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TLRs comprise a family of receptors that recognize molecular patterns associated with bacteria, viruses, and other
pathogens. Of the TLR receptors, TLR9 specifically recognizes certain DNA patterns that occur in bacteria and other
pathogens, and compounds that mimic bacterial DNA. TLR7 and TLR8 recognize viral RNA and compounds that
mimic viral RNA. Under certain disease conditions, these TLRs also recognize immune complexes that include the
body’s own DNA or RNA.  

We are creating compounds which act as agonists to TLRs 7, 8 and 9.  A TLR agonist is a compound that stimulates
an immune response. TLR agonist compounds have potential applications in the treatment of infectious disease,
cancer, asthma and allergies, and as vaccine adjuvants.  We also are creating compounds which act as antagonists
to TLR7 and TLR9.  A TLR antagonist is a compound that blocks activation of an immune response. TLR antagonists
may be applicable to the treatment of many different autoimmune diseases such as lupus, rheumatoid arthritis, mul-
tiple sclerosis, and psoriasis.

We use a chemistry-based approach to create TLR-targeted compounds, which allows us to identify drug candidates
with distinct immune response profiles. We use this approach to identify drug candidates for our own programs as
well as for partnered programs. Examples of our drug candidates are IMO-2055 for cancer treatment, IMO-2125 for
treatment of chronic hepatitis C virus infection, and QAX935, a compound that has been identified by Novartis, our
collaborator for the development of TLR9 agonists in the treatment of asthma and allergy. 

Our drug discovery and development programs are based 
on compounds targeting Toll-Like Receptors, generally 
referred to as TLRs. Our compounds are novel synthetic 
DNA and RNA.  These compounds are created using our 
extensive experience in DNA and RNA chemistry, stemming 
from our pioneering work in antisense technology. 
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The current standard of care for treatment of chronic HCV infection includes recombinant versions of interferon-
alpha.  Our objective in the design of IMO-2125 is to induce endogenous interferon-alpha along with other immune
response factors as a potential alternative to recombinant interferon-alpha. We have observed in human immune
cell cultures and in non-human primates that IMO-2125 does induce high levels of endogenous interferon-alpha,
as well as other cytokines. The cytokines induced by IMO-2125 in these preclinical studies have shown potent 
activity in inhibiting HCV replication in cell-based assays.

In 2007, we initiated a phase 1 trial evaluating IMO-2125 in patients with chronic HCV infection.  In the on-going
trial, we are assessing the safety of IMO-2125 at escalating dose levels.   In addition to safety, we also are evalu-
ating the effect of IMO-2125 on parameters indicative of immune system activation and the effect on HCV RNA
levels in the blood. 

Our TLR-targeted compounds have broad potential application in infectious diseases.
Our present focus in infectious diseases is evaluation of the drug candidate 
IMO-2125 for treatment of chronic hepatitis C virus (HCV) infection.  IMO-2125 is a
novel agonist of TLR9.  We currently are evaluating IMO-2125 in a phase 1 clinical trial
in patients with chronic HCV infection. 

Infectious Diseases
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Scientific literature provides evidence that in some autoimmune diseases, the function of TLRs becomes 
unregulated and contributes to the symptoms of disease.  In such a disease state, blocking immune responses
that are mediated through TLRs may mitigate disease progression. 

We have observed that certain of our DNA-based compounds inhibit immune system activation that is mediated
through TLR7 and TLR9.  We refer to these compounds as TLR antagonist drug candidates.  Evaluation of these
compounds in preclinical models of lupus, rheumatoid arthritis, and multiple sclerosis suggests disease 
symptoms can be reduced.  We are expanding the studies of these candidates in additional preclinical models of 
autoimmune diseases.

The use of TLR antagonists is potentially a new therapeutic approach to a wide range of autoimmune diseases.
Recently, we have formed an Autoimmune Disease Scientific Advisory Board comprised of leading researchers
and clinicians to help us define clinical development strategy for our TLR antagonist drug candidates.  Our goal
this year is to select a lead TLR antagonist drug candidate and to initiate studies in support of an Investigational
New Drug application for such candidate.

We have designed DNA-based compounds that act as antagonists of TLR7 and
TLR9 and block immune responses mediated through these TLRs. We believe that
such antagonists may have potential application in autoimmune diseases. We 
currently are evaluating antagonist drug candidates in preclinical models of various 
autoimmune diseases.

Autoimmune Diseases

IDERA PHARMACEUTICALS    2007 ANNUAL REPORT    PAGE 4

33033 Idera Text r3  4/24/08  11:19 AM  Page 7



IDERA PHARMACEUTICALS    2007 ANNUAL REPORT    PAGE 5

DISCOVERY

33033 Idera Text r3  4/24/08  11:19 AM  Page 8









IDERA PHARMACEUTICALS    2007 ANNUAL REPORT    PAGE 9

DISCOVERY

33033 Idera Text r3  4/24/08  11:20 AM  Page 12



In 2007, Idera was productive in both scientific and busi-
ness terms. We advanced our second drug candidate,
IMO-2125, into clinical development for infectious dis-
eases, entered into a collaboration with Merck KGaA for
use of IMO-2055 and certain other compounds in oncol-
ogy, and strengthened our financial position.

We continue to expand potential clinical applications of
our compounds, which are designed to modulate Toll-
like Receptors (TLRs). TLRs are fundamental receptors
for directing immune responses and are recognized as
an important target for drug discovery. Drug candidates
targeting TLRs have potential applications for the treat-
ment of a wide range of diseases, including infectious,
autoimmune and respiratory diseases, as well as cancer. 

Developing new drug candidates with novel mechan-
isms of action takes many years and requires extensive
experience and resources. Our business model for drug 
development involves advancing selected programs
through our own efforts and simultaneously entering into
collaborations with pharmaceutical companies for other
programs. 

IDERA’S DRUG CANDIDATES: 
TARGETING MULTIPLE DISEASES
Our chemistry-based drug discovery approach for 
designing TLR-targeted compounds allows us to create
many drug candidates with different types of immuno-
logical activity. Our two novel TLR9 agonists in clinical
development, IMO-2055 and IMO-2125, were designed
to have distinct immunological profiles. We are develop-
ing IMO-2055 for cancer treatment, now in collaboration
with Merck KGaA. We are developing IMO-2125 for the
treatment of infectious disease, and in September 2007,
we initiated a phase 1 clinical trial in patients with chronic
hepatitis C virus infection.  

We also are creating agonists of TLR7 and TLR8. 
Recently, we presented results that showed inhibition of

Dear Shareholders,

tumor growth in preclinical tumor model studies evaluat-
ing a TLR7 and TLR8 agonist. In 2008, we plan to outline
a development strategy for our TLR7 and TLR8 agonists
in cancer treatment.

Another application of TLR-targeted candidates comes
from an expanding body of scientific literature that has
shown that TLR function becomes unregulated in some
autoimmune diseases. We are creating TLR antagonist
candidates that in preclinical models block immune 
responses that are directed through TLRs.  We have 
observed that our TLR antagonist candidates mitigate 
disease progression in preclinical models of autoimmune
diseases including lupus, rheumatoid arthritis and multi-
ple sclerosis.  

Since there are many autoimmune diseases in which 
our TLR antagonist compounds have potential appli-
cation, we have established an Autoimmune Disease 
Scientific Advisory Board of leading researchers and 
clinicians to assist us in defining clinical development 
strategy. During 2008, we plan to initiate preclinical 
development activities with a lead TLR antagonist candidate.

IDERA’S COLLABORATIONS: 
ACCESS TO DRUG DEVELOPMENT EXPERTISE
As part of our business strategy, we actively seek op-
portunities to form collaborations that can provide drug
development expertise and resources to selected pro-
grams.  At present, we have three active collaborations.

In 2007, we entered into a collaboration with Merck
KGaA of Germany for the development of our TLR9 
agonists, including our oncology lead candidate, IMO-
2055, for cancer treatment, exclusive of cancer 
vaccines. Merck KGaA has shown commitment to 
developing innovative approaches to cancer treatment
and has proven drug development capabilities. This col-
laboration provided us with $40 million in an upfront 
license fee, and we have the potential to receive up to
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€264 million in milestone payments. We are also entitled
to receive royalties on any products commercialized under
the agreement. 

We entered into collaboration with Merck & Co. in De-
cember 2006 for the use of our TLR7, 8, and 9 agonists as 
adjuvants for therapeutic and prophylactic vaccines in 
oncology, infectious diseases and Alzheimer’s disease.
We have made good progress under this collaboration
throughout 2007. Recently, researchers from Merck & Co.
made a presentation entitled “TLR9 agonists enhance the
efficacy of cancer vaccines” at the American Association
of Cancer Research 2008 annual meeting. 

Our collaboration with Novartis for the development of
TLR9 agonists in asthma and allergies, which we entered
into in May 2005, was recently extended to December 31,
2008.  The extension is anticipated to allow for the 
advancement of QAX935, a novel TLR9 agonist, into
human clinical trials. 

IDERA’S FOUNDATION: 
CHEMISTRY-BASED DRUG DISCOVERY APPROACH
We believe Idera’s foundation is our expertise in the use of
DNA and RNA chemistry for innovative approaches to
drug therapies.  We employ our extensive chemistry ex-
perience to creating compounds targeted to TLRs.  Our 

approach allows us to identify distinct lead drug candi-
dates for our own programs and for our collaborations.
The capability to create new compounds is key to our
business strategy. 

Consistent with our business strategy, we have an 
expanding portfolio of drug candidates derived from our
TLR-targeted research.  Moving forward, our objectives
are to continue clinical evaluation of IMO-2125 in hepati-
tis C virus infection, outline and implement development
strategies for TLR7 and TLR8 agonists in cancer treat-
ment and for TLR antagonists in autoimmune disease,
and to work closely with our collaborators in support of
our partnered programs. 

My colleagues join me in thanking you for your continued
support.  We remain committed to building Idera, the
leading company engaged in the development of TLR-
targeted therapies for human diseases.

Sincerely,

Sudhir Agrawal, D. Phil.
Chief Executive Officer and Chief Scientific Officer

TARGETED 
FOR 
GROWTH
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Idera Pharmaceuticals, Inc. Consolidated Condensed Statements of Operations (In thousands, except per share data)

Years Ended December 31,

2007 2006

Revenues $ 7,981 $ 2,421

Operating Expenses

Research & Development 13,195 12,705 

General & Administrative 9,513 6,276 

Total Operating Expenses 22,708 18,981 

Loss from Operations (14,727) (16,560)

Other, net 1,519 80

Loss before Income Taxes (13,208) (16,480)

Income Tax Provision — (45)

Net Loss $ (13,208) $  (16,525)

Basic and Diluted Net (Loss) Per Common Share $ (0.62) $      (0.99)

Shares Used In Computing Basic and Diluted Net (Loss) 

Per Common Share 21,221 16,625 

Idera Pharmaceuticals, Inc. Consolidated Condensed Balance Sheet Data (In thousands)

At December 31,

2007 2006

Cash, Cash Equivalents and Investments $ 23,743 $ 38,187 

Other Assets 3,971 2,354

Total Assets $ 27,714 $ 40,541 

Accounts Payable and Accrued Liabilities $ 3,067 $ 2,029  

Notes Payable 1,143 5,033

Deferred Revenue 15,785 21,242

Stockholders' Equity 7,719 12,237 

Total Liabilities & Stockholders' Equity $ 27,714 $ 40,541 
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FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements within the meaning of Section 27A of
the Securities Act of 1933, as amended, and Section 21E of the Securities Exchange Act of 1934, as amended. All
statements, other than statements of historical fact, included or incorporated in this report regarding our strategy,
future operations, collaborations, intellectual property, financial position, future revenues, projected costs, pros-
pects, plans, and objectives of management are forward-looking statements. The words “believes,” “anticipates,”
“estimates,” “plans,” “expects,” “intends,” “may,” “could,” “should,” “potential,” ’likely,” “projects,” “continue,”
“will,” and “would” and similar expressions are intended to identify forward-looking statements, although not all
forward-looking statements contain these identifying words. We cannot guarantee that we actually will achieve the
plans, intentions or expectations disclosed in our forward-looking statements and you should not place undue
reliance on our forward-looking statements. There are a number of important factors that could cause our actual
results to differ materially from those indicated or implied by forward-looking statements. These important factors
include those set forth below under Part II, Item 1A “Risk Factors.” These factors and the other cautionary
statements made in this Annual Report on Form 10-K should be read as being applicable to all related forward-
looking statements whenever they appear in this Annual Report on Form 10-K. In addition, any forward-looking
statements represent our estimates only as of the date that this Annual Report on Form 10-K is filed with the SEC
and should not be relied upon as representing our estimates as of any subsequent date. We do not assume any
obligation to update any forward-looking statements. We disclaim any intention or obligation to update or revise
any forward-looking statement, whether as a result of new information, future events or otherwise.
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PART I.

Item 1. Business

Overview

We are engaged in the discovery and development of DNA- and RNA-based drug candidates targeted to Toll-
Like Receptors, or TLRs, to treat infectious diseases, autoimmune diseases, cancer, and asthma and allergies, and
for use as vaccine adjuvants. Drug candidates are compounds that we are developing and have not been approved for
any commercial use. TLRs are specific receptors present in immune system cells that recognize the DNA or RNA of
pathogens such as bacteria or viruses and initiate an immune response. Relying on our expertise in DNA and RNA
chemistry, we have designed and created proprietary TLR agonists and antagonists to modulate immune responses.
ATLR agonist is a compound that stimulates an immune response through the targeted TLR. ATLR antagonist is a
compound that blocks activation of an immune response through the targeted TLR.

Our business strategy is to advance applications of our TLR-targeted compounds in multiple disease areas
simultaneously. We are advancing some of these applications through internal programs, and we seek to advance
other applications through collaborative alliances with pharmaceutical companies. Collaborations provide us with
financial resources for our research and development programs and the necessary resources and drug development
experience for our partnered programs.

We are focused on developing TLR-targeted compounds for the potential treatment of infectious diseases,
autoimmune diseases, and cancer. IMO-2125, a TLR9 agonist, is our lead drug candidate for infectious diseases. At
present, we are conducting a Phase 1 clinical trial of IMO-2125 in patients with chronic hepatitis C virus infection
who have not responded to current standard of care therapy. The trial is designed to assess the safety of IMO-2125.
In addition, the trial is designed to evaluate the effects of IMO-2125 on hepatitis C virus RNA levels and parameters
of immune system activation.

As part of our infectious disease program, we are also evaluating RNA-based compounds that act as agonists of
TLR7 and TLR8. We refer to our TLR7 and TLR8 agonists as stabilized immune modulatory RNA, or SIMRA,
compounds. We have evaluated these compounds in preclinical studies in human cell-based assays and in vivo in
non-human primates. We intend in 2008 to further evaluate these compounds in preclinical models of infectious
disease.

In our autoimmune disease program we have identified DNA-based compounds that act as antagonists of
TLR7 and TLR9. We have evaluated these compounds in various preclinical studies, including in mouse models of
lupus and rheumatoid arthritis. We are currently conducting further preclinical studies to explore the potential of
these compounds in multiple sclerosis and psoriasis.

Our cancer treatment research program is focused on potential applications of our TLR7 and TLR8 agonists.
We intend in 2008 to evaluate these compounds in preclinical models of cancer.

We are also collaborating with three pharmaceutical companies to advance our TLR-targeted compounds in
multiple disease areas. We are collaborating with Merck KGaA for cancer treatment excluding cancer vaccines,
with Merck & Co., Inc., or Merck & Co., for vaccine adjuvants, and with Novartis International Pharmaceutical,
Ltd., or Novartis, for treatment of asthma and allergies. Merck KGaA and Merck & Co. are not related.

In December 2007, we entered into a worldwide licensing and collaboration agreement with Merck KGaA for
the research, development and commercialization of our TLR9 agonists for the treatment of cancer, excluding
cancer vaccines. Under the agreement, we exclusively licensed our clinical stage drug candidates IMO-2055 and
IMO-2125, as well as other TLR9 agonists, for the treatment of cancer, excluding cancer vaccines. We and Merck
KGaA are evaluating IMO-2055 in clinical trials in cancer patients.

In December 2006, we entered into an exclusive license and research collaboration agreement with Merck &
Co. to research, develop and commercialize therapeutic and prophylactic vaccine products containing our TLR7, 8
or 9 agonists in the fields of cancer, infectious diseases and Alzheimer’s disease. Under the agreement, we are
engaged in a two-year research collaboration to generate novel agonists targeting TLR7 and TLR8, which may
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incorporate both Merck & Co. and Idera chemistry, for use in Merck & Co.’s vaccines for cancer, infectious diseases
and Alzheimer’s disease.

In May 2005, we entered into a research collaboration and option agreement and a license, development, and
commercialization agreement with Novartis to discover, develop, and potentially commercialize TLR9 agonists as
potential treatments for asthma and allergies. In 2007, Novartis extended the initial two-year research collaboration
by an additional year to May 2008. In March 2008, we agreed with Novartis to extend the research collaboration
until December 31, 2008. The extension is anticipated to allow for the advancement of QAX935, a novel agonist of
TLR9, into human clinical trials prior to the end of the research collaboration term.

Our Business Strategy

We believe that our compounds targeted to TLRs have broad potential applications in the treatment of
infectious diseases, autoimmune diseases, cancer, and asthma and allergies, and as vaccine adjuvants. To develop
the potential of our discoveries in multiple areas simultaneously, we are advancing some of these applications
through internal programs and seeking to advance other applications through collaborations with pharmaceutical
companies.

We have entered into collaborative relationships for application of our technology in multiple therapeutic
areas. We believe that our collaborations with Merck KGaA for cancer treatment excluding cancer vaccines,
Merck & Co. for vaccine adjuvants, and Novartis for treatment of asthma and allergies provide the necessary
resources and expertise to advance these programs. These collaborations have also brought us upfront payments that
have helped to finance our research and development programs. These collaborations could also result in us
receiving additional payments if agreed upon milestones are achieved. We may also receive royalties if any
commercial products result from our collaborations.

As our clinical evaluation of IMO-2125 advances in chronic hepatitis C virus infection and our preclinical
programs move forward in infectious diseases, autoimmune diseases, and cancer, we may continue to seek
additional collaborations. In considering any future collaborations, we will assess the resources and expertise a
potential collaborator may bring to the development and commercialization of our drug candidates.

We plan to stay at the forefront of TLR-based research and discovery by applying our chemistry-based
approach to create and develop novel and proprietary DNA- and RNA-based compounds targeted to TLRs. We use
these compounds, which are synthetic chemical structures, to populate our expanding research and development
programs and to support our collaborations.

Overview of the Human Immune System

The immune system protects the body by working through various mechanisms to recognize and eliminate
bacteria, viruses and other infectious agents, referred to as pathogens, and abnormal cells, such as cancer cells.
These mechanisms initiate a series of signals resulting in stimulation of the immune system in response to the
pathogens or abnormal cells. The activities of the immune system are undertaken by its two components: the innate
immune system and the adaptive immune system.

The role of the innate immune system is to provide a rapid, non-specific response to a pathogenic invasion or to
the presence of abnormal cells in the body and to activate the adaptive immune system. The innate immune system
consists of specialized cells such as macrophages, dendritic cells and monocytes. When the body is presented with a
pathogen, cells of the innate immune system are activated, resulting in a cascade of signaling events that cause the
production of proteins such as cytokines to fight the infection caused by the pathogen. Unlike the antibodies and
cellular responses produced by the adaptive immune system as described below, the proteins produced by the innate
immune system are not pathogen-specific. Moreover, once the pathogen is eliminated and the infection is resolved,
the innate immune system will not remember the pathogen.

In contrast to the innate immune system, the adaptive immune system provides a pathogen-specific response to
a pathogenic invasion. The adaptive immune system does this through the recognition by certain immune cells of
specific proteins, called antigens, which are part of the pathogen or abnormal cell. This process is initiated through
signals produced by the innate immune system. Upon recognition of a foreign antigen, which could come from

2



pathogens or from cancer cells, the adaptive immune system produces antibodies and antigen-specific immune cells
that specifically detect and destroy cells that contain the antigen. This response is referred to as an antigen-specific
immune response. An antigen-specific immune response normally takes several weeks to develop the first time.
However, once developed, the adaptive immune system “remembers” the antigen. In this manner, if the pathogen
again invades the body, the presence of the memory immunity will allow the adaptive immune system to respond
again, this time in a matter of days.

TLR-based Drug Discovery Technology

The human immune system is activated by recognition of pathogen-associated molecular patterns, or PAMPs.
TLRs comprise a family of receptors that are known to recognize PAMPs. The different members of the TLR family
of receptors are expressed in various immune system cells and recognize different PAMPs. Of the TLR receptors,
TLR9 is a receptor that specifically recognizes certain DNA patterns that occur in bacteria and other pathogens, and
compounds that mimic bacterial DNA. TLR7 and TLR8 are receptors that recognize viral RNA and compounds that
mimic viral RNA.

Based on our extensive experience in DNA and RNA chemistry, we are designing and creating novel synthetic
DNA- and RNA-based compounds, which as a chemical class are called oligonucleotides. Our compounds are
designed to mimic the bacterial DNA and viral RNA that are recognized by TLR7, 8 or 9 with some of our
compounds acting as agonists and others acting as antagonists.

TLR9 Agonists

Our most advanced programs are directed at compounds that are agonists of TLR9. These compounds mimic
bacterial DNA and induce immune responses through TLR9 that may be applicable to the treatment of infectious
diseases, cancer, and asthma and allergies, and for use as vaccine adjuvants. We have created our TLR9 agonist
candidates to activate specific cells of the immune system to produce cytokines and other proteins. These activated
cells and the cytokines and other proteins they produce lead to stimulation of both the innate and the adaptive
components of the immune system. Furthermore, in preclinical cell culture and animal model studies, we have
determined that the immunological activity of our compounds can be changed by modifying the structure of our
compounds. Our ability to change immunological activity by modifying the chemical structure allows us to create a
growing portfolio of compounds potentially useful for treating or preventing different diseases.

TLR7 and TLR8 Agonists

We are designing and creating novel synthetic RNA-based compounds that are agonists of TLR7 and/or TLR8.
These RNA-based compounds are designed to mimic viral RNA. In preclinical studies in cell culture and animal
models, these compounds induced immune responses that we believe may be applicable to the treatment of cancer
and infectious diseases and vaccine adjuvants.

TLR7 and TLR9 Antagonists

We are creating novel classes of compounds that are designed to be antagonists of TLR7 and TLR9. Recent
preclinical studies from third-party researchers have suggested TLR7 and TLR9 may play a role in certain
autoimmune diseases. In cell-based experiments and animal models, our antagonists have blocked immune
stimulation in the presence of specific agonists of TLR9 and specific agonists of TLR7. We have evaluated some
of our antagonist compounds in preclinical mouse models of the human autoimmune diseases lupus and rheumatoid
arthritis. In both of these models, treatment with our antagonist compounds was associated with improvement in a
number of disease parameters.
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Research and Development Programs

We and our collaborators are engaged in the evaluation of TLR-targeted compounds in multiple therapeutic
areas. The following table summarizes the disease areas and the development status for our programs.

RESEARCH AND DEVELOPMENT PROGRAMS
Disease Area Drug candidate(s) Development Status

Infectious Diseases
Chronic Hepatitis C IMO-2125 (TLR9 agonist) Phase 1 Clinical Trial

Viral Diseases TLR7, 8 and 9 agonists Research

Autoimmune Diseases
Lupus, Rheumatoid Arthritis,
Multiple Sclerosis, Psoriasis

TLR7, TLR9 antagonists Research

Oncology
Solid Tumor Cancers TLR7, TLR8 agonists Research

PARTNERED PROGRAMS
Disease Area Drug candidate(s) Development Status

Oncology: TLR9 agonists in
collaboration with Merck KGaA

Renal Cell Carcinoma IMO-2055 Phase 2 Stage A Clinical Trial

Solid Tumors IMO-2055 + Chemotherapy Phase 1 Clinical Trial

Non-small Cell Lung Cancer IMO-2055 in combination with Phase 1b Clinical Trial

Tarceva» and Avastin»

Colorectal Cancer IMO-2055 in combination with Preclinical

Erbitux» and Camptosar»

Vaccines: TLR7, 8, 9 agonists in
collaboration with Merck & Co.

Cancer, Infectious Diseases,
Alzheimer’s Disease

TLR7, 8 and 9 agonists as vaccine
adjuvants

Research

Respiratory Diseases: TLR9
agonists in collaboration with
Novartis

Asthma, Allergies QAX935 Preclinical

Infectious Diseases

We and others have conducted preclinical studies in human cell-based assays in which TLR agonists have
activated cells of the immune system and induced these cells to secrete cytokines and other proteins that lead to
further immune responses. We believe that certain agonists of TLRs 7, 8, and 9 can induce immune system
responses that have potential therapeutic applicability in infectious diseases, including those caused by viruses.

Our most advanced application of TLR-targeted drug candidates in infectious diseases involves DNA-based
compounds that mimic bacterial DNA and are recognized as agonists of TLR9. Certain TLR9 agonists induce high
levels of interferon-alpha in preclinical models. Recombinant interferon products currently are components of the
standard of care for viral infectious diseases such as chronic hepatitis C infection.

Hepatitis C — IMO-2125

Currently, the standard of care treatment for chronic hepatitis C virus infection is based on therapies that
include a single recombinant interferon protein. We and others have shown in preclinical studies TLR9 agonists
induce many proteins, including natural interferon proteins and other proteins with antiviral activity. The induction
of natural interferon and other antiviral proteins through TLR9 leads us to believe that TLR9 agonists may provide
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advantages over recombinant interferon for the treatment of chronic hepatitis C virus infection because the induced
proteins may act in concert to produce a broader or stronger antiviral effect.

We have selected IMO-2125, a synthetic DNA-based TLR9 agonist, as our lead candidate for the treatment of
infectious diseases. In preclinical models, including cultures of human immune cells and in nonhuman primates,
IMO-2125 was shown to induce high levels of natural interferon and other antiviral proteins. The proteins induced
by IMO-2125 in human immune cell cultures and in plasma from nonhuman primates dosed with IMO-2125
showed potent activity for inhibiting hepatitis C virus RNA production in cell-based assays.

In May 2007, we submitted an investigational new drug, or IND, application for IMO-2125 to the FDA, and in
September 2007, we initiated a Phase 1 study of IMO-2125 in patients with chronic hepatitis C virus infection who
have not responded to the current standard of care treatment. We are currently recruiting patients at five sites and
plan to enroll up to 40 patients in four cohorts at escalating IMO-2125 dose levels, with four weeks of treatment. Of
the ten patients per cohort, eight will be randomized to receive IMO-2125 treatment and two will be randomized to
receive placebo treatment. The trial is designed to assess the safety of IMO-2125 at each dose level. Secondary
objectives include assessments of the effects of IMO-2125 on hepatitis C virus RNA levels and parameters of
immune system activation. We anticipate interim results from this trial will be available in the first half of 2009.

We have formed a Hepatitis C Clinical Advisory Board to advise us on the clinical development of IMO-2125
for the treatment of chronic hepatitis C virus infection. Members of our Hepatitis C Clinical Advisory Board include
leading hepatologists from Europe and the United States.

Viral Diseases

We intend in 2008 to evaluate some of our compounds in preclinical models of viral infectious diseases other
than chronic hepatitis C virus infection. In addition to our TLR9 agonists such as IMO-2125, we have identified
synthetic RNA-based compounds that mimic viral RNA and are recognized by TLR7 and TLR8. We have
discovered structural approaches that stabilize these compounds, which we call SIMRA structures. We have
reported data from preclinical studies in human cell-based assays and in vivo in non-human primates in which our
TLR7 and TLR8 agonist compounds induced immune responses that might be applicable to the treatment of viral
infectious diseases.

Autoimmune Diseases

Systemic lupus erythematosus, or lupus, and rheumatoid arthritis are examples of chronic autoimmune
diseases in which the immune system attacks the cells and tissues of the body and causes inflammation and tissue
damage. Current therapies include corticosteroids and anti-malarial drugs such as chloroquine. In autoimmune
diseases such as lupus and rheumatoid arthritis, the immune system forms antibodies to a molecule that is an
appropriate part of the body, also known as a self-antigen. An immune complex is then formed between the self-
antigen and the antibody to the self-antigen. Recently, third-party researchers have reported that TLR7 and TLR9
may recognize these immune complexes and induce further immune responses to them.

We have identified DNA-based compounds that in preclinical studies have acted as antagonists of TLR7 and
TLR9. In studies conducted in mouse models, these antagonists inhibited immune responses mediated through
TLR7 and TLR9. We believe that such antagonists may have application in the treatment of autoimmune diseases
because they may inhibit TLR7 or TLR9 mediated responses to the immune complex and thereby interfere with the
progression of disease symptoms.

We have conducted evaluations of these compounds in various preclinical studies, including in strains of mice
that are genetically predisposed to develop autoimmune disease similar to the human autoimmune disease lupus and
in a collagen-induced mouse model of rheumatoid arthritis. Data from these evaluations showed improvement in a
number of disease parameters. We plan to conduct preclinical studies in additional models, including mouse models
of multiple sclerosis and psoriasis, to explore the potential of these novel DNA-based compounds for the treatment
of autoimmune diseases. In 2008, we intend to form a scientific advisory board with leading researchers in the field
of autoimmune diseases to assist with determining a clinical development strategy for our antagonist candidates. We
expect to select a lead antagonist candidate for a defined autoimmune disease and to initiate IND-enabling studies in
2008.
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Cancer

The immune system is capable of recognizing cancer cells as abnormal cells, leading to an immune response.
However, the body’s immune response to cancer cells may be weak or absent. Various mechanisms to increase the
immune response to cancer cells have been evaluated by others, including the use of bacterial extracts, ex vivo or in
vivo stimulation of immune cells, and administration of recombinant proteins such as interferons. We believe that
agonists of TLRs 7, 8, and 9 can enhance the body’s immune response to cancer cells.

We have identified synthetic SIMRA compounds that mimic viral RNA and are recognized by TLR7 and
TLR8. We have reported data from preclinical studies in human cell-based assays and in vivo in non-human
primates in which SIMRA compounds induced immune responses. In the reported data the agonistic activity for
TLR7 and TLR8 was dependent on the chemical composition of the SIMRA compounds. We intend to further
evaluate these compounds in preclinical cancer models.

We and other researchers have published and presented extensive data on our DNA-based agonists of TLR9 in
mouse models of cancer. We have shown in these mouse models that our TLR9 agonists induced an immune
response that resulted in antitumor activity. The cascade of immune responses initiated by TLR9 agonists in these
studies in mouse models also activated the adaptive immune system functions, and enhanced the recognition of
antigens unique to the tumor, which are referred to as tumor-associated antigens.

When our TLR9 agonists were combined in preclinical mouse models with approved anticancer agents,
including chemotherapies, antibodies, and newer biologically targeted agents such as inhibitors of proteins involved
in cancer cell growth and blood vessel formation, the observed anticancer activity was enhanced beyond that of the
anticancer agents alone. We also believe that TLR9 agonists can be combined with tumor-associated antigens to
enhance the immune responses to potential cancer vaccine candidates. In preclinical studies conducted by us of
some of our TLR9 agonists, enhanced recognition of tumor-associated antigens promoted production of specific
antibodies and sensitized immune cells, both of which contribute to an adaptive immune response.

Partnered Programs

We selected IMO-2055, a synthetic DNA-based TLR9 agonist, as a lead candidate for the treatment of cancer.
In December 2007, we entered into an exclusive, worldwide license agreement with Merck KGaA to research,
develop, and commercialize products containing our TLR9 agonists, including IMO-2055, for the treatment of
cancer, excluding cancer vaccines. Prior to entering our collaboration with Merck KGaA, we completed, initiated,
or planned the following clinical studies with IMO-2055.

Healthy Volunteer Phase 1 Trial. In March 2004, we completed a Phase 1 clinical trial of IMO-2055 in 28
healthy volunteers over a range of dose levels from 0.005 to 0.16 mg/kg/week for 3 weeks, by subcutaneous
injection or intravenous infusion. In this single-center trial, IMO-2055 was well tolerated by the volunteers, who did
not experience any significant treatment-related adverse effects. In addition, IMO-2055 demonstrated evidence of
immune stimulatory activity in the volunteers.

Refractory Solid Tumor Monotherapy Phase 1 Trial. In February 2006, we completed a Phase 1 clinical trial
of IMO-2055 in 23 patients with refractory solid tumor cancers at the Lombardi Comprehensive Cancer Center at
Georgetown University Medical Center in Washington, D.C. In this trial, we administered IMO-2055 to the patients
by subcutaneous injection in weekly doses that ranged from 0.04 mg/kg/week to 0.64 mg/kg/week for up to
104 weeks. IMO-2055 treatment exhibited evidence of immunological activity as measured by several laboratory
tests of immune system function. IMO-2055 was well tolerated at all dosage levels.

Renal Cell Cancer Monotherapy Phase 2 Stage A Trial. In October 2004, we commenced patient recruitment
for an open label, multi-center Phase 2 Stage A clinical trial of IMO-2055 as a monotherapy in patients with
metastatic or recurrent clear cell renal cancer. Under the protocol for the trial, we sought to enroll a total of up to
92 patients in Stage A of the trial, 46 who had failed one prior therapy and 46 who were treatment-naïve. We closed
enrollment in this trial on June 29, 2007. As of that date, we had enrolled 46 treatment-naïve patients and 45 patients
who had failed one prior therapy. We will be able to obtain a complete set of data only when all patients have
stopped receiving treatment in the trial. As of March 2008, one patient continued to receive treatment in the trial. We
expect that initial data from this trial will be available in the second or third quarter of 2008.

6



Refractory Solid Tumor Chemotherapy Combination Phase 1 Trial. In October 2005, we began patient
recruitment in the Phase 1 portion of a clinical trial of IMO-2055 in combination with the chemotherapy agents
gemcitabine and carboplatin in patients with refractory solid tumor cancers. The purpose of the Phase 1 portion of
the trial, which was a single center, open label study, was to evaluate the safety of the chemotherapy combination.
Three dose levels of IMO-2055 and three treatment schedules of IMO-2055 were investigated in this trial. We
enrolled twenty-two patients in this trial and closed enrollment in July 2007. We reported interim data from
19 patients from this trial at the 12th World Conference on Lung Cancer in Seoul, Korea, in September 2007. The
interim data suggested that it was feasible for the combination of IMO-2055, gemcitabine, and carboplatin to be
administered in patients with advanced solid tumors. The only dose-limiting toxicities observed in these patients
were common side effects observed with gemcitabine and carboplatin. In these 19 patients, the response rate,
progression-free survival, and overall survival were 5%, 4.1 months, and 12.9 months, respectively. In the subset of
eight patients with non-small cell lung cancer, the response rate, progression-free survival, and overall survival were
13%, 6.5 months and 12.9 months, respectively.

Non-small Cell Lung Cancer Avastin» and Tarceva» Combination Phase 1b Trial. In December 2007, we
initiated a Phase 1b trial of IMO-2055 in combination with Avastin and Tarceva in non-small cell lung cancer
patients whose cancer had progressed during a prior course of standard therapy. The trial is designed to assess safety
of the IMO-2055, Tarceva and Avastin combination and to determine the recommended dosage of IMO-2055 for
potential use in a subsequent Phase 2 trial. Three dose levels of IMO-2055 are being investigated with standard
dosages and schedules of Tarceva and Avastin. IMO-2055 is administered subcutaneously once a week, with each
patient continuing to receive therapy until disease progression as determined by Response Evaluation Criteria in
Solid Tumors, or RECIST, or another protocol-specified stopping criterion is met. We are currently recruiting
patients for the trial, which was designed with a target enrollment of up to 40 patients.

Colorectal Cancer Erbitux» and Camptosar» Combination Phase 1b Trial. In 2007, we made plans to
initiate a clinical trial in the U.S. to investigate IMO-2055 in combination with Erbitux, a recombinant, humanized
antibody to epidermal growth factor receptor, and Camptosar, a cytotoxic, chemotherapeutic agent that inhibits
topoisomerase I function, in patients with colorectal cancer. The Phase 1b trial is designed to evaluate multiple dose
levels of IMO-2055 with established treatment regimens for Erbitux and Camptosar.

We have agreed with Merck KGaA that we will complete the Phase 2 renal cell cancer trial and the Phase 1
refractory solid tumor chemotherapy combination trial. We also have agreed with Merck KGaA that we will
continue to conduct on its behalf the on-going Phase 1b non-small cell lung cancer trial and that we may initiate the
proposed Phase 1b colorectal cancer trial. Merck KGaA has agreed to reimburse us for the development costs
associated with these two Phase 1b clinical trials incurred after February 4, 2008, which is the date our agreement
with Merck KGaA became effective.

Vaccine Adjuvants

Vaccines are composed of one or more antigens and one or more adjuvants in an appropriate formulation. The
function of the adjuvants is to enhance immune recognition of the antigens and increase the ability of the immune
system to make antigen-specific antibodies.

In preclinical animal models, our TLR agonists have shown adjuvant activity when combined with various
types of antigens. Preclinical studies that we have conducted with our TLR9 agonists and various antigens have
shown improvements in several measures of antigen recognition, such as achievement of higher antibody titers,
higher ratios of specific to nonspecific antibodies, and a reduction in the number of doses required to achieve
effective antibody titers. As a result, we believe that TLR agonists have the potential to be used as adjuvants in
vaccines.

We have entered into a research collaboration with Merck & Co. and have granted Merck & Co. an exclusive
license to develop and commercialize our TLR7, 8, and 9 agonists by incorporating them in therapeutic and
prophylactic vaccines being developed by Merck & Co. for cancer, infectious diseases, and Alzheimer’s disease.
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Asthma and Allergies

Asthma and allergy conditions are characterized by an imbalance of the immune system. Currently approved
agents for the treatment of asthma and allergy conditions, including steroids and antibodies, are generally designed
to suppress symptoms of asthmatic or allergic response. TLR9 agonists, on the other hand, are designed to induce
immune responses that could be useful in restoring immune system balance. In preclinical studies conducted by us
and our collaborators, our TLR9 agonists have shown improvements in multiple indices of allergic conditions. For
example, we have presented data from mouse models of allergy which show our TLR9 agonists restored the balance
of immunological activity, produced a higher ratio of specific versus non-specific antibodies, reduced the number of
pulmonary immune cells that produce allergic inflammation, and improved lung function.

We have entered into a research collaboration and option agreement and a separate license, development, and
commercialization agreement with Novartis to discover, optimize, develop, and potentially commercialize TLR9
agonists that are identified as potential treatments for asthma and allergies. In March 2008, we agreed with Novartis
to extend the research collaboration until December 31, 2008. The extension is anticipated to allow for the
advancement of QAX935, a novel agonist of TLR9, into human clinical trials prior to the end of the research
collaboration term.

Corporate Alliances

An important part of our business strategy is to enter into research and development collaborations, licensing
agreements and other strategic alliances with biotechnology and pharmaceutical corporations that bring expertise
and resources to the potential development and commercialization of drugs based on our technology.

Merck KGaA

In December 2007, we entered into an exclusive, worldwide license agreement with Merck KGaA to research,
develop and commercialize products containing our TLR9 agonists for the treatment of cancer, excluding cancer
vaccines. Under the terms of the agreement, we granted Merck KGaA worldwide exclusive rights to our lead TLR9
agonists, IMO-2055 and IMO-2125, and to a specified number of novel follow-on TLR9 agonists to be identified by
Merck KGaA and us under a research collaboration, for use in the treatment, cure and/or delay of the onset or
progression of cancer in humans. Under the terms of the agreement:

• In February 2008, Merck KGaA paid us a $40.0 million upfront license fee in Euros of which we received
$39.7 million due to foreign currency exchange rates;

• Merck KGaA agreed to reimburse future development costs for certain of our on-going IMO-2055 clinical
trials, which will continue to be conducted by us;

• Merck KGaA agreed to pay us up to EUR 264 million in development, regulatory approval, and commercial
success milestone payments if products containing our TLR9 agonist compounds are successfully developed
and marketed for treatment, cure and/or delay of the onset or progression of cancer in humans; and

• Merck KGaA agreed to pay royalties on net sales of products containing our TLR9 agonists that are
marketed.

We have agreed that neither we nor our affiliates will, either directly or through a third party:

• Develop or commercialize any TLR9 agonist for use in treating, curing and/or delaying of the onset or
progression of cancer in humans; and

• Develop or commercialize IMO-2055 for use outside treating, curing and/or delaying of the onset or
progression of cancer in humans, except as part of vaccine products in the fields of oncology, infectious
diseases and Alzheimer’s disease, which Idera is pursuing under its collaboration with Merck & Co.

These restrictions will not limit Idera’s ability to research, develop and commercialize vaccine products
containing IMO-2055 in the fields of oncology, infectious diseases, and Alzheimer’s disease, and to research,
develop, and commercialize IMO-2125 outside the licensed field as a combination therapy or as a vaccine product.
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During the period in which we provide follow-on TLR9 agonists, we agreed to form a joint research
committee, consisting of an equal number of members from Idera and Merck KGaA, to facilitate our delivery of
such compounds.

Under the agreement, Merck KGaA is obligated to pay us royalties, on a product-by-product and
country-by-country basis, until the later of the expiration of the patent rights licensed to Merck KGaA and the
10th anniversary of the product’s first commercial sale in such country. If the patent rights expire in a particular
country before the 10th anniversary of the product’s first commercial sale in such country, Merck KGaA shall
continue to pay us royalties at a reduced royalty rate until such anniversary. In addition, the applicable product
royalties may be reduced if Merck KGaA is required to pay royalties to third parties for licenses to intellectual
property rights. Merck KGaA’s royalty and milestone obligations may also be reduced if Merck KGaA terminates
the agreement based on specified uncured material breaches by us. The agreement may be terminated by either
party based upon material uncured breaches by the other party or by Merck KGaA at any time after providing Idera
with advance notice of termination.

Merck & Co., Inc.

In December 2006, we entered into an exclusive license and research collaboration agreement with Merck &
Co. to research, develop, and commercialize vaccine products containing our TLR7, 8, and 9 agonists in the fields of
cancer, infectious diseases, and Alzheimer’s disease. Under the terms of the agreement, we granted Merck & Co.
worldwide exclusive rights to a number of our TLR7, 8 and 9 agonists for use in combination with Merck & Co.’s
therapeutic and prophylactic vaccines under development in the fields of cancer, infectious diseases, and
Alzheimer’s disease. There is no limit to the number of vaccines to which Merck & Co. can apply our agonists
within these fields. We also agreed with Merck & Co. to engage in a two-year research collaboration to generate
novel agonists targeting TLR7 and TLR8 and incorporating both Merck & Co. and Idera chemistry for use in
vaccines in the defined fields, which collaboration may be extended by Merck & Co. for two additional one-year
periods. Under the terms of the agreement:

• Merck & Co. paid us a $20.0 million upfront license fee;

• Merck & Co. purchased $10.0 million of our common stock at $5.50 per share;

• Merck & Co. agreed to fund the research and development collaboration;

• Merck & Co. agreed to pay us milestone payments as follows:

• up to $165.0 million if vaccines containing our TLR9 agonist compounds are successfully developed
and marketed in each of the oncology, infectious disease and Alzheimer’s disease fields;

• up to $260.0 million if vaccines containing our TLR9 agonist compounds are successfully developed
and marketed for follow-on indications in the oncology field and if vaccines containing our TLR7 or
TLR8 agonists are successfully developed and marketed in each of the oncology, infectious disease,
and Alzheimer’s disease fields; and

• if Merck & Co. develops and commercializes additional vaccines using our agonists, we would be
entitled to receive additional milestone payments; and

• Merck & Co. agreed to pay us royalties on net product sales of vaccines using our TLR agonist technology
that are developed and marketed.

Merck & Co. agreed, subject to certain exceptions, that prior to December 8, 2007, it would not sell any of the
shares of our common stock acquired by it under the agreement and that, for the duration of the research and
collaboration term, its ability to sell such shares will be subject to specified volume limitations.

Under the agreement, Merck & Co. is obligated to pay us royalties, on a product-by-product and
country-by-country basis, until the later of the expiration of the patent rights licensed to Merck & Co. and the
expiration of regulatory-based exclusivity for the vaccine product. If the patent rights and regulatory-based
exclusivity expire in a particular country before the 10th anniversary of the product’s first commercial sale in such
country, Merck & Co. shall continue to pay us royalties at a reduced royalty rate until such anniversary, except that
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Merck & Co.’s royalty obligation will terminate upon the achievement of a specified market share in such country
by a competing vaccine containing an agonist targeting the same toll-like receptor as that targeted by the agonist in
the Merck & Co. vaccine. In addition, the applicable royalties may be reduced if Merck & Co. is required to pay
royalties to third parties for licenses to intellectual property rights, which royalties exceed a specified threshold.
Merck & Co.’s royalty and milestone obligations may also be reduced if Merck & Co. terminates the agreement
based on specified uncured material breaches by us.

Merck & Co. may terminate the collaboration relationship without cause upon 180 days written notice to us
during the research term and upon 90 days written notice to us after the research term has ended. Either party may
terminate the collaboration relationship upon the other party’s filing or institution of bankruptcy, reorganization,
liquidation or receivership proceedings, or for a material breach if such breach is not cured within 60 days after
delivery of written notice.

Novartis International Pharmaceutical, Ltd.

In May 2005, we entered into a research collaboration and option agreement and a separate license,
development and commercialization agreement with Novartis to discover, develop and potentially commercialize
TLR9 agonists that are identified as potential treatments for asthma and allergies. In addition, Novartis may expand
the collaboration, if specified conditions are satisfied, to include additional disease areas, excluding oncology and
infectious diseases.

The agreements with Novartis are structured in two phases. During the research collaboration phase, we and
Novartis agreed to work together to evaluate novel TLR9 agonists from which Novartis may select one or more drug
candidates for further development through human clinical trials. In March 2008, we agreed with Novartis to extend
the research collaboration until December 31, 2008. The extension is anticipated to allow for the advancement of
QAX935, a novel agonist of TLR9, into human clinical trials prior to the end of the research collaboration term.
Based on the results of the research collaboration, Novartis may elect to implement the commercialization
agreement, and, under the license, development and commercialization agreement, complete the development and
commercialize one or more of the drug candidates.

Under the terms of the agreements:

• Upon execution of the agreements, Novartis paid us a $4.0 million upfront license fee;

• Novartis agreed to fund substantially all research activities during the research collaboration phase;

• If Novartis elects to exercise its option to develop and commercialize licensed TLR9 agonists in the initial
collaboration disease areas, Novartis is potentially obligated to pay us up to $131.0 million based on the
achievement of clinical development, regulatory approval, and annual net sales milestones;

• Novartis is potentially obligated to pay us additional milestone payments if Novartis elects to expand the
collaboration to include additional disease areas and then develops and commercializes licensed TLR9
agonists in the additional disease areas based on the achievement of clinical development and regulatory
approval milestones;

• Novartis is also obligated to pay us royalties on net sales of all products, if any, commercialized by Novartis,
its affiliates and sublicensees; and

• Novartis’ license rights under the agreements to products that it elects to develop and commercialize are
worldwide, exclusive rights.

We and Novartis agreed that the term of the research and collaboration phase would be two years commencing
in May 2005. In 2007, Novartis extended our research collaboration by an additional year to May 2008. In
connection with this extension, Novartis paid us an additional license fee of $1.0 million. In 2008, we agreed to
extend the research collaboration until December 31, 2008.

Under the agreements, Novartis’ obligations to pay us royalties extend, on a product-by-product and
country-by-country basis, until the expiration of the patent rights covering the product licensed to Novartis in
countries in which there is coverage by licensed patent rights, and, in countries in which there is no coverage by
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licensed patent rights, until the earlier of the last day of the calendar year in which Novartis loses market exclusivity
with respect to a product and the date 10 years after the product’s commercial launch.

Novartis may terminate the research collaboration and option agreement without cause upon 90 days written
notice to us and the license, development, and commercialization agreement upon 60 days written notice to us.
Upon 30 days written notice, either party may terminate the research collaboration and option agreement for a
material breach if such breach is not cured within the 30-day notice period, and upon 90 days written notice, either
party may terminate the license, development, and commercialization agreement if such breach is not cured within
the 90-day notice period. Upon 30 days written notice, either party may terminate the research collaboration and
option agreement and/or the license, development, and commercialization agreement upon the other party’s filing
of bankruptcy.

Antisense Technology

We have been a pioneer in the development of antisense technology. Although we are not actively developing
this technology at present, we believe that our antisense technology may be useful to pharmaceutical and
biotechnology companies that are seeking to develop drug candidates that down-regulate gene targets discovered
by, or proprietary to, such companies. Antisense drug candidates are designed to bind to RNA targets through
hybridization, and decrease production of the specific protein encoded by the target RNA. We believe that drugs
based on antisense technology may be more effective and cause fewer side effects than conventional drugs in
applications with well-defined RNA targets because antisense drugs are designed to intervene in a highly specific
fashion in the production of proteins, rather than after the proteins are made.

Currently, we are a party to five collaboration and license agreements involving the use of our antisense
technology and specified indications. These agreements include a license agreement with Isis Pharmaceuticals,
Inc., or Isis, involving intellectual property for antisense chemistry and delivery.

Under the agreement with Isis, we granted Isis a license, with the right to sublicense, to our antisense chemistry
and delivery patents and patent applications; and we retained the right to use these patents and applications in our
own drug discovery and development efforts and in collaborations with third parties. Isis paid us an initial licensing
fee and is required to pay us a portion of specified sublicense income it receives from some types of sublicenses of
our patents and patent applications. Also under the agreement, we licensed from Isis specified antisense patents and
patent applications, principally Isis’ suite of RNase H patents and patent applications. We also paid an initial
licensing fee for this license and are obligated to pay Isis a maintenance fee and royalties. We have the right to use
these patents and patent applications in our drug discovery and development efforts and in some types of third party
collaborations. The licenses granted under the Isis agreement terminate upon the last to expire of the patents and
patent applications licensed under the agreement. We may terminate at any time the sublicense by Isis to us of the
patents and patent applications.

In 2007, we gave formal notice to Isis that we believed that Isis had materially breached certain provisions of
the Collaboration and License Agreement, or the Collaboration Agreement, between us and Isis dated May 24, 2001.
We and Isis submitted the dispute to arbitration and in January 2008, the arbitrator decided that Isis had not breached
the Collaboration Agreement. The results of this arbitration are not material to us and have not changed the rights
we reserved in the Collaboration Agreement to practice our intellectual property.

We are also a party to four other license agreements involving the license of our antisense patents and patent
applications for specific gene targets under which we typically are entitled to receive license fees, sublicensing
income, research payments, payments upon achievement of developmental milestones, and royalties on product
sales. These agreements typically expire upon the later of the last to expire of the licensed patents or a specified
number of years after the first commercial sale of a licensed product. These agreements may be terminated by either
party for a material breach, and our collaborators may terminate these agreements at any time for convenience, with
written notice.

We are also a party to six royalty-bearing license agreements under which we have acquired rights to antisense
related patents, patent applications, and technology. Each of these in-licenses automatically terminates upon the
expiration of the last to expire patent included in the license. Our principal in-license is with University of

11




