restructuring was implemented to
improve sales call coverage and effectiveness (see AVINZA Co-Promotion Agreement with Organon ). As of
December 31, 2005, we had approximately 130 U.S. sales territories, with approximately 24 sales territories
supporting our in-line oncology products and approximately 106 sales territories supporting AVINZA.

Effective January 1, 2006, we terminated our agreement with Organon USA Inc. This agreement terminates the
AVINZA co-promotion agreement between the two companies and returns AVINZA rights to Ligand. However, the
parties have agreed to continue to cooperate during a transition period ending September 30, 2006 to promote the
product. The transition period co-operation includes among other things, a minimum number of product sales calls per
quarter 100,000 for Organon and 30,000 for Ligand with an aggregate of 375,000 and 90,000 respectively for the
transition period. See AVINZA Co-Promotion Agreement with Organon . In January 2006, 18 Ligand specialty sales
representatives previously promoting AVINZA to primary-care physicians were redeployed to call on pain specialists
and all Ligand primary care territories were eliminated. In connection with the restructuring, 11 primary-care sales
representatives were terminated. The AVINZA sales force restructuring was implemented to improve sales call
coverage and effectiveness among high prescribing pain specialists. As of January 31, 2006, we had approximately 89
U.S. sales territories supporting AVINZA.

As of December 2005, we market internationally through marketing and distribution agreements with Cephalon,
Ferrer International, and Sigma Tau. Through these agreements, we have established marketing and distribution
capabilities in Europe, as well as Central and South America. In February 2004, Elan and Medeus Pharma Limited
(now Zeneus ) announced that Zeneus had acquired Elan s European sales and marketing business, and that the
acquisition included the marketing and distribution rights to certain Ligand products in Europe. In October 2005, the
Italian distribution rights were transferred from Alfa Wasserman to Sigma Tau. In December 2005, Cephalon, Inc.
announced that it had acquired all the outstanding share capital of Zeneus, which will operate as a wholly owned
subsidiary of Cephalon.

In the second half of 2004, we entered into fee-for-service agreements (or distribution service agreements) for each
of our products, other than Panretin, with the majority of our wholesaler customers. In exchange for a set fee, the
wholesalers have agreed to provide us with certain information regarding product stocking and out-movement; agreed
to maintain inventory quantities within specified minimum and maximum levels; inventory handling, stocking and
management services; and certain other services surrounding the administration of returns and chargebacks. In
connection with implementation of the fee-for-service agreements, we no longer offer these wholesalers promotional
discounts or incentives and as a result, we expect a net improvement in product gross margins as volumes grow.
Additionally, we believe these arrangements will provide lower variability in wholesaler inventory levels and
improved management of inventories within and between individual wholesaler distribution centers that we believe
will result in a lower level of product returns compared to prior periods.

For the year ended December 31, 2005, shipments to four wholesale distributors each accounted for more than
10% of total shipments and in the aggregate represented 89% of total shipments. These were AmerisourceBergen
Corporation, Cardinal Health, Inc., McKesson Corporation, and Walgreens.
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Our practices with respect to working capital items are similar to comparable companies in the industry. We accept
the return of pharmaceuticals that have reached their expiration date. Our policy for returns allows customers,
primarily wholesale distributors, to return our oncology products three months prior to and six months after
expiration. For ONTAK, customers are generally allowed to return product in exchange for replacement ONTAK
vials. Our policy for returns of AVINZA allows customers to return the product six months prior to and six months
after expiration.

Substantially all of our revenues are attributable to customers in the United States; likewise, substantially all of our
long-lived assets are located in the United States.

For further discussion of these items, see below under Item 7. Management s Discussion and Analysis of Financial
Condition and Results of Operations.

Research and Development Expenses

Research and development expenses were $56.1 million, $65.2 million and $66.7 million in fiscal 2005, 2004, and
2003, respectively, of which approximately 94%, 88%, and 84%, respectively, we sponsored, and the remainder of
which was funded pursuant to collaborative research and development arrangements.

Competition

Some of the drugs we are developing will compete with existing therapies. In addition, a number of companies are
pursuing the development of novel pharmaceuticals that target the same diseases we are targeting. A number of
pharmaceutical and biotechnology companies are pursuing IR-related approaches to drug discovery and development.
Furthermore, academic institutions, government agencies, and other public and private organizations conducting
research may seek patent protection with respect to potentially competing products or technologies and may establish
collaborative arrangements with our competitors.

Our marketed products also face competition. The principal products competing with our products targeted at the
cutaneous t-cell lymphoma market are Supergen/Abbott s Nipent and interferon, which is marketed by a number of
companies, including Schering-Plough s Intron A. Products that compete with AVINZA include Purdue Pharma L.P. s
OxyContin and MS Contin, Janssen Pharmaceutica Products, L.P. s Duragesic, aai Pharma s Oramorph SR, Alpharma s
Kadian, and generic sustained release morphine sulfate, oxycodone and fentanyl. Many of our existing or potential
competitors, particularly large drug companies, have greater financial, technical and human resources than us and may
be better equipped to develop, manufacture and market products. Many of these companies also have extensive
experience in preclinical testing and human clinical trials, obtaining FDA and other regulatory approvals and
manufacturing and marketing pharmaceutical products.

Our competitive position also depends upon our ability to attract and retain qualified personnel, obtain patent
protection or otherwise develop proprietary products or processes, and secure sufficient capital resources for the often
substantial period between technological conception and commercial sales. For a discussion of the risks associated
with competition, see below under Item 1A. Risks and Uncertainties.

Government Regulation

The manufacturing and marketing of our products, our ongoing research and development activities, and products
being developed by our collaborative partners are subject to regulation for safety and efficacy by numerous
governmental authorities in the United States and other countries. In the United States, pharmaceuticals are subject to
rigorous regulation by federal and various state authorities, including the FDA. The Federal Food, Drug and Cosmetic
Act and the Public Health Service Act govern the testing, manufacture, safety, efficacy, labeling, storage, record
keeping, approval, advertising and promotion of our products. There are often comparable regulations that apply at the
state level. Product development and approval within this regulatory framework takes a number of years and involves
the expenditure of substantial resources.

The steps required before a pharmaceutical agent may be marketed in the United States include (1) preclinical
laboratory tests, (2) the submission to the FDA of an IND, which must become effective before human clinical trials
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may commence, (3) adequate and well-controlled human clinical trials to establish the safety and efficacy of the drug,
(4) the submission of a NDA to the FDA and (5) the FDA approval of the NDA prior to any commercial sale or
shipment of the drug. A company must pay a one-time user fee for NDA submissions, and annually pay user fees for
each approved product and manufacturing establishment. In addition to obtaining FDA approval for each product,
each domestic drug-manufacturing establishment must be registered with the FDA and, in California, with the Food
and Drug Branch of California. Domestic manufacturing establishments are subject to pre-approval inspections by the
FDA prior to marketing approval, then to biennial inspections, and must comply with current Good Manufacturing
Practices (cGMP). To supply products for use in the United States, foreign manufacturing establishments must comply
with cGMP and are subject to periodic inspection by the FDA or by regulatory authorities in such countries under
reciprocal agreements with the FDA.

For both currently marketed and future products, failure to comply with applicable regulatory requirements after
obtaining regulatory approval can, among other things, result in the suspension of regulatory approval, as well as
possible civil and criminal sanctions. In addition, changes in existing regulations could have a material adverse effect
to us.

For marketing outside the United States before FDA approval to market, we must submit an export permit
application to the FDA. We also are subject to foreign regulatory requirements governing human clinical trials and
marketing approval for drugs. The requirements relating to the conduct of clinical trials, product licensing, pricing and
reimbursement vary widely from country to country and there can be no assurance that we or any of our partners will
meet and sustain any such requirements.

We are also increasingly subject to regulation by the states. A number of states now regulate, for example,
pharmaceutical marketing practices and the reporting of marketing activities, controlled substances such as our
AVINZA product, clinical trials and general commercial practices. We have developed and are developing a number
of policies and procedures to ensure our compliance with these state laws, in addition to the federal regulations
described above. Significant resources are now required on an ongoing basis to ensure such compliance. For a
discussion of the risks associated with government regulations, see below under Item 1A. Risks and Uncertainties.
Patents and Proprietary Rights

We believe that patents and other proprietary rights are important to our business. Our policy is to file patent
applications to protect technology, inventions and improvements to our inventions that are considered important to the
development of our business. We also rely upon trade secrets, know-how, continuing technological innovations and
licensing opportunities to develop and maintain our competitive position.

As of December 31, 2005, we have filed or participated as licensee in the filing of approximately 66 currently
pending patent applications in the United States relating to our technology, as well as foreign counterparts of certain
of these applications in many countries. In addition, we own or have licensed rights covered by approximately 340
patents issued or applications, granted or allowed worldwide, including United States patents and foreign counterparts
to United States patents. Except for a few patents and applications which are not material to our commercial success,
these patents and applications will expire between 2006 and 2021. Our marketed products are expected to have patent
protection in the United States and Europe that does not expire until between 2011 and 2017. Subject to compliance
with the terms of the respective agreements, our rights under our licenses with our exclusive licensors extend for the
life of the patents covering such developments. For a discussion of the risks associated with patent and proprietary
rights, see below under Item 1A. Risks and Uncertainties.

In December 2004, the United States Patent and Trademark Office declared an interference proceeding at our
request between a patent application owned by Ligand claiming bexarotene (the active ingredient in our Targretin
products) and related technology and an issued patent owned jointly by SRI International and The Burnham Institute.
The patent owned jointly by SRI International and The Burnham Institute was exclusively licensed to Ligand in return
for a royalty and other terms. In March 2005, we reached a settlement agreement with SRI and Burnham wherein SRI
and Burnham agreed to concede priority of the bexarotene claims to Ligand and assign its patent and related rights to
Ligand. In return, we will continue to pay to SRI and Burnham a royalty on bexarotene at a lower rate and would pay
the same royalty on any future products that may be covered by the related patents
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assigned to Ligand. The royalty would be payable for the relevant patent terms, including any additional patent term
to which our patent application for bexarotene would be entitled.
Human Resources
As of December 31, 2005, we had 493 full-time employees, of whom 230 were involved directly in scientific
research and development activities. Of these employees, 64 hold Ph.D. or M.D. degrees.
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Item 1A. Risks and Uncertainties

The following is a summary description of some of the many risks we face in our business. You should carefully
review these risks in evaluating our business, including the businesses of our subsidiaries. You should also consider
the other information described in this report.
The restatement of our consolidated financial statements has had a material adverse impact on us, including
increased costs, the increased possibility of legal or administrative proceedings, and delisting from the NASDAQ
National Market.

We determined that our consolidated financial statements for the years ended December 31, 2002 and 2003, and as
of and for the quarters of 2003, and for the first three quarters of 2004, as described in more detail in our 2004 10-K,
should be restated. As a result of these events, we have become subject to a number of additional risks and
uncertainties, including:

§ We incurred substantial unanticipated costs for accounting and legal fees in 2005 in connection with the
restatement. Although the restatement is complete, we expect to continue to incur such costs as noted below.

§ We have been named in a number of lawsuits that began in August 2004 and an additional lawsuit filed in
October 2005 claiming to be class actions and shareholder derivative actions. As a result of our restatement the
plaintiffs in these lawsuits may make additional claims, expand existing claims and/or expand the time periods
covered by the complaints. Other plaintiffs may bring additional actions with other claims, based on the
restatement. If such events occur, we may incur additional substantial defense costs regardless of their outcome.
Likewise, such events might cause a diversion of our management s time and attention. If we do not prevail in any
such actions, we could be required to pay substantial damages or settlement costs.

§ The Securities and Exchange Commission (SEC) has instituted a formal investigation of the Company s
consolidated financial statements. This investigation will likely divert more of our management s time and
attention and cause us to incur substantial costs. Such investigations can also lead to fines or injunctions or orders
with respect to future activities, as well as further substantial costs and diversion of management time and
attention.

§ The need to reconsider our accounting treatment and the restatement of our consolidated financial statements
caused us to be late in filing our required reports on Form 10-K for December 31, 2004 and Forms 10-Q for the
quarters ended March 31, 2005 and June 30, 2005, respectively, which caused us to be delisted from NASDAQ
National Market in September 2005. See Our common stock was delisted from the NASDAQ National Market
which may reduce the price of our common stock and the levels of liquidity available to our stockholders and
cause confusion among investors for additional discussion regarding the NASDAQ delisting.

Material weaknesses or deficiencies in our internal control over financial reporting could harm stockholder and
business confidence on our financial reporting, our ability to obtain financing and other aspects of our business.

Maintaining an effective system of internal control over financial reporting is necessary for us to provide reliable
financial reports. As disclosed in the Company s 2004 Annual Report on Form 10-K and in its Quarterly Reports on
Form 10-Q for each of the first three quarters of 2005, management s assessment of the Company s internal control
over financial reporting identified material weaknesses in the Company s internal controls surrounding the accounting
for revenue recognition, shipments of short-dated product, record keeping and documentation, accounting personnel,
accruals and cut-off, and financial statement close procedures.

During the year ended December 31, 2005, the Company was not able to fully execute the remediation plans that
were established to address the material weaknesses surrounding the accounting for revenue recognition, record
keeping and documentation, accounting personnel, and financial statement close procedures. As a result, these
material weaknesses were not fully remediated as of December 31, 2005. Additionally, during the assessment process,
management identified four additional material weaknesses relating to the Company s internal control over financial
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reporting: 1) the inability of the Company to maintain an effective independent Internal Audit Department; 2) the
existence of ineffective spreadsheet controls used in connection with the Company s financial processes, including
review, testing, access and integrity controls; 3) the existence of accounting system access rights granted to certain
members of the Company s accounting and finance department that are incompatible with the current roles and duties
of such individuals (i.e., segregation of duties); and 4) the inability of management to properly maintain the

Company s documentation of the internal control over financial reporting during 2005 or to substantively commence
the process to update such documentation and assessment until December 2005. As a result of the unremediated and
new material weaknesses, management concluded that we did not maintain effective internal control over financial
reporting as of December 31, 2005.

Because we have concluded that our internal control over financial reporting is not effective and our independent
registered public accountants issued a disclaimer opinion on the effectiveness of our internal controls, and to the
extent we identify future weaknesses or deficiencies, there could be material misstatements in our consolidated
financial statements and we could fail to meet our financial reporting obligations. As a result, our ability to obtain
additional financing, or obtain additional financing on favorable terms, could be materially and adversely affected,
which, in turn, could materially and adversely affect our business, our strategic alternatives, our financial condition
and the market value of our securities. In addition, perceptions of us could also be adversely affected among
customers, lenders, investors, securities analysts and others. Current material weaknesses or any future weaknesses or
deficiencies could also hurt confidence in our business and consolidated financial statements and our ability to do
business with these groups.

Our revenue recognition policy has changed to the sell-through method which is currently not used by most
companies in the pharmaceutical industry which will make it more difficult to compare our results to the results of
our competitors.

Because our revenue recognition policy has changed to the sell-through method which reflects products sold
through the distribution channel, we do not recognize revenue for the domestic product shipments of AVINZA,
ONTAK, Targretin capsules and Targretin gel. Under our previous method of accounting, product sales were
recognized at time of shipment.

Under the sell-through revenue recognition method, future product sales and gross margins may be affected by the
timing of certain gross to net sales adjustments including the cost of certain services provided by wholesalers under
distribution service agreements, and the impact of price increases. Cost of products sold and therefore gross margins
for our products may also be further impacted by changes in the timing of revenue recognition. Additionally, our
revenue recognition models incorporate a significant amount of third party data from our wholesalers and IMS. Such
data is subject to estimates and as such, any changes or corrections to these estimates identified in later periods, such
as changes or corrections occurring as a result of natural disasters or other disruptions, including Hurricane Katrina,
could affect the revenue that we report in future periods.

As a result of our change in revenue recognition policy and the fact that the sell-through method is not widely used
by our competitors, it may be difficult for potential and current stockholders to assess our financial results and
compare these results to others in our industry. This may have an adverse effect on our stock price.
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Our new revenue recognition models under the sell-through method are extremely complex and depend upon the
accuracy and consistency of third party data as well as dependence upon key finance and accounting personnel to
maintain and implement the controls surrounding such models.

We have developed revenue recognition models under the sell-through method that are unique to the Company s
business and therefore are highly complex and not widely used in the pharmaceutical industry. The revenue
recognition models incorporate a significant amount of third party data from our wholesalers and IMS. To effectively
maintain the revenue recognition models, we depend to a considerable degree upon the timely and accurate reporting
to us of such data from these third parties and our key accounting and finance personnel to accurately interpolate such
data into the models. If the third party data is not calculated on a consistent basis and reported to us on an accurate or
timely basis or we lose any of our key accounting and finance personnel, the accuracy of our consolidated financial
statements could be materially affected. This could cause future delays in our earnings announcements, regulatory
filings with the SEC, and potential delays in relisting or delisting with the NASDAQ.

Our common stock was delisted from the NASDAQ National Market which may reduce the price of our common
stock and the levels of liquidity available to our stockholders and cause confusion among investors.

Our common stock was delisted from the NASDAQ National Market on September 7, 2005. Unless and until the
Company s common stock is relisted on NASDAQ, our common stock is expected to be quoted on the Pink Sheets.
The quotation of our common stock on the Pink Sheets may reduce the price of our common stock and the levels of
liquidity available to our stockholders. In addition, the quotation of our common stock on the Pink Sheets may
materially adversely affect our access to the capital markets, and any limitation on liquidity or reduction in the price of
our common stock could materially adversely affect our ability to raise capital through alternative financing sources
on terms acceptable to us or at all. Stocks that are quoted on the Pink Sheets are no longer eligible for margin loans,
and a company quoted on the Pink Sheets cannot avail itself of federal preemption of state securities or blue sky laws,
which adds substantial compliance costs to securities issuances, including pursuant to employee option plans, stock
purchase plans and private or public offerings of securities. Our delisting from the NASDAQ National Market and
quotation on the Pink Sheets may also have other negative implications, including the potential loss of confidence by
suppliers, customers and employees, the loss of institutional investor interest and fewer business development
opportunities.

While we have applied to have our common stock relisted on the NASDAQ National Market, our common stock
may not ultimately be relisted. Even if we are successful in getting our common stock relisted on NASDAQ, the
relisting may cause confusion among investors who have become accustomed to our being quoted on the Pink Sheets
as they seek to determine our stock price or trade in our stock.

Our strategic alternatives exploration process is subject to a number of uncertainties and may or may not result in
any expected
transaction(s).

In November 2005, we announced that we would be exploring strategic alternatives for the Company and its assets
in order to enhance shareholder value. This process is ongoing and is subject to a number of risks and uncertainties.
For example, we may not decide to or be able to complete any strategic transaction or series of transactions on any
given timeframe, or at all. Any transactions we do complete may not be the type of transaction or may not be on terms
that some stockholders or members of the investing public may prefer. Any of these risks or uncertainties could harm
our stock price.

Our small number of products and our dependence on partners and other third parties means our results are
vulnerable to setbacks with respect to any one product.

We currently have only five products approved for marketing and a handful of other products/indications that have
made significant progress through development. Because these numbers are small, especially the number of marketed
products, any significant setback with respect to any one of them could significantly impair our operating results
and/or reduce the market prices for our securities. Setbacks could include problems with shipping, distribution,
manufacturing, product safety, marketing, government licenses and approvals, intellectual property rights and
physician or patient acceptance of the product, as well as higher than expected total rebates, returns or discounts.
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In particular, AVINZA our pain product, now accounts for a majority of our product revenues and we expect
AVINZA revenues will continue to grow over the next several years. Thus any setback with respect to AVINZA could
significantly impact our financial results and our share price. AVINZA was licensed from Elan Corporation which is
currently its sole manufacturer. We have contracted with Cardinal to provide additional manufacturing capacity and
expect to source product from Cardinal in 2006. However, we expect Elan will continue to be a significant supplier
over the next several years. Any problems with Elan s or Cardinal s manufacturing operations or capacity could reduce
sales of AVINZA, as could any licensing or other contract disputes with these suppliers.

Similarly, our co-promotion partner executes a large part of the marketing and sales efforts for AVINZA and those
efforts may be affected by our partner s organization, operations, activities and events both related and unrelated to
AVINZA. Our co-promotion efforts have encountered and continue to encounter a number of difficulties,
uncertainties and challenges, including sales force reorganizations and lower than expected sales call and prescription
volumes, which have hurt and could continue to hurt AVINZA sales growth. The negative impact on the product s
sales growth in turn has caused and may continue to cause our revenues and earnings to be disappointing. Any failure
to fully optimize this co-promotion arrangement and the AVINZA brand, by either partner, could also cause AVINZA
sales and our financial results to be disappointing and hurt our stock price. Any disputes with our co-promotion
partner over these or other issues could harm the promotion and sales of AVINZA and could result in substantial costs
to us. In addition, in January 2006 we announced that we were terminating the co-promotion arrangement with a
nine-month transition period. Failure to successfully transition our partner s efforts and functions back to Ligand
and/or failure to repartner or otherwise replace our partner s sales activities for AVINZA after the transition could
adversely affect the sales of the product.

AVINZA is arelatively new product and therefore the predictability of its commercial results is relatively low.
Higher than expected discounts (especially PBM/GPO rebates and Medicaid rebates, which can be substantial),
returns and chargebacks and/or slower than expected market penetration could reduce sales. Other setbacks that
AVINZA could face in the sustained-release opioid market include product safety and abuse issues, regulatory action,
intellectual property disputes and the inability to obtain sufficient quotas of morphine from the Drug Enforcement
Agency (DEA) to support our production requirements.

In particular, with respect to regulatory action and product safety issues, the FDA recently requested that we
expand the warnings on the AVINZA label to alert doctors and patients to the dangers of using AVINZA with alcohol.
We have made changes to the label. The FDA also requested clinical studies to investigate the risks associated with
taking AVINZA with alcohol. We have submitted protocols to the FDA and are awaiting their comments on these
protocol designs. These additional warnings, studies and any further regulatory action could have significant adverse
affects on AVINZA sales.

Our product development and commercialization involve a number of uncertainties, and we may never generate
sufficient revenues from the sale of products to become profitable.

We were founded in 1987. We have incurred significant losses since our inception. At December 31, 2005, our
accumulated deficit was approximately $831.1 million. We began receiving revenues from the sale of pharmaceutical
products in 1999. To consistently be profitable, we must successfully develop, clinically test, market and sell our
products. Even if we consistently achieve profitability, we cannot predict the level of that profitability or whether we
will be able to sustain profitability. We expect that our operating results will fluctuate from period to period as a result
of differences in when we incur expenses and receive revenues from product sales, collaborative arrangements and
other sources. Some of these fluctuations may be significant.

Most of our products in development will require extensive additional development, including preclinical testing
and human studies, as well as regulatory approvals, before we can market them. We cannot predict if or when any of
the products we are developing or those being developed with our partners will be approved for marketing. For
example, lasofoxifene (Oporia), a partner product being developed by Pfizer recently received a non-approvable
decision from the FDA and trials of our market product Targretin failed to meet endpoints in Phase III trials in which
we were studying its use in non small cell lung cancer. There are many reasons that we or our collaborative partners
may fa