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Securities registered pursuant to Section 12(b) of the Act: None
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Indicate by check mark if the registrant is a well-known seasoned issuer, as defined in Rule 405 of the Securities Act. Yes x No ~

Indicate by check mark if the registrant is not required to file reports pursuant to Section 13 or Section 15(d) of the Act. Yes © No x

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 x No ~

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.
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Large accelerated filer x Accelerated filer ~ Non-accelerated filer ~

Indicate by check mark whether the registrant is a shell company (as defined in Exchange Act Rule 12b-Yes © No x

The approximate aggregate market value of voting stock held by non-affiliates of the Registrant, based upon the last sale price of the Registrant s
Common Stock on June 30, 2005, based upon the closing sales price of the registrant s common stock listed as reported on the NASDAQ
National Market was approximately $1,498,863,795. This calculation excludes approximately 831,148 shares held by directors and executive
officers of the Registrant. Exclusion of these shares should not be construed to indicate that such person controls, is controlled by or is under
common control with the Registrant. This calculation does not exclude shares held by organizations whose ownership exceeds 5% of the
Registrant s outstanding Common Stock as of March 6, 2005 that have represented that they are registered investment advisers or investment
companies registered under Section 8 of the Investment Company Act of 1940. Determination of affiliate status for the purposes of this
calculation is not necessarily a conclusive determination for any other purpose.

89,059,049

(Number of shares of common stock outstanding as of March 6, 2005)

DOCUMENTS INCORPORATED BY REFERENCE

Portions of Registrant s definitive Proxy Statement to be filed for its 2006 Annual Meeting of Stockholders are incorporated by reference into
Part I1I hereof.
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Forward-Looking Statements

This report includes forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended (the 1933 Act )
and Section 21E of the Securities Exchange Act of 1934, as amended (the 1934 Act ). All statements other than statements of historical fact are
forward-looking statements for purposes of this annual report, including any projections of earnings, revenues or other financial items, any
statements of the plans and objectives of management for future operations, any statements concerning proposed new products or services, any
statements regarding future economic conditions or performance and any statement of assumptions underlying any of the foregoing. In some
cases, forward-looking statements can be identified by the use of terminology such as may, will, expects, plans, anticipates, estimates, p
or continue, or the negative thereof or other comparable terminology. Although we believe that the expectations reflected in the forward-looking
statements contained herein are reasonable, there can be no assurance that such expectations or any of the forward-looking statements will prove
to be correct and actual results could differ materially from those projected or assumed in the forward-looking statements. Our future financial
condition and results of operations, as well as any forward-looking statements, are subject to inherent risks and uncertainties, including but not
limited to the risk factors set forth below and for the reasons described elsewhere in this annual
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report. All forward-looking statements and reasons why results may differ included in this report are made as of the date hereof and we do not
intend to update any forward-looking statements except as required by law or applicable regulations.

Trademarks

All Nektar brand and product names contained in this document are trademarks or registered trademarks of Nektar Therapeutics in the United
States and other countries. The following, which appear in this document, are registered or other trademarks owned by the following companies:
Exubera and Somavert (Pfizer Inc); PEGASYS (Hoffmann-La Roche Ltd.); Neulasta (Amgen Inc.); Definity (Bristol-Myers Squibb Medical
Imaging, Inc.); PEG-INTRON (Schering-Plough Corporation); DuraSeal and SprayGel (Confluent Surgical Inc.); Macugen ((OSI)-Eyetech);
Marinol (Solvay Pharmaceuticals, Inc.); and Cimzia (UCB Group).
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PART I

Item 1. Business

General Business Overview

We are a biopharmaceutical company developing breakthrough products that make a difference in patients lives. We create differentiated,
innovative products by applying our drug delivery technologies to established or novel medicines. Our leading technologies are Nektar
Pulmonary Technology and Nektar Advanced PEGylation Technology. Nine products using these technologies have received regulatory
approval in the United States (U.S.) or the European Union (EU). Our two technology platforms are the basis of nearly all of the partnered and
proprietary products we currently have in preclinical and clinical development. We are also engaged in exploratory development with other early
stage technologies.

We create or enable breakthrough products in two ways. First, we develop products in collaboration with pharmaceutical and biotechnology
companies that seek to improve and differentiate their products. Second, we apply our technologies to established medicines to create and
develop our own differentiated, proprietary products. Our proprietary products are designed to target serious diseases in novel ways. We believe
our proprietary products have the potential to raise the standards of current patient care by improving efficacy, safety, and/or ease-of-use.

Strategy

The key elements of our business strategy are:

Maximize the Diabetes Opportunity

Exubera® (insulin human [rDNA origin]) Inhalation Powder is a rapid-acting, powder human insulin that is inhaled normally through the mouth
into the lungs prior to eating using the hand-held Exubera® Inhaler. Exubera® is the lead product using our Nektar Pulmonary Technology in
partnership with Pfizer Inc. We believe Exubera® has the potential to revolutionize insulin therapy as it provides adults with Type 1 and Type 2
diabetes in the U.S. and the EU with the first non-invasive delivery form of insulin. Exubera® was approved for marketing in January 2006 in
both the U.S. and the EU. Exubera® is a first-of-its-kind product and its approval is a validation of our Nektar Pulmonary Technology platform.
In addition to Exubera®, we are also working on several other product candidates in the diabetes therapeutic area that we believe could be
enabled by our drug delivery technologies and we are actively evaluating such products.

We will receive manufacturing revenues for both the Exubera® Inhalers and a portion of the insulin powder processing, as well as royalties on
end product sales. The success of this product will be an important factor in our objective to reach profitability and also to fund the development
of our proprietary products development programs.
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Develop Our Own Proprietary Products Utilizing Nektar Technologies and/or Know-how

We are developing a portfolio of proprietary products that are intended to address critical unmet medical needs by exploiting our know-how and
technology in combination with established medicines. Our strategy is to identify molecules that would benefit from the application of our
technologies which could improve performance, safety and/or delivery of these compounds. Our objective is to create value by advancing these
products into clinical development and then potentially seeking a co-development or co-marketing partner depending upon a number of factors,
such as the cost and complexity of development, needs for commercialization, and therapeutic area focus. We could also take certain products
through to regulatory marketing approval prior to making a partnering decision. We plan to make partnering decisions for our proprietary
products on a product-by-product basis taking into consideration both the market as well as our own internal business factors.
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Parter with Pharmaceutical and Biotechnology Companies

We have collaborations with more than twenty pharmaceutical and biotechnology companies. Our partnering strategy enables us to develop a
large and diversified pipeline of drug products using our technologies. Historically, we have combined our drug delivery technologies with
molecules provided by or brought to us by our partners. As we continue to shift our focus towards developing proprietary products, in addition
to supporting our current partner programs, we expect to engage in a fewer number of higher value partnerships in order to optimize revenue
potential, probability of success, and overall return on investment. The structures of typical partner collaborations are described below.

In a typical collaboration involving Nektar Pulmonary Technology, our partner provides the active pharmaceutical ingredient (many of
which have already received regulatory approval in another delivery form), funds research and development, obtains regulatory
approvals, and markets the resulting commercial product. We supply our technology and we may manufacture and supply the inhaler
device and/or drug formulation. In consideration for our efforts, we typically receive reimbursement for research and development,
milestone payments, revenues from clinical drug and inhaler device and components manufacturing, and royalties from commercial
sales of products. In addition, for products using Nektar Pulmonary Technology, we typically receive revenues from the manufacture
and supply of our inhaler device and drug processing and/or filling activities.

In a typical collaboration involving Nektar Advanced PEGylation Technology, we manufacture and supply the polyethylene glycol
( PEG ) reagents to our partners and we may receive milestone payments, manufacturing revenues and, in some cases, royalties from
sales of the resulting commercial product.

Overview of Nektar Technologies

Our drug delivery technology platforms are designed to improve the performance of new and existing small molecules or macromolecules.
Improved performance is enabled typically through one or more of the following attributes: improved efficacy, improved safety, improved
convenience, or enabling the development of a drug molecule. Our two most advanced technology platforms are described below.

Nektar Pulmonary Technology. Nektar Pulmonary Technology uses our know-how and technology in the areas of drug formulation, powder
processing, powder filling and packaging, as well as inhaler devices to create an integrated system that delivers therapeutics to the lung for both
systemic and local lung applications. We have technology to deliver dry powders and liquid aerosols to the deep lung in an efficient and
reproducible manner. We are currently working with a variety of different dry powder inhalers and several different types of liquid nebulizers.
The most advanced pharmaceutical product using this technology is Exubera®, which was approved for marketing in the EU and the U.S. in
January 2006.

We believe Nektar Pulmonary Technology can offer one or more of the following benefits:

Non-invasive delivery of certain peptides and proteins for systemic distribution;

Systemic delivery of molecules that require fast onset of action; and
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Local lung targeting to treat pulmonary disease while reducing systemic exposure.

Nektar Pulmonary Technology is being used in four products in clinical development including a Phase III trial being conducted by Chiron to
evaluate Tobramycin inhalation powder for the treatment of lung infections in patients with cystic fibrosis. Exubera® is the only product that has
received regulatory approval using this technology.

Nektar Advanced PEGylation Technology. Nektar Advanced PEGylation Technology is designed to enhance performance of most drug classes
including macromolecules, such as peptides and proteins, as well as
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small molecules and other drugs. PEGylation is a chemical process where PEG chains are attached to active drugs to give it certain properties in
the body. Nektar Advanced PEGylation Technology has the potential to improve drug solubility and stability, increase drug half-life, reduce
immune responses to an active drug, and improve the efficacy and/or safety of a molecule in certain instances.

We believe Nektar Advanced PEGylation Technology can offer one or more of the following benefits:

Prolonged duration of action to lower the frequency of injections needed for certain therapies by both reducing the rate of absorption
from a subcutaneous injection and slowing the rate of elimination or metabolism from the body;

Reduced immune response to certain macromolecules which may prolong their effectiveness with repeated doses if the antibodies are
neutralized;

Improved stability of the drug in the body which can contribute to the prolonged duration of activity;

Improved efficacy and/or safety in certain instances as a result of better pharmacokinetics of the drug in the body which can give more
time for the drug to act in the body; and

Improved targeting of a drug to act at the site of disease thus having the potential to improve efficacy and/or reduce toxicity.

Currently this technology is used in seven products approved in the U.S. and in one additional product which was approved in the EU.

Nektar Other Technology. We continue to pursue exploratory development with a number of early stage technologies. One of these is Nektar
Supercritical Fluid (SCF) Technology which uses supercritical carbon dioxide to disperse and mix a stream of drug solution while
simultaneously extracting the organic solvent resulting in a rapid formation of a drug or drug/excipient particle. We continue to evaluate whether
SCF could serve as a platform technology for small molecules including use in selection of stable solid state forms that can affect both the rate
and extent of absorption of certain drugs. Currently there are no approved products that use SCF although we are conducting certain human
proof-of-concept studies using this technology.

Approved products and clinical pipeline

The following table summarizes our proprietary and partnered pipeline including products in clinical development, products filed for registration
and products that have received regulatory approval. The table includes the type of molecule or drug, the primary indication for the product, the
identity of our partner if one has been disclosed, and the status of the program. Approval status applies to the U.S. market unless otherwise
noted. Our technology is currently being used in nine approved products and ten development programs in clinical trials.

Molecule Primary Indication Partner Status(1)

Exubera® (insulin human [rDNA origin]) Inhalation Powder Adult Type 1 and Type 2 Diabetes Pfizer Inc.
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Proprietary Products
Amphotericin B inhalation powder
Inhaled Antibiotics

Partnered Products (other than Exubera®)
Neulasta® (pegfilgrastim)

PEGASYS® (peginterferon alfa-2a)
Somavert® (pegvisomant)

PEG-INTRON® (peginterferon alfa-2b)
Definity® (PEG)

Table of Contents

Prevention of pulmonary aspergillosis
Treatment of pneumonia in ventilated
patients

Neutropenia
Hepatitis-C
Acromegaly
Hepatitis-C
Cardiac imaging

Nektar Product
Nektar Product

Amgen Inc.

Hoffmann-La Roche Ltd.
Pfizer Inc.

Schering-Plough Corporation
Bristol-Myers Squibb Company

Approved
in the EU
and U.S.

Phase I
Phase 1T

Approved
Approved
Approved
Approved
Approved
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Molecule Primary Indication Partner Status(1)

Macugen® (pegaptanib sodium injection) Age-related macular degeneration OSI Approved in the U.S.
Pharmaceuticals EU & Canada
(Eyetech)

Macugen® (pegaptanib sodium injection) Diabetic macular edema OSI Phase 11
Pharmaceuticals
(Eyetech)

SprayGel adhesion barrier system (PEG-hydrogel) Prevention of post-surgical adhesions  Confluent Pivotal trials in U.S.
Surgical Inc.

Approved in Europe
Cimzia (certolizumab pegol, CDP870) Crohn s disease UCB Pharma Filed in the U.S.
Rheumatoid arthritis Phase IIT

CERA (Continuous Erythropoiesis Receptor Activator) Renal anemia Hoffmann-La Phase IIT
Roche Ltd.

Tobramycin inhalation powder (TIP) Lung infection Chiron Phase IIT
Corporation

Undisclosed (PEG) Undisclosed Undisclosed Phase II

Pulmonary dronabinol (Dronabinol metered dose inhaler) Migraine (with and without aura) Solvay Phase 11
Pharmaceuticals,
Inc.

Undisclosed (PEG) Undisclosed Pfizer Inc. Phase II

CDP 791 (PEG-antibody fragment angiogenesis inhibitor) Cancer UCB Pharma Phase 11

(1) Status definitions are as follows:
Approved regulatory approval to market and sell product obtained in the U.S. or EU.

Phase III or Pivotal Product in large-scale clinical trials conducted to obtain regulatory approval to market and sell a drug. Typically, these trials are initiated
following encouraging Phase II trial results.

Phase Il Product in clinical trials to establish dosing and efficacy in patients.

Phase I Product in clinical trials typically in healthy subjects to test safety.

Description of Select Development Programs

Exubera® (insulin human [rDNA origin]) Inhalation Powder Program (partnered with Pfizer Inc)

We entered into a collaborative agreement with Pfizer Inc in January 1995 to develop Exubera®, which was approved in both the U.S. and the
EU in January 2006 for adult patients with Type 1 and Type 2 diabetes. Exubera® is a rapid-acting, powder human insulin that is inhaled
normally through the mouth into the lungs prior to eating using the hand-held Exubera® Inhaler. The Exubera® Inhaler weighs four ounces and,
when closed, is about the size of an eyeglass case. The unique Exubera® Inhaler produces in its chamber a cloud of insulin powder, which is
designed to pass rapidly into the bloodstream to regulate the body s blood sugar levels. Nektar developed both the powder formulation and the
Inhaler in partnership with Pfizer Inc using Nektar Pulmonary Technology. Pfizer Inc will market and sell Exubera® in the U.S., EU and any
other regions where this product could receive future regulatory approval. Nektar will receive both manufacturing revenues for the Inhalers and
a portion of the insulin powder processing, as well as royalties on end product sales.

Insulin is a protein hormone naturally secreted by the pancreas to, in part, facilitate uptake of glucose into cells. Diabetes, the inability of the
body to properly regulate blood glucose levels, is caused by insufficient production of insulin by the pancreas or resistance to the insulin
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produced. Over time, high blood glucose levels can lead to blindness, loss of circulation, kidney failure, heart disease or stroke. Insulin is a
widely-used and relied upon standard of therapy for patients with both Type 1 and Type 2 diabetes.

According to the World Health Organization, approximately 171 million people worldwide have diabetes, and that number is expected to grow
to 366 million by 2030. All Type 1 diabetics, estimated at between 5% and 10% of all diabetics, require insulin therapy. Type 1 diabetics require
both basal insulin in the form of long-acting insulin and multiple treatments of regular or short-acting, insulin throughout the day. Type 2
diabetics, depending on the severity of their disease, may or may not require insulin therapy. We believe that because of the
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inconvenience and unpleasantness of injections, many Type 2 patients who do not require insulin to survive, despite the fact that they would
benefit from it, are reluctant to start insulin treatment. This can result in poor control of blood sugars which can lead to the complications of the
disease. Further, we believe that many Type 1 and Type 2 patients take less insulin than they should in part because of the dislike of injections.

A ten-year study by the National Institutes of Health (NIH) in Type 1 diabetics demonstrated that the longer term sequela of diabetes could be
significantly reduced by dosing more frequently resulting in lowering of glycosolated hemoglobin. The NIH study recommended dosing regular
insulin three to four times per day, a regimen that would more closely mirror the action of naturally produced insulin in non-diabetics. Because
of the risk of severe hypoglycemia, this course of treatment is not recommended for children, older adults, and people with heart disease or with
a history of frequent severe hypoglycemia. In addition, many patients are reluctant to increase their number of daily doses because they find
injections unpleasant and inconvenient. Similar results were demonstrated in Type 2 patients in a trial in the United Kingdom.

We believe that Exubera® could result in greater patient compliance by eliminating some insulin injections for Type 1 and some Type 2 patients
and all insulin injections for some Type 2 patients. We have the responsibility for the commercial manufacture of Exubera® Inhalers as well as a
portion of the insulin powder. In addition to receiving revenues for the manufacture and supply of Exubera® Inhalers and bulk powdered insulin,
we will receive a royalty on commercial end product sales of Exubera®.

In November 1998, Pfizer Inc and Aventis announced that they entered into a worldwide agreement to manufacture insulin and to co-develop
and co-promote inhaleable insulin. Under the terms of the agreement, Pfizer Inc and Aventis constructed a jointly owned insulin manufacturing
plant in Frankfurt, Germany. In 2004, Sanofi-Synthelabo acquired Aventis to create Sanofi-Aventis. In February 2006, Pfizer Inc reported that it
had closed a transaction to acquire the Sanofi-Aventis s worldwide rights to Exuber. There was no change to the Exubera® contractual terms
between Nektar and Pfizer Inc as a result of this transaction.

In January 2006, Pfizer Inc announced that the EMEA granted marketing authorization for Exubera® in the EU for adults with Type 1 and Type
2 diabetes and also that Exubera® was approved for marketing by the U.S. Food and Drug Administration (the FDA ) for the treatment of adults
with Type 1 and Type 2 diabetes. Pfizer Inc stated that they expect the product to be available by mid-year of 2006.

Proprietary Products

Amphotericin B Inhalation Powder (ABIP) for Prevention of Pulmonary Fungal Infections in Patients at Risk for Aspergillosis from
Immunosuppression Therapy

ABIP is a Nektar proprietary product under development to address the significant mortality rates in patients with pulmonary fungal infections
and the increasing incidence of aspergillosis in immunosuppressed patients receiving organ or stem cell transplants, or those treated with
chemotherapy or radiation for hematologic malignancies. Aspergillosis is an infectious fungal disease caused by the fungus aspergillus and
usually occurs in those with suppressed or deficient immune systems. Aspergillus fungal spores are most commonly found in the environment
and can enter the body of a patient through the lungs by breathing. In a patient without normal immune system function, aspergillus spores can
cause an invasive pulmonary fungal infection. Mortality rates can exceed 50% in certain patient populations that develop this infection, despite
the new classes of drugs that have evolved over the last couple of years to treat this pathogen. We believe there are approximately 150,000
patients at risk for pulmonary aspergillosis in the U.S. and EU collectively. Amphotericin B, when delivered with intraveneous infusion, is an
effective treatment of aspergillosis despite its common dose-limiting systemic toxicities because of its delivery route.
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Our pocket-sized powder inhaler used in ABIP is a unique delivery mode designed to enable the targeting of therapeutic concentrations of
Amphotericin B directly to the lungs, at levels similar to or greater than the lung concentrations that can be achieved by intravenous dosing of
Amphotericin B or lipid-associated Amphotericin B
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products. By targeting Amphotericin B directly at the site of a potential aspergillus infection, Nektar s ABIP could potentially eliminate these
life-threatening lung fungal infections, while at the same time minimize common toxicities associated with intravenous Amphotericin B therapy.
Since ABIP uses an inhaler, it could also encourage long-term compliance during a course of treatment and, therefore, could offer significant
cost benefits for this high-risk patient population. ABIP is currently in Phase I clinical studies. We have also conducted preclinical studies of
ABIP. The product has demonstrated efficacy in a study of animal survival in an immunocompromised rabbit model. We have also completed
two Phase I single dose toleration and dose finding studies in humans. We plan a multi-dose Phase I dose toleration and dose finding study
which will precede a pivotal trial that we plan to begin in 2007. Patents covering many key aspects of this product concept have been filed.

In February 2006, the FDA granted U.S. orphan drug designation for ABIP. Orphan products are developed to treat diseases or conditions that
affect fewer than 200,000 people in the U.S. The Orphan Drug Act provides a seven-year period of exclusive marketing to the first sponsor who
obtains marketing approval for a designated indication.

Inhaled Antibiotics for Treatment of Hospital Pneumonias

We have an Inhaled Antibiotics program under development for the treatment of moderate to severe hospital pneumonias, including
gram-negative hospital-acquired pneumonia (HAP) and ventilator-associated pneumonia (VAP), which are significant causes of hospital-based
mortality. Current therapy for these types of pulmonary infections relies almost exclusively upon high doses of intravenous antibiotics, which
can be associated with severe side effects. Aminoglycosides is a particular class of antibiotics that can be effective for treating pneumonias
associated with gram-negative organisms, such as Pseudomonas aeruginosa, when administered in the form of intravenous therapy. However,
this class of antibiotics penetrates poorly from the blood to the lung relative to other classes of antibiotics, which can cause unwanted systemic
toxicities including damage to kidneys and hearing. Gram-negative bacteria account for < 2% of community-acquired pneumonias but account
for most hospital-acquired pneumonias including the type of pneumonias that are fatal. The mortality for gram-negative bacillary pneumonia is
about 25 to 50% despite the availability of intravenous or oral antibiotics.

Our Inhaled Antibiotics program uses a proprietary liquid delivery system that delivers aerosolized antibiotics to the lung, including
aminoglycosides, to treat these pneumonias. The product could be used in conjunction with standard intravenous antibiotics and has potential to
improve the outcomes and reduce systemic toxicities in this difficult to-treat patient population.

This product is currently in a Phase II trial to examine the pharmacokinetics, dosing, safety, and tolerability of Inhaled antibiotics to treat HAP
and VAP in mechanically-ventilated patients. Nektar has filed patents covering the key aspects of this product concept.

Pre-clinical proprietary products

Nektar is evaluating various drugs, including generically-available drugs and proprietary drugs in-licensed or available for in-licensing from
third parties. Currently, we have two proprietary products which are in preclinical development that use our Nektar Advanced PEGylation
Technology. One product is in the disease area of oncology and the other is pain-related. Both products are still in the early stages of
development.

Other Select Partnered Products
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Macugen® (pegaptanib sodium injection)

We entered into a license, manufacturing and supply agreement with Eyetech Pharmaceuticals, Inc. in 2002, whereby we provide one of our
PEG reagents used for the development and commercial manufacturing of
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Macugen® (pegaptanib sodium injection), a PEGylated anti-Vascular Endothelial Growth Factor aptamer currently approved in the U.S. and EU

for use in treating age related macular degeneration ( AMD ). AMD is the leading cause of blindness among Americans over the age of 55. Nektar
receives royalties on commercial sales, as well as revenues from exclusive manufacturing of the PEG reagents used to manufacture the product.
Eyetech was bought by OSI Pharmaceuticals, Inc. in 2005 and the change of control did not change the license, manufacturing and supply
agreement that was in place with Eyetech. We share a portion of our revenues for this product with Enzon, under a separate patent licensing
arrangement.

Macugen® is also in Phase II testing for the treatment of diabetic macular edema ( DME ). The FDA has granted Macugen fast-track  status for
the treatment of DME.

Cimzia (certolizumab pegol, CDP870) Program

We entered into a license, manufacturing and supply agreement for Cimzia (certolizumab pegol, CDP870) with Celltech Group plc in 2000. This
agreement was subsequently assigned to Pharmacia for the rheumatoid arthritis indication. In October 2002, Pharmacia initiated Phase III

clinical trials with Cimzia for rheumatoid arthritis. In April 2003, Pfizer Inc acquired Pharmacia and in February 2004, Pfizer Inc reassigned
Cimzia rights back to Celltech. In 2004, Celltech was acquired by UCB Pharma, a global pharmaceutical and specialty chemical company.

In March 2006, UCB announced that it had filed a Biologics License Application with the U.S. FDA for Cimzia for the treatment of Crohn s
disease. At that time, UCB also announced that it expected to submit the same filing for Cimzia to the European EMEA. Crohn s disease is a
chronic digestive disorder of the intestines, and is commonly referred to as inflammatory bowel disease. In October 2005, UCB announced
detailed Phase III study results (PRECiSE 2) for Cimzia in the treatment of Crohn s disease. The results of the PRECISE 2 study show that
Cimzia was efficacious at decreasing or controlling the signs and symptoms of Crohn s disease. Cimzia is administered via subcutaneous
injection, and according to UCB, was shown to be well-tolerated.

In December 2005, UCB announced that two phase III profiling studies for Cimzia to treat rheumatoid arthritis are evolving according to plan
and first results are expected by the end of 2006. They also announced at this time that a phase III clinical study for Cimzia the treatment of
psoriasis has been initiated and recruitment is ongoing

Under the agreement for Cimzia, we receive milestone payments, PEG manufacturing revenues, and royalties on product sales, if the product is
commercialized. We will share a portion of the royalties on this product with Enzon.

CERA (Continuous Erythropoiesis Receptor Activator) Program

In 2004, we announced a collaboration with Roche whereby we had licensed a proprietary PEG (PEGylation) reagent to be used in the
manufacture of Roche s CERA product. Under the terms of the collaboration, we will receive milestone and manufacturing revenues during
development, will receive royalty following commercialization, as well as some manufacturing revenues for a certain period of time following
commercialization. In March 2004, Roche announced that it had advanced CERA into Phase III trials.
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Roche has indicated they plan to file CERA in the U.S. and the EU for kidney-disease-related anemia in 2006. In February 2006, Roche
announced that it expected to seek approval from the FDA for use of CERA to treat anemia associated with chemotherapy in 2009, two years
later than Roche had stated in 2005. CERA is currently the subject of a significant patent infringement lawsuit brought by Amgen related to
Roche s patents with respect to the use of CERA to treat chemotherapy anemia. Although we are not a party to this lawsuit, if the outcome of
such litigation were adverse to Roche, this could have a material adverse impact on this program and could impact the potential licensing,
royalty or manufacturing revenue stream for Nektar.

10
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Tobramycin Inhalation Powder (TIP) Program

In 2001, we entered into a collaboration with Chiron Corporation to develop Tobramycin inhalation powder (TIP), for the treatment of
Pseudomonas aeruginosa in cystic fibrosis patients and to explore the development of other inhaled antibiotics using Nektar Pulmonary
Technology. Chiron s existing tobramycin product, TOBT (Tobramycin Inhalation Solution), was introduced in 1998 as the first inhaled
antibiotic approved for treating Pseudomonas aeruginosa lung infections in cystic fibrosis patients.

In July 2003, Chiron initiated a Phase I trial in patients for TIP. In October 2004, Chiron presented Phase I clinical trial data that suggested that
TIP may significantly reduce the treatment burden for cystic fibrosis patients by offering a short administration time and improved portability.
The Phase I trial, which included 90 patients at 15 study centers in the U.S., compared the safety, pharmacokinetics and delivery time of TIP
administered via our inhalation system to Chiron s TOBTadministered via nebulizer. In October 2005, Chiron initiated Phase III clinical trials
for further study of TIP.

Under the terms of our TIP collaboration with Chiron, we are responsible for the development of the powder formulation and inhaler, as well as
the clinical and commercial manufacturing of the drug formulation and inhaler. Chiron is responsible for the clinical development and
worldwide commercialization of the drug formulation and inhaler combination. We will receive research and development funding, milestone
payments, and royalty payments and manufacturing revenues once the product is commercialized.

Collaborations Terminated in 2005

Enzon Product Development Collaboration

In July 2005, Enzon Pharmaceuticals, Inc. announced they would no longer pursue the development of two programs with us due to
re-prioritization of their pipeline.

Lack of Progress on Two Partnered Programs

Due to lack of progress on two partnered programs, we have removed them from our pipeline although the collaboration agreements remain in
place and have not been cancelled. These products are PEG-Infergen with InterMune and PEG-Axokine with Regeneron.

Research and Development

Our research and development activities can be divided into research and preclinical programs, clinical development programs and commercial
readiness. We estimate the costs associated with research and preclinical programs, clinical development programs, and commercial readiness
over the past three years to be the following (in millions):
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Research and preclinical programs
Clinical development programs
Commercial readiness

Total

Table of Contents

Years ended December 31,

2005 2004 2003
$ 53.6 $ 374 $ 29.0
76.1 59.4 58.0
22.0 36.7 35.1
$151.7 $133.5 $122.1
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Our portfolio of ongoing projects can be broken down into two categories: 1) partnered projects and 2) proprietary products and technology
development. We estimate the costs associated with partnered projects and proprietary products and technology development to be the following
(in millions):

Years ended December 31,

2005 2004 2003
Partnered projects $ 833 $ 932 $ 927
Proprietary products and technology development 68.4 40.3 29.4
Total $151.7 $ 1335 $122.1

Our total research and development expenditures can be disaggregated into the following significant types of expenses (in millions):

Years ended December 31,

2005 2004 2003
Salaries and employee benefits $ 683 $ 59.0 $ 572
Outside services 32.7 28.7 21.0
Supplies 22.5 18.9 16.7
Facility and equipment 26.9 19.7 16.7
Travel and entertainment 1.8 1.9 1.5
Allocated overhead 3.3) 49 7.1
Other 2.8 0.4 1.9
Total $151.7 $133.5 $122.1

Manufacturing

With respect to products based on Nektar Pulmonary Technology, we generally plan to formulate, manufacture and package the powders for our
pulmonary delivery products and to subcontract the manufacture of our pulmonary delivery devices.

Our device for use with Exubera® is a pulmonary inhaler. We have been preparing for large-scale commercial manufacturing and as we and our

contract manufacturing partners begin large-scale commercial manufacturing, additional work may be required to provide sufficient quantities to
meet market demand. Under our collaborative agreement with Pfizer Inc to develop Exubera®, both we and Pfizer will manufacture a portion of

insulin powders and Pfizer Inc will be responsible for filling and packaging all of the insulin blisters.
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We have built a powder manufacturing and packaging facility in San Carlos, California capable of producing powders in quantities we believe

are sufficient for clinical trials of products based on our Pulmonary Technology and the commercial production of bulk powder insulin to be
supplied to Pfizer Inc. This facility has been inspected and licensed by the State of California and is used to manufacture and package powders
under current Good Manufacturing Practices ( cGMP ). The facility received a pre-approval inspection from regulatory authorities and was found
acceptable for commercial manufacture. Facilities are subject to ongoing routine inspection.

We have developed a high capacity automated filling technology that we believe will be capable of filling blisters on a production scale for
moderate and large volume products using Nektar Pulmonary Technology. The technology was transferred to Pfizer Inc who is responsible for
commercial filling and packaging the bulk drug powders for Exubera®.

Our proprietary pulmonary inhaler device for Exubera® has been approved by the FDA and European Commission for commercial use. We have
supply agreements with contract manufacturers that we believe have

12

Table of Contents 24



Edgar Filing: NEKTAR THERAPEUTICS - Form 10-K

Table of Conten

the technical capabilities and production capacity to manufacture our pulmonary inhaler device for Exubera®. We believe that these contract
manufacturers have successfully implemented our device technology, scaled up the manufacturing process, and meet the requirements of cGMP.
The contract manufacturers have completed construction of their facilities. Qualification and validation of these facilities are complete.
Manufacturing scale-up efforts are underway. These manufacturers received a pre-approval inspection from regulatory authorities and were
found acceptable for commercial manufacture. Facilities are subject to ongoing routine inspection. We continually examine scale-up
opportunities to support their commercial operations.

In August 2000, we entered into a Manufacturing and Supply Agreement with two of our contract manufacturers to provide for the
manufacturing of our pulmonary inhaler device for Exubera®. We have also agreed to defend, indemnify and hold harmless the contract
manufacturers from and against third party liability arising out of the agreement, including product liability and infringement of intellectual
property. There is no limitation on the amount of potential future payments we could be required to make under these indemnification
obligations. We have never incurred costs to defend lawsuits or settle claims related to these indemnification obligations. If any of our
indemnification obligations is triggered, we may incur substantial liabilities.

With respect to products using Nektar Advanced PEGylation Technology, we have one facility in Huntsville, Alabama for the manufacture of
PEG-derivatives. With respect to products using our Nektar SCF Technology, we currently have one facility in Bradford, England for the
production of dry powder material. Both facilities meet the requirements of cGMP.

Government Regulation

The research and development, clinical testing, manufacture and marketing of products using our technologies are subject to regulation by the
FDA and by comparable regulatory agencies in other countries. These national agencies and other federal, state and local entities regulate,
among other things, research and development activities and the testing (in vitro in animals and in human clinical trials), manufacture, safety,
effectiveness, labeling, storage, record keeping, approval, advertising and promotion of our products.

The approval process required by the FDA before a product using our technologies may be marketed in the United States depends on whether
the compound has previously been approved for use in other dosage forms. If the drug is a new chemical entity that has not been previously
approved, the process includes the following:

Extensive preclinical laboratory and animal testing;

Submission of an Investigational New Drug application ( IND );

Adequate and well-controlled human clinical trials to establish the safety, dosing, regimen and efficacy of the drug for the intended
indication; and

Submission to the FDA for approval of an New Drug Application ( NDA ), for drugs or a Biological License Application ( BLA ), for
biological products.
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If the drug has been previously approved, the approval process is similar, except that certain preclinical tests relating to systemic toxicity
normally required for the IND and NDA application may not be necessary.

Preclinical tests include laboratory evaluation of product chemistry and animal studies to assess the safety and efficacy of the product and its
chosen formulation. Preclinical safety tests must be conducted by laboratories that comply with FDA Good Laboratory Practices regulations.
The results of the preclinical tests are submitted to the FDA as part of the IND application and are reviewed by the FDA before clinical trials can
begin. Clinical trials may begin 30 days after receipt of the IND by the FDA, unless the FDA raises objections or requires clarification within
that period.

Clinical trials involve the administration of the drug to healthy volunteers or patients under the supervision of a qualified, identified medical
investigator according to an approved protocol. Drug products to be used in
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clinical trials must be manufactured according to cGMP. Clinical trials are conducted in accordance with protocols that detail the objectives of
the study, the parameters to be used to monitor participant safety and efficacy as well as other criteria to be evaluated. Each protocol is submitted
to the FDA under the original IND.

Apart from the IND process described above, each clinical study is conducted after written approval is obtained from an independent

Institutional Review Board ( IRB ). The IRB considers, among other things, ethical factors, the potential risks to subjects participating in the trial
and the possible liability to the institution where the trial(s) is/are being conducted. The IRB also approves the consent form signed by the trial
participants.

Clinical trials are typically conducted in three sequential phases. In Phase I, the initial introduction of the drug into healthy human subjects, the
product generally is tested for tolerability, pharmacokinetics, absorption, metabolism and excretion. Phase II involves studies in a limited patient
population to:

determine the efficacy of the product for specific targeted indications;

determine dosage and regimen of administration; and

identify possible adverse effects and safety risks.

After Phase II trials demonstrate that a product is effective and has an acceptable safety profile, Phase III trials are undertaken to evaluate the
further clinical efficacy and safety of the drug/formulation within an expanded patient population at geographically dispersed clinical study sites,
and in large enough trials to provide statistical proof of efficacy/tolerability. The FDA, the clinical trial sponsor, the investigators or the IRB
may suspend clinical trials at any time if any one of them believes that study participants are being subjected to an unacceptable health risk.

Following a series of formal and informal meetings between the drug sponsor and the regulatory agencies, the results of product development,
preclinical studies and clinical studies are submitted to the FDA as an NDA/BLA for approval of the marketing and commercial shipment of the
drug product. The FDA may deny an NDA/BLA if applicable regulatory criteria are not satisfied or may require additional clinical and/or
pharmaceutical testing or requirements. Even if such data are submitted, the FDA may ultimately decide that the NDA/ BLA do not satisty all of
the criteria for approval (e.g. consistency of manufacture of the drug/formulation). Product approvals, once obtained, may be withdrawn if
compliance with regulatory standards is not maintained or if safety concerns arise after the product reaches the market. The FDA may require
additional post-marketing clinical testing and pharmacovigilance programs to monitor the effect of drug products that have been commercialized
and has the power to prevent or limit future marketing of the product based on the results of such programs.

Each domestic drug product-manufacturing establishment must be registered with, and approved by, the FDA. Establishments handling
controlled substances must in addition, be licensed by the U.S. Drug Enforcement Administration. Domestic manufacturing establishments may
be subject to biennial inspections by the FDA for compliance with cGMP. Facilities and drug products manufactured in the UK are also subject
to European regulatory review. They are also subject to U.S., and UK federal, state and local regulations regarding workplace safety,
environmental protection and hazardous and controlled substance controls, among others.
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A number of the drugs we are developing are already approved for marketing by the FDA in another form and delivered by another route. We
believe that when working with approved drugs, the approval process for products using our alternative drug delivery or formulation
technologies may require less time and fewer tests than are required for new chemical entities. However, we expect that our formulations for use
with any of our technologies may use excipients not currently approved for use (e.g., pulmonary delivery). Use of these excipients will require
additional toxicological testing that may increase the costs of or length of time to gain regulatory approval. In addition, regulatory procedures as
they relate to our products may change as regulators gain experience, and any such changes may delay or increase the cost of regulatory
approvals.
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For products currently under development based on Nektar Pulmonary Technology, our pulmonary inhaler devices are considered to be part of a
drug/device combination for deep lung delivery of each specific molecule. Prior to submission of an IND, the FDA will make a determination as
to the most appropriate Center and Division within the FDA that will assume prime responsibility for the review of the IND and NDA/BLA. In
the case of our products, the Center for Drug Evaluation and Research in consultation with the Center for Devices and Radiological Health could
be involved in the review. The assessment of jurisdiction within the FDA is based upon the primary mode of action of the drug or the location of
the specific expertise in one of the Centers.

To date, our partners have generally been responsible for clinical and regulatory approval procedures, but we may participate in this process by
submitting to the FDA a drug master file developed and maintained by us which contains data concerning the manufacturing processes for the
inhaler device or drug product. Through our internal proprietary products development efforts, we have prepared and submitted an IND
application and would be responsible for additional clinical and regulatory procedures for those products being developed under the IND. The
clinical and manufacturing development and regulatory review and approval process generally takes a number of years and requires the
expenditure of substantial resources. Our ability to manufacture and sell products, whether developed by us or under collaboration agreements,
ultimately depends upon the completion of satisfactory clinical trials and success in obtaining marketing approvals from the FDA and equivalent
foreign health authorities.

Sales of our products outside the U.S. are subject to local regulatory requirements governing clinical trials and marketing approvals for drugs.
Such requirements vary widely from country to country.

Under the Orphan Drug Act, the FDA may grant orphan drug designation to drugs intended to treat a rare disease or condition, which is
generally a disease or condition that affects fewer than 200,000 individuals in the United States. The company that obtains the first FDA
approval for a designated orphan drug for a rare disease receives marketing exclusivity for use of that drug for the designated condition for a
period of seven years. We have received from the FDA orphan drug marketing exclusivity for ABIP for the prevention of pulmonary fungal
infections in patients at risk for aspergillosis.

In developing the device component for our Pulmonary Technology, we have sought to develop our quality systems and design engineering
function adhere to the principles of design control for medical devices as set forth in the applicable regulatory guidance. Although hybrid
drug/device products are typically reviewed as a drug, we have sought to adhere to the design control approach both as a good business practice,
and because it appears that the drug and biologic centers of the FDA (CDER and CBER, respectively) and other worldwide agencies are
adopting this policy. In Europe, this has already taken place and delivery devices are viewed as separate entities subject to review as such under
the Medical Device Directive. In the U.S., it is our intention to comply with the FDA regulations for devices.

There can be no assurance that products that we develop, including devices designed by us and built by our contract manufacturers, will be
approved, or will meet approval requirements, on a timely basis, the failure of which would have a material adverse effect on the Company.

Patents and Proprietary Rights

We routinely apply for patents for our innovations and for improvements to our technologies. We also rely on our trade secrets and know-how to
protect our technologies and our competitive position. We plan to defend our proprietary technologies from infringement, misappropriation,
duplication and discovery through our issued patents, our proprietary know-how, and contracts.
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Our patent portfolio contains patents and patent applications that encompass each of our technologies including Pulmonary, PEGylation and
SCF technologies. As of December 31, 2005, we owned 1,018 issued U.S. and foreign patents that cover various aspects of our technologies,
and we have a number of patent applications

15

Table of Contents

30



Edgar Filing: NEKTAR THERAPEUTICS - Form 10-K

Table of Conten

pending. Our PEGylation patents and patent applications cover reactive PEG derivatives, PEG-drug conjugates, PEG-based pro-drugs and
PEG-drug delivery vehicles. Our Pulmonary Technology patents and patent applications cover compositions and methods and apparatus for
preparing, packaging, and delivering particles for pulmonary delivery of both large and small molecule drugs. Our SCF patents and patent
applications cover compositions and methods apparatus for preparing particles. Although our early PEGylation technology patent applications
were filed in the U.S. only, we routinely file patent applications on innovations and improvements in each of these areas on a worldwide basis.
Generally, in the U.S., the term of a new patent is twenty years from the date on which the application for the patent was filed in the United
States or, in certain cases, from the date an earlier related application was filed, subject to the payment of maintenance fees.

With regard to our PEGylation technology patent portfolio, we have filed patent applications directed to activated PEG reagents having a variety
of structures (branched or multi-armed PEGs, forked PEGs, linear PEGs, etc.) and reactive groups, methods of producing highly pure polymer
reagents, PEG pro-drugs having hydrolyzable linkages, PEG-based hydrogels and alternative gel systems and PEG conjugates of certain
molecules. Patents or patent applications have issued or have been published in many of these areas.

Our Pulmonary technology patent portfolio relates to pharmaceutical compositions and reagents, medical devices and equipment and methods
for preparation, packaging and delivery of our pharmaceutical compositions. This portfolio includes spray drying solutions, emulsions, and
suspensions to prepare particles of various morphologies. Patents that have issued in these areas cover inhaler devices, formulations for
pulmonary delivery and methods for preparing, packaging and using these formulations and particular active agent formulations for delivery via
the respiratory tract.

SCF technology includes contacting an active agent solution or suspension with a supercritical fluid to precipitate active agent particles from the
solution or suspension. The patents and patent applications cover both methods of forming particles and apparatus for carrying out such methods
and to the extent possible are not limited to the particular product made.

The patent positions of pharmaceutical, biotechnology and drug delivery companies, including ours, involve complex legal and factual issues.
There can be no assurance that patents we apply for will be issued, or that patents that are issued will be valid and enforceable. Even if such
patents are enforceable, we anticipate that any attempt to enforce our patents could be time consuming and costly. Additionally, the coverage