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PART I
FORWARD-LOOKING STATEMENTS

This annual report on Form 10-K contains forward-looking statements within the meaning of the Private
Securities Litigation Reform Act of 1995 that involve risks and uncertainties, as well as assumptions that, if they
never materialize or prove incorrect, could cause the results of CombinatoRx to differ materially from those
expressed or implied by such forward-looking statements. All statements other than statements of historical fact
are statements that could be deemed forward-looking statements, including any projections of financing needs,
revenue, expenses, earnings or losses from operations, or other financial items; any statements of the plans,
strategies and objectives of management for future operations; any statements concerning product candidate
research, development and commercialization plans and timelines; any statements regarding safety and efficacy
of product candidates, any statements of expectation or belief; and any statements of assumptions underlying any
of the foregoing. In addition, forward-looking statements may contain the words “believe,” “anticipate,”

“expect,” “estimate,” “intend,” “plan,” “project,” “will be,” will continue,” “will result,” “seek,” “could,” “may,”
“might,” or any variations of such words or other words with similar meanings.

99 < EEINTS 99 < 9 ¢ 99 <

The risks, uncertainties and assumptions referred to above include risks that are described in “Business—
Risk Factors That May Affect Future Results” and elsewhere in this annual report and that are otherwise
described from time to time in our Securities and Exchange Commission reports filed after this report.

The forward-looking statements included in this annual report represent our estimates as of the date of this
annual report. We specifically disclaim any obligation to update these forward-looking statements in the future.
These forward-looking statements should not be relied upon as representing our estimates or views as of any date
subsequent to the date of this annual report.

Item 1. Business
Overview

We are a biopharmaceutical company pioneering the new field of synergistic combination pharmaceuticals,
with a broad portfolio of product candidates in phase 2 clinical development. Going beyond traditional
combinations, we create product candidates with novel mechanisms of action striking at the biological
complexities of human disease. The lead programs in our portfolio are advancing into later stage clinical trials
based on the strength of multiple positive phase 2a results. This portfolio is internally generated from our
proprietary combination high throughput screening, or cHTS™ technology, which provides a renewable and
previously untapped source of novel drug candidates. We are currently developing a clinical portfolio of product
candidates targeting multiple diseases including immuno-inflammatory diseases, topical dermatoses and
metabolic disease. We also have a broad pipeline of preclinical product candidates in development for immuno-
inflammatory diseases, topical dermatology, infectious diseases, oncology, neurodegenerative diseases, medical
devices, ophthalmic conditions and inherited diseases.

We are developing our combination drugs in response to the understanding that many diseases affect the
body through multiple biological pathways. Traditional drug discovery has focused on agents that target a single
biological pathway. However, the activity of a therapeutic compound against a single pathway can be
insufficiently effective because biological systems often compensate by using a secondary pathway. We believe
that by targeting multiple pathways, our combination drug candidates may create synergistic therapeutic effects,
which could result in improved treatments for many diseases.

We use our cHTS technology to systematically screen pair-wise combinations from our library, which
includes over 2,000 drugs approved in the United States, Europe and Japan, selected development-stage small
molecules, mechanistic probes and biologics in cell-based assays corresponding to major diseases such as cancer,
rheumatoid arthritis, psoriasis, hepatitis C, cystic fibrosis, neurodegenerative diseases and diabetes. Using these
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cell-based assays, our cHTS technology screens the effects of millions of possible dose-specific combinations of
existing and development-stage drugs and small molecules in each of our selected disease models.

We have discovered pairs of approved drugs which, in preclinical studies, exhibit a combination therapeutic
effect against a model for a target disease, even though neither drug is indicated for such disease on its own. We
have also discovered pairs of drugs where our preclinical studies suggest the effectiveness, safety or tolerability
of one drug in its primary disease indication may be improved by combining it with another drug that is not
indicated for that disease.

For example, our lead product candidate, CRx-102, a novel dissociated glucocorticoid product candidate in
phase 2b clinical development for osteoarthritis and rheumatoid arthritis, was discovered using our cHTS
technology. CRx-102 combines the cardiovascular agent dipyridamole with a very low dose of the glucocorticoid
prednisolone. CRx-102 works through a novel multi-target mechanism of action in which dipyridamole
selectively amplifies prednisolone’s anti-inflammatory and immunomodulatory activities without an associated
increase in its side effects. In phase 2 proof-of-concept clinical trials, CRx-102 demonstrated a powerful anti-
inflammatory effect and rapid onset of action in patients with osteoarthritis and rheumatoid arthritis, and was
generally well tolerated. CRx-102 is being developed in a uniquely engineered commercial formulation for the
treatment of rheumatoid arthritis and osteoarthritis.

In addition to CRx-102, we are currently advancing three other product candidates, CRx-191, CRx-197 and
CRx-401, into or through clinical research and development. We also have two other clinical product candidates
in our portfolio, CRx-139 for immuno-inflammatory diseases and CRx-170 for chronic pain, which have
completed phase 2a clinical trials but are not currently being advanced into later-stage clinical trials, and we have
a number of product candidates in preclinical development. Our product candidate CRx-191 is a topical
synergistic combination drug candidate with a novel multi-target mechanism that inhibits TNF-ot and interferon-
gamma, key cell mediators of inflammation. CRx-191 contains a mid-potency glucocorticoid, mometasone, and a
low dose of the tricyclic anti-depressant, nortriptyline, co-formulated as a topical cream for the treatment of
psoriasis and other steroid-responsive dermatoses. We have conducted a phase 2a clinical trial of CRx-191 in
subjects with psoriasis. Our product candidate CRx-197 is a selective cytokine modulator containing low
concentrations of the antihistamine loratadine and the tricyclic anti-depressant nortriptyline, neither of which is
approved for the treatment of topical dermatoses. This combination has been co-formulated as a topical cream for
the treatment of atopic dermatitis, psoriasis and other inflammatory dermatoses. We are currently planning to
conduct a phase 2a clinical trial of CRx-197 in subjects with select inflammatory dermatoses during 2008. Our
product candidate CRx-401 is a novel oral anti-diabetic in development to treat Type 2 diabetes. CRx-401 is a
synergistic combination containing sustained-release bezafibrate, an anti-cholesterol agent approved outside the
United States and a low dose of diflunisal, an analgesic. CRx-401 is currently being studied in a phase 2a clinical
trial in subjects with Type 2 diabetes.

We believe that our historical focus on combinations of approved drugs has enhanced and will continue to
enhance the speed, efficiency and yield of our drug discovery and development process. Because the active
pharmaceutical ingredients in our current portfolio of product candidates are themselves approved drugs with
existing safety profiles, we have been able to move some of our product candidates expeditiously into human
proof-of-concept clinical studies without the need to first complete extensive preclinical toxicology and
pharmacology studies as is generally required for new chemical entities. We believe that this approach will
continue to allow us to make early development decisions based on human proof-of-concept clinical data, rather
than only studies in animals. Based on this proof-of-concept clinical data, our product candidates may take
different development paths based on the combination biological effect we observe in patients and the
commercial potential of the combination. Further development may involve developing a novel formulation for
the delivery of the combination, using medicinal chemistry to create the structural analog of a component or
obtaining unapproved compounds that may be able to exploit the same biologic effect identified by the original
combination of approved drugs.



Because we have developed a portfolio of product candidates and believe that our drug discovery
technology will enable us to identify additional product candidates, we will continue to use objective commercial
and scientific criteria to select which product candidates to advance to later stage clinical trials. As we obtain
results from our other clinical trials, we may elect to discontinue or delay trials for certain product candidates in
order to refocus our resources on more promising product candidates.

We are developing proprietary formulations for our CRx-102 and CRx-401 product candidates in
connection with further phase 2 clinical development. We have also developed topical formulations of our
product candidates CRx-191 and CRx-197 for use in proof-of-concept clinical trials. For proof-of-concept
clinical trials of our most advanced product candidates, we have typically used a controlled regimen of
commercially available dosages of the active pharmaceutical ingredients of our product candidate designed to
simulate our expected commercial formulation. We plan to develop and commercialize our product candidates
using formulations whose pharmacology, dosage strength and route of delivery are determined on the basis of the
observed activity of their active pharmaceutical ingredients when administered in combination.

Our Strategy

We are focused on discovering, developing, and commercializing novel therapeutics with multi-target
mechanisms of action that are built from combinations of drugs that utilize novel biology to treat a number of
conditions including immuno-inflammatory diseases, cancer, metabolic diseases, neurodegenerative diseases,
infectious diseases and other diseases. The key elements of our strategy are to:

*  Advance selected product candidates into later stage clinical development. We plan to selectively
advance product candidates into later stage clinical trials, based on the results of proof-of-concept
clinical trials and our assessment of their market potential.

e Develop and commercialize our product candidates through collaborations with pharmaceutical and
biotechnology companies and to potentially develop a specialty sales force within appropriate niche
indications. We plan to determine after phase 2 clinical trials which product candidates we will retain for
internal development and which product candidates we will seek to develop and commercialize with
others. We may independently commercialize product candidates that have a development plan and target
market size that is manageable for our company, which may include developing a specialty sales force to
serve niche indications. We expect to seek development and commercialization partners for our other
product candidates to obtain access to additional development, commercial or financial resources.

e Continue to deploy our technology and approach to drug discovery in the field of combination drugs.
We plan to continue to use our proprietary drug discovery technology and approach to identify
additional new combination drug candidates with multi-target mechanisms by:

e applying our drug discovery technology to new disease indications, such as infectious diseases,
neurodegenerative diseases, other central nervous system disorders, inherited diseases, and other
diseases, and the potential enhancement of medical devices and other interventional medicine
products.

e using medicinal chemistry to find mechanistic and structural analogs of the components of our
combination drug candidates that can be developed as new chemical entities, either as
combination drugs or on their own. These new chemical entities may be second or third
generation product candidates that extend the life cycle of the original combination drug or may
be first generation product candidates.

e screening combinations of approved drugs and development-stage compounds that we believe
target specific biological pathways that may play an important role in one or more major diseases.

e capitalizing on our combination drug discovery and development capabilities in an effort to
discover or obtain additional product candidates. We seek to accomplish this by entering into
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selected discovery research collaborations, such as our collaboration agreements with Angiotech,
Fovea, Cystic Fibrosis Foundation Therapeutics, CHDI, Inc., Charley’s Fund and the Spinal
Muscular Atrophy Foundation, our formation and funding of CombinatoRx Singapore with
BioMedical Sciences Investment Fund Pte Ltd, or through in-licensing or other arrangements.

Clinical Status of Our Product Candidates

The following table summarizes the clinical status of our principal clinical programs. Our clinical trials are
conducted and planned to be conducted both in the United States and outside of the United States. Clinical trials
conducted in the United States are subject to an investigational new drug application, or IND, with the FDA and
outside the United States are subject to a clinical trial application, or CTA, with an appropriate regulator:

Product Description

Product Candidate (Components) Clinical Status
Immuno-Inflammatory
CRx-102 ... .. ..o Dissociated glucocorticoid Two phase 2b studies ongoing
(prednisolone, dipyridamole) in rheumatoid arthritis and knee
osteoarthritis

Phase 2a complete in
rheumatoid arthritis, hand
osteoarthritis and biomarker

study
CRx-139 ... ... ... ..., Selective steroid amplifier Gated program—phase 2a
(prednisolone, paroxetine) complete in rheumatoid arthritis
Unnamed .................. Multiple product candidates Preclinical
Topical Dermatology
CRx-191 ... .. ... . Topical dissociated glucocorticoid Phase 2a complete in psoriasis
(mometasone, nortriptyline)
CRx-197 ... ... Topical selective cytokine Phase 2a planned to be initiated
modulator in 2008 in psoriasis and atopic
(loratadine, nortriptyline) dermatitis
Unnamed .................. Multiple topical product Preclinical
candidates
Metabolic
CRx-401 ................... Anti-diabetic agent Phase 2a ongoing in Type 2
(bezafibrate, diflunisal) diabetes
Chronic Pain
CRx-170 . ...t Novel dual-action analgesic Gated program—phase 2a
(prednisolone, nortriptyline) complete in asthma*

* Clinical trial conducted using the corticosteroid budesonide instead of prednisolone.

Our Product Candidates

All of our product candidates are focused on diseases with continuing medical need and potentially large
commercial markets. Our principal drug development programs are in the areas of immuno-inflammatory
disease, topical dermatology and metabolic disease.



Our Immuno-Inflammatory Product Candidates

We currently have two clinical stage product candidates, CRx-102 and CRx-139, targeting
immuno-inflammatory diseases and multiple additional preclinical product candidates. Immuno-inflammatory
diseases include rheumatoid arthritis, osteoarthritis, inflammatory bowel disease, asthma, lupus, polymyalgia
rheumatica, fibromyalgia and multiple sclerosis.

Rheumatoid Arthritis Background. Rheumatoid arthritis is a chronic disease, mainly characterized by
inflammation of the lining, or synovium, of the joints. According to the Arthritis Foundation, rheumatoid arthritis
affects one percent of the United States population, or 2.1 million Americans. Rheumatoid arthritis can lead to
long-term joint damage, resulting in chronic pain, loss of function and disability. Because it is a chronic disease,
rheumatoid arthritis continues indefinitely and frequent flares in disease activity can occur. Rheumatoid arthritis
is also a systemic disease, which means it can affect other organs in the body. Studies have shown that early
aggressive treatment of rheumatoid arthritis can limit joint damage, which in turn limits loss of movement,
decreased ability to work, higher medical costs and potential surgery.

Osteoarthritis Background. Osteoarthritis is one of the most common degenerative joint diseases and a
frequent cause of physical disability among older adults. In the United States more than 21 million people suffer
from osteoarthritis. Osteoarthritis affects the hands, lower back, neck, and weight-bearing joints such as the
knees, hips, and feet. Symptoms of osteoarthritis range from stiffness and intermittent mild pain to severe joint
pain and impaired biomechanical function. Although there is no cure for most forms of osteoarthritis, various
therapies can help patients manage symptoms such as non-steroidal anti-inflammatory drugs, COX-2 inhibitors,
local analgesics, opioids, intra-articular corticosteroid injection and surgery.

CRx-102—A Dissociated Glucocorticoid

Background. With CRx-102, we are seeking to create a dissociated glucocorticoid that selectively amplifies
the potent immunomodulatory activity of prednisolone, without the associated increase in side effects. Steroids of
the glucocorticoid class are prescribed for the treatment of many chronic immuno-inflammatory diseases such as
rheumatoid arthritis. The utility of these drugs, however, is limited by their substantial, dose-dependent adverse
side effects.

CRx-102 CRx-102 is our novel dissociated glucocorticoid product candidate designed to enhance the anti-
inflammatory benefits of glucocorticoids, without associated side effects. CRx-102 contains the cardiovascular
agent dipyridamole and a very low dose of the glucocorticoid prednisolone and is being developed in a uniquely
engineered formulation. In proof-of-concept clinical trials, CRx-102 demonstrated a powerful anti-inflammatory
effect and rapid onset of action in patients with osteoarthritis and rheumatoid arthritis and was generally well-
tolerated. CRx-102 is in phase 2b clinical development for the treatment of rheumatoid arthritis and osteoarthritis.

We believe CRx-102 works through a novel multi-target mechanism of action in which dipyridamole
selectively amplifies prednisolone’s anti-inflammatory and immunomodulatory activities without increases in
side effects typically associated with higher doses of glucocorticoids. The anti-inflammatory activity of
the glucocorticoid prednisolone is achieved by binding and activating the glucocorticoid receptor; the
glucocorticoid/receptor complex then moves into the nucleus of the cell where it blocks the activity
of transcription factors such as AP-1 and NFkB that would normally promote the synthesis of pro-inflammatory
proteins. In CRx-102 the anti-inflammatory effect of prednisolone is enhanced by dipyridamole, which
modulates the activity of multiple molecular targets. These targets act to increase intracellular levels of cyclic
adenosine monophosphate (cAMP) that activates a number of pathways, which ultimately lead to suppression
of transcription factors such as NFkB and NFAT that promote the transcription of pro-inflammatory genes. We
believe that the anti-inflammatory effects of CRx-102 are achieved through cellular pathways co-regulated by the
glucocorticoid receptor and cAMP. We believe CRx-102 activates these pathways selectivity by minimally
affecting other cellular pathways that lead to high-dose steroid side effects. We also believe that additional
cellular mechanisms contribute to the selective immunomodulatory activity of CRx-102, and these mechanisms
are under active investigation.



Rheumatoid Arthritis Clinical Results. Prior to initiating our ongoing phase 2b clinical trial of CRx-102 in
rheumatoid arthritis, we studied CRx-102 in a multi-center randomized, blinded, placebo-controlled phase 2a
clinical trial of 59 patients with rheumatoid arthritis. The clinical trial compared CRx-102 plus a disease-
modifying anti-rheumatic drug (DMARD) to placebo plus DMARD in subjects with rheumatoid arthritis. In this
trial, CRx-102 demonstrated a statistically significant improvement on the primary endpoint of reduction of
C-reactive protein, or CRP, with a 50% median reduction from baseline to day 42 compared to 19% with control
(p=0.024). Importantly, CRx-102 demonstrated statistically significant improvements in two clinically
meaningful measures of efficacy, ACR20 and DAS28. In this study CRx-102 demonstrated a statistically
significant 63% ACR 20 response at day 42 compared to 30% with placebo (p=0.025) and a statistically
significant DAS28 score, with a -1.6 mean change from baseline to day 42 compared to -0.7 with control
(p=0.016). ACR 20 is a standard measure developed by the American College of Rheumatology to rate
rheumatoid arthritis disease improvement and DAS 28, a composite disease activity score using 28 joint counts
that is used to monitor disease activity in rheumatoid arthritis patients. Patients are classified as ACR20
responders if they demonstrate at least a 20% improvement from baseline in tender and swollen joint count and at
least 3 of 5 other symptom-related criteria. Data provided for the rheumatoid arthritis trial of CRx-102 are for the
per protocol population; statistical significance remained consistent in the intent-to-treat population. In this
rheumatoid arthritis trial, CRx-102 was generally well tolerated, and there were no serious adverse events
reported for subjects treated with CRx-102. The most common adverse events observed with CRx-102 that
occurred with a frequency of greater than 5% were headache, gastro-intestinal symptoms and dizziness, known
side effects of dipyridamole.

Patients were enrolled in this study with established rheumatoid arthritis and moderate disease activity as
determined by DAS28 scores of greater than 4.5 and CRP levels of greater than 2.2mg/L. Patients were required
to be on a DMARD therapy (such as methotrexate or sulfasalazine) for at least 3 months and be on a stable dose
of DMARD therapy for a minimum of 28 days prior to enrollment. CRx-102 was dosed in this trial using 3mg of
prednisolone plus 200 mg dipyridamole for the first week of treatment and 3 mg prenisolone plus 400 mg of
dipyridamole for the following five weeks of treatment.

Hand Osteoarthritis Clinical Results. Prior to initiating our ongoing phase 2b clinical trial of CRx-102 in
knee osteoarthritis, we studied CRx-102 in a randomized, blinded, placebo-controlled phase 2a clinical trial in 83
patients with moderate to severe osteoarthritis of the hand in Norway. The study met its primary endpoint of
improvement in joint pain using the Australian Canadian Osteoarthritis, or AUSCAN, index. The AUSCAN
Osteoarthritis Index is a composite patient-reported outcome tool developed specifically for hand osteoarthritis,
similar to the Western Ontario and McMaster University Osteoarthritis, or WOMAC, index which is used for
knee and hip osteoarthritis. Analysis of the primary endpoint shows mean change from baseline in the CRx-102
group was a 31% improvement in pain, compared to mean change from baseline in the placebo group of a 7%
improvement in pain (p=0.007). CRx-102 demonstrated improvements in clinical secondary endpoints including
stiffness, the AUSCAN physical function subscale, joint pain and patient global assessment scores.

CRx-102

CRx-102 Placebo CRx-102 Improvement

Mean Mean CRx-102 Mean from

Clinical Measure Improvement Improvement P Value Baseline Baseline®**
Pain® ... ... 102.4 mm 31 mm 0.006%* 309.3 mm 33%
Stiffness .. ... 20.3 mm 8.3 mm 0.023**  62.9 mm 32%
Physical Function ....................... 115.8 mm 53.1 mm 0.081  584.2 mm 20%
JointPain.......... ... .. . oL 23.5 mm 6.3 mm 0.002*%*  59.8 mm 39%

Patient Global .......................... 23.4 mm 4.6 mm <0.001*#*  61.5 mm 38%

Notes:

*  Primary endpoint
**  Statistically significant
*##% Calculation (mean improvement/mean baseline x 100)
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Patients were enrolled in the clinical trial that had moderate to severe hand osteoarthritis as determined by
American College of Rheumatology criteria and a score on the pain dimension of the AUSCAN scale above a
prespecified minimum. CRx-102 was dosed in this trial using the same dosing regimen as the rheumatoid
arthritis clinical trial. Patients received the lower ratio for the first week of treatment and the higher ratio for the
following five weeks. CRx-102 was generally well tolerated, and there were no serious adverse events reported
from patients taking CRx-102. As with the rheumatoid arthritis trial, the most common adverse events observed
with CRx-102 were headache and nausea, known side effects of dipyridamole.

Our Topical Dermatology Product Candidates

We currently have two product candidates, CRx-191 and CRx-197, that we are advancing or planning to
advance into clinical trials for the topical treatment of inflammatory dermatoses.

Psoriasis Background. Psoriasis is a chronic inflammatory skin disease affecting between 6 and 7.5 million
people in the United States characterized by skin thickening, redness and scaling. Topical drugs, such as
glucocorticoids, Vitamin D3, Vitamin A derivatives and anthralin are usually the first line treatment for psoriasis.
Dermatologists favor the use of local topical delivery in all but the most severe cases of psoriasis to limit
systemic exposure and avoid potential systemic side effects. Glucocorticoids are the most commonly prescribed
class of topical treatment used in psoriasis. Existing topical glucocorticoids are available in a wide range of
potencies. Currently available high-potency topical glucocorticoids are associated with local skin toxicities,
including thinning following only short periods of exposure and irreversible skin atrophy after longer treatment
periods. A topical selective glucocorticoid amplifier that enhances potency without enhancing side effects may
provide a significantly improved treatment option for psoriasis patients.

CRx-191 CRx-191 is a topical synergistic combination drug candidate with a novel multi-target mechanism
that inhibits TNF-o. and interferon-gamma, key cell mediators of dermal inflammation. CRx-191 contains a
mid-potency glucocorticoid, mometasone, and a very low dose of the tricyclic anti-depressant, nortriptyline.
CRx-191 is thought to work through a novel mechanism of action in which nortriptyline amplifies mometasone’s
anti-inflammatory activities without enhancing side effects, to provide the efficacy of a high-potency topical
glucocorticoid with a mid-potency glucocorticoid safety profile. We have developed a novel topical cream
formulation of CRx-191 which provides the first topical formulation of nortriptyline. We have demonstrated that
the CRx-191 class of combinations of tricyclic anti-depressants and glucocorticoids are effective in multiple
experimental and preclinical models of inflammation. CRx-191 is under development for psoriasis and other
glucocorticoid responsive dermatoses.

Clinical Status and Results. We investigated CRx-191 in a 12-day, randomized, placebo-controlled, phase
2a clinical trial in plaque psoriasis, conducted in Germany. The clinical trial was a study of 21 patients, with
endpoints of psoriatic infiltrate dermal band thickness, as measured by high-frequency ultrasound, erythema
(redness) as measured by chromometry, a clinical skin condition score and the measurement of inflammatory
biomarkers. In this trial, each of the patients had one psoriatic plaque treated with two different concentrations of
CRx-191, two different concentrations of nortriptyline, one concentration of mometasone and a placebo cream,
resulting in the potential to evaluate the effect of all six preparations on the same patient. As a result, the clinical
trial was designed to characterize the activity of CRx-191 in psoriasis as compared to the placebo as well as the
activity of each of its components.

In this clinical trial, the high dose of CRx-191 demonstrated an 81% reduction in psoriatic infiltrate from
baseline to day 12, compared to 11% for placebo. This reduction demonstrated with CRx-191 was statistically
significant (P<0.0001). Similarly, CRx-191 demonstrated a 58% reduction in erythema (redness) from baseline
to day 12, as compared to 6% with placebo. This effect was also statistically significant (p<0.0001). In clinical
assessments of skin condition, CRx-191 demonstrated clinically significant improvements from baseline to day
12 in 100% of all test fields, as compared to 0% for placebo. The high and low doses of CRx-191 performed
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similarly, although CRx-191 high dose was numerically superior to low dose on most measures. CRx-191 was
also compared to its individual components on multiple measures such as psoriatic infiltrate thickness, erythema
and clinical skin condition and produced greater improvements than mometasone and nortriptyline alone.
Although this trial was not powered to achieve statistical significance in comparison to its components, CRx-191
was superior in all aspects and achieved statistical significance on the erythema endpoint. The mean reduction in
erythema for CRx-191 compared to mometasone was statistically significant (p=0.017) and numerically greater
on infiltrate thickness reduction and clinical skin assessment scores. CRx-191 induced statistically significant
reductions compared with nortriptyline on infiltrate thickness (P<0.0001) and erythema (p<0.0001) and
improved clinical skin assessment scores compared with nortriptyline. In the study, CRx-191 was well tolerated
and, there were no adverse events reported for any subjects treated in this trial.

We also studied CRx-191 in a 28-day randomized, vehicle-controlled tolerability study in 20 healthy
volunteers to evaluate the potential of CRx-191 to induce skin thinning, a key side effect of many potent
glucocorticoids. This study was single-center study, conducted in Germany with safety endpoints of skin
thickness, as determined by ultrasound, and visual assessments of adverse reactions, such as irritation, dilated
blood vessels and clinical atrophy. In this study, each of the 20 subjects were topically administered two different
concentrations of CRx-191, one concentration of commercially available clobetasol as a positive control, which
is a high potency topical steroid, one concentration of nortriptyline, one concentration of mometasone and a
placebo cream. The conclusion of this study was that CRx-191 was generally safe and well tolerated and that the
CRx-191 combination of mometasone and nortriptyline did not induce skin thinning above mometasone alone.

Atopic Dermatitis Background. Atopic dermatitis is a chronic inflammatory skin disease affecting
approximately 15 million people in the United States. Atopic dermatitis is treated primarily with topical
glucocorticoids but their use is limited by glucocorticoid-associated side effects. As an alternative to
glucocorticoids, the approved topical immunomodulatory calcineurin inhibitors represent an effective treatment
option. However, the use of topical calcineurin inhibitors has been diminished as a result of a 2005 FDA health
advisory and black box warning on the approved products Elidel and Protopic. As a result, we believe significant
medical need and commercial opportunity exists for topical immunomodulatory agents with novel mechanisms
of action.

CRx-197 CRx-197 is a novel topical anti-inflammatory product candidate that we plan to enter into clinical
development in 2008 as a topical cream for the treatment of psoriasis, atopic dermatitis and other inflammatory
dermatoses. CRx-197 is a selective cytokine modulator containing low concentrations of the antihistamine
loratadine, and the anti-depressant nortriptyline, neither of which is indicated for the treatment of atopic
dermatitis on its own but which have been shown to act synergistically in preclinical models of inflammation.
We have developed a topical formulation of CRx-197 for use in our planned proof-of-concept clinical trials,
initially in atopic dermatitis and psoriasis.

Our Metabolic Disease Product Candidate

Diabetes Background. Since 2001, the incidence of Type 2 diabetes in the United States has increased by
54%. Type 2 diabetes is characterized by a deregulation in the secretion of insulin or a decreased response of
peripheral tissues to insulin, known as insulin resistance. While the cause of Type 2 diabetes remains unclear,
epidemiologic studies suggest that this form of diabetes results from a collection of multiple genetic defects or
polymorphisms, each contributing its own predisposing risks which are modified by environmental factors,
including excess weight, poor diet, inactivity and excess alcohol consumption. Type 2 diabetic patients often
have a characteristic lipid profile involving elevated triglycerides, low HDL levels and small particle size LDL
with relatively normal overall LDL levels. Returning patients’ blood glucose levels to near normal levels is the
recognized goal for the treatment of diabetes. Multiple third party clinical trials have demonstrated clinical
outcome benefits from maintaining control of a patient’s glycemic parameters. However, achieving and
maintaining control of plasma glucose levels can be difficult in Type 2 diabetes. An estimated 63% of diagnosed
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Type 2 diabetics have not achieved an HbAlc level below the 7% level that the American Diabetes Association
(ADA) recognizes as diabetic. This is the case even though an estimated 75% of Type 2 diabetics take multiple
therapeutics in order to try to achieve their glycemic goals. Numerous drug therapies exist for the treatment of
diabetes, such as insulin, metformin, sulfonylureas, thiazolidinediones, or TZDs, and GLP-1 agonists.
Unfortunately, many of these approved therapies are sub-optimal from an efficacy, cost, or risk-benefit
perspective.

CRx-401 CRx-401 is a novel oral anti-diabetic in development to treat Type 2 diabetes. CRx-401 is a
synergistic combination drug candidate containing sustained-release bezafibrate, an anti-cholesterol agent
approved outside the United States, and a low dose of diflunisal, a widely available analgesic. CRx-401 is
thought to have a novel mechanism of action that reduces hyperglycemia and improves HDL and triglyceride
levels without promoting weight gain. A phase 2a clinical trial evaluating the efficacy of CRx-401 in Type 2
diabetes is currently underway.

Clinical Status. We are investigating CRx-401 in a 90-day, randomized, placebo-controlled, phase 2a
clinical trial in Type 2 diabetes, being conducted in Canada. The clinical trial is a study of approximately 80
patients comparing CRx-401 to bezafibrate, with a primary endpoint of change in levels of fasting plasma
glucose, with other secondary endpoints relevant to Type 2 diabetes, including the measurement of changes in
HbA Ic levels (a measure of glycosylated hemoglobin in the blood, where elevated levels are present in Type 2
diabetics), triglycerides, high density lipoprotein cholesterol (HDL) and insulin resistance using the HOMA-IR
score. This clinical trial is designed to characterize the activity of CRx-401 in Type 2 diabetes as compared to its
potentially active component, bezafibrate. Enrollment in the study is ongoing. Results from this study will
enhance our understanding of CRx-401 and will serve as the basis for determining the development path for
CRx-401 in Type 2 diabetes or other metabolic diseases.

Gated Clinical Programs

Our gated clinical programs have completed early stage proof-of-concept phase 2a clinical trials but are not
currently being advanced into later-stage clinical trials.

CRx-139 CRx-139 is another dissociated glucocorticoid product candidate we have been developing to treat
immuno-inflammatory diseases. CRx-139 is a synergistic combination of low doses of the steroid prednisolone
and the anti-depressant paroxetine.

Clinical Results. We studied CRx-139 in a phase 2a clinical trial in rheumatoid arthritis. The clinical trial
was a study of 210 patients, with a primary endpoint of signs and symptoms of disease activity as measured by
ACR 20 and secondary endpoints of biomarker response. The clinical trial was designed to characterize the
activity of CRx-139 in rheumatoid arthritis compared to 3mg of prednisolone. While the activity of CRx-139 was
not statistically significant as compared to 3 mg prednisolone as measured by ACR 20 at day 70, CRx-139 did
achieve statistical significance compared to 3 mg prednisolone alone as measured by ACR 20 and ACR 50 at
earlier time points. In this rheumatoid arthritis trial, CRx-139 was generally well tolerated and there were no
drug-related serious adverse events reported for subjects treated with CRx-139. The most common adverse
events observed with CRx-139 that occurred with a frequency of greater than 5% were headache and nausea,
known side effects of paroxetine.

CRx-170 CRx-170 is an oral synergistic combination drug candidate containing low doses of the steroid
prednisolone and the tricyclic anti-depressant nortriptyline. We have been evaluating CRx-170 for the potential
treatment of chronic pain conditions. The potential development of CRx-170 in the area of chronic pain is
supported by preclinical data that suggests, when administered together in CRx-170, the analgesic activity of
nortriptyline and the immunomodulatory activity of the low dose prednisolone synergize to allow lower dosing
of the components to reduce dose-dependent side effects and to create a broader therapeutic window. Preclinical
data indicates that CRx-170 may have a superior risk-to-benefit ratio compared to other analgesic drugs.
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Clinical Results. We investigated a version of CRx-170 with the glucocorticoid budesonide in a phase 2a
clinical trial in the United Kingdom in 17 asthma patients. In the asthma clinical trial, CRx-170 provided benefit
on important clinical measures such as FEV1 (forced expiratory volume in 1 second), FVC (forced vital capacity)
and PEF (peak expiratory flow) and demonstrated activity on immunomodulatory markers. As measured by
FEV1, the standard clinical measure of breathing capacity in asthma and chronic obstructive pulmonary disease
(COPD), the CRx-170 combination containing budesonide, after one week of treatment, demonstrated a
statistically significant mean percentage improvement (increase) in FEV1 from the treatment baseline of the
study of approximately 6% (p=0.045). Neither low dose nortriptyline as a single agent nor low dose budesonide
as a single agent showed significant improvement in FEV1 from the separate study baseline used to evaluate the
single agents (approximately 2% decrease for low-dose nortriptyline, p=0.466; approximately 5% decrease for
low dose budesonide, p=0.251). CRx-170 did not show a modulation of the inflammatory marker, CD163, from
the treatment baseline, although nortriptyline clearly did decrease CD163 on its own. CRx-170 was generally
well tolerated and there were no serious adverse events reported. The most common adverse events related to
CRx-170 were dry mouth, drowsiness, constipation and headache, known effects of nortriptyline.

Preclinical Programs

Our preclinical pipeline includes multiple product candidates targeted for potential development in multiple
immuno-inflammatory diseases, topical dermatoses, infectious diseases, including hepatitis C, oncology,
including B-cell malignancies, neurodegenerative diseases, inherited diseases and other therapeutic areas. We
have entered into a research and license agreement with Angiotech Pharmaceuticals, Inc., under which we have
agreed to provide access to our clinical and preclinical product candidates and our proprietary Chalice database
and analysis platform for Angiotech to develop compounds they select for use in medical devices and other
interventional medicine products. Under the agreement we are also screening combinations of compounds for
Angiotech to potentially develop for use with medical devices and other interventional medicine products, and
we may develop any combinations discovered through the joint research project outside of the medical device
field. We are also screening in the area of infectious disease, beginning with hepatitis C, through our subsidiary,
CombinatoRx Singapore. We are screening in the area of neurodegenerative disease through our collaboration
with CHDI, Inc. We also plan to develop product candidates for ophthalmic diseases through our collaboration
with Fovea and for the treatment of muscular dystrophy through our collaboration with Charley’s Fund and the
Nash Avery Foundation and in the area of cystic fibrosis through our collaboration with Cystic Fibrosis
Foundation Therapeutics, Inc. In addition, we are working to discover and develop potential therapeutics for
anthrax toxin with the National Institute of Allergy and Infectious Disease.

Our Drug Discovery Technology

Our combination high throughput screening technology, or cHTS™, is a robotic high throughput screening
system, including both customized hardware and software elements, that screens millions of concentration-
specific combinations including, but not limited to, the pharmacopeia of approved drugs in cell-based assays for
the diseases we are targeting. Chalice, our integrated database and analysis platform, enables the selection and
characterization of combination drug hits generated by cHTS for further research and development. We deploy
this drug discovery platform to identify synergistic combinations of drugs and other small molecules whose
active pharmaceutical ingredients have what we believe to be desirable chemical, pharmacological and
therapeutic properties, which may then be advanced to preclinical and clinical testing.

Our library of over 2,000 drugs approved in the United States, Europe and Japan and other selected
development-stage small molecules and biologics generate over 2,000,000 possible unique binary combinations.
Combinations of the approved drugs in this library that are identified by our drug discovery technology can take
many forms. In order to identify and analyze potentially valuable combination effects, cHTS generates a dose
matrix for each chemical combination. The dose matrix captures the combined activity of two compounds over a
broad range of single agent concentrations. cHTS is capable of generating hundreds of thousands of data points
per day in order to efficiently screen in a dose matrix format.
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The dose matrix data generated by our cHTS technology requires specialized analyses. We have developed
Chalice, our proprietary visualization and analysis tool to collect and merge similar dose matrices before
quantitatively benchmarking them to expected combination response patterns. We believe that the comparison
models are useful in determining the drug candidate synergy, which helps us determine the novelty of a
combination therapy or to gain insight into the biological mechanism of action of a drug combination. Using
these tools, combinations are analyzed, quantitatively scored and visualized in a comprehensive combination
effect report, which provides links to available internal and external data on the combination and its constituent
compounds.

Product candidate selection includes external information about the compounds drawn from the Chalice
database. Published chemical, therapeutic, and pharmacological data on the drug library or proprietary
collections of compounds is incorporated into our database to assist us in assessing each compound’s suitability
as a component in a new combination drug candidate. Before proceeding into animal studies, we require that new
combinations first pass in silico tests, where candidate compounds are compared against a database that
aggregates published safety and pharmacology information and data about the compounds in our library. This in
silico step is intended to ensure, to the extent possible based on published information, that the active
pharmaceutical ingredients in our potential combinations have safety profiles we believe to be appropriate for the
disease indication we are interested in, are compatible from a drug-drug interaction perspective, can potentially
be formulated in the appropriate route of administration and that the combination has not previously been
discovered and meets additional key development and commercial criteria.

Collaborations

We intend to seek collaborations with pharmaceutical and biotechnology companies to support the full
development and commercialization of selected product candidates to obtain access to additional development,
commercial or financial resources or a large sales force. We also plan to engage in selected discovery research
collaborations to explore new therapeutic areas. We intend to seek these collaborations to expand our product
pipeline and diversify our therapeutic reach and compound diversity.

Angiotech Pharmaceuticals, Inc.

In October 2005, we entered into a research and license agreement with Angiotech Pharmaceuticals, Inc., or
Angiotech, under which we have granted Angiotech an exclusive, royalty-bearing license to up to ten compounds
to be selected by Angiotech from our portfolio of clinical and preclinical product candidates or Chalice database,
as well as an option to purchase the same rights to an additional five compounds. This license is for Angiotech’s
research, development and potential commercialization of the licensed compounds as drug components to be
used in Angiotech’s field with medical devices or interventional medicine products to treat conditions in specific
areas of the human body. In addition, we have agreed to use our cHTS technology in a joint research project with
Angiotech to screen in different disease-specific assays combinations of compounds that may be developed and
commercialized by Angiotech for use in combination with medical devices or with interventional medicine
products in Angiotech’s field. We and Angiotech will jointly own the intellectual property that results from the
joint research project. We have granted Angiotech an exclusive, royalty-bearing license to the intellectual
property from the joint research in Angiotech’s field of use in combination with medical devices and
interventional medicine products to treat conditions in specific areas of the human body, and we have an
exclusive, non-royalty bearing license to such intellectual property for use outside of Angiotech’s field.

Under the research and license agreement, Angiotech paid us a $27.0 million up-front license execution fee.
As contemplated by the original agreement, on June 8, 2007, Angiotech agreed to extend the research project
beyond the original 30-month term to a total term of five years for an additional license execution fee of
$7.0 million, which we have received. We may also receive payments from Angiotech of up to $10.0 million
upon Angiotech’s election to receive a license to up to five additional compounds, beyond the initial ten
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compounds, from our portfolio of clinical and preclinical product candidates or Chalice database for
development. In addition, for each compound licensed to Angiotech that is discovered through the research
project or through Angiotech’s selection of compounds from our portfolio of clinical and preclinical product
candidates or Chalice database, we may also receive up to $30.0 million in milestone payments if certain
development and regulatory approval milestones are met, as well as royalties on any future product sales
incorporating the compounds.

During the period of the research project and for one year thereafter, or, if the Angiotech research and
license agreement is terminated, for one year after such termination, we have agreed not to enter into any
agreement to license or grant rights to any compound to a third party in defined areas of Angiotech’s field. We
may enter into an agreement that grants rights in Angiotech’s field other than these defined areas if such grant of
rights is materially broader than or different from Angiotech’s field and such agreement is not entered into for the
purpose of granting rights to use our intellectual property in Angiotech’s field. In addition, during such period of
time, we have also agreed not to perform cHTS screening using the same screens performed pursuant to the
Angiotech research project, or grant a license or other rights to use our intellectual property to third parties
operating primarily in Angiotech’s field.

The research and license agreement will remain in effect during the five-year period of the research project
as long as Angiotech is either conducting preclinical research, doing clinical development or commercializing a
licensed compound that requires the payment of a royalty to us. Angiotech may terminate the research and
license agreement without cause upon not less than 45 days prior written notice, with the research period not
ending until six months following the notice of termination or the end of the period of the research project,
whichever is earlier. Either of us may terminate the collaboration relationship upon the bankruptcy of the other
party or the commitment by the other party of an uncured material default, as defined in the research and license
agreement. We may terminate the agreement upon 180 days prior written notice if Angiotech materially defaults,
and fails to cure such default, with respect to its obligations to develop and commercialize the compounds
selected from our portfolio of clinical and preclinical product candidates or our Chalice database. Upon
termination of the agreement, we remain entitled to milestone and royalty payments accrued prior to the
termination.

Upon a change of control of us, as defined in the research and license agreement, the agreement would
remain in effect, although Angiotech would have the right to terminate the agreement or the research project in
the six months after a change of control if we were acquired by an entity operating primarily in Angiotech’s field.

In connection with the research and license agreement with Angiotech, we also entered into a stock purchase
agreement with Angiotech under which in exchange for $15.0 million we issued to Angiotech 1,363,636 shares
of Series E preferred stock that automatically converted into 1,948,051 shares of our common stock upon the
closing of our initial public offering.

CombinatoRx Singapore

On August 16, 2005, we formed a subsidiary in Singapore, CombinatoRx (Singapore) Pte Ltd, for the
purpose of conducting our discovery and development of product candidates to treat infectious diseases. We own
51% of the subsidiary’s capital stock. Pursuant to a Subscription and Shareholders Agreement, BioMedical
Sciences Investment Fund Pte Ltd, an affiliate of Bio*One Capital Pte Ltd, a biomedical sciences investment
management company associated with Singapore’s Economic Development Board (EDB), has invested
$2.5 million in shares of convertible, redeemable preferred stock of the subsidiary, which represents on an
as-converted basis 49% of the subsidiary’s capitalization. BioMedical Sciences further committed to invest up to
an additional $17.5 million in the subsidiary through the purchase of a series of convertible promissory notes
through December 31, 2009, provided our subsidiary achieves certain milestones related to the development of
infectious disease product candidates. A Series 1 convertible note with a principal amount of $5.5 million was
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purchased concurrently with the initial investment in the subsidiary’s preferred stock on August 30, 2005, a
$3.5 million Series 2 convertible note was purchased on June 8, 2006 and a $3.5 million Series 3 convertible note
was purchased on May 30, 2007.

In addition to the funding from BioMedical Sciences, on April 19, 2006, the subsidiary received approval
for a grant from the Singapore EDB Biomedical Sciences Group for up to approximately $5.8 million to support
infectious disease drug research and development. The grant covers a percentage of qualifying costs of the
research and development project on a cost reimbursement basis. Qualifying costs include salaries, equipment,
scientific consumables and intellectual property costs. Reimbursement for these costs under the grant is subject to
the satisfaction of certain conditions by the subsidiary, including completion of the development project for
infectious disease within a specified timeline, spending specified amounts on the project, the completion of other
development milestones and the maintenance of specified levels of employment in Singapore. Subject to agreed
upon audit rights by the EDB, cumulative qualifying costs are reimbursed upon application until 70% of the
initial grant amount has been submitted by the subsidiary. The remaining 30% of the award may be paid by the
EDB once the subsidiary completes the research and development project. The grant extends through
September 30, 2010. If the subsidiary breaches a condition of the grant, after good faith negotiations, the EDB
may recover previously released grant funds from the subsidiary. In addition, the EDB retains the right to change
the terms and conditions of the grant as deemed necessary by the EDB. Through December 31, 2007, we have
received approximately $1.1 million in funding under the EDB grant.

Under a Services Agreement between us and our subsidiary, we have agreed to provide assay development
and screening services for the subsidiary aimed at the discovery and development of combination therapies for
the treatment of infectious disease, over a four year period. The subsidiary employs clinical research and
development personnel in Singapore to conduct research based on the results of our initial screening efforts. The
Services Agreement provides for the assignment to the subsidiary of all intellectual property rights covering
novel therapeutic combination therapies for infectious disease discovered through our work under the
Agreement, in exchange for cash payments to us from the subsidiary of up to approximately $7.3 million over
four years and a 2.5% royalty on sales of all products covered by any patent right assigned to the subsidiary. The
Services Agreement provides for the grant back to us by the subsidiary of a fully paid, exclusive license under all
intellectual property rights assigned by us to the subsidiary for use outside of the infectious disease field. As
defined in the Services Agreement, the infectious disease field does not include biodefense applications or any
topical application for the treatment of acne or impetigo, with the result that we retain all rights for these
applications.

Under the Subscription and Shareholders Agreement, we have agreed to provide assay development and
screening services in the infectious disease field, as defined, exclusively to the subsidiary during the term of the
Services Agreement and not to compete with the subsidiary in the infectious disease field, as defined, in
substantially all markets until the earlier of August 19, 2009 or one year after we cease to hold any stock in the
subsidiary.

Under the Subscription and Shareholders Agreement, the subsidiary is to be governed by a five person board
of directors, two of whom are appointed by us, two by BioMedical Sciences and one by agreement between us
and BioMedical Sciences. Operations of the subsidiary are conducted pursuant to a business plan and budget
agreed to by us and BioMedical Sciences. Significant corporate actions by the subsidiary require both our
consent and the consent of BioMedical Sciences, as do modifications of any agreement between the subsidiary
and us or between the subsidiary and BioMedical Sciences. Neither we nor BioMedical Sciences may sell or
transfer our shares in the subsidiary prior to August 19, 2009, except to affiliates. Thereafter, such shares may be
transferred only after they are first offered to the subsidiary and to the other party. We also have granted to
BioMedical Sciences, and BioMedical Sciences has granted to us, tag along rights to participate in any proposed
sale to a third party of shares in the subsidiary.
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The preferred stock of our subsidiary held by BioMedical Sciences is entitled to an annual 5% dividend
payable upon redemption or liquidation of the subsidiary, and is subject to redemption by the subsidiary for a
cash payment equal to 125% of the purchase price of the shares plus accrued, but unpaid, dividends. The notes
bear interest at an annual rate of 5% and become due and payable on December 31, 2009, unless we elect through
the subsidiary to prepay the notes before that date. If we elect to prepay, the prepayment amount would equal
125% of the outstanding principal balance of the notes plus accrued, but unpaid, interest. The notes are secured
by a security interest in all of the non-intellectual property assets of the subsidiary, and by a negative pledge by
the subsidiary with respect to its intellectual property rights. We have pledged our shares in the subsidiary as
additional collateral for our subsidiary’s obligations to BioMedical Sciences under the notes. We are not
obligated to make any cash payment on the notes if the subsidiary fails to do so, but on default by the subsidiary,
BioMedical Sciences has the right to convert the notes into our common stock.

BioMedical Sciences has the option to convert its shares of preferred stock of our subsidiary into our
common stock. In addition, upon the proposed redemption of the shares of preferred stock or the prepayment or
repayment of any note, BioMedical Sciences may elect to receive in lieu of some or all of the cash otherwise
payable to it, shares of our common stock. The notes are convertible into our common stock at the option of
BioMedical Sciences only upon maturity, acceleration or default or any proposed prepayment. For any
conversion of currently outstanding preferred stock or the originally issued Series 1 note into or payment
satisfied by the issuance of our common stock (other than in the case of default by us or our subsidiary), the price
of our common stock for conversion purposes will be $10.80 per share, in the case of the Series 2 note issued on
June 8, 2006, $11.57 per share and in the case of the Series 3 note issued on May 30, 2007, $9.11 per share.
Additional notes issued will convert at a price obtained by dividing the aggregate principal balance of such notes
by a 40% premium to the volume-weighted average of our common stock price based on the trading price of its
common stock over the 20 trading days immediately prior to the time such notes issued. If at any time the
volume-weighted average price of our common stock exceeds $13.50 over the prior 20 consecutive trading days,
we may require BioMedical Sciences to convert its shares of preferred stock or the initially issued Series 1 note
into shares of our common stock. The volume-weighted average price of our common stock must exceed $14.47
for 20 consecutive trading days for us to be able to require BioMedical Sciences to convert the Series 2 note
issued to it on June 8, 2006 into our common stock. The volume-weighted average price of our common stock
must exceed $11.39 for 20 consecutive trading days for us to be able to require BioMedical Sciences to convert
the Series 3 note issued to it on May 30, 2007 into our common stock. If we or our subsidiary are in default at the
time of any conversion, the premium will not apply. BioMedical Sciences may not convert its convertible
preferred stock or convertible promissory notes to the extent that after such conversion it would own more than
19.9% of our common stock then outstanding.

We have agreed to file, on BioMedical Sciences’s request, at any time after November 9, 20006, a
registration statement covering the resale by them of any of our common stock they acquire through conversion
or redemption. BioMedical Sciences has agreed not to sell in any calendar quarter more than 25% of the shares of
our common stock acquired by them at any time under the conversion provisions, provided that this restriction
ceases to apply to any shares one year after the shares are first issued.

Fovea Pharmaceuticals SA

On January 30, 2006, we entered into a research and license agreement with Fovea Pharmaceuticals SA, or
Fovea, of Paris, France. Under the terms of the agreement, Fovea agreed to conduct, at its own expense,
preclinical and clinical development of combination drug candidates it selected from our portfolio of product
candidates for certain ophthalmic indications, including creating ophthalmic formulations for these selected drug
candidates.

On June 12, 2007, we and Fovea amended and restated the agreement. Under the amended and restated
research and license agreement, Fovea will continue to conduct, at its own expense, preclinical and clinical
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development for certain ophthalmic indications of combination drug candidates it has selected from our portfolio
of product candidates. Fovea is obligated to develop selected combination candidates pursuant to specified
development criteria through the end of phase 2b clinical trials.

We and Fovea will continue to jointly own new intellectual property and data generated by Fovea regarding
the selected combination candidates through phase 2a clinical trials. We retain the rights to develop and
commercialize the combination candidates licensed to Fovea in North America and certain other countries and
we granted Fovea exclusive rights to commercialize selected combination candidates that are developed through
phase 2b clinical trials for specified ophthalmic indications in Europe and all other countries that are not retained
by us. The parties have co-exclusive rights in Japan and Taiwan.

Under the agreement, in exchange for Fovea’s development investment, we also granted Fovea an exclusive
worldwide license to certain preclinical drug combinations to treat allergic and inflammatory diseases of the front
of the eye. For these licensed combinations, we have received payments totaling approximately $0.8 million, and
are eligible to receive up to approximately $20.0 million in development and regulatory milestone payments for
the first combination successfully developed, and an additional $10.0 million milestone payment for the approval
of a combination in a specified additional indication. We are also eligible to receive royalties for each product
commercialized by Fovea in connection with the agreement.

The license agreement has no definite term; however, Fovea’s royalty payment obligations terminate on the
later of 15 years from the date of the first commercial sale of a licensed combination and the expiration of all
patents covering a royalty bearing product under the license agreement, each on a country-by-country basis. The
agreement may be terminated on a product by product basis by either party upon an unremedied material breach;
provided that, upon the second occurrence of an unremedied material breach by Fovea, we may terminate the
agreement in its entirety and all of our intellectual property rights would return to us. In addition, if Fovea fails to
develop a product candidate it selects pursuant to specified diligence milestones, after discussions between the
parties, the agreement may be terminated by us for such class of combination product candidates. We may
terminate the agreement if Fovea fails to make required undisputed payments and either party may terminate the
agreement upon the insolvency of the other party.

Cystic Fibrosis Foundation Therapeutics

On May 31, 2006, we entered into a research, development and commercialization agreement with Cystic
Fibrosis Foundation Therapeutics Incorporated, or CFFT, the nonprofit drug discovery and development affiliate
of the Cystic Fibrosis Foundation, to discover and develop novel therapeutics built from synergistic drug
combinations to treat cystic fibrosis. Under the terms of the agreement, CFFT has agreed to award us up to
approximately $13.8 million in research funding and expenses over time during the term of the research and
development project and until the filing of an investigational new drug application for the first product candidate
developed under the agreement. In addition, CFFT has agreed to fund up to 75% of the clinical development
expenses we incur through a phase 2a clinical trial of the first potential product candidate, provided both parties
have agreed to commence clinical development of the product candidate. We have received approximately $3.0
million of research funding from CFFT through December 31, 2007. We retain worldwide commercialization
rights for any product candidates discovered or developed under the agreement and we will own all new
intellectual property and data generated by the research and development project. We are eligible to receive
payments from CFFT upon successful completion of specified clinical and regulatory milestones for each
product candidate developed under the agreement. CFFT will be eligible to receive variable royalties from us on
the net sales of any approved products that are discovered under the agreement.

The agreement has no definite term, but the research and development project will terminate upon the
earlier of the completion of one phase 2a clinical trial of the first product candidate developed under the
agreement and seven years after the initiation of research under the agreement. Our royalty payment obligations
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to CFFT do not terminate, but our royalties in the field of cystic fibrosis and certain other pulmonary diseases
may be reduced on a country-by-country basis upon the expiration of all valid patents covering a royalty bearing
product under the agreement. The agreement may be terminated by either party upon an unremedied material
breach. CFFT may terminate its funding of the research and development project upon 90-days’ notice only on
each anniversary of the initiation of the research and development project and prior to the filing of an
investigational new drug application with the FDA for the first product candidate discovered pursuant to the
agreement. In addition, CFFT may terminate its funding of the research and development project if we fail to use
commercially reasonable efforts directed toward the development and commercialization of product candidates
to treat cystic fibrosis and certain other pulmonary diseases for a period of time, provided CombinatoRx is given
a period of time to respond or accept such assertion and further disagreement may be resolved by arbitration. In
the case of such termination, CFFT will be granted an exclusive license to the intellectual property for each
product candidate or product selected for development to date pursuant to the agreement.

If we and CFFT agree to commence clinical development of a product candidate, until the earlier of the fifth
anniversary of the termination of the agreement by CFFT for an interruption as described above, or the third
anniversary of the FDA approval of a product developed under the agreement, all of our research, development
and marketing efforts directed at the identification, development and commercialization of products that have as
their principal mode of action the modulation of a specific protein related to cystic fibrosis will be under the
agreement, provided, however, we may engage in such activity with a third party as long as CFFT is paid a
royalty by us or the third party that is equal to the royalty payable under the agreement.

CHDI, Inc.

In August 2005, we entered into a research agreement with CHDI, Inc. a foundation aimed at preventing and
treating Huntington’s disease, to perform joint research and development to discover and perform preclinical
development of product candidates for the treatment of Huntington’s disease. Under the terms of the research
agreement, as amended and restated in February 2007, subject to satisfaction of conditions, we will receive up to
approximately $6.7 million in research and development funding from CHDI over four years, of which
approximately $3.7 million has been received through December 31, 2007. We and CHDI will jointly own the
resulting intellectual property on product candidates discovered in the collaboration, and the products may be
developed and commercialized as mutually agreed by the parties. In addition, we may receive milestone or
revenue sharing payments under certain circumstances if a product candidate discovered through the
collaboration is commercialized. CHDI may terminate the agreement if the underlying research is interrupted, if
we do not achieve specified scientific milestones, for material uncured breaches of the agreement or after we
provide notice that the research is unlikely to yield scientifically valid or useful results. We may terminate the
agreement for material uncured breaches of the agreement by CHDI.

Charley’s Fund and the Nash Avery Foundation

In November 2007, we entered into a sponsored research collaboration agreement with an entity formed by
Charley’s Fund and the Nash Avery Foundation, two nonprofit organizations founded to support Duchenne
muscular dystrophy, or DMD, research. Under the agreement we will seek to identify novel disease-modifying
multi-targeted treatments for DMD, the most common childhood form of muscular dystrophy. Under the terms of
the agreement, we are eligible to receive up to $3.0 million in research funding and reimbursement of additional
expenses during the term of the DMD research and development project, of which approximately $0.1 million
has been received through December 31, 2007. We retain worldwide commercialization rights for any product
candidates discovered or developed under the agreement, and we will own all new intellectual property and data
generated by the research and development project. In the event that we either enter into a license agreement with
a third party granting the rights to make, use or sell a product developed under the agreement to treat DMD or we
or any of our affiliates or licensees first sells a product developed under the agreement to treat DMD, we will pay
the DMD foundations a payment equal to 100% of the research funding provided to us under the agreement. In
addition, on the first anniversary of the first commercial sale of a product developed under the agreement, we
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will pay the DMD foundations an additional payment equal to 100% of the research funding provided to us under
the agreement. Finally, if a product developed under the agreement to treat DMD achieves cumulative net sales
of at least $100 million, within 90 days of such occurrence, we will pay the DMD foundations an additional
payment equal to 200% of the research funding provided to us under the agreement.

The agreement with respect to research and development collaboration terminates upon the expiration of the
research and development project, which is currently planned to last for two years from the commencement of
the agreement. The agreement may be terminated by either party after 60 days’ notice upon an unremedied
material breach. In addition, if we intend to discontinue pre-clinical or clinical development activities with
respect to a DMD product candidate and do not intend to license such candidate to a third party for pre-clinical or
clinical development, within one year after such determination, we shall notify the foundations, who may then
exercise their rights to an exclusive, fully-paid and sublicensable license to the intellectual property developed
under the collaboration in the field of DMD.

NIAID

In April 2005, we were awarded an approximately $4.4 million research grant from the National Institutes
of Allergy and Infectious Diseases, or NIAID, which will be payable over five years to perform research and
preclinical development in the area of bioterror defense, subject to annual United States government
appropriations and the submission of annual progress reports and development plans to NIAID demonstrating the
achievement of milestones to be agreed upon for the funding year. This grant was renewed in March 2007 and is
subject to annual renewals for two subsequent annual periods. Through December 31, 2007, we have received
approximately $2.3 million in funding under this grant.

HenKan Pharmaceutical Company

In May 2005, we entered into a license agreement with HenKan Pharmaceutical Company of Taiwan, or
HenKan, under which HenKan received the exclusive right to develop and commercialize our cancer product
candidate CRx-026 in Taiwan, China, and South Korea. We received a $0.5 million up-front payment and under
the license agreement we are eligible to receive up to approximately $23.0 million in development and
commercialization milestone payments, plus royalties on sales within the territory. Under the license agreement,
HenKan agreed under certain circumstances to fund additional phase 2 clinical trials with our support targeting
oncology indications characterized by high unmet medical need in the Asian market. We also have the option to
buy back the licensed intellectual property from HenKan on a country-by-country basis, provided that such
buy-back occurs prior to the first sale of a product in a country in the territory of the license. The license
agreement has no definite term; however, HenKan’s royalty payment obligations terminate on the later of
15 years from the date of the license agreement or the expiration of all patents covering a royalty bearing product
under the license agreement. The license agreement may be terminated on a country-by-country basis by either
party upon an unremedied material breach. We may terminate the license agreement if HenKan fails to make
required payments, if HenKan does not use commercially reasonable efforts to develop and commercialize
CRx-026 in the territory, if HenKan fails to perform, or upon a change in control of HenKan. HenKan may
terminate the license agreement upon 120 days notice to allow us to find a substitute collaboration partner for
CRx-026 in the territory.

Spinal Muscular Atrophy Foundation

In August 2004, we entered into a sponsored research agreement with the Spinal Muscular Atrophy
Foundation, or SMA Foundation. Pursuant to the agreement, we were obligated to perform research aimed at
identifying and advancing to the initial new drug application stage at least one combination drug candidate for
the treatment of spinal muscular atrophy, a fatal neuromuscular disease. Under the agreement, we screened a
library of compounds and cooperated with SMA Foundation to select and test promising candidates in preclinical
models. The agreement terminated in 2007 at the conclusion of the research after the parties mutually determined
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not to advance any product candidates into clinical testing. Through December 31, 2007, we received
approximately $1.6 million in research funding from the SMA Foundation.

SAIC—National Institute of Neurological Disorders and Stroke

In addition to the collaboration with the SMA Foundation, in August of 2005 we entered into a subcontract
with Science Applications International Corporation, or SAIC, where we acted as the in vitro bioassay screening
facility for the Spinal Muscular Atrophy Project established by the National Institute of Neurological Disorders
and Stroke, or NINDS. Under the terms of the subcontract, we were eligible to receive two years of research and
development funding of up to approximately $1.9 million for the performance of agreed upon services, such as
program management support, compound screening, information support and development of new assays. We
performed the required assay development, screening, and support services under the subcontract until its
expiration in September 2007. As of December 31, 2007, we received approximately $1.1 million in funding
under the SAIC subcontract.

Patents and Other Proprietary Rights

Our success depends on our ability to protect our intellectual property and other proprietary rights. We rely
upon a combination of patent, trademark, trade secret, copyright and unfair competition laws, assignment of
inventions and non-disclosure agreements and other contractual provisions to protect our intellectual property
and other proprietary rights.

As of February 29, 2008, our patent estate, on a worldwide basis, includes 70 issued patents and
approximately 470 pending patent applications, with claims covering all of our current clinical stage product
candidates and select preclinical and research programs, including research programs with our collaborators. Of
the 70 issued patents, eight are issued in the United States. Of the 470 pending patent applications, 43 are United
States non-provisional applications and 16 are United States provisional applications.

One issued United States patent, which expires in October 2022, covers the method of use of CRx-102 to
treat certain immuno-inflammatory diseases, such as rheumatoid arthritis. We also have pending United States
applications relating to CRx-102 which, if issued as patents, would be expected to expire between 2022 and
2029. These applications include claims covering the pharmaceutical composition, other methods of use,
mechanism of action and formulation of CRx-102.

We also have a pending United States patent application with claims covering CRx-401, which, if issued as
a patent, would be expected to expire in 2025. This application includes claims covering the pharmaceutical
composition, method of use and formulation of CRx-401.

One issued United States patent, which expires in 2022, covers the pharmaceutical composition and
methods of use of CRx-191.

We also have a pending United States patent application with claims covering the pharmaceutical
composition, methods of use, mechanism of action and formulation of CRx-197, which, if issued as a patent,
would expire in 2024.

We have two issued United States patents, which cover the composition of matter and method of use of
CRx-170 to treat immuno-inflammatory diseases, both expiring in 2022. We also have a pending United States
patent application relating to CRx-170 which, if issued as a patent, would be expected to expire in 2028. This
application includes claims covering methods of use of CRx-170.
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We also have pending United States patent applications relating to CRx-139, which, if issued as patents,
would expire between 2023 and 2028. These applications include claims covering the pharmaceutical
composition, methods of use, mechanism of action and formulation of CRx-139.

We have also been issued a total of 24 patents worldwide related to our drug discovery technology and three
of our pending United States patent applications and 17 of our pending foreign patent applications relate to our
drug discovery technology. The issued patents relating to our drug discovery technology have expiration dates
between 2021 and 2024.

It is our current practice to seek the issuance of extensive claims in our patent applications that cover the
combination drug candidates we develop, including claims directed to the following:

e pharmaceutical compositions comprising the active pharmaceutical ingredients in the combination;

e pharmaceutical compositions comprising structural, functional, or mechanistic analogs of the active
pharmaceutical ingredients in the combination;

*  methods of treating diseases by administering the active pharmaceutical ingredients in the combination
or their analogs;

e pharmaceutical compositions or kits or packages, including the active pharmaceutical ingredients in the
combination or their analogs and instructions for the treatment of diseases; and

e compositions and methods of use for formulations, preferred routes of administration, dosages and
other properties for our more advanced product candidates.

In addition to seeking patent protection in the United States, we generally file patent applications in
European countries, Canada, Japan and additional foreign countries on a selective basis in order to further protect
the inventions that we or our collaboration partners consider important to the development of our potential
foreign business. As we develop novel formulations of our product candidates and learn more about the most
promising dose ratios, pharmacokinetic and pharmacodynamic parameters and mechanism of action information
for our drug candidates, we intend to file additional patent applications to augment the core composition of
matter and method of use patents we have been issued and are currently seeking.

We also intend to pursue patents covering our product discovery platform. To date, our drug discovery
technology directed patent applications have included claims directed to the protection of our screening
methodologies, the accompanying informatics and computational biology techniques, and various research
applications of the discovery platform.

In all of our activities, we rely on proprietary materials and information, trade secrets, and know-how to
conduct research and development activities and to attract and retain collaborative partners, licensees, and
customers. We attempt to protect our trade secrets by entering into confidentiality agreements with third parties,
employees, and consultants. Our employees and consultants are also asked to sign agreements requiring that they
assign to us their interests in patents and other intellectual property arising from their work for us. We also
require all employees to sign an agreement not to engage in any conflicting employment or activity during their
employment with us, and not to disclose or misuse our confidential information.

In certain instances, a patent term can be extended to recapture a portion of the term effectively lost as a
result of the FDA regulatory review period. The duration of foreign patents varies in accordance with provisions
of applicable local law, but typically is 20 years from the earliest effective filing date. Our patent estate, based on
patents existing now and expected by us to issue based on pending applications, will expire on dates ranging
from 2020 to 2029.

The actual protection afforded our product candidates by a patent varies from country to country and
depends upon many factors, including the type of patent, the scope of its coverage, the availability of regulatory
related extensions, the availability of legal remedies in a particular country and the validity and enforceability of
the patent.
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Government Regulation
FDA Regulation of Drugs and Biologics

In the United States, federal and state statutes and regulations govern, among other things, the research,
development, testing, manufacture, storage, record keeping, reporting, labeling, distribution, promotion, and
marketing of pharmaceutical products. At the federal government level, the FDA is principally responsible for
regulating drugs and biologics, including the product candidates we have under development. Failure to comply
with applicable regulatory requirements may subject a company to administrative or judicially imposed
sanctions, such as warning letters, product recalls, product seizure, injunctions, civil penalties, disgorgement of
past or future profits, criminal prosecution, suspension of production, license suspension or revocation,
withdrawal of an approval, or FDA refusal to approve pending marketing applications.

The steps ordinarily required before a new pharmaceutical product may be marketed in the United States
begin primarily with preclinical testing. Preclinical tests include laboratory evaluation of product chemistry,
toxicology and other characteristics. Animal studies are used to assess the potential safety of the product. Many
preclinical studies are regulated by the FDA and must comply with good laboratory practice, or GLP, regulations.
Violations of these regulations can, in some cases, lead to invalidation of the studies, requiring such studies to be
replicated if the data are to be submitted to the FDA in support of a marketing application for a new drug.

In March 2006, the FDA released Guidance for Industry: Nonclinical Safety Evaluation of Drug
Combinations. The guidance discusses what preclinical studies are appropriate to support the clinical study and
approval of new combination products and therapies. In the case of new products composed of previously
marketed drugs, the guidance states that generally the FDA believes sufficient clinical and preclinical data will
exist for each drug component separately. Therefore, in such a case, the issues to be resolved before the new
product is tested in humans generally relate to possible interactions between the components of the proposed
product. The guidance identifies specific potential interaction issues to be considered and suggests the type of
testing that may be appropriate to resolve any issues that require such testing.

The results of the preclinical development work, together with other information as required by the FDA,
are summarized in an investigational new drug application, or IND, which must be submitted to the FDA before
the drug may be provided to clinical investigators for use in humans in clinical trials. An IND also sets forth the
plan for investigating the drug, including the protocols for each planned study. FDA regulations provide that
human clinical trials may begin 30 days following submission of an IND, unless the FDA advises otherwise or
requests additional information, clarification, or additional time to review the application. Clinical trials cannot
begin until any concerns raised by the FDA have been resolved.

Each clinical trial must also be approved by an independent institutional review board, or IRB, which is
typically associated with the institution or research facility at which the investigator will conduct the trial, before
the trial may begin. The IRB must approve the protocol and the procedures for obtaining the informed consent of
the study participants. An IRB will consider, among other things, ethical factors, the safety of human subjects,
and the possible liability of the institution in which the study will be conducted. The IRB is required to conduct
continuous review of the trials at intervals appropriate to the degree of risk involved and may suspend or
terminate its approval if the trials are not being conducted in accordance with the IRB’s approval or there has
been unexpected serious harm to subjects.

During the conduct of a clinical trial, a company is required to monitor the investigators’ compliance with
the clinical study protocol and other FDA requirements, including the requirements to submit reports to the
sponsor, the IRB, and the FDA, and to keep detailed records regarding study findings and use and disposition of
the study drug. Although monitoring can help reduce the risk of inadequate compliance by study investigators, it
cannot eliminate this risk entirely. Inadvertent regulatory noncompliance by the investigator, or intentional
investigator misconduct, can jeopardize the usefulness of study results and, in rare circumstances, require a
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company to repeat a study. A company must report to the FDA any adverse event that is both unexpected and
serious and for which there is a reasonable possibility that the event may have been caused by the investigational
drug. In addition, a company must within seven days report to the FDA any unexpected fatal or life-threatening
event that may have been caused by the drug. The FDA may stop the trials by placing a “clinical hold” on such
trials because of concerns about, for example, the safety of the product being tested. Such holds can cause
substantial delay and in some cases may require abandonment of a product candidate.

Clinical testing in humans involves the administration of the investigational drug to healthy volunteers or to
patients under the supervision of a qualified principal investigator, usually a physician, pursuant to an
FDA-reviewed protocol. Human clinical trials typically are conducted in three sequential phases, but the phases
may overlap. Phase 1 clinical trials consist of testing the product in a small number of patients or normal
volunteers, primarily to evaluate the drug’s safety, at one or more dosage levels, as well as to study the drug’s
pharmacokinetic and/or pharmacodynamic profile. In phase 2 clinical trials, in addition to safety, the efficacy of
multiple dose levels of the product is evaluated in a patient population. Phase 3 clinical trials typically involve
additional testing for safety and clinical efficacy in an expanded population at multiple geographically dispersed
sites.

When two or more drugs are combined in a single dosage form, as many of our product candidates will be,
the data submitted to FDA must ordinarily show that each component makes a contribution to the claimed effects
and that the dosage of each component (amount, frequency, duration) is such that the combination is safe and
effective for a significant patient population requiring such concurrent therapy as defined in the labeling for the
drug. This FDA policy may necessitate more elaborate and expensive clinical trials than would be required for a
single-agent pharmaceutical because the trials may need to be designed to study the combined agent, each drug
as a single agent and a placebo.

When FDA approval is sought for a new use of a previously approved drug, the sponsor must demonstrate
that the drug is safe and effective for the proposed use. However, because pre-existing information on the drug’s
safety is available, the safety data required for FDA approval of a previously approved drug is ordinarily less
than the safety data required to support approval of a new drug. Since our products are combinations of
previously approved products, the FDA may not require us to submit some types of safety data, such as data from
certain types of animal and human pharmacokinetic studies. The FDA’s specific requirements will be determined
on a case-by-case basis for each product candidate. It is possible that our product candidates could present new
safety issues because the previously approved drugs are being used in combinations or because the proposed
combination products are being used under different circumstances than the components are used as single
agents. For example, the combination might be proposed for long-term use for a chronic condition while the
single agents are used short-term for acute conditions. In such a case, the FDA may require additional animal or
human studies to address any safety issues.

Upon completion of clinical trials, a company seeking FDA approval to market a new drug must file a new
drug application, or NDA, with the FDA, or in the case of a biological product, a biological license application, a
BLA. To approve an NDA, the FDA must determine, based on the information submitted in the application, that
the drug is safe and effective for its intended uses. To approve a BLA, the FDA must determine that the product
is safe, pure, and potent and that the facilities in which the product is manufactured or otherwise handled meet
the applicable standards. In addition to reports of the preclinical and clinical trials conducted under IND, the
NDA or BLA includes information pertaining to the product’s safety and efficacy, preparation of the drug
substance, analytical methods, drug product formulation, manufacturing details, and proposed product packaging
and labeling. In addition, the manufacturing facility must also pass an FDA current Good Manufacturing
Practices, or cGMP, inspection before the marketing application can be approved.

Submission of a NDA or BLA does not assure FDA approval for marketing. After the application is
submitted, the FDA initially determines whether all pertinent data and information have been submitted before
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accepting the application for filing. After the application is accepted for filing, the FDA begins its substantive
review. The FDA typically will request a review of the data in the NDA or BLA and recommendation regarding
approval by an advisory committee consisting of outside experts. The FDA may accept or reject the advisory
committee’s recommendations, or accept them with modifications. The application review process generally
takes a year or longer to complete, although reviews of drugs that meet a medical need for serious or life-
threatening diseases may be accelerated or prioritized for a six-month review. The FDA may deny approval of an
application. Any such denial may require extensive additional testing, which could take years to complete, in
order to make the application approvable, or the denial may be based on considerations that cannot be favorably
resolved through additional testing. In some circumstances, the FDA may approve an application even though
some unanswered questions remain about the product, if the applicant agrees to conduct post-marketing studies.
The FDA may impose other conditions of approval as well. Expedited or accelerated approvals may require
additional larger confirmatory clinical studies to be conducted following approval.

Product approval may be withdrawn if compliance with regulatory requirements is not maintained or if post-
marketing adverse events associated with the product are reported that cannot be addressed satisfactorily through
changes to the product’s labeling or warnings to healthcare professionals. The FDA requires reporting of certain
safety and other information that becomes known to a manufacturer of an approved product. A company may
become aware of such information from reports of adverse events suspected to be related to the product,
voluntarily provided to the company and/or to the FDA by physicians and other healthcare professionals, or from
published scientific data. In some circumstances, the FDA may require the company to make changes to its
approved product labeling or to issue safety warnings to healthcare professionals or the public, which may have a
negative impact on product sales. In addition, the recently enacted Amendments Act of 2007 provides the FDA
with expanded authority over drug products after approval, including the authority to require post-approval
studies and clinical trials, labeling changes based on new safety information, and compliance with risk evaluation
and mitigation strategies approved by the FDA. The FDA’s exercise of this authority could result in delays or
increased costs during the period of product candidate development, clinical trials and regulatory review and
approval, increased costs to assure compliance with new post-approval regulatory requirements, and potential
restrictions on the sale of approved products, which could lead to lower product revenues to us or our
collaborators. Manufacturing and sales may also be disrupted or delayed in the event of failure to comply with all
required cGMP, as determined by FDA investigators in periodic inspections of manufacturing facilities. Upon
approval, a drug or biological product may only be marketed for the approved indications, in the approved
dosage forms, and at the approved dosage. The nature of marketing claims that we will be permitted to make in
the labeling and advertising of our products will be limited to those specified in an FDA approval.

Foreign Regulations

Outside the United States, our ability to market a product is contingent upon receiving marketing
authorization from the appropriate regulatory authorities. The requirements governing the conduct of clinical
trials, marketing authorization, pricing, and reimbursement vary widely from country to country. At present,
foreign marketing authorizations are applied for at a national level, although within the European Union,
centralized procedures are available to companies wishing to market a product in more than one European Union
member state. If the regulatory authorities are satisfied that adequate evidence of safety, quality, and efficacy has
been presented, a marketing authorization will be granted. This foreign regulatory approval process includes all
of the risks and potential delays associated with FDA approval set forth above.

Other Regulations

In addition to regulations enforced by the FDA, we also are subject to regulation under the Occupational
Safety and Health Act, the Toxic Substances Control Act, the Resource Conservation and Recovery Act, and
other present and potential future federal, state, and local statutes and regulations. Our research and development
involves the controlled use of hazardous materials, chemicals, and various radioactive compounds. Although we
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believe that our safety procedures for storing, handling, using, and disposing of such materials comply with the
standards prescribed by applicable regulations, the risk of accidental contaminations or injury from these
materials cannot be completely eliminated. In the event of such an accident, we could be held liable for any
damages that result, and any such liability could materially affect our ongoing business.

Competition

The development and commercialization of pharmaceutical products and medical devices is highly
competitive. We will be competing against a wide range of pharmaceutical, biotechnology, life science, medical
device and interventional medicine companies that have greater resources than us, including existing research
and development programs in the markets we plan to target. We must compete with these companies both in
regard to the discovery technology we use to identify potential product candidates and in regard to the
development and commercialization of our product candidates themselves.

In regard to our discovery technology, we file patent applications for our technology and protect our trade
secrets in order to give us the exclusive right to use our technologies. These efforts may be limited if we do not
succeed in achieving patent or other intellectual property protection, such protection is limited in scope, or to the
extent that third parties can utilize different high throughput screening methods not covered by any issued patents
we may receive. Many companies have already developed and employ high throughput screening technologies.
Should these companies seek to apply these technologies to the discovery of combination drugs, our drug
discovery technology may be rendered obsolete or noncompetitive.

In regard to our product candidates, we file patent applications on the composition and use of the drug
combinations we discover. If we obtain the patent protection we are seeking for our product candidates, we
believe that this will give us the exclusive rights to market products covered by our patents. We also believe that,
if obtained, we should be able to use our patents to prevent the makers of either of the drugs included in our
combination products from marketing their drug for use together with the other drug that comprises the product.
We are also developing or plan to develop, for each of our product candidates that we advance beyond
proof-of-concept clinical studies, a customized formulation that will be selected for its pharmacology, dosage
strength, and route of delivery based on the activity and pharmacology of the drugs when delivered together in
combination. Where appropriate, we will seek to protect these formulations by patent applications or as trade
secrets. We intend to seek regulatory approval for our product candidates as new drugs, and the expense and time
involved in seeking regulatory approval for a new drug may deter potential competitors.

Our ability to deter competitors will be limited to the extent that we are unable to obtain patent protection
for our product candidates or patent or trade secret protection for our formulations. Competitors may also be able
to use similar component drugs or different combinations of our component drugs to develop combination
products that are not covered by our patents. In addition, the approved drugs that are combined to produce our
product candidates are likely to be commercially available at lower prices, so physicians may be able to prescribe
the individual drugs already approved and marketed by other companies instead of our combination products,
and it would be difficult or impossible for us to enforce our patents, if obtained, to prevent this practice.

In addition to potential competition from other combination drugs, all of our product candidates will face
competition from single agent pharmaceuticals. The target markets for our product candidates and those of our
collaborators, including immuno-inflammatory diseases, oncology, metabolic diseases, neurodegenerative
diseases, and medical devices or interventional medicine products, are all very competitive, with existing
approved products holding substantial market share and other product candidates being developed by other
pharmaceutical, biotechnology or medical device companies.

Principal competitive factors impacting drug development and commercialization include:
*  improved patient outcomes;

e demonstratable safety of product candidates;
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e acceptance of products by physicians and other healthcare providers;
e research and drug development capabilities;

e intellectual property positions;

*  sales and marketing capabilities; and

e availability of capital resources to fund research, development and commercialization activities.

Many of the companies competing against us have financial and other resources substantially greater than
our own. In addition, many of our competitors have significantly greater experience in clinical testing, obtaining
FDA and other regulatory approvals and in the manufacture and commercialization of products.

Manufacturing

We have no manufacturing capabilities. We rely and plan to continue to rely on third parties to manufacture
bulk compounds for research, development, preclinical and clinical trials. We believe that there are several
manufacturing sources available to us on commercially reasonable terms to meet our clinical requirements.

We plan to rely on third parties to manufacture commercial quantities of products we successfully develop,
if any. Among the conditions for FDA approval of a pharmaceutical product is the requirement that the
manufacturer’s quality control and manufacturing procedures conform to current Good Manufacturing Practice,
or cGMP, which must be followed at all times. The FDA typically inspects manufacturing facilities every two
years. In complying with cGMP regulations, pharmaceutical manufacturers must expend resources and time to
ensure compliance with product specifications as well as production, record keeping, quality control, reporting,
and other requirements. We plan to seek suitable third-party manufacturing arrangements for the commercial
production of a product candidate.

Employees

As of February 29, 2008, we employed 164 persons, of whom 21 hold Ph.D. or M.D. degrees.
Approximately 139 employees are engaged in research and development, and 25 employees are engaged in
business development, intellectual property, finance, legal, and other administrative functions. Our workforce is
non-unionized, and we believe that our relations with employees are good.

Corporate and Available Information

We were incorporated in Delaware in 2000. Our principal executive offices are located at 245 First Street,
Sixteenth Floor, Cambridge, Massachusetts 02142. We have two subsidiaries, CombinatoRx (Singapore) Pte Ltd
and CombinatoRx Securities Corp. Our Internet website is www.combinatorx.com. We make available free of
charge through our website our annual report on Form 10-K, quarterly reports on Form 10-Q, current reports on
Form 8-K and amendments to those reports filed or furnished pursuant to Sections 13(a) and 15(d) of the
Securities Exchange Act of 1934, as amended. We have made these reports available through our website during
the period covered by this report and at the same time that they become available on the Securities and Exchange
Commission’s website. The public may read and copy any materials that we file with the SEC at the SEC’s
Public Reference Room at 100 F Street, NE, Washington, DC 20549. The public may obtain information on the
operation of the Public Reference Room by calling the SEC at 1-800-SEC-0330. The SEC maintains an Internet
site (http://www.sec.gov) that contains reports, proxy and information statements and other information
regarding issuers that file electronically with the SEC.

Our code of conduct and ethics, corporate governance guidelines, and the charters of the Audit Committee,
Compensation Committee and Nominating and Corporate Governance Committee are all available on the
corporate governance section of our website at www.combinatorx.com/investors. Stockholders may request a
free copy of any of these documents by writing to Investor Relations, CombinatoRx, Incorporated, 245 First
Street, Sixteenth Floor, Cambridge, Massachusetts 02142.
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Item 1A. Risk Factors
RISK FACTORS THAT MAY AFFECT FUTURE RESULTS

Investment in our common stock involves a high degree of risk and uncertainty. You should carefully
consider each of the risks and uncertainties described below before you decide to invest in our common stock. If
any of the following risks and uncertainties actually occurs, our business, financial condition, and results of
operations could be severely harmed. This could cause the trading price of our common stock to decline, and you
could lose all or part of your investment.

Risks Related to Our Discovery, Development and Commercialization of Combination Drugs

Our approach to the discovery and development of combination drugs is unproven and may never lead to
commercially viable products.

Our approach to drug discovery and development is complex and unproven and has not been successfully
used or, to our knowledge, attempted by any company. Previously unrecognized or unexpected defects or
limitations to our drug discovery technology or drug development strategy may emerge, which we may also be
unable to overcome or mitigate. None of the product candidates identified or developed to date, through the
application of our business model and drug discovery technology, has been approved by any regulatory agency
for commercial sale or been commercialized.

While we have often advanced and continue to advance our product candidates into phase 2a
proof-of-concept and phase 2 clinical trials on the basis of their approved drug components, these product
candidates could fail in these or future clinical trials. In addition, in some cases we have been required to conduct
additional preclinical and phase 1 clinical studies for our product candidates prior to phase 2a proof-of-concept
clinical trials, and we may be required to conduct these studies in connection with the formulations of our
product candidates we have developed or plan to develop. If the additional preclinical or phase 1 clinical studies
required for a product candidate or its new formulation are extensive, it could delay or prevent further
development of the product candidate. Regulatory approval for a combination drug generally requires clinical
trials to compare the activity of each component drug with the combination. As a result, it may be more difficult
and costly to obtain regulatory approval of a combination drug than of a new drug containing only a single active
pharmaceutical ingredient. In some instances, we may choose to advance product candidates where one or more
of the compounds of the combination are not approved drugs, which may lead to longer clinical development
timelines for these types of product candidates.

Our business model is dependent on the ability of our proprietary high throughput discovery technology to
identify additional promising product candidates. High throughput screening involves testing large numbers of
compounds in cell-based assays using automated systems that measure the biological activity of the compounds
and provide detailed data regarding the results. Because our high throughput discovery technology is unproven in
identifying drugs that can be approved, we cannot be certain that we will be able to discover additional drug
combinations that show promising effects in our cell-based disease models and preclinical studies, which we can
advance into clinical trials. As a result, we may not be able to identify additional product candidates. Many other
companies with substantially greater resources than ours use high throughput screening for drug discovery. These
or other companies may have developed or could in the future develop combination screening technology equal
or superior to our technology.

For these and other reasons, our approach to drug discovery and development may not be successful and our
business model may not generate viable products or revenue. Even if our approach is theoretically viable, we
may not complete the significant research and development or obtain the financial resources and personnel
required to further develop and apply our discovery technology, advance promising product candidates to and
through clinical trials, and obtain required regulatory approvals.
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Our results to date provide no basis for predicting whether any of our product candidates will be safe or
effective, or receive regulatory approval.

All of our product candidates are in an early stage of development and their risk of failure is high. To date,
the data supporting our drug discovery and development programs is derived from either laboratory and
preclinical studies and limited early stage clinical trials that were not all designed to be statistically significant or
proof-of-concept clinical trials, some of which are exploratory in nature. We cannot predict when or if any one of
our product candidates will prove effective or safe in humans or will receive regulatory approval. If we are
unable to discover or successfully develop drugs that are effective and safe in humans, we will not have a viable
business.

The approved drugs included in our product candidates may have adverse or unacceptable side effects
and we may not be able to achieve an acceptable level of side effect risks, compared to the potential
therapeutic benefits, for our product candidates.

The approved drugs included in our combination product candidates have known adverse side effects. These
side effects may be acceptable when an ingredient is used in its approved dosage to achieve a therapeutic benefit
for its currently approved indications, but the side effect risk compared to the therapeutic benefit may not be
acceptable when used for the intended indications for the product candidate. These side effects may also make it
difficult for us to obtain regulatory or other approval to initiate clinical trials of our product candidates. In
addition, the therapeutic effect of an approved drug in its currently approved indications may be inappropriate or
undesirable in the intended indication for our product candidate. Also, the adverse side effects of an approved
drug may be enhanced when it is combined with the other approved drug in the product candidate or other drugs
patients are taking, or the combined drugs in a product candidate may produce additional side effects. Adverse
side effects of the approved drugs could, in any of these situations, prevent successful development and
commercialization of some or all of our product candidates, because the risks associated with the approved drug
component may outweigh the therapeutic benefit of the combination.

The development of a product candidate could be adversely affected by safety or efficacy issues that
subsequently arise or become the focus of increased attention or publicity regarding use of either of the approved
drugs which comprise the product candidate or similar drugs. We could be forced to abandon a product candidate
or an approved product due to adverse side effects from long-term or other use of one of the active
pharmaceutical ingredients in the product candidate or product, even if such long-term or other use is not
contemplated for such product candidate or product.

Several of our product candidates seek to increase the therapeutic effect of a reduced-dose oral
glucocorticoid or mid-potency topical glucocorticoid by the combination of such glucocorticoid with a second
pharmaceutical ingredient that serves as an enhancer agent. The adverse side effects of the steroids and the
antidepressant or other enhancer agent included in these drug candidates are significant and generally increase as
their dosage and/or duration of therapy increases. As a result, the success of these product candidates depends
upon the ability of an acceptable dose of the candidate’s enhancer agent to selectively amplify the therapeutic
effect of a reduced-dose glucocorticoid or mid-potency glucocorticoid, without causing unacceptable expected or
unexpected adverse side effects. To achieve sufficient efficacy in humans, we may need to include higher doses
of the glucocorticoid, or of the enhancer agent, than we expected to include based on our screening procedures,
preclinical trials and limited clinical trials. As a result, our product candidates could have greater adverse side
effects than anticipated and could fail to achieve risk-to-benefit profiles that would justify their continued
development.

Certain antidepressants, including the antidepressants in our product candidates, CRx-139, CRx-170,
CRx-191 and CRx-197, carry a black box warning and expanded warning statements that alert health care
providers to an increased risk of suicidality in children and adolescents being treated with these drugs. Several
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scientific publications also suggest the possibility of an increased risk for suicidal behavior in adults, in addition
to children and adolescents, who are being treated with antidepressant medications. In particular, studies and
publications suggest that selective serotonin reuptake inhibitors, including the antidepressant included in
CRx-139, may increase the risk of suicidal behavior in adults. In 2006, the FDA reviewed all available data and
determined there is an increased risk of suicidality in adults being treated with antidepressant medications,
particularly young adults. Additional product labeling or even suspension of the use of some or all of the anti-
depressants included in our product candidates would delay or prevent the continuation of our clinical trials,
development and eventual commercialization of these product candidates. The occurrence of the adverse side
effects described in the black box warning during the development of the CRx-197 product candidate could lead
to product liability claims.

Diflunisal, a component of our CRx-401 product candidate, is a member of the NSAID (non steroidal anti-
inflammatory drug) class, which carries an FDA-required black box warning alerting physicians to the potential
for increased thrombotic cardiovascular events (including heart attacks and stroke) which may increase with
duration of use, an increased risk of serious gastrointestinal adverse events including bleeding, ulceration, and
perforation of the stomach or intestines, which could be fatal and the fact that diflunisal is contraindicated for the
treatment of peri-operative pain in the setting of coronary artery bypass graft (CABG) surgery. The occurrence of
the adverse side effects described in the diflunisal black-box warning during the development of our CRx-401
product candidate could lead to difficulty in obtaining regulatory approval or other approval for clinical trials, the
termination of our clinical trials or could result in product liability claims.

Significant adverse side effects of the component drugs included in our clinical stage product candidates
include: in the case of our product candidate CRx-102, headache, nausea, dizziness, diarrhea, muscle and bone
loss, diabetes, dyslipidemia, osteoporosis, fractures, weakness, adrenal suppression, infections, abdominal
distress, peptic ulceration, arrhythmias, cataracts, glaucoma and myopathy; in the case of our product candidates
CRx-191 and CRx-197 burning, skin atrophy, stinging, adrenal suppression, suicidality, headache, drowsiness,
fatigue, nervousness, constipation, nausea, blurred vision, abdominal distress, tachycardia, and arrhythmias; in
the case of our product candidate CRx-401 heart attack, stroke, hypertension, bleeding, ulceration, and
perforation of the stomach or intestines, diarrhea, constipation, flatulence, liver effects, renal impairment,
drowsiness, insomnia, dizziness, headache, fatigue, nausea, muscular pain, weakness or cramps and alopecia; and
in the case of our product candidates CRx-139 and CRx-170, drowsiness, muscle and bone loss, fractures,
adrenal suppression, cataracts, glaucoma, nausea, birth defects, suicidality, infections, constipation and
abdominal distress. These side effects are not the only side effects of the components of our clinical stage
product candidates, but are provided based on their severity and expected frequency of occurrence. The
occurrence of these or other significant adverse side effects such as electrocardiogram changes, hepatic or renal
dysfunction, infections, weight gain, immunosuppression, tachycardia and agranulocytosis could lead to
difficulty in obtaining regulatory or other approval for clinical trials of our product candidates, the termination of
our clinical trials or could result in product liability claims.

The active pharmaceutical ingredients in our product candidates may produce adverse side effects when
delivered in combination.

While an active pharmaceutical ingredient in one of our product candidates may be safe, or have an
acceptable risk-to-benefit profile when administered as a single agent for its approved indications, the same
active pharmaceutical ingredient when delivered in combination with the other active pharmaceutical ingredient
in the product candidate or other drugs being taken by patients we are seeking to treat may cause serious
unexpected or unacceptable adverse side effects. Our discovery technology is not designed to and does not detect
adverse side effects that may result from the combination of the two drugs, and these side effects may not be
detected in any preclinical toxicology studies we conduct. Side effects resulting from the delivery in combination
of our product candidates or the interaction with other drugs could be discovered in the course of performing
clinical trials of our product candidates. In addition, the active pharmaceutical ingredients in a product candidate

29



may not be approved for treatment of the product candidate’s targeted disease and may result in additional
adverse side effects not typically associated with products for treatment of such a disease. The FDA or other
regulators could require preclinical and phase 1 studies testing for combination side effects before we advance
product candidates to further clinical trials.

Our product candidates are generally combinations of approved drugs that are commercially available
and marketed by other companies. As a result, our products may be subject to substitution and competition.

We anticipate that the approved drugs that are combined to produce our product candidates are likely to be
commercially available at prices lower than the prices at which we would seek to market our product candidates.
Even with new formulations, we cannot be sure that physicians will view our products as sufficiently superior to
a treatment regimen of the individual active pharmaceutical ingredients as to justify the significantly higher cost
we expect to seek for our combination products, and they may prescribe the individual drugs already approved
and marketed by other companies instead of our combination products. Even if we are issued patents covering
the composition of matter, method of use or formulations of our combination products, those patents may be
ineffective as a practical matter to protect against physicians prescribing the individual drugs marketed by other
companies instead of our combination products. To the extent that the price of our products is significantly
higher than the prices of the individual components as marketed by other companies, physicians may have a
greater incentive to write prescriptions for the individual components instead of for our combination products,
and this may limit how we price our products. Similar concerns could also limit the reimbursement amounts
private health insurers or government agencies in the United States are prepared to pay for our products, which
could also limit market and patient acceptance of our products, and could negatively impact our revenues and net
income, if any. Physicians might also prescribe the individual components of a product candidate prior to its
approval, which could adversely affect our development of the product candidate due to our lack of control over
the administration to patients of the combination of active pharmaceutical ingredients in our product candidate,
the occurrence of adverse effects, and other reasons. Such pre-approval use could also adversely affect our ability
to market and commercialize any such product candidate which we successfully develop.

In many countries where we plan to market our products, including Europe, Japan and Canada, the pricing
of prescription drugs is controlled by the government or regulatory agencies. Regulatory agencies in these
countries could determine that the pricing for our products should be based on prices for their active
pharmaceutical ingredients when sold separately, rather than allowing us to market our products at a premium as
new drugs.

We must create commercially viable pharmaceutical formulations for our product candidates.

The success of our product candidates will depend on our ability to develop a formulation of the product
candidate that is superior to a treatment regimen of the two approved drugs included in the product candidate
taken separately. In some instances, to be commercially successful, this formulation must have a different
method of administration than the approved drugs. We have developed or are developing novel formulations for
our most advanced product candidates. Developing such novel formulations is costly and difficult, and we have
limited experience in developing formulations ourselves. We are relying on and expect to rely on third-party
suppliers to develop the pharmaceutical formulations, delivery methods or packaging for our product candidates
and they may not be successful in doing so or may experience delays in doing so that could delay our clinical
trials, and ultimately our ability to obtain approval of our product candidates. Defects in the formulation, delivery
method or packaging of any of our product candidates could delay our ability to conduct clinical trials or require
us to repeat clinical trials using a revised formulation, delivery method or packaging. If we are unsuccessful in
creating commercially viable formulations, delivery methods or packaging, we may never generate product
revenue or be profitable.

We are also undertaking some efforts to utilize medicinal chemistry to potentially develop new product
candidates or to potentially create next-generation versions of our existing product candidates. We have only
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limited experience with medicinal chemistry and research and development regarding new chemical entities. We
may be completely unsuccessful in finding new product candidates or in discovering potential next-generation
product candidates. In addition, development and regulatory approval timelines for these product candidates will
be longer in duration that the timelines for our combination product candidates.

We may not be able to initiate and complete clinical trials for our product candidates.

Conducting clinical studies for any of our drug candidates requires finding appropriate clinical sites and
clinical investigators, securing approvals for such studies from the independent review board at each such site
and local regulatory authorities and enrolling sufficient numbers of patients. We may not be able to arrange for
appropriate clinical trials for our product candidates, secure the necessary approvals or enroll the necessary
number of participants. In particular, we have experienced delays in the enrollment of some of our historical
phase 2 rheumatoid arthritis clinical trials, primarily due to competing therapies otherwise available to the
relevant patient population or due to our enrollment criteria that often requires the discontinuance of
glucocorticoid use by subjects. In addition, we cannot guarantee that outside clinical investigators conducting our
clinical trials will conduct them in compliance with applicable United States or foreign regulations. Clinical sites
may fail the FDA’s or other regulatory agencies’ inspections or reviews, and our trials could be halted for these
or other reasons. We are conducting and planning to conduct additional proof-of-concept clinical trials as well as
phase 2b clinical trials for some of our product candidates. These clinical trials may be in indications where we
do not have prior experience or may be of a size and scope greater than what we have undertaken before, and this
lack of experience or size may lead to delays in enrollment and other aspects of the trials. We have contracted
with third-party clinical research organizations to conduct some of our phase 2b and other phase 2
proof-of-concept clinical trials for our product candidates and plan to continue to do so. These organizations may
not completely perform their contractual obligations regarding the trial, or may not diligently or completely
perform their tasks with respect to clinical trials under their supervision. As a result of these risks, our clinical
trials may be extended, delayed or terminated, which could delay the receipt of clinical results for our product
candidates, which could delay, impede or stop the development, regulatory approval or successful
commercialization of our product candidates.

We may be unable to find safe and effective doses and dose ratios for our product candidates without
extensive clinical trials and substantial additional costs, if at all.

We must select the doses, including the amount, frequency and duration, of each of the two active
pharmaceutical ingredients included in our product candidates, and the relative amounts, or dose ratios, of these
doses. Our clinical trials in humans may show that the doses or dose ratios we select based on our high
throughput screening, animal testing or early clinical trials do not achieve the desired therapeutic effect in
humans, or achieve this effect only in a small part of the population. Even if the doses or dose ratios we select
show efficacy in humans, the resulting doses or dose ratios of our active pharmaceutical ingredients may not
have acceptable safety profiles for our targeted indications. Furthermore, even if we believe that our preclinical
and clinical studies adequately demonstrate that the doses or dose ratios we select for our product candidates are
safe and effective in humans, the FDA or other regulatory agencies in foreign jurisdictions may conclude that our
clinical trials do not support our conclusion. We may be required to conduct additional long-term clinical studies
and provide more evidence substantiating the safety and effectiveness of the doses or dose ratios we select in a
significant patient population. If we need to adjust the doses or dose ratios, we may need to conduct new clinical
trials. We may also be required to make different doses or dose ratios available for different types of patients. All
of this may result in significant delays and additional costs or prevent commercialization of our product
candidates.
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We may fail to select or capitalize on the most scientifically, clinically or commercially promising or
profitable product candidates.

We may make incorrect determinations as to which of our product candidates should proceed to initial
clinical trials, later stage clinical development and potential commercialization. Our decisions to allocate our
research, management and financial resources toward particular product candidates or therapeutic areas may not
lead to the development of viable commercial products and may divert resources from better opportunities.
Similarly, our decisions to delay or terminate drug development programs may also be incorrect and could cause
us to miss valuable opportunities.

We have no sales or distribution capabilities and may not obtain the collaboration, development,
commercialization, manufacturing or other third-party relationships that we will require to develop,
commercialize and manufacture some or all of our product candidates.

We have no sales or distribution capabilities and lack the resources, capabilities, and experience necessary
to clinically develop, formulate, test, market and sell pharmaceuticals. As a result, to succeed in our business
plan, we will be dependent on the efforts of third parties. We depend on collaborators, licensees, clinical research
organizations and other third parties to formulate product candidates and to conduct clinical trials for some or all
of our product candidates. We also rely on obtaining sufficient quantities of the approved drugs in our product
candidates from sources acceptable to the FDA and other regulators for early stage clinical trials.

We expect to be able to develop and commercialize many of our product candidates only with the
participation of pharmaceutical or biotechnology company collaborators or by out-licensing rights to the product
candidates. Pharmaceutical and biotechnology companies and others may be reluctant to collaborate with us or to
license rights to our product candidates due to the unproven nature of our drug discovery and development
approach, the fact that the active pharmaceutical ingredients in our product candidates are approved drugs
marketed by other companies, the risk that healthcare providers may substitute the component active
pharmaceutical ingredients for our proposed combination products, concerns regarding the pricing of and
reimbursement for our product candidates if they are successfully developed, or other factors.

We cannot guarantee that we will be able to successfully negotiate agreements for relationships with
collaborators, partners, licensees, clinical investigators, manufacturers and other third parties on favorable terms,
if at all. If we are unable to obtain these agreements, we may not be able to clinically develop, formulate,
manufacture, test, obtain regulatory approvals for or commercialize our product candidates.

We expect to expend substantial funds and management time and effort to enter into relationships with these
third parties and, if we successfully enter into such relationships, to manage these relationships. However, we
cannot control the amount or timing of resources our contract partners will devote to our research and
development programs, product candidates or potential product candidates, and we cannot guarantee that these
parties will succeed in a timely fashion, if at all.

Because we have limited manufacturing experience, we depend on third-party manufacturers to
manufacture product candidates for us. Failure of these manufacturers to perform could lead to delays in the
clinical trials of our product candidates or costs and delays associated with contracting with new
manufacturers.

We do not have any manufacturing experience, nor do we have any manufacturing facilities. We plan to rely
upon third-party manufacturers to manufacture all clinical quantities of our product candidates. We depend on
these third-party manufacturers to perform their obligations in a timely manner and in accordance with applicable
governmental regulations. In many cases, we only have a single contract manufacturer making one of our product
candidates, in which case there is a concentration of risk of non-performance with that single manufacturer that
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would be costly to mitigate or could lead to the delay or suspension of one of our clinical trials if the
manufacturer is unable to perform.

Our third-party manufacturers may encounter difficulties with meeting our requirements, including
problems involving:

e inconsistent production yields;
e poor quality control and assurance or inadequate process controls; and

e lack of compliance with regulations set forth by the FDA or other foreign regulatory agencies.

These contract manufacturers may not be able to manufacture our product candidates at a cost or in
quantities necessary to make them commercially viable. We also have no control over whether third-party
manufacturers breach their agreements with us or whether they may terminate or decline to renew agreements
with us. To date, our third-party manufacturers have met our manufacturing requirements, but we cannot assure
you that they will continue to do so. Furthermore, changes in the manufacturing process or procedure, including a
change in the location where the drug is manufactured or a change of a third-party manufacturer, require prior
FDA review and approval in accordance with the FDA’s current Good Manufacturing Practices, or cGMPs or
comparable foreign requirements. This review may be costly and time-consuming and could delay or prevent the
use of the product candidate in clinical trials or the launch of a product. The FDA or similar foreign regulatory
agencies at any time may also implement new standards, or change their interpretation and enforcement of
existing standards for manufacture, packaging or testing of products. If we or our contract manufacturers are
unable to comply, we or they may be subject to regulatory action, civil actions or penalties.

If we are unable to enter into agreements with additional manufacturers on commercially reasonable terms,
or if there is poor manufacturing performance on the part of our third-party manufacturers, we may not be able to
complete development of, or market, our product candidates.

Financing arrangements for our subsidiary CombinatoRx (Singapore) Pte Ltd, which we refer to as
CombinatoRx Singapore, may cause substantial dilution to our stockholders, limit our control over important
development decisions, divert resources away from other projects, prevent us from entering into relationships
with third parties for infectious disease indications and result in the loss of significant intellectual property
rights.

Exercise by BioMedical Sciences of the rights granted to it to convert its shares of preferred stock in our
Singapore subsidiary and convertible promissory notes issued by our Singapore subsidiary that they hold into
shares of our common stock could result in substantial dilution to our stockholders. BioMedical Sciences may
convert its shares of convertible preferred stock and convertible promissory notes in our Singapore subsidiary
issued on August 30, 2005 into our common stock at a conversion price of $10.80, in the case of the convertible
promissory note issued by our Singapore subsidiary with a $3.5 million principal amount on June 8, 2006, the
conversion price is $11.57, and in the case of the convertible promissory note issued by our Singapore subsidiary
with a $3.5 million principal amount on May 30, 2007, the conversion price is $9.11. These prices may be
substantially less than the market price of our shares at the time of conversion or the price per share paid by
investors in our common stock.

As a condition of the financing provided to our subsidiary by BioMedical Sciences, we agreed to enter into a
Services Agreement requiring us to provide substantial assay development and screening services to our
subsidiary over the next three years and to assign to our subsidiary ownership of all intellectual property rights
covering combination therapies for the treatment of infectious disease discovered by us through our work under
the Services Agreement. We have also agreed to provide screening services in the field of the therapeutic
treatment of infectious disease through combination therapies exclusively to the subsidiary and not to compete
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with the subsidiary, which will prevent us from doing work in infectious disease indications for third parties. We
will commit substantial personnel resources to support operations of the subsidiary, both directly and under the
Services Agreement, which could adversely affect our other operations. The performance of this work for the
subsidiary may limit our ability to perform work on other disease indications. Assignment of the intellectual
property rights to the subsidiary exposes us to the risk that the subsidiary may be unable to successfully develop
promising therapies.

Our Singapore subsidiary will need substantially greater resources to commercialize any promising
combination therapy than the resources provided by the BioMedical Sciences financing and may not be able to
obtain such financing on terms acceptable to the subsidiary, us or BioMedical Sciences. BioMedical Sciences has
extensive control over the operations of the subsidiary and we will not control development decisions regarding
the combination therapies assigned to the subsidiary or other major decisions to be made in regard to the
subsidiary.

If we or our subsidiary defaults on our obligations to BioMedical Sciences, we could lose our entire interest
in the subsidiary and have no further ability to commercialize the intellectual property assigned to the subsidiary
for the therapeutic treatment of infectious diseases.

Our equity interest in the subsidiary is illiquid and cannot be transferred or sold for at least four years from
inception. In addition, our equity interest in the Singapore subsidiary is junior to the preferred stock and secured
convertible promissory notes of the subsidiary held by Biomedical Sciences, and would likely be worthless in the
event of any liquidation or forced sale of the subsidiary or its assets.

A material component of our business strategy is to establish and maintain collaborative relationships to
fund research and possible development and commercialization of combination product candidates, by us or
by collaborators. If we or any collaborator terminates or fails to perform any obligations under our
collaboration agreements, the development and commercialization of product candidates under these
agreements could be delayed or terminated.

A material component of our business strategy is to establish and maintain collaborative arrangements with
pharmaceutical, biotechnology and medical device companies, research institutions and foundations, and to seek
grants from agencies of the United States government, to fund research and possible development and
commercialization of combination drug products for the treatment of diseases. We also intend to seek to establish
collaborative relationships to obtain domestic or international sales, marketing and distribution capabilities if any
of our combination product candidates receive regulatory approval.

The process of establishing collaborative relationships is difficult, time-consuming and involves significant
uncertainty. Moreover, even if we do establish collaborative relationships, it may be difficult for us to maintain
or perform under such collaboration arrangements, as our funding resources may be limited or our collaborators
may seek to renegotiate or terminate their relationships with us due to unsatisfactory research or clinical results, a
change in business strategy, a change of control or other reasons. If we or any collaborator fails to fulfill any
responsibilities in a timely manner, or at all, our research, clinical development or commercialization efforts
related to that collaboration could be delayed or terminated. Additionally it may become necessary for us to
assume responsibility for activities that would otherwise have been the responsibility of our collaborator. Further,
if we are unable to establish and maintain collaborative relationships on acceptable terms, we may have to delay
or discontinue further development of one or more of our product candidates, undertake development and
commercialization activities at our own expense or find alternative sources of funding.

Our collaborations are generally new, and we have only a short history of working together with Angiotech,
Fovea, CFFT, CHDI, HenKan, the DMD foundations or our other collaborators and cannot predict the success of
any of our collaborations. Our collaborations typically involve a complex allocation of responsibilities, costs and
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benefits and provide for milestone payments to us upon the achievement of specified clinical and regulatory
milestones. Our collaborations also may provide us with royalty-based revenue if product candidates are
successfully commercialized. Under the Angiotech and other collaborations, we will rely on our collaborators to
provide resources to develop new product candidates and to potentially achieve these milestones and
commercialize any new products. We may not be able to achieve any of the milestones provided in our
Angiotech or other collaboration agreements or derive any license or royalty revenue with respect to these
collaborations.

Disputes under key agreements could delay or prevent development or commercialization of our product
candidates.

Any agreements we have or may enter into with third parties, such as collaboration, license, formulation
supplier, manufacturing, testing, clinical research organization or clinical trial agreements, may give rise to
disputes regarding the rights and obligations of the parties. Disagreements could develop over rights to
ownership or use of intellectual property, the scope and direction of research and development, the approach for
regulatory approvals or commercialization strategy. We intend to conduct research programs in a range of
therapeutic areas, but our pursuit of these opportunities could result in conflicts with the other parties to these
agreements who may be developing or selling pharmaceuticals or conducting other activities in these same
therapeutic areas. Any disputes or commercial conflicts could lead to the termination of our agreements, delay
progress of our product development programs, compromise our ability to renew agreements or obtain future
agreements, lead to the loss of intellectual property rights or result in costly litigation.

We may not be able to gain market acceptance of our product candidates, which would prevent us from
becoming profitable.

We cannot be certain that any of our product candidates, if approved, will gain market acceptance among
physicians, patients, healthcare payors, pharmaceutical companies or others. Demonstrating the safety and
efficacy of our product candidates and obtaining regulatory approvals will not guarantee future revenue. Sales of
medical products largely depend on the reimbursement of patients’ medical expenses by government healthcare
programs and private health insurers. Governments and private insurers closely examine medical products to
determine whether they should be covered by reimbursement and if so, the level of reimbursement that will
apply. We cannot be certain that third-party payors will sufficiently reimburse sales of our products, or enable us
to sell our products at profitable prices. Sales of medical products also depend on physicians’ willingness to
prescribe the treatment, which is likely to be based on a determination by these physicians that the products are
safe, therapeutically effective and cost-effective. We cannot predict whether physicians, other healthcare
providers, government agencies or private insurers will determine that our products are safe, therapeutically
effective and cost effective relative to competing treatments, including a treatment regimen of the individual
approved drugs included in our combination products.

If we fail to manage our growth, our operations and financial results could be adversely affected.

Since our inception in 2000, we have grown to approximately 164 employees and advanced multiple
product candidates into clinical trials. We have expanded our operations and strategic relationships at a rapid
pace through numerous collaborations, including with Angiotech, Fovea, CFFT, the DMD foundations, the
Spinal Muscular Atrophy Foundation, HenKan, CHDI, Inc., the Liverpool School of Tropical Medicine, or
LSTM, National Institutes of Health and through our subsidiary CombinatoRx Singapore. We have experienced a
period of rapid growth that has placed a strain on our administrative and operational infrastructure as well as
additional demands on our financial resources. We expect this strain to continue as we continue to grow and seek
to obtain and manage collaborations and relationships with third parties. We must continue to refine and expand
our research and development capabilities, our management of the clinical trial process, access to financing
resources and technology. As we grow, we must continue to hire, train, supervise and manage new employees.
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We may not be successful in hiring sufficient research, development, clinical, regulatory and administrative
personnel and management to manage our expansion effectively. If we are unable to manage our growth, our
operations and financial results could be adversely affected.

If we are not able to retain our current senior management team or attract and retain qualified scientific,
technical and business personnel, our business will suffer.

We are dependent on the members of our management team for our business success. In addition, an
important element of our strategy is to take advantage of the development, regulatory and commercialization
expertise of our current management. Our employment agreements with our executive officers are terminable on
short notice or no notice. The loss of any one of our executive officers could result in a significant loss in the
knowledge and experience that we, as an organization, possess and could cause significant delays, or outright
failure, in the development and further commercialization of our product candidates.

To grow, we will need to hire a significant number of qualified commercial, scientific and administrative
personnel. However, there is intense competition for human resources, including management in the technical
fields in which we operate, and we may not be able to attract and retain qualified personnel necessary for the
successful development and commercialization of our product candidates. As we grow, the inability to attract
new employees when needed or to retain existing employees could limit our growth and harm our business.

Risks Related to Our Financial Results and Need for Additional Financing

We have a history of operating losses, expect to incur significant and increasing operating losses and may
never be profitable. Our stock is a highly speculative investment.

We commenced operations in March 2000 and have a limited operating history for you to evaluate our
business. We have no approved products and have generated no product revenue. We have incurred operating
losses since our inception in 2000. As of December 31, 2007, we had an accumulated deficit of $186.2 million.
We have spent, and expect to continue to spend, significant resources to fund research and development of our
product candidates and to enhance our drug discovery technology. We expect to incur substantial and increasing
operating losses over the next several years as our research, development, preclinical testing, and clinical trial
activities increase. As a result, our accumulated deficit will also increase significantly.

Our product candidates are in the early stages of development and may never result in any revenue. We will
not be able to generate product revenue unless and until one of our product candidates successfully completes
clinical trials and receives regulatory approval. As our most advanced product candidates are in or recently
emerged from the proof-of-concept stage, we do not expect to receive revenue from any product candidate for the
next four years. We may seek to obtain revenue from collaboration or licensing agreements with third parties.
Our current collaboration and license agreements may not provide us with material, sustainable ongoing future
revenue, and we may not be able to enter into additional collaboration agreements. Even if we eventually
generate product revenues, we may never be profitable, and if we do achieve profitability, we may not be able to
sustain or increase profitability on a quarterly or annual basis.

We may be unable to raise the substantial additional capital that we will need to sustain our operations.

We will need substantial additional funds to support our planned operations. Based on our current operating
plans, we expect our existing resources to be sufficient to fund our planned operations through approximately the
fourth quarter of 2009. We may, however, need to raise additional funds before that time if our research and
development expenses exceed our current expectations or our collaboration funding is less than our current
expectations. This could occur for many reasons, including:

e some or all of our product candidates fail in clinical or preclinical studies or prove to be less
commercially promising than we expect and we are forced to seek additional product candidates;
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e our product candidates require more extensive clinical or preclinical testing or our clinical trials take
longer to complete than we currently expect;

*  we advance more of our product candidates than expected into costly later stage clinical trials;
e we advance more preclinical product candidates than expected into early stage clinical trials;

e we determine or are required to conduct more high throughput screening than expected against current
or additional disease targets to develop additional product candidates;

e we are required, or consider it advisable, to acquire or license rights from one or more third parties; or

e we determine to acquire or license rights to additional product candidates or new technologies.

While we expect to seek additional funding through public or private financings, we may not be able to
obtain financing on acceptable terms, or at all. In addition, the terms of our financings may be dilutive to, or
otherwise adversely affect, holders of our common stock. We may also seek additional funds through
arrangements with collaborators or others. These arrangements would generally require us to relinquish rights to
some of our technologies, product candidates or products, and we may not be able to enter into such agreements,
on acceptable terms, if at all. The arrangements also may include issuances of equity, which may also be dilutive
to, or otherwise adversely affect, holders of our common stock. If we are unable to obtain additional funding on a
timely basis, we may be required to curtail or terminate some or all of our research or development programs,
including some or all of our product candidates.

Risks Related to Regulatory Approvals

The regulatory approval process is costly and lengthy and we may not be able to successfully obtain all
required regulatory approvals.

The preclinical development, clinical trials, manufacturing, marketing, testing and labeling of
pharmaceuticals and medical devices are all subject to extensive regulation by numerous governmental
authorities and agencies in the United States and other countries. We or our collaborators must obtain regulatory
approval for product candidates before marketing or selling any of them. The approval process is typically
lengthy and expensive, and approval is never certain. It is not possible to predict how long the approval processes
of the FDA or any other applicable federal or foreign regulatory authority or agency for any of our products will
take or whether any such approvals ultimately will be granted. The FDA and foreign regulatory agencies have
substantial discretion in the drug and medical device approval process, and positive results in preclinical testing
or early phases of clinical studies offer no assurance of success in later phases of the approval process. Generally,
preclinical and clinical testing of products and medical devices can take many years and require the expenditure
of substantial resources, and the data obtained from these tests and trials can be susceptible to varying
interpretations that could delay, limit or prevent regulatory approval. Any delay in obtaining, or failure to obtain,
approvals could prevent or adversely affect the marketing of our products or our collaborator’s products and our
ability to generate product revenue. The risks associated with the approval process include delays or rejections in
the regulatory approval process based on the failure of clinical or other data to meet expectations, or the failure of
the product or medical device to meet a regulatory agency’s requirements for safety, efficacy and quality. In
addition, regulatory approval, if obtained, may significantly limit the indicated uses for which a product may be
marketed.

We or our collaborators may delay, suspend or terminate clinical trials to obtain marketing authorization of
any of our product candidates or their associated medical devices or products at any time for reasons including:

e ongoing discussions with the FDA or comparable foreign authorities regarding the scope or design of
our clinical trials;

37



e delays or the inability to obtain required approvals from institutional review boards or other governing
entities at clinical sites selected for participation in our clinical trials;

e delays in enrolling patients and volunteers into clinical trials;
e  lower than anticipated retention rates of patients and volunteers in clinical trials;

*  the need to repeat clinical trials as a result of inconclusive or negative results or poorly executed
testing;

. lack of effectiveness of a product candidate in other clinical trials;
. lack of sufficient funds for further clinical development;

* insufficient supply or deficient quality of product candidate materials or other materials necessary to
conduct our clinical trials;

e unfavorable regulatory inspection of a manufacturing, testing, labeling or packaging facility for drug
substance or drug product;

e unfavorable regulatory inspection and review of a clinical or preclinical trial site or records of any
clinical or preclinical investigation;

e serious and unexpected drug-related side effects or serious adverse safety events experienced by
participants in our clinical trials or by patients following commercialization; or

e the placement of a clinical hold on a product candidate in an ongoing clinical trial.

Positive or timely results from preclinical studies and early clinical trials do not ensure positive or timely
results in late stage clinical trials or product approval by the FDA or any other regulatory authority. Product
candidates that show positive preclinical or early clinical results often fail in later stage clinical trials. Data
obtained from preclinical and clinical activities is susceptible to varying interpretations, which could delay, limit,
or prevent regulatory approvals.

We have limited experience in conducting the clinical trials required to obtain regulatory approval. We may
not be able to conduct clinical trials at preferred sites, enlist clinical investigators, enroll sufficient numbers of
patients, or begin or successfully complete clinical trials in a timely fashion, if at all. Any failure to perform may
delay or terminate the trials. Our current clinical trials may be insufficient to demonstrate that our potential
products are active, safe, or effective and as a result we may decide to abandon further development of such
product candidates. Additional clinical trials may be required if clinical trial results are negative or inconclusive,
which will require us to incur additional costs and significant delays. If we do not receive the necessary
regulatory approvals, we will not be able to generate product revenues and will not become profitable. We may
encounter significant delays in the regulatory process that could result in excessive costs that may prevent us
from continuing to develop our product candidates. In addition, the failure to comply with applicable regulatory
requirements may result in criminal prosecution, civil penalties, product recalls, withdrawal of product approval,
mandatory restrictions and other actions that could impair our ability to conduct our business.

The FDA and other regulatory agencies may require additional preclinical and phase 1 clinical data for
our combination products.

Our proposed products are composed of drugs previously approved as single agents, and as a result, there is
significant pre-existing information on the safety of those drugs as single agents for their approved indications in
the form of animal studies, phase 1 pharmacokinetic and other clinical studies and actual clinical experience.
Nonetheless, new safety issues may arise when the previously approved drugs are used in combination in our
products or when the proposed combination products are used in different treatment regimens for disease
indications different than the disease indications for which the components are used as single agents. For
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example, the combination might be proposed for long-term use for a chronic condition, while the single agents
are currently approved for short-term use in acute conditions. In addition, if a component has not been approved
in all jurisdictions in which approval of the combination is sought, the regulatory agencies having authority over
the combination in the jurisdictions that had not approved each component as a single agent may require us to
submit data that would not otherwise be required. If any of these issues arises, we may be required to conduct
additional nonclinical and phase 1 clinical trials for our product candidates. If the additional nonclinical or phase
1 clinical trials required for a product candidate or its formulation are extensive, it could delay or prevent further
development of the product candidate.

The FDA and other regulatory agencies may require more extensive or expensive trials for our
combination product candidates than may be required for single agent pharmaceuticals.

To obtain regulatory approval for our combination product candidates, we are typically required to show
that each active pharmaceutical ingredient in the product candidate makes a contribution to the combined product
candidate’s claimed effects and that the dosage of each component, including amount, frequency and duration, is
such that the combination is safe and effective for a significant patient population requiring such concurrent
therapy. As a result, we are typically required to conduct clinical trials comparing each component drug with the
combination. This could require us to conduct more extensive and more expensive clinical trials than would be
the case for many single agent pharmaceuticals. The need to conduct such trials could make it more difficult and
costly to obtain regulatory approval of a combination drug than of a new drug containing only a single active
pharmaceutical ingredient.

Even if we receive regulatory approvals for marketing our product candidates, if we fail to comply with
continuing regulatory requirements, we could lose our regulatory approvals, and our business would be
adversely affected.

The FDA and other regulatory authorities continue to review therapeutic products and medical devices even
after they receive initial approval. If we receive approval to commercialize any product candidates, the
manufacturing, testing, marketing, sale and distribution of these drugs and medical devices will be subject to
continuing regulation, including compliance with quality systems regulations, good manufacturing practices,
adverse event reporting requirements and prohibitions on promoting a product for unapproved uses. Furthermore,
heightened Congressional scrutiny on the adequacy of the FDA’s drug approval process and the agency’s efforts
to assure the safety of marketed drugs has resulted in the enactment of new legislation, the FDA Amendments
Act of 2007, addressing, among other things, drug safety issues. This new law provides the FDA with expanded
authority over drug products after approval, including the authority to require post-approval studies and clinical
trials, labeling changes based on new safety information, and compliance with risk evaluation and mitigation
strategies approved by the FDA. The FDA’s exercise of this authority could result in delays or increased costs
during the period of product candidate development, clinical trials and regulatory review and approval, increased
costs to assure compliance with new post-approval regulatory requirements, and potential restrictions on the sale
of approved products, which could lead to lower product revenues to us or our collaborators. Enforcement
actions resulting from failure to comply with government requirements could result in fines, suspension of
approvals, withdrawal of approvals, recalls of products, product seizures, operating restrictions, and civil or
criminal penalties. These enforcement actions could affect the manufacturing, testing, marketing, sale and
distribution of our products.

Healthcare reform measures could adversely affect our business.

The efforts of governmental and third-party payors to contain or reduce the costs of healthcare may
adversely affect the business and financial condition of pharmaceutical, biotechnology and medical device
companies. In the United States and in foreign jurisdictions there have been, and we expect that there will
continue to be, a number of legislative and regulatory proposals aimed at changing the healthcare system. For
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example, in some countries other than the United States, pricing of prescription drugs and medical devices is
subject to government control, and we expect proposals to implement similar controls in the United States to
continue. The pendency or approval of such proposals could result in a decrease in our common stock price or
limit our ability to raise capital or to enter into collaborations or license rights to our products.

Federal law may increase the pressure to reduce prices of pharmaceutical products paid for by Medicare,
which could adversely affect our revenues, if any.

The Medicare Prescription Drug, Improvement, and Modernization Act of 2003, or MMA, expanded
Medicare coverage for drug purchases by the elderly and disabled beginning in 2006. Under the MMA, private
insurance plans subsidized by the government offer prescription drug coverage to Medicare beneficiaries who
elect to enroll in their plans. Although almost all prescription drugs are potentially available to plan enrollees, the
plans are allowed to use formularies, preferred drug lists and similar mechanisms to favor selected drugs and
limit access to other drugs except in certain circumstances. The price of a drug as negotiated between the
manufacturer and a plan is a factor that the plan can consider in determining its availability to enrollees.

As aresult, we expect that there will be increased pressure to reduce prices for drugs to obtain favorable
status for them under the plans offering prescription drug coverage to Medicare beneficiaries. This pressure could
decrease the coverage and price that we receive for our products in the future and could seriously harm our
business. It is possible that our products, if successfully developed, could be particularly subject to price
reduction initiatives because they are based on combinations of lower priced existing drugs.

In addition, some members of Congress advocate that the federal government should negotiate directly with
manufacturers for lower prices for drugs in the Medicare program, rather than rely on private plans. If the law
were changed to allow or require such direct negotiation, there could be additional reductions in the coverage of
and prices that we receive for our products.

Federal laws or regulations on drug importation could make lower cost versions of our future products
available, which could adversely affect our revenues, if any.

The prices of some drugs are lower in other countries than in the United States because of government regulation
and market conditions. Under current law, importation of drugs into the United States is generally not permitted unless
the drugs are approved in the United States and the entity that holds that approval consents to the importation. Various
proposals have been advanced to permit the importation of drugs from other countries to provide lower cost
alternatives to the products available in the United States. In addition, the MMA requires the Secretary of Health and
Human Services to promulgate regulations for drug reimportation from Canada into the United States under some
circumstances, including when the drugs are sold at a lower price than in the United States.

If the laws or regulations are changed to permit the importation of drugs into the United States in
circumstances not now permitted, such a change could have an adverse effect on our business by making
available lower p