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PART I
Special Note Regarding Forward-Looking Statements

This Annual Report on Form 10-K, or this Annual Report, contains forward-looking statements that is, statements
related to future, not past, events as defined in Section 21E of the Securities Exchange Act of 1934, as amended, or the
Exchange Act, that reflect our current expectations regarding our future growth, results of operations, financial
condition, cash flows, performance and business prospects, and opportunities, as well as assumptions made by, and
information currently available to, our management. Forward-looking statements include any statement that does not
directly relate to a current or historical fact. The Company has tried to identify forward-looking statements by using
words such as believe, may, could, will, estimate, continue, anticipate, intend, seek, plan, ex
Among the factors that could cause actual results to differ materially from those indicated in the forward-looking
statements are risks and uncertainties inherent in our business including, without limitation: we have incurred
significant losses since our inception resulting in an accumulated deficit of $66.2 million as of December 31, 2013,
and we expect to incur substantial losses for the foreseeable future and may never achieve or maintain profitability; we
have not generated any revenue from, or received regulatory approval for, any of our product candidates; we are a
development stage company and will require additional capital, including prior to completing Phase 3 development of,
filing for regulatory approval for, or commercializing, FX006 or any of our other product candidates; we have never
conducted a pivotal clinical trial for FX006 or any of our other product candidates and may be unable to successfully
complete the development of, obtain regulatory approval for, or commercialize any of our product candidates; we rely
on third parties to manufacture and conduct the clinical trials of our product candidates, which could delay or limit
their future development or regulatory approval; we currently do not have the infrastructure to commercialize any of
our product candidates if such products receive regulatory approval; we may be unable to adequately maintain and
protect our proprietary intellectual property assets, which could impair our commercial opportunities; and other risks
detailed below in Item 1A. Risk Factors.

Although we believe that the expectations reflected in our forward-looking statements are reasonable, we cannot
guarantee future results, events, levels of activity, performance or achievement. We undertake no obligation to
publicly update or revise any forward-looking statements, whether as a result of new information, future events or
otherwise, unless required by law.
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Item 1. Business
Overview

We are a specialty pharmaceutical company focused on the development and commercialization of novel, injectable
pain therapies. We are targeting anti-inflammatory and analgesic therapies for the treatment of patients with
musculoskeletal conditions, beginning with osteoarthritis, a type of degenerative arthritis, referred to as OA and
post-operative pain. Our broad and diversified portfolio of product candidates addresses the OA pain treatment
spectrum, from moderate to severe pain, and provides us with multiple opportunities to achieve our goal of
commercializing novel, patient-focused pain therapies.

Our lead product candidate, FX006, is a first-in-class injectable, sustained-release, intra-articular, meaning in the joint,
or IA, steroid treatment for patients with moderate to severe OA pain. FX006 was specifically designed to address the
limitations of current IA therapies by providing long-lasting, local analgesia while avoiding systemic side effects,
which are effects that occur throughout the body as a result of drug that is released from the site of injection into
circulating blood. In a completed Phase 2b dose-ranging clinical trial, FX006 has demonstrated clinically meaningful
and significantly better pain relief compared to the current injectable standard of care. Before pursuing Phase 3
clinical development, we expect to initiate a confirmatory Phase 2b clinical trial in the second quarter of 2014 to
further identify a safe and well-tolerated dose of FX006 that demonstrates superior pain relief to placebo. We are also
currently conducting a synovial fluid pharmacokinetic clinical trial to measure the duration that FX006 remains in the
joint, which will inform us on the dosing regimen for a planned repeat dose safety clinical trial to assess when repeat
dosing of FX006 can be safely administered.

We believe that FX006 has the potential to be a superior front line injectable treatment for OA pain management
compared to existing therapies by providing safe, more effective and sustained pain relief to patients. We believe the
following attributes make FX006 an attractive development candidate:

A first-in-class injectable, IA, sustained-release treatment for patients with moderate to severe OA pain that
has demonstrated in clinical trials to date:

- clinically meaningful and significantly better pain relief.

- persistent therapeutic concentrations of drug in the joint and durable efficacy.

- an attractive safety profile with limited systemic exposures and the potential for fewer side effects.

Amongst the largest analgesic effects seen in OA clinical trials.

Strong proprietary position through a combination of patents, trade secrets and proprietary know-how, as well
as eligibility for marketing exclusivity.
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Well-defined 505(b)(2) regulatory pathway seeking approval of the already approved immediate-release
steroid used by orthopedists and rheumatologists.

Potential for pharmacoeconomic benefits due to superior efficacy and durability and the potential to delay
costly and invasive total joint replacement, also referred to as total joint arthroplasty, or TJA.
Our other product candidates include FX007 for post-operative pain and FX005 for the treatment of end-stage OA
patients. FX007 is a locally administered TrkA receptor antagonist that is designed to provide persistent relief of
post-operative pain, including in patients who have undergone TJA. We plan to initiate a Phase 2a proof of concept, or
PoC, clinical trial, for FX007, in the second half of 2014. FX005 is a
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sustained-release p38 MAP, or mitogen-activated protein, kinase inhibitor which has both analgesic and
anti-inflammatory effects. FX005 successfully completed a Phase 2a PoC clinical trial demonstrating significant pain
relief and function improvement. We will continue to evaluate further development of FX005 taking into
consideration, among other factors, our available capital resources.

We have worldwide commercialization rights to all of our therapeutic candidates. We intend to market our products in
the United States through our own sales force targeting specialty physicians, including orthopedists and
rheumatologists. Outside of the United States, we are exploring selective partnerships with third parties for the
development and commercialization of our product candidates. Each of our product candidates and our poly
lactic-co-glycolic acid, referred to as PLGA, formulation technology is protected through a combination of patents,
trade secrets and proprietary know-how, and we intend to seek marketing exclusivity for any approved products.

OA is a type of degenerative arthritis that is caused by the progressive breakdown and eventual loss of cartilage in
one or more joints. Arthritis is the most common cause of disability in the United States and OA is the most common
joint disease, affecting 27 million Americans, with numbers expected to grow as a result of aging, obesity and sports
injuries. Recent data suggest that OA accounts for over $185 billion of annual healthcare expenditures in the United
States, which does not include loss of productivity costs. We estimate that by 2030, 45 million people will have OA.
OA commonly affects large weight-bearing joints like the knees and hips, but also occurs in the shoulders, hands, feet
and spine. Patients with OA suffer from joint pain, tenderness, stiffness and limited movement. As the disease
progresses, it becomes increasingly painful and debilitating, culminating, in many cases, in the need for TJA.

Current therapies for OA are suboptimal, and, because there is no cure for the disease, controlling pain and delaying
surgery are the primary goals for treatment regimens. Oral drugs, such as non-steroidal anti-inflammatory drugs, or
NSAIDs, including COX II inhibitors and Cymbalta, as well as topical NSAIDs, are used to treat early-stage OA pain
but have limited effect on pain and, given the amount and frequency of use in OA patients, are associated with serious
side effects. For example, NSAIDs have shown increased risk of serious cardiovascular (CV) thrombotic events,
myocardial infarction, and stroke. Furthermore, this class of drugs can cause serious gastrointestinal (GI) adverse
events including bleeding, ulceration, and perforation of the stomach or intestines. These serious side effects are
particularly worrisome because OA patients often have co-existing medical conditions, including diabetes and
hypertension. For patients with moderate to severe OA pain, IA medicines, such as immediate-release steroids and
hyaluronic acid, or HA, injected into the joint, are generally considered safe, but leave the joint rapidly and fail to
produce or maintain meaningful pain relief. For patients who progress to end-stage OA, physicians prescribe opioids,
which in addition to the risk of addiction, have numerous systemic side effects, such as respiratory depression,
hypotension and constipation, and cause a higher incidence of falls and fractures in older OA patients. As a result of
these suboptimal therapies, many OA patients experience persistent and worsening pain, which ultimately for many
patients results in the decision for TJA, a painful and expensive procedure. Further, because the initial joint
replacement wears out over time, the younger the patient is at the time of the joint replacement, the more likely it is
that they will require repeat surgery in their lifetime.

According to IMS Health, each year approximately ten million patients in the United States receive IA steroid
injection treatments in the knee, hip, shoulder, hand and foot. Our clinical trials to date have treated patients with knee
OA, which represents the most common joint treated with IA therapies for OA. In 2012, the number of patients that
received knee injections of IA steroids increased approximately 12% to three million patients. We estimate that an
additional 1.3 million patients received knee injections of IA HA, which the U.S. Food and Drug Administration, or
FDA, has approved for use only in the knee. Sales of HA in the United States grew over 6% to approximately $690
million in 2012, 93% of which were related to knee therapy. Worldwide, HA sales are approaching $2 billion.
However, recent negative guidance from specialty societies (e.g. the American Academy of Orthopedic Surgeons
(AAOS), and the Osteoarthritis Research Society International (OARSI) may begin to put downward pressure on HA
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sales. Our projections indicate that by 2030 approximately 23.5 million of the 45 million OA patients will have knee
OA.
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Our Strategy

Our goal is to cost-effectively develop and commercialize novel therapies that will provide safe and substantial
analgesia, or pain relief. Initially, we intend to develop a diverse portfolio of product candidates for the treatment of
OA and post-operative pain where we believe there are significant unmet needs. The principal elements of our strategy
to accomplish this goal are the following:

Focus on novel product candidates that provide long-lasting analgesia locally while avoiding systemic side
effects. We intend to develop anti-inflammatory and analgesic therapies for the treatment of patients with
musculoskeletal conditions, beginning with OA and post-operative pain. Many OA patients will eventually
require IA injection therapies to control their pain as the disease progresses. While the benefits of HA
injections generally last for a longer period of time than steroid injections, they are only marginally more
effective than placebo. As a result, we believe there is a significant unmet medical need for persistent,
effective and safe OA pain relief that can be addressed by IA sustained-release injection therapies. We have
therefore formulated our IA product candidates, FX006 and FX005, with the goal of achieving effective drug
concentrations in the joint for months, while avoiding significant plasma concentrations of drug that have
been linked to systemic side effects. FX007 is being developed to treat post-operative pain. FX007 s low
solubility characteristics should allow it to remain in the tissues for a sufficient period of time to effectively
treat patients experiencing post-operative pain.

Mitigate development risk and expedite regulatory timeline to product approval. We seek to mitigate
development risk by selecting product candidates with validated mechanisms of action. Each of our product
candidates also utilizes a unique mechanism of action for achieving analgesia and/or anti-inflammatory
effects, which diversifies development risk across multiple targets. In addition, for FX006 and FX005, our
sustained-release technology employs PLGA delivery systems, which are already used in approved
sustained-release drug products outside of OA and in approved surgical devices. Because FX006 incorporates
an already approved steroid in PLGA, we believe it qualifies for 505(b)(2) status under the Federal Food,
Drug and Cosmetic Act, or FDCA, which can be an expeditious, cost-effective means to seek product
approval, as well as potentially to expand indications for this product candidate. Section 505(b)(2) of the
FDCA enables the applicant to rely, in part, on published literature or the FDA s findings of safety and
efficacy for an existing product in support of its application.

Target multiple points in the OA pain treatment spectrum. To maximize the likelihood of bringing products
to market successfully, our product candidates target different elements of the OA treatment continuum.
FXO006 is targeted for front line IA therapy in patients with moderate to severe OA pain, FX005 is targeted for
patients who progress to end-stage disease and FX007 is targeted for patients with post-operative pain,
including those undergoing TJAs.

Retain commercial rights in the United States and selectively partner outside of the United States. Because
IA therapies in the United States are administered by a relatively small number of specialists, particularly
orthopedists and rheumatologists, we believe that we can cost-effectively commercialize our product
candidates, if approved, with our own specialty sales and marketing organization in the United States, and
thereby retain more of the commercial value of these product candidates. In prior years, Genzyme Corp.,
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which has been acquired by Sanofi, supported sales of Synvisc utilizing a sales force of approximately 100
representatives. We believe we can establish an effective U.S. commercial organization with our own
specialty sales force of approximately 60 to 100 representatives that target orthopedists and rheumatologists.
Outside of the United States, we are exploring selective partnerships with third parties for the development
and commercialization of our product candidates.
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Osteoarthritis
Overview

OA, also referred to as degenerative joint disease, is the most common joint disease in the United States, affecting
27 million Americans, with numbers expected to grow as a result of aging, obesity and sports injuries.

With the U.S. population between the ages of 45 and 64 having grown 31.5% from 2000 through 2010 and
accounting for 26.4% of the total population, we expect changing demographics will likely contribute to a
growing number of OA patients.

Approximately 35.0% of U.S. adults are obese, which increases the risk of developing OA.

Knee injury is common, particularly amongst young athletes, and increases the risk of developing OA by
more than fivefold.
As an example, one in two Americans is expected to develop symptomatic knee OA, the most common form of OA,
during their lifetime, according to the U.S. Centers for Disease Control and Prevention. Recent research estimates that
the average age of physician-diagnosed knee OA has fallen by 16 years, from age 72 in the 1990s to age 56 in the
2010s. According to the same research, Americans between the ages of 35 and 84 in the early 2010s will account for
approximately 6.5 million new cases of knee OA over the next decade.

There is no cure for OA. As a result, current treatments are intended to address symptoms, in particular relief of pain
and improvement in functional status, and to delay TJA. The therapeutic regimen for OA becomes increasingly

invasive with progression of the disease, culminating, in many cases, in TJA. In addition, because patients are being
diagnosed with OA earlier in their lives, many patients will require repeat TJAs.

Current Treatments for OA

Early-Stage OA Treatments. In early disease, treatment begins with non-pharmacologic therapy including exercise,
weight control and physical therapy. As the disease progresses, physicians prescribe
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pharmacologic therapy, beginning with acetaminophen and progressing to oral NSAIDs, including COX II inhibitors,
topical NSAIDs or Cymbalta. Available oral therapies have serious side effects. For example, Cymbalta may have a
role in worsening depression and the emergence of suicidality in certain patients. In addition to their serious side
effects, oral drugs provide limited pain relief and eventually become insufficient to control OA pain for many patients
as the disease progresses.

IA Injection Treatments. When non-pharmacologic therapy and oral pain medications prove inadequate, physicians
typically transition patients to IA injections. Steroids are first line IA therapy and when steroid therapy does not
provide sufficiently durable pain relief, patients may progress to IA HA, a significantly more expensive, but currently
reimbursable, therapy with only marginally greater effect than placebo. Triamcinolone acetonide, or TCA, the steroid
used in FX006, is amongst the most commonly prescribed IA steroid injections. In 2012, the number of patients that
received injections in the knee, the most commonly injected OA joint, of steroids increased approximately 12.0% to
3 million patients. Sales of HA in the United States grew over 6.0% in 2012. We estimate that approximately

1.3 million patients received knee injections of HA in 2012. Sales of HA in the United States in 2012 were over $690
million, with a cost to the patient per treatment ranging from $500 to $1,000. Worldwide, HA sales were approaching
$2 billion as of 2012.

End-Stage Treatments. When patients progress to the point where IA injection therapies fail to adequately control
OA pain, physicians may prescribe opioids as a medicine of last resort.

TJA and Post-Operative Pain Treatments. Due to severe pain that can no longer be controlled therapeutically, many
patients opt to have TJA, which is costly and painful. One of the most prevalent TJA procedures in the United States
is total knee arthroplasty. Compared to existing drug therapy, total knee arthroplasty is very expensive, costing
between $25,000 and $35,000 on average, and as many as 20.0% of patients are dissatisfied with the outcome of this
procedure. The earlier a patient receives TJA, the more likely the patient may need repeat replacement surgery in
following years. In 2009, inpatient costs exceeded $9 billion per year in the United States for total knee arthroplasty
alone and based on some estimates the number of total knee arthroplasties is expected to increase sixfold between
2011 and 2030. Our own market research has indicated that healthcare payors would be willing to reimburse
additional OA therapies that have the potential to delay the need for TJA.

Limitations of Current Treatments for OA

Current therapies for OA are suboptimal. Oral drugs, such as NSAIDs, while they may offer adequate analgesia for
early-stage OA pain, are associated with serious side effects such as gastrointestinal bleeding and cardiovascular
events, and, importantly, are eventually ineffective at managing OA pain as the disease progresses.

IA therapies, including steroids and HA preparations, are generally well-tolerated but provide pain relief that is
insufficient or inadequate in duration. All IA therapies approved for OA are immediate-release suspensions or
solutions that leave the joint within hours to days and are absorbed systemically, which may result in undesirable side
effects. For example, A immediate-release steroid injections are associated with elevation of blood glucose in
diabetics, which can be of clinical concern. As a result of leaving the joint quickly, while IA steroids demonstrate
large initial analgesic effects relative to other therapies, pain relief typically wanes after several weeks. In addition,
current standards of care dictate that IA steroid suspensions not be administered more frequently than once every three
months. Based on internal analysis, we believe approximately 44.0% of patients receiving IA immediate-release
steroids are unsatisfied with the duration of benefit.

Despite U.S. sales of over $690 million in 2012, TA HA therapies, which are approved only for treatment in the knee,
produce only marginally more effective pain relief than placebo and may have no
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discernible effect on a patient s ability to carry out their daily activities. In treatment guidelines for knee OA published
in May 2013, the AAOS concluded that current published studies do not show any clinically effective response for

HA injections. As a result, the guidelines do not recommend HA treatment for symptomatic knee OA and, most
recently, certain insurance carriers are no longer providing policy coverage on HA.

For patients with advanced disease, opioids are the medicine of last resort. Opioids, however, are associated with
significant side effects, particularly when administered chronically. These side effects include serious dependency and
abuse potential, respiratory depression and cardiac events and, increasingly, deaths from unintentional overdose.

For patients undergoing surgery, control of post-operative pain is an important priority. Numerous post-operative pain
treatments exist, including local injection of existing drugs at the time of surgical wound closure, opioids, intravenous
acetaminophen and NSAIDs and femoral nerve blocks but these all have limitations in terms of inadequate magnitude
and duration of pain relief, troublesome side-effects, such as increased risk of CV and GI events, or functional
impairment.

In sum, current therapies, for OA pain are inadequate and do not address the desire among physicians and healthcare
payors to manage pain for longer periods of time, which can delay TJA. In addition, existing pain therapies provide
suboptimal post-operative pain relief. As such, we believe there is a significant commercial opportunity for (i) a front
line IA therapy that is well-tolerated and can deliver significant and durable analgesia to patients with moderate to
severe pain, (ii) a novel and potent analgesic IA therapy that can provide safe and effective pain relief for end-stage
OA patients prior to TJA, and (iii) a novel therapy that safely provides persistent post-operative pain relief.

The Flexion Portfolio

Our product candidates are designed to deliver established anti-inflammatory and analgesic effects directly to the site
of disease, optimizing sustained local drug concentration to achieve a durable and clinically meaningful response.
These product candidates are also designed to limit systemic exposure to the drugs and minimize systemic toxicities, a
major concern in the many OA patients with comorbidities, which are co-existing medical conditions. We believe that
our portfolio of product candidates has the potential to offer safe, durable pain relief and functional improvement for
patients across the pain treatment spectrum. Moreover, by more effectively controlling and reducing pain over longer
periods of time, our therapies, notably FX006, may result in delaying costly TJA procedures in OA patients.

Our sustained-release technology allows us to incorporate pharmaceuticals in PLGA microspheres for administration
of FX006 and FX005. PLGA is a proven sustained-release delivery vehicle that is metabolized to carbon dioxide and
water as it releases drug in the IA space and has been used in approved drug products and surgical devices. The
technology is designed to enable novel formulations of pharmaceuticals by providing controlled, sustained release of
drugs over time and the physical properties of the polymer-drug matrix can be varied to achieve specified drug loads
and release rates. Key to the success of our IA therapies is the ability to maintain persistent therapeutic concentrations
of drug in the joint, while minimizing systemic exposure. We believe we are the first company to administer PLGA
microspheres into a human joint, and preclinical and clinical data suggest that FX006, as well as FX005, may provide
local therapeutic concentrations that could last for at least three months and result in very low systemic concentrations
of drug. The Phase 2a clinical trial of FX006 provides direct evidence that following a single injection, therapeutic
concentrations of TCA are maintained locally (in the joint) for at least six weeks, while very low concentrations of
TCA enter systemic circulation. Furthermore, clinical data from the completed Phase 2b dose-ranging clinical trial of
FX006 and the Phase 2a clinical trial of FX005 suggest that following a single injection, both drug candidates can
provide local pain relief and functional improvement for 12 weeks while producing very low systemic concentrations
and attractive systemic

Table of Contents 16



Table of Contents

Edgar Filing: Flexion Therapeutics Inc - Form 10-K

17



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

Table of Conten

safety profiles. Together these data suggest that the local delivery of drug from PLGA microspheres as demonstrated
by FX006 and FX005 have the potential to sustain prolonged, local therapeutic effects while reducing the potential for
systemic side effects.

Our portfolio currently consists of three product candidates which address the OA treatment spectrum:

FXO006 is an intra-articular, sustained-release TCA that was specifically designed to address the limitations of
current IA therapies by providing long lasting, local analgesia while avoiding systemic side effects. In a
completed Phase 2b dose-ranging clinical trial, FX006 demonstrated clinically meaningful and significantly
better pain relief compared to the current standard of care and was very well-tolerated.

FXO007 is a preclinical, small-molecule TrkA receptor antagonist designed to address post-operative pain. We
plan to initiate a Phase 2a clinical PoC study for FX007 in the second half of 2014.

FXO005 is a sustained-release p38 MAP, or mitogen-activated protein, kinase inhibitor that has both analgesic
and anti-inflammatory properties. In a Phase 2a PoC clinical trial FX005 demonstrated significant effects on
both pain relief and functional improvement and was very well-tolerated. We believe FX005 may prove to be
an effective therapy for OA patients with end-stage disease.
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The following chart illustrates the current status of development of our product candidates, for which we have
worldwide commercialization rights:

We believe our product candidates and technology will be protected primarily through a combination of patents, trade
secrets and proprietary know-how, and we intend to seek marketing exclusivity for any approved products. We have
filed a composition of matter, method of manufacture and method of use patent application for FX006, which, if
issued as a patent, would have patent terms until 2031. Further, considerable expertise and effort was required to carry
out the large body of original work underlying the formulation of FX006, including experimenting with, and
observing the effects of, over 50 steroid and PLGA formulations. We believe our extensive know-how and trade
secrets relating to the manufacturing process for FX006, including those that relate to precise pharmaceutical release
profiles, represent a competitive advantage.

FX006 Front Line IA Therapy for Patients with Moderate to Severe OA Pain
Overview

FXO006 is a steroid, TCA, formulated for sustained-release, delivered via IA injection and designed to treat moderate
to severe OA pain. FX006 combines commonly administered TCA with PLGA, the cornerstone of our injectable
IA sustained-release technology.

To date, two clinical trials have been conducted to test FX006 against immediate-release TCA injection. A total of
252 patients were enrolled in these two clinical trials, of which 196 patients received FX006 and 56 patients received
immediate-release TCA. In a completed Phase 2b dose-ranging clinical trial of patients with knee OA, FX006
demonstrated clinically meaningful and significant improvements in pain relief and functional status relative to a
commercially available 40 mg immediate-release TCA. Data from this completed 12-week Phase 2b dose-ranging
clinical trial show that FX006 has a well-tolerated systemic safety profile that is indistinguishable from the standard of
care immediate-release steroid. Further, the local safety profile for FX006 in the completed 12-week Phase 2b
dose-ranging clinical trial was attractive and comparable to that seen with the same dose of immediate-release steroid
comparator.

Our clinical data suggest that, due to sustained-release, peak steroid concentrations in the joint with FX006 are orders
of magnitude lower than those produced by currently available steroid suspensions. A pharmacodynamic study in
patients has demonstrated that FX006 avoids the marked suppression of the hypothalamic-pituitary-adrenal, or HPA,
axis (which determines the body s ability to make its own naturally occurring steroids) seen with commercially
available steroid suspensions. The immediate-release TCA 40mg
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dose produced maximal plasma concentrations (peak plasma concentrations measured over the given sampling period)
that were 30-fold higher than 40mg of FX006. Preclinical data demonstrate not only that FX006 is well-tolerated, but
in an inflammatory arthritis rat model, it has the potential to prevent joint damage and do so more effectively than
immediate-release steroids. We are currently conducting a synovial fluid pharmacokinetic clinical trial to measure the
duration of exposure to TCA from FX006 in the joint. A confirmatory Phase 2b clinical trial of FX006 is expected to
begin in the second quarter of 2014 and a planned repeat dose safety clinical trial of FX006 is expected to begin in the
second half of 2014.

FX006 Development Program

Study FX006-2011-001. 1In June 2013, we completed a Phase 2b dose-ranging clinical trial in 228 patients with knee
OA assessing the safety, tolerability and efficacy of FX006. The clinical trial was conducted at a total of 22 sites in
Australia, Canada and the United States. The objective of the study was to identify a safe and well-tolerated dose of
FX006 that demonstrates superiority to immediate-release TCA and to provide an assessment of the magnitude and
duration of pain relief, while differentiating it from current front line IA therapy.

229 patients were randomized and 228 patients were treated with a single IA injection of 10, 40, or 60 mg of FX006
or 40 mg of immediate-release TCA, the labeled dose and current standard of care. Each patient was evaluated for a
total of 12 weeks. The primary outcome measure was the weekly mean of the average daily pain intensity score as
assessed using an 11-point numerical rating scale, with zero being no pain and 10 being pain as bad as you can
imagine. The primary efficacy endpoint was the change from baseline to each of weeks 8, 10 and 12 for that primary
outcome measure. Secondary endpoints included change from baseline in the primary outcome measure for each week
not addressed in the primary endpoint, time to onset of analgesia, responder status, pain, stiffness and function
measured using the Western Ontario and McMaster Universities Osteoarthritis Index, known in the industry as
WOMAC, patient global impression of change, or PGIC, clinical global impression of change, or CGIC, and rescue
medication consumption.

The responder status endpoint was based upon three responder analyses:

the proportion of patients meeting the OMERACT-OARSI (Outcome Measures in Rheumatoid Arthritis
clinical trials-Osteoarthritis Research Society International) responder criteria which uses a combination of
pain, function and patient assessment to derive a composite endpoint,

the proportion of patients achieving a greater than 30% improvement from baseline in the primary outcome
measure, and

the proportion of patients achieving a greater than 20% improvement from baseline in the primary outcome
measure.
The rescue medication consumption endpoint was based upon the mean number of rescue medication tablets (i.e.
acetaminophen) used per week to provide additional pain relief.

The WOMAC Osteoarthritis Index is an osteoarthritis-specific questionnaire completed by the patient that consists of
24 questions covering the areas of pain, stiffness and physical function.
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PGIC is a single item questionnaire that uses a 7-point scale (1= very much improved; 7= very much worse) to
measure the patient s impression of change regarding his or her overall status.

CGIC is a single item questionnaire that uses a 7-point scale (1= very much improved; 7= very much worse) to
measure the physician s impression of change regarding a patient s overall status.

10
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The clinical trial design of our completed Phase 2b dose-ranging clinical trial for FX006 is outlined as follows:

Treatment arms were well-balanced with respect to demographic and baseline characteristics, with a mean baseline
average daily pain score of 6.4 to 6.6. With respect to the primary outcome measure, the FX006 40 mg dose was
significantly better than immediate-release TCA at improving pain relief beginning at Week 5 and continuing to Week

10 (p<0.05 at each time point) (see Figure 1). The FX006 40 mg dose also demonstrated significant improvement
compared to immediate-release TCA in the average change from baseline in the primary outcome measure across

Weeks 1 to 12 (p=0.0382) (see Figure 1) and in key secondary outcomes including pain, stiffness, function, PGIC,

CGIC and responder status at Week 8 (p<0.05). The 10 mg dose of FX006 produced effects in the primary outcome
measure that were consistently improved relative to immediate-release TCA but of lessor magnitude than those

produced by the 40 mg dose. In clinical trials, the p-value is the probability that the result was obtained by chance. For
example, a p-value of 0.10 would indicate that there is a 10% likelihood that the observed results could have happened
at random. By convention, a p-value that is less than 0.05 is considered statistically significant.

The performance of the 60 mg dose in the primary outcome measure and secondary outcome measure did not
represent a material improvement relative to the 40 mg dose, and following Week 6 the 60 mg dose was numerically
inferior to the 40 mg dose (see Figure 2). Based on subsequent investigation, we believe that the inferior pain relief
achieved by the 60 mg dose compared to lower doses of FX006 after week 6 was the result of the increased
concentration of PLGA microspheres in the 60 mg dose. Following injection, we expect this resulted in aggregates, a
more acidic microenvironment and accelerated degradation of microspheres, causing premature release of TCA. In
this exploratory dose-ranging study, the statistical analysis assumed that the magnitude of pain relief would increase
with dose. This was not the case and, for that reason, the primary endpoint was not achieved.

11
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Figure 1: Weekly Mean of Average Daily Pain Intensity Scores

# indicates p<0.1 for comparison of FX006 40 mg compared with immediate-release TCA; * indicates p<0.05; **
indicates p<0.01

Figure 2: Weekly Mean of Average Daily Pain Intensity Scores

All treatments were well-tolerated and there were no drug-related serious adverse events (see Figure 3). Adverse
events, or AEs, were generally mild to moderate and unrelated to study drug. Local knee-related AEs, laboratory
assessments, electrocardiograms and vital signs were unremarkable and similar across all treatments.

12
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Figure 3: FX006 Phase 2b Summary of Adverse Events

FX006 10 mg FX006 40 mg FX006 60 mg TCA IR 40 mg

N=58 N=59 N=60 N=51
n (%) n (%) n (%) n (%)
Number of Patients with at
Least 1 TEAE 27 (46.6) 33 (55.9) 34 (56.7) 28 (54.9)
Number of Patients with at
Least 1 Serious TEAE 0 2 (3.4)* 1 (1.7 0
Number of Patients with at 1(1.7) 0 0 0
Least 1 TEAE Leading to
Study Withdrawl
Number of Patients with
TEAEs by Maximum Severity
Mild
17 (29.3)
Moderate 9 (15.5) 20 (33.9) 19 (31.7) 14 (27.5)
13 (22.0) 15 (25.0) 12 (23.5)

Severe 1(1.7) 0 0 2(3.9)
Number of Patients with 17 (29.3) 24 (40.7) 22 (36.7) 15 (29.4)
TEAEs by Maximum 4 (7.8)
Relationship 3(5.2) 4 (6.8) 5(8.3)

3(5.9)
Not Related 3(5.2) 2(3.4) 4(6.7)

5(09.8)
Unlikely 2(3.4) 3(5.1) 2(3.3)

1(2.0)
Possibly Related 2(3.4) 0 1(1.7)

9(17.6)
Probably Related 7(12.1) 5(8.5) 7(11.7)
Definitely Related
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Possibly, Probably, or
Definitely Related

TEAE = Treatment Emergent Adverse Event
*Coronary artery disease and stroke both judged to be not related to drug treatment

#Axillary abscess judged to be not related to drug treatment
Study FX006-2011-002. In December 2012, we completed a multi-center, randomized, double-blind, Phase 2a
clinical trial in 24 patients with OA, which was conducted to characterize systemic pharmacokinetic profiles and
pharmacodynamic effects on the HPA axis of FX006 relative to 40 mg immediate-release TCA. This study also
explored the local drug concentrations of FX006 in the synovial fluid of the joint.

Twenty-four patients were randomized to single IA injections of 10, 40, or 60 mg of FX006 or 40 mg of
immediate-release TCA. Each patient was evaluated for a total of six weeks after treatment. Safety was evaluated and
specimens were collected for plasma drug concentration and cortisol (the body s naturally occurring steroid)
measurements during one 48-hour in-patient period (day 1-2), two 24-hour in-patient periods (days 14-15 and 42-43)
and seven out-patient visits (days 3, 4, 5, 8, 22, 29 and 36). Synovial fluid was also collected via aspiration on day 1
just prior to study treatment administration and again on day 43, when possible.

FX006 produced systemic exposures and maximal plasma concentrations that increased in a dose proportional
manner. The immediate-release TCA 40 mg dose produced maximal plasma concentrations (peak plasma
concentrations measured over the given sampling period) that were 30-fold higher than 40 mg of FX006 (see

Figure 4). Direct measures of synovial fluid (fluid found in the cavity of a synovial joint, in this case the knee)
concentrations on day 43 demonstrated mean synovial fluid concentration of TCA for 10, 40, and 60 mg of FX006
that were above the projected therapeutic concentration of 4 ng/mL. For 40 mg of FX006, this was 82.7 ng/ml which
contrasts with 40 mg of immediate-release TCA which produced a mean synovial fluid concentration of TCA that was
at the lower limit of quantitation, or less than 0.05 ng/mL (see Figure 5). These data are consistent with the production
of low acute systemic exposures following IA injection of 10, 40, and 60 mg of FX006 as compared to 40 mg of
immediate-release TCA and the maintenance therapeutic synovial concentrations of TCA at and beyond day 43
following IA injection of 10, 40, and 60 mg of FX006 as compared to 40 mg of immediate-release TCA.

13
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Figure 4. Plasma TCA Concentrations over Time Figure 5. Synovial Fluid Concentrations at Day 43

The higher concentrations of TCA in synovial fluid produced by FX006 at day 43 are consistent with our belief that
FX006 will prolong local therapeutic effects relative to immediate-release TCA. Further, we believe the lower plasma
concentrations produced by FX006 on days 1-3 following injection have the potential to reduce systemic side effects
(adverse effects that occur throughout the body as opposed to at a certain location) associated with immediate-release
TCA treatments. Further, the pharmacodynamic effects of immediate-release TCA and FX006 IA injections can be
described in terms of alterations in the HPA axis, as measured by suppression of circulating serum cortisol (a steroid
hormone naturally produced by the body that plays a central role in blood sugar metabolism and in the body s response
to stress). During the first three days following injection, the immediate-release TCA 40 mg dose reduced serum
cortisol by almost 90%, a level that could cause an increased risk of adverse events. In contrast, the FX006 40 mg
dose produced approximately a 40% reduction in serum cortisol, a magnitude that is typically not associated with
adverse systemic effects. FX006 doses of 10 and 60 mg had proportionately less and more effect, respectively, on
serum cortisol relative to the FX006 40 mg dose.

Other On-Going and Planned Studies

We plan to initiate a confirmatory Phase 2b clinical trial in the second quarter of 2014 to further identify a safe and
well-tolerated dose of FX006 that demonstrates superior pain relief compared to placebo. The confirmatory Phase 2b
clinical trial will be a multi-center, randomized, double-blind study in approximately 300 patients with OA of the knee
and will assess the safety, tolerability and efficacy of certain doses of FX006. Patients will be randomized and treated
with a single injection of FX006 (multiple doses will be tested) or placebo and will be evaluated for up to 20 weeks.
The primary outcome measure will be the weekly mean of the average daily pain intensity score as assessed using an
11-point numerical rating scale. Secondary endpoints will include WOMAC, PGIC, CGIC, and responder status.

We initiated a Phase 2a clinical trial of synovial fluid pharmacokinetics in November 2013 to establish duration of
exposure to TCA from FX006 in the joint. The clinical trial is a multi-center, open-label study in up to 50 patients
with OA of the knee. Patients are being assigned sequentially to one of five groups to receive a single IA injection of
either 10 or 40 mg of FX006 or 40 mg of TCA IR. Synovial fluid will be collected via aspiration on day 1 just prior to
study treatment administration, and again at weeks 12, 16 or 20 depending on the group assignment. Data from this
trial will inform us on the dosing regimen for our planned repeat dose safety clinical trial that will assess when repeat
dosing of FX006 can be safely administered.

FX006 Regulatory Strategy

We expect to conduct an end of Phase 2 meeting with the FDA following completion of our planned confirmatory
Phase 2b clinical trial to discuss and gain agreement on a Phase 3 development plan and the requirements to support a
New Drug Application, or NDA, for FX006 under Section 505(b)(2) of the FDCA.

14
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FX007 For Post-Operative Pain
Overview

FX007 is a small molecule TrkA receptor antagonist that is in development for the persistent relief of post-operative
pain. TrkA is the receptor for nerve growth factor, commonly known as NGF, a small peptide that is released
following tissue injury. NGF binds to TrkA on the surface of pain sensing neurons and renders these cells more
responsive to external stimuli. In recent clinical trials of Pfizer s monoclonal antibody, tanezumab, systemic blockade
of NGF demonstrated marked analgesia in a variety of painful conditions. Additionally, human genetic studies
demonstrated that patients with a mutation in the TrkA gene have congenital insensitivity to pain. These data indicate
that interruption of the NGF-TrkA pathway produces a profound analgesic effect, and in preclinical pharmacology
experiments, FX007 has demonstrated both high affinity for the TrkA receptor and analgesic effects in OA and
post-operative pain. However, systemic and persistent blockade of NGF has been associated with rapidly progressive
OA requiring TJA. FX007 is being developed for acute, local administration, which has the potential to avoid side
effects associated with chronic systemic use.

Post-operative pain is usually most severe in the first few days following the completion of a surgical procedure and is
a response to tissue damage during surgery which stimulates peripheral nerves that signal the brain to produce a
sensory and physiological response. Numerous studies reveal that the incidence and severity of post-operative pain is
primarily determined by the type of surgery, duration of surgery and the pain treatment choice following surgery.

Unrelieved acute pain causes patient suffering and can lead to other complications, which delays recovery from
surgery and may result in higher healthcare costs. This is particularly true with respect to post-operative TJA pain,
which can compromise rehabilitation and result in poor outcomes. According to the Agency for Healthcare Research
and Quality, aggressive prevention of the onset of pain is better than treatment of pain because, once established, pain
is more difficult to suppress. Current multimodal therapy for post-operative pain includes administration of local
anesthetics to the wound combined with the systemic administration of opioid and NSAID analgesics. Opioids are
associated with a variety of unwanted and potentially severe side effects, such as respiratory depression, hypotension
and constipation, and many physicians seek alternatives to opioids for their patients. These side effects may require
additional medications or treatments and prolong a patient s stay in the post-anesthesia care unit and the hospital or
ambulatory surgery center, thereby increasing costs significantly. The use of injectable NSAIDs, such as ketorolac and
ibuprofen, is severely limited in the post-operative period because they increase the risk of bleeding and
gastrointestinal and renal complications.

There are approximately 51 million surgeries performed in the United States each year, and the global post-operative
pain market was estimated to be $5.9 billion in 2010. Despite the size of this market, however, post-operative pain
management remains a challenge for healthcare providers, with studies reporting that up to 80% of patients experience
inadequate pain relief after surgery. Given the limitations of current post-operative therapies, we are developing
FX007 as a superior alternative to manage post-operative pain. The blockade of the NGF-TrkA pathway results in
highly effective analgesia. Additionally, acute local administration has the potential to avoid the side-effects
associated with systemic and persistent blockade of NGF.

FX007 Development Program
FX007 is being developed to treat post-operative pain. FX007 s low solubility characteristics should allow it to remain
in the tissues for a sufficient period of time to effectively treat patients experiencing post-operative pain. As a result,

unlike FX005 and FX006, we do not believe it will be necessary to formulate FX007 with PLGA, which should
expedite development of this compound.
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We have conducted preclinical PoC studies for FX007 using models of OA and post-operative pain and demonstrated
efficacy in both. We plan to initiate a proof of concept clinical trial for FX007 in the second half of 2014.

FX005 For End-Stage OA Pain
Overview

FXO005 is intended as therapy for patients with end-stage OA pain, particularly those patients awaiting TJA, as an
alternative to opioids. FX005 is a p38 MAP kinase inhibitor formulated for sustained-release delivered via IA
injection, which is designed to have both analgesic and anti-inflammatory benefits without the systemic side effects of
oral p38 MAP kinase inhibitors. p38 MAP kinase is an enzyme in an inflammatory cascade that upregulates in
response to stress and culminates in the elaboration of multiple proinflammatory cytokines, including interleukin 1
and tumor necrosis factor, as well as enzymes like matrix metalloproteinases that have the potential to destroy
cartilage. In other studies, multiple oral p38 MAP kinase inhibitors have been evaluated in inflammatory diseases and
pain and, while efficacy has been demonstrated, serious toxicity affecting multiple organ systems has been frequently
observed. For example, a recent clinical study of an oral p38 MAP kinase inhibitor in OA demonstrated pain relief
comparable to oxycodone but was associated with concerning side effects, including QTc prolongation which could
increase the risk of arrhythmias. Because FX005 leverages the same PLGA technology used in FX006 in order to
achieve persistent therapeutic concentrations of drug in the joint while maintaining very low plasma concentrations, it
may have the potential to provide durable pain relief while avoiding p38 MAP kinase inhibitor systemic side effects.
We believe the preclinical and clinical data we have generated to date support this potential.

We have a composition of matter patent in the United States that covers the p38 MAP kinase inhibitor and has an
expiration date in 2028. We have also filed a composition of matter patent application on a novel formulation for
FX005, which, if issued as a patent, is expected to expire in 2029. Like FX006, we have manufacturing know-how
and trade secrets that we believe will provide us with additional proprietary advantages for FX005.

FX005 Development Program

In May 2012, FX005 completed a Phase 2a clinical trial in which 70 patients were randomized to FX005 and 70
patients were randomized to placebo. The Phase 2a clinical trial demonstrated positive effects of FX005 on both pain
and function. These effects increased substantially in a sub-population of patients with higher baseline pain scores.

Study FX005-2010-001. A Phase 2a clinical trial in 140 patients with knee OA was conducted as a multi-center,
randomized, double-blind, placebo-controlled trial and consisted of a single ascending dose phase, or SAD Phase,
followed by a single dose PoC Phase. In the SAD Phase of the study, escalating doses of 1, 10, and 45 mg of FX005
were compared to blank PLGA microspheres and diluent in three cohorts of twelve patients, with six patients
receiving FX005, three patients receiving blank PLGA microspheres and three patients receiving diluent in each
cohort. Diluent is a placebo containing all components of the FX005 formulation except the active drug and the PLGA
microspheres. Each patient in the SAD Phase was followed for safety and pharmacokinetics for six weeks after a
single IA injection. FX005 was well-tolerated at each dose level and, as a result, the highest dose of 45 mg was
advanced to the next phase.

In the PoC Phase, 52 patients were randomized to receive 45 mg of FX005, 26 patients were randomized to receive

blank PLGA microspheres as a placebo control, and 26 patients were randomized to receive diluent as a placebo
control, each as a single TA injection. Each patient was followed for 12 weeks
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after the injection for safety, pharmacokinetics, and efficacy. The primary endpoint was the change from baseline in
the WOMAC pain subscale at four weeks. Secondary efficacy assessments included the WOMAC function subscale
and responder status. FX005 demonstrated pain relief and functional improvement at four weeks, and the absolute
magnitude of effect in both subscales was persistent through 12 weeks. These effects were substantially enhanced in a
prespecified exploratory subset analysis of patients with high baseline pain. FX005 also demonstrated efficacy in
responder analysis. Overall, FX005 was well-tolerated systemically and local tolerability was similar to that
documented for marketed HA preparations.

Repeat dose toxicology studies demonstrated that FX005 can be associated with synovial inflammation, articular
cartilage damage and alterations to joint structure. These findings were not present in animals treated with blank
PLGA microspheres, so toxicity appears to be specific to the p38 MAP kinase inhibitor itself. To guide the
appropriate future development path for FX005, additional toxicology studies using lower doses of FX005 were
conducted to determine the appropriate dose level.

These additional toxicology studies showed that at the human equivalent dose of 3 and 1 mg, there was no evidence of
the damage to cartilage that had been associated with doses greater than or equal to 10 mg. Based on this, we expect
that any further development of FX005, if any, would involve a dose substantially lower than the doses studied in the
previously-conducted Phase 2a clinical trial. We will continue to evaluate further development of FX005 taking into
consideration, among other factors, our available capital resources.

Manufacturing

We believe that the multifaceted nature of PLGA manufacturing and the limited number of capable contract
manufacturing companies that offer PLGA manufacturing provides a competitive advantage. The technology is
designed to enable novel formulations of pharmaceuticals by providing controlled, sustained release of drugs over
time and the physical properties of the polymer-drug matrix can be varied to achieve specified drug loads and release
rates.

We currently do not have manufacturing facilities and thus utilize contract manufacturers to produce our drug
substances and drug products used for preclinical and clinical supplies. Manufacture of PLGA microspheres is a
complex process and there are a limited number of contract manufacturing sites with PLGA experience. Our injectable
IA immediate-release technology allows us to incorporate pharmaceuticals in PLGA microspheres for administration
of FX006 and FX005. Following extensive development programs, we have generated formulations of FX006 and
FX005 designed to sustain local concentrations of drug in the joint for several months. The FX005 and FX006
microsphere PLGA formulations have gone through numerous iterations and have been optimized to provide a
controlled diffusion of drug over an extended period of time. In developing this unique combination of manufacturing
process and formulation, we have established numerous trade secrets that relate to precise pharmaceutical release
profiles.

FX006 . The active pharmaceutical ingredient in FX006, TCA, is manufactured and supplied by Farmabios SpA in
accordance with current good manufacturing practice standards, or cGMP. This supplier is subject to regular
inspections by the FDA. The microspheres finished product and diluent are manufactured by Evonik Corporation, or
Evonik. Evonik is a global, commercial-scale supplier of cGMP-compliant bioabsorbable polymers for a wide variety
of medical devices and implantable/injectable sustained-release products. Their materials are components of marketed
pharmaceutical and medical device products in the United States, Europe, India and Asia.

FX007 . The active ingredient for FX007 is manufactured by AstraZeneca. Existing inventory of drug substance is
from AstraZeneca and is suitable for preclinical and early clinical development. We are in the process of identifying a
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FX005. The drug substance in FX005 is currently manufactured by Cambridge Major Laboratories. The
microsphere-based finished drug product and associated diluent are manufactured by Evonik.

Commercial Strategy

We intend to build a commercial infrastructure in the United States to effectively support the commercialization of
FX006, FX007 and FX005, in advance of anticipated drug approval of FX006. We believe that we can cost effectively
penetrate the universe of prescribing orthopedic surgeons and rheumatologists in the United States with a targeted,
specialty sales force of approximately 60 to 100 representatives. Support for this team will include sales management,
internal sales support, distribution support, and an internal marketing group. Additional requisite capabilities will
include focused management of key accounts such as managed care organizations, group purchasing organizations,
and government accounts.

Of patients who are treated for OA, it is estimated that 69.0% of OA patients receive IA injections from orthopedic
surgeons and 31.0% receive IA injections from rheumatologists. Out of the approximate 27,300 orthopedic specialists
in the United States, of whom approximately 17,800 are active orthopedic surgeons, and 5,700 rheumatologists,
approximately the top 40% are considered to be the most relevant from an OA patient treatment perspective. We
believe we can effectively cover both specialties and successfully execute our future commercial plans using a
cost-efficient strategy, particularly given that orthopedists and rheumatologists are familiar with IA injections utilizing
the same steroid in the same dose.

FX006 demonstrates clinically meaningful and significantly better pain relief and functional status compared to a
commercially available immediate-release TCA. We believe FX006 s prolonged analgesia may delay the need for TJA,
a costly, highly-invasive procedure with a protracted recovery time. Our own market research has indicated that
healthcare payors would be willing to reimburse any additional OA therapies that have the potential for
pharmacoeconomic benefits reflecting differential efficacy and durability and the potential to delay costly and

invasive TJAs. As a result of both increased patient satisfaction and the potential to delay TJA, we believe FX006 will
be priced competitively with existing HA therapies.

Outside of the United States, we are exploring selective partnerships with third parties for the development and
commercialization of our products.

Competition
Overview

Our industry is highly competitive and subject to rapid and significant technological change. The large size and
expanding scope of the pain market makes it an attractive therapeutic area for biopharmaceutical businesses. Our
potential competitors include pharmaceutical, biotechnology and specialty pharmaceutical companies. Several of these
companies have robust drug pipelines, readily available capital, and established research and development
organizations. We believe our success will be driven by the ability to actively manage a portfolio of assets that
remains highly focused on OA patients and their needs.

The key competitive factors affecting the success of all of our product candidates, if approved, are likely to be their

efficacy, durability, safety, price and the availability of reimbursement from government and other third party payors.
We believe we will compete favorably by having:
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sustained-release technology that enable our therapies to maintain persistent therapeutic concentrations in the
joint and provide durable efficacy; and
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product candidates with attractive safety profiles with limited systemic exposures and the potential for fewer
side effects.
FX006 Competition

Immediate-release steroids and HA are currently the two marketed classes of IA products that would compete with
FX006. Immediate-release steroids are generic and widely used as a first line therapy, but leave the joint rapidly after
injection and have efficacy that typically wanes within several weeks. FX006 has demonstrated that it persists in the
joint at therapeutic concentrations for at least six weeks following injection, whereas there is no measurable
immediate-release TCA in the joint by that time. FX006 also provides prolonged analgesia significantly better than
that seen with immediate-release TCA. In addition to immediate-release steroids, FX006 will compete with HA in
patients considering something beyond an immediate-release steroid injection. HA therapy, which has demonstrated
only marginal pain relief over placebo in knee OA patients, generated U.S. sales of over $690 million in 2012. The
magnitude of pain relief demonstrated by FX006 to date is much greater than that seen in historic HA clinical trials.
Also on the market are platelet rich plasma injections but these require on site preparation from blood drawn from the
patient, have generated questionable efficacy in controlled clinical trials and are unlikely to be a broadly embraced
therapeutic option for OA patients. Because platelet rich plasma is a therapy derived from the individual patient s
blood, it does not require and has not received FDA review or approval.

In addition to marketed IA medications for OA, other companies have OA product candidates in advanced stages of
clinical development. These IA products include Fidia Farmaceutici S.p.A s Hymovis, a physical hydrogel based on
HA with properties that appear to be similar to most approved HA products, and Ampio Pharmaceuticals, Inc. s
Ampion. Ampion is a derivative of human serum albumin, is described as having anti-inflammatory properties, and is
formulated for immediate release. It is currently in Phase 2/3 clinical trials and the 3 month data suggest it has an
HA-like efficacy profile. Other programs, such as Orthotrophix s TPX-100, Carbylan BioSurgery, Inc. s Hydros-TA,
Merck Serono s FGF-18 and Allergan, Inc. s botulinum toxin, we believe, have not yet entered Phase 3 clinical trials.
Autologous cartilage transplantation products, like Carticel, are appropriate for focal defects in cartilage, not the kind
of diffuse disease that is seen with OA. Stem cell approaches to OA are being explored, but these are earlier in
development, bear significant technical risks and it remains to be seen how applicable they will be to the treatment of
OA. Early clinical data from Eupraxia s EP-104 is a pre-clinical/Phase I therapy that combines an unapproved carrier
technology (Plexis) with a steroid (fluticasone) that is not commonly used for the treatment of knee OA.

Finally, there are many new oral therapies in development for OA pain, but we believe these therapies are likely to
expose patients to systemic safety risks greater than that of FX006.

FX007 Competition

Numerous post-operative pain treatments exist, including local administration with combinations of existing analgesic
and anti-inflammatory drugs at the time of surgical wound closure, opioids, intravenous acetaminophen and NSAIDs
and femoral nerve blocks. However, these all have limitations in terms of inadequate magnitude and duration of pain
relief, serious side effects or functional impairment. Pacira Pharmaceuticals has more recently launched EXPAREL®,
a product that combines bupivacaine with the DepoFoam® drug delivery platform to provide up to 24 hours of
postsurgical pain control following a single intraoperative administration.

FX005 Competition

FX005 would compete mainly against oral opioids, as patients require very strong analgesic therapy prior to receiving
a TJA. Opioids have numerous systemic side effects, including addiction and
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constipation, and also cause a higher incidence of falls and fractures in an older OA patient population. Competitors
for FX005 include new formulations of existing opioids, including Janssen Pharmaceuticals, Inc. s Nucynta ER and
Johnson & Johnson s OROS. For patients with end-stage disease, monoclonal anti-NGF antibodies have the potential
to offer powerful pain relief, but in controlled clinical trials these agents were associated with accelerated progression
to joint replacement and were placed on clinical hold for the treatment of OA by the FDA in 2010. At the present
time, we are not aware of any ongoing trials of monoclonal anti-NGF antibodies in OA.

Intellectual Property/Patents and Proprietary Rights
Intellectual Property and Exclusivity

We seek to protect our product candidates and our technology through a combination of patents, trade secrets,
proprietary know-how, FDA exclusivity and contractual restrictions on disclosure.

Patents and Patent Applications

Our policy is to seek to protect the proprietary position of our product candidates by, among other methods, filing
U.S. and foreign patent applications related to our proprietary technology, inventions and improvements that are
important to the development of our business. U.S. patents generally have a term of 20 years from the earliest
effective date of the application.

As of December 31, 2013, we exclusively license one U.S. patent, one U.S. patent application and their foreign
counterparts directed to FX007 and one U.S. patent, one U.S. patent application and their foreign counterparts directed
to FXO005. In addition, we own two pending U.S. non-provisional patent applications and counterpart foreign patent
applications, along with two pending U.S. provisional patent applications, all directed to our FX006 product
candidate.

There is one issued U.S. patent covering the TrkA antagonist compound, FX007, which is owned by AstraZeneca and
to which we have an exclusive license. This patent is scheduled to expire in 2028. We have also licensed counterpart
foreign patents that have granted in 49 countries, which include Australia, Canada, and other countries. These patents
in Australia, Canada and multiple European countries are scheduled to expire in 2026. We have licensed counterpart
patent applications that are pending in Brazil, Ecuador, Egypt, India, Malaysia, Norway, Pakistan, Uruguay,
Venezuela, Argentina, Indonesia, and Thailand.

There is one issued U.S. patent covering the p38 compound, FX005, which is owned by AstraZeneca and to which we
have an exclusive license. This patent is scheduled to expire in 2028. We have also licensed counterpart foreign
patents that have granted in over 50 countries, which include Australia, Canada, and other countries. The patents in
Australia, Canada and multiple European countries are scheduled to expire in 2024. We have also licensed counterpart
patent applications that are pending in Argentina, Brazil, Egypt, Indonesia, Norway, Uruguay, Thailand, and
Venezuela.

We have rights to four pending U.S. patent applications directed to:

Sustained-Release Formulations, Populations of Microparticles, Method of Manufacture and Method of Use:
Corticosteroids for the Treatment of Joint Pain (FX006) a patent, if issued based on this application, would be
expected to expire in 2031.
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In addition to our pending U.S. patent applications to formulations containing FX005 or FX007, we have rights in an
issued European patent directed to formulations containing FX005 and rights in a pending European patent application
directed to formulations containing FX007. The issued European patent directed to formulations containing FX005 is
scheduled to expire in 2029. A patent, if granted, based on the pending European patent application directed to
formulations containing FX007 is estimated to expire in 2031. In addition, we also have rights in patents or pending
patent applications to formulations containing FX005 in over 20 foreign countries and we have rights in pending
patent applications to formulations containing FX007 in over 25 countries.

Further, for our FX006 product candidate, we have rights in foreign patent applications pending in Australia, Canada,
Europe and other foreign countries. Our three related pending U.S. provisional patent applications directed to our
FX006 product candidate which, if pursued as a non-provisional patent application, could result in a patent expiring in
2034.

We have other patent applications, including an international application, on formulations or uses of compounds that
are not relevant to our current programs in development.

Trade Secrets and Proprietary Information

The FX005 and FX006 microsphere PLGA formulations have gone through numerous iterations and have been
optimized to deliver the drug substance with a controlled diffusion of drug over an extended period of time. In
developing this unique combination of manufacturing process and formulation, we have established numerous trade
secrets, including those that relate to a precise pharmaceutical release profile. In addition, due to the complexity of the
sustained-release technology and the time, costs and technical risks involved in demonstrating bioequivalence through
clinical trials, we believe that the ability of manufacturers to gain market approval for generic alternatives to our
products upon expiration of our patents and FDA exclusivity will be challenging.

We seek to protect our proprietary information, including our trade secrets and proprietary know-how, by requiring
our employees to execute Proprietary Information, Inventions, Non-Solicitation, and Non-Competition Agreements
upon the commencement of their employment. Consultants and other advisors are required to sign consulting
agreements. These agreements generally provide that all confidential information developed or made known during
the course of the relationship with us be kept confidential and not be disclosed to third parties except in specific
circumstances. In the case of our employees, the agreements also typically provide that all inventions resulting from
work performed for us, utilizing our property or relating to our business and conceived or completed during
employment shall be our exclusive property to the extent permitted by law. Further, we require confidentiality
agreements from entities that receive our confidential data or materials.

License Agreements
We have entered into license agreements with AstraZeneca for the license of FX007 and FX005.

AstraZeneca FX007. On September 3, 2010, we entered into an exclusive license agreement with AstraZeneca for
FX007. The agreement grants us an exclusive, royalty-bearing, world-wide right and license (with a right to
sublicense, subject to certain conditions described below) under AstraZeneca s patent rights and certain know-how
covering FX007. We paid AstraZeneca a non-refundable fee following execution of the agreement and will owe up to
an aggregate of $21 million upon the achievement of certain regulatory and development milestones for a first
licensed product for OA indications or up to an aggregate of $15 million upon the achievement of certain regulatory
and development milestones for a first licensed product for non-OA indications. Upon commercialization of a product
that results from the technology licensed under the agreement, we will owe AstraZeneca tiered royalty payments on

Table of Contents 39



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

net sales based on a percentage ranging from low single digits to low double digits, depending on the volume of

21

Table of Contents

40



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

Table of Conten

sales of the applicable product, as well as up to $75 million in additional payments based on the achievement of
certain sales milestones. Our obligation to pay royalties to AstraZeneca will continue on a country-by-country basis
until the later to occur of 12 years following the first commercial sale of the applicable product in the applicable
country, or the date that the product is no longer covered by AstraZeneca s patent rights or any applicable data or
marketing exclusivity periods in such country.

Under the terms of the agreement, we may not grant sublicenses except in the territory of Japan prior to the
achievement of a specified development milestone. In addition, the agreement provides that in the event we desire to
offer rights to FX007 to a third party prior to the achievement of a specified development milestone, we must make
certain diligence materials available to AstraZeneca, and AstraZeneca will have the right to make an offer to
re-acquire rights to FX007. In such circumstances, we are not required to accept AstraZeneca s offer, but we may not
enter into an agreement with a third party containing financial terms and conditions that on the whole are more
favorable to the third party than the terms and conditions last offered by AstraZeneca.

Unless earlier terminated, the agreement will continue in effect for as long as we are obligated to pay royalties to
AstraZeneca, after which the licenses granted to us will survive and become royalty-free, perpetual and irrevocable.
AstraZeneca has the right to terminate the agreement if we fail to use commercially reasonable efforts to develop,
commercialize and sell licensed products in major markets (subject to a good-faith negotiation and cure period) or if
we or any of our affiliates or sublicensees institute, prosecute or otherwise participate in any proceeding challenging
the AstraZeneca patent rights that are licensed under the agreement. AstraZeneca also has a right to terminate the
agreement in the event of a change of control of us prior to the achievement of a specified development milestone,
unless we pay a fee to AstraZeneca (which can be offset against future milestone payments), in which case this
termination right will be forfeited. We have the right to terminate the agreement in its entirety, or on a
country-by-country basis, for any reason upon three months prior written notice to AstraZeneca. In addition, either
party may terminate the agreement in the event of the other party s uncured material breach of the agreement, or in the
event of the other party s bankruptcy or insolvency.

AstraZeneca FX005. On June 12, 2009, we entered into an exclusive license agreement with AstraZeneca for
FX005. The agreement grants us an exclusive, royalty-bearing, world-wide right and license (with a right to
sublicense) under AstraZeneca s patent rights and certain know-how covering FX005. We paid AstraZeneca a
non-refundable fee upon execution of the agreement and will owe up to an aggregate of $17 million upon the
achievement of certain regulatory and development milestones for a first licensed product for OA indications or up to
an aggregate of $11 million upon the achievement of certain regulatory and development milestones for a first
licensed product for non-OA indications. Upon commercialization of a product that results from the technology
licensed under the agreement, we will owe AstraZeneca tiered royalty payments on net sales based on a percentage
ranging from low to high single digits, depending on the volume of sales of the applicable product, as well as up to
$45 million in additional payments based on the achievement of certain sales milestones. Our obligation to pay
royalties to AstraZeneca will continue on a country-by-country basis until the later to occur of 12 years following the
first commercial sale of the applicable product in the applicable country, or the date that the product is no longer
covered by AstraZeneca s patent rights or any applicable data or marketing exclusivity periods in such country.

The agreement provides that in the event we desire to offer rights to FX005 to a third party prior to the achievement of
a specified development milestone, we must make certain diligence materials available to AstraZeneca and
AstraZeneca will have the right to make an offer to re-acquire rights to FX005. However, pursuant to a separate letter
agreement entered into between the parties on December 3, 2012, AstraZeneca agreed to waive this right for a
specified period.
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perpetual and irrevocable. AstraZeneca has the right to terminate the agreement if we fail to use commercially
reasonable efforts to develop, commercialize and sell licensed products in major markets (subject to a good-faith
negotiation and cure period) or if we or any of our affiliates or sublicensees institute, prosecute or otherwise
participate in any proceeding challenging the AstraZeneca patent rights that are licensed under the agreement. We
have the right to terminate the agreement in its entirety, or on a country-by-country basis, for any reason upon three
months prior written notice to AstraZeneca. In addition, either party may terminate the agreement in the event of the
other party s uncured material breach of the agreement, or in the event of the other party s bankruptcy or insolvency.
AstraZeneca initially had a right to terminate the agreement in the event of a change of control of us prior to the
achievement of a specified development milestone for FX005. However, AstraZeneca agreed to waive this right
pursuant to the separate letter agreement described above. Pursuant to the same letter agreement, we are now free to
assign our rights under the agreement to our affiliates or to a third party in connection with a change of control.

Government Regulation and Product Approval

Government authorities in the United States at the federal, state and local level, and in other countries extensively
regulate, among other things, the research, development, testing, manufacture, quality control, approval, labeling,
packaging, storage, record-keeping, promotion, advertising, distribution, post-approval monitoring and reporting,
marketing and export and import of products such as those we are developing. FX006 and any other drug candidate
that we develop must be approved by the FDA before they may be legally marketed in the United States and by the
corresponding foreign regulatory agencies before they may be legally marketed in foreign countries.

U.S. Drug Development Process

In the United States, the FDA regulates drugs under the FDCA and implementing regulations. Drugs are also subject
to other federal, state and local statutes and regulations. The process of obtaining regulatory approvals and the
subsequent compliance with appropriate federal, state, local and foreign statutes and regulations requires the
expenditure of substantial time and financial resources. Failure to comply with the applicable requirements at any time
during the product development process, approval process or after approval, may subject an applicant to a variety of
administrative or judicial sanctions, such as the FDA s refusal to approve pending applications, withdrawal of an
approval, imposition of a clinical hold, issuance of warning letters, product recalls, product seizures, total or partial
suspension of production or distribution injunctions, fines, refusals of government contracts, restitution, disgorgement
of profits or civil or criminal penalties. Any agency or judicial enforcement action could have a material adverse effect
on us. The process required by the FDA before a drug may be marketed in the United States generally involves the
following:

completion of preclinical laboratory tests, animal studies and formulation studies according to Good
Laboratory Practices, or GLP, or other applicable regulations;

submission to the FDA of an investigational new drug, or IND, application, which must become effective
before human clinical trials may begin;

approval by an independent institutional review board, or IRB, at each clinical site before each trial may be
initiated;
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GCP, and according to the International Conference of Harmonization, or ICH, GCP guidelines, to establish

the safety and efficacy of the proposed drug for its intended use;
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submission to the FDA of an NDA for a proposed new drug;

satisfactory completion of an FDA inspection of the manufacturing facility or facilities where the drug is
produced to assess compliance with the FDA s cGMP requirements, to assure that the facilities, methods and
controls are adequate to preserve the drug s identity, strength, quality and purity;

potential FDA audit of the non-clinical and clinical trial sites that generated the data in support of the NDA;
and

FDA review and approval of the NDA prior to any commercial marketing, sale or shipment of the drug.
The lengthy process of seeking required approvals and the continuing need for compliance with applicable statutes
and regulations require the expenditure of substantial resources and approvals are inherently uncertain.

Before testing any compounds with potential therapeutic value in humans, the drug candidate enters the non-clinical
testing stage, also referred to as preclinical testing. Preclinical tests include laboratory evaluations of product
chemistry, toxicity and formulation, as well as animal studies to assess the potential safety and activity of the drug
candidate. The conduct of the preclinical tests must comply with federal regulations and requirements including GLP.
The IND sponsor must submit the results of the preclinical tests, together with manufacturing information, analytical
data, any available clinical data or literature and a proposed clinical protocol, among other things, to the FDA as part
of the IND. The IND automatically becomes effective 30 days after receipt by the FDA, unless before that time the
FDA raises concerns or questions related to one or more proposed clinical trials and places the trial on a clinical hold
within that 30-day time period. In such a case, the IND sponsor and the FDA must resolve any outstanding concerns
before the clinical trial can begin. The FDA may also impose clinical holds on a drug candidate at any time before or
during clinical trials due to safety concerns or non-compliance. Accordingly, we cannot be sure that submission of an
IND will result in the FDA allowing clinical trials to begin, or that, once begun, issues will not arise that suspend or
terminate such trial.

Clinical trials involve the administration of the drug candidate to healthy subjects or patients with the target disease
under the supervision of qualified investigators, generally physicians not employed by or under the trial sponsor s
control. Clinical trials are conducted under written study protocols detailing, among other things, the objectives of the
clinical trial, dosing procedures, subject selection and exclusion criteria, and the parameters to be used to monitor
subject safety. Each protocol must be submitted to the FDA as part of the IND. Clinical trials must be conducted in
accordance with the FDA s regulations which reflect the ICH GCP requirements. Further, each clinical trial must be
reviewed and approved by an IRB at or servicing each institution at which the clinical trial will be conducted. An IRB
is charged with protecting the welfare and rights of trial participants and considers such items as whether the risks to
individuals participating in the clinical trials are minimized and are reasonable in relation to anticipated benefits. The
IRB also approves the informed consent form that must be provided to each clinical trial subject or his or her legal
representative and must monitor the clinical trial until it is completed.

During the development of a new drug, sponsors are given opportunities to meet with the FDA at certain points. These
points may be prior to submission of an IND, at the end of Phase 2, and before an NDA is submitted. Meetings at
other times may be requested. These meetings can provide an opportunity for the sponsor to share information about
the data gathered to date, for the FDA to provide advice, and for the sponsor and FDA to reach agreement on the next
phase of development. Sponsors typically use the end of Phase 2 meeting to discuss their Phase 2 clinical results and
present their plans for the pivotal Phase 3 clinical trials that they believe will support approval of the new drug.
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Human clinical trials are typically conducted in three sequential phases that may overlap or be combined:

Phase 1. The drug is initially introduced into healthy human subjects and tested for safety, dosage tolerance,
absorption, metabolism, distribution and excretion. In the case of some products for severe or life-threatening
diseases, especially when the product may be too inherently toxic to ethically administer to healthy
volunteers, the initial human testing is often conducted only in patients having the specific disease.

Phase 2. The drug is evaluated in a limited patient population to identify possible adverse effects and safety
risks, to preliminarily evaluate the efficacy of the product for specific targeted diseases and to determine
dosage tolerance, optimal dosage and dosing schedule for patients having the specific disease.

Phase 3. The drug is administered to an expanded patient population in adequate and well-controlled clinical
trials to generate sufficient data to statistically confirm the efficacy and safety of the product for approval, to
establish the overall risk-benefit profile of the product, and to provide adequate information for the labeling of
the product. Generally, at least two adequate and well-controlled Phase 3 clinical trials are required by the
FDA for approval of an NDA. In some cases, the FDA has approved a drug based on the results of a single
adequate and well-controlled Phase 3 study of excellent design and which provided highly reliable and
statistically strong evidence of important clinical benefit, such as an effect on survival, and a confirmatory
study would have been difficult to conduct on ethical grounds.

Post-approval studies, also referred to as Phase 4 clinical trials, may be conducted after initial marketing approval.

These studies are used to gain additional experience from the treatment of patients in the intended therapeutic

indication and may be required by the FDA as part of the approval process.

Progress reports detailing the status of drug development and results of the clinical trials must be submitted at least
annually to the FDA and written IND safety reports must be submitted to the FDA and the investigators for serious
and unexpected adverse events or any finding from tests in laboratory animals that suggests a significant risk for
human subjects or patients. Phase 1, Phase 2 and Phase 3 clinical trials may not be completed successfully within any
specified period, if at all. The FDA or the sponsor or its data safety monitoring board may suspend a clinical trial at
any time on various grounds, including a finding that the research subjects are being exposed to an unacceptable
health risk. Similarly, an IRB can suspend or terminate approval of a clinical trial at its institution if the clinical trial is
not being conducted in accordance with the IRB s requirements or if the drug has been associated with unexpected
serious harm to study subjects.

Concurrent with clinical trials, companies usually complete additional animal studies and must also develop additional
information about the chemistry and physical characteristics of the drug as well as finalize a process for
manufacturing the product in commercial quantities in accordance with cGMP requirements. The manufacturing
process must be capable of consistently producing quality batches of the drug candidate and, among other things, the
manufacturer must develop methods for testing the identity, strength, quality and purity of the final drug product.
Additionally, appropriate packaging must be selected and tested and stability studies must be conducted to
demonstrate that the drug candidate does not undergo unacceptable deterioration over its shelf life.

FDA Review and Approval Processes
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deferrals for submission of pediatric data or full or partial waivers after the initial submission of a pediatric study plan
following an end of Phase 2 meeting unless otherwise agreed upon by the FDA and the sponsor. In addition,
descriptions of the manufacturing process and controls, analytical tests conducted on the chemistry of the drug,
proposed labeling and other relevant information are also submitted to the FDA as part of an NDA requesting
approval to market the product. The submission of an NDA is subject to the payment of substantial user fees; a waiver
of such fees may be obtained under certain limited circumstances.

The FDA reviews all NDAs submitted before it accepts them for filing and may request additional information rather
than accepting an NDA for filing. Once the submission is accepted for filing, the FDA begins an in-depth review of
the NDA. Under the goals and policies agreed to by the FDA under the Prescription Drug User Fee Act, or PDUFA,
the FDA has 12 months after submission of an NDA in which to complete its initial review of a standard NDA and
respond to the applicant, and eight months for a priority review NDA. The FDA does not always meet its PDUFA
goal dates for review of standard and priority review NDAs. The review process and the PDUFA goal date may be
extended by additional three month review periods whenever the FDA requests or the NDA sponsor otherwise
provides additional information or clarification regarding information already provided in the submission at any time
during the review cycle.

The FDA reviews the NDA to determine, among other things, whether the proposed product is safe and effective for
its intended use, and whether the product is being manufactured in accordance with cGMP to assure and preserve the
product s identity, strength, quality and purity. The FDA may refer applications for novel drug products or drug
products which present difficult questions of safety or efficacy to an advisory committee, typically a panel that
includes clinicians and other experts, for review, evaluation and a recommendation as to whether the application
should be approved and under what conditions. The FDA is not bound by the recommendations of an advisory
committee, but it considers such recommendations carefully when making decisions. During the drug approval
process, the FDA also will determine whether a risk evaluation and mitigation strategy, or REMS, is necessary to
assure the safe use of the drug. If the FDA concludes a REMS is needed, the sponsor of the NDA must submit a
proposed REMS; the FDA will not approve the NDA without a REMS, if required.

Before approving an NDA, the FDA will inspect the facilities at which the product is to be manufactured. The FDA
will not approve the product unless it determines that the manufacturing processes and facilities are in compliance
with cGMP requirements and adequate to assure consistent production of the product within required specifications.
Additionally, before approving an NDA, the FDA will typically inspect one or more clinical sites to assure
compliance with FDA regulations regarding conduct of clinical trials for the product s trials. If the FDA determines
that the application, manufacturing process or manufacturing facilities are not acceptable, it will outline the
deficiencies in the submission and often will request additional testing or information.

The NDA review and approval process is lengthy and difficult and the FDA may refuse to approve an NDA if the
applicable regulatory criteria are not satisfied or may require additional clinical data or other data and information.
Even if such data and information is submitted, the FDA may ultimately decide that the NDA does not satisfy the
criteria for approval. Data obtained from clinical trials are not always conclusive and the FDA may interpret data
differently than we interpret the same data, which could delay, limit or prevent regulatory approval. The FDA will
issue a complete response letter if the agency decides not to approve the NDA. The complete response letter usually
describes all of the specific deficiencies in the NDA identified by the FDA. The deficiencies identified may be minor,
for example, requiring labeling changes, or major, for example, requiring additional clinical trials. Additionally, the
complete response letter may include recommended actions that the applicant might take to place the application in a
condition for approval. If a complete response letter is issued, the applicant may either resubmit the NDA, addressing
all of the deficiencies identified in the letter, or withdraw the application.
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If a product receives regulatory approval, the approval may be significantly limited to specific diseases and dosages or
the indications for use may otherwise be limited, which could restrict the commercial value of the product. Further,
the FDA may require that certain contraindications, warnings or precautions be included in the product labeling. In
addition, the FDA may require post approval studies, referred to as Phase 4 testing, which involves clinical trials
designed to further assess a product s safety and effectiveness and may require testing and surveillance programs to
monitor the safety of approved products that have been commercialized.

Post-Approval Requirements

Any drug products for which we receive FDA approvals are subject to continuing regulation by the FDA, including,
among other things, record-keeping requirements, reporting of adverse experiences with the product, providing the
FDA with updated safety and efficacy information, product sampling and distribution requirements, complying with
certain electronic records and signature requirements and complying with FDA promotion and advertising
requirements. These promotion and advertising requirements include, among other things, standards for
direct-to-consumer advertising, prohibitions against promoting drugs for uses or in patient populations that are not
described in the drug s approved labeling (known as off-label use ), rules for conducting industry-sponsored scientific
and educational activities, and promotional activities involving the internet. Failure to comply with FDA requirements
can have negative consequences, including adverse publicity, enforcement letters from the FDA, mandated corrective
advertising or communications with doctors, and civil or criminal penalties. Although physicians may prescribe
legally available drugs for off-label uses, manufacturers may not market or promote such off-label uses.

We rely, and expect to continue to rely, on third parties for the production of clinical and commercial quantities of our
products. Manufacturers of our products are required to comply with applicable FDA manufacturing requirements
contained in the FDA s cGMP regulations. cGMP regulations require, among other things, quality control and quality
assurance as well as the corresponding maintenance of records and documentation. Drug manufacturers and other
entities involved in the manufacture and distribution of approved drugs are also required to register their
establishments with the FDA and certain state agencies, and are subject to periodic unannounced inspections by the
FDA and certain state agencies for compliance with cGMP and other laws. Accordingly, manufacturers must continue
to expend time, money, and effort in the area of production and quality control to maintain cGMP compliance.
Discovery of problems with a product after approval may result in restrictions on a product, manufacturer, or holder of
an approved NDA. These restrictions may include suspension of a product until the FDA is assured that quality
standards can be met, continuing oversight of manufacturing by the FDA under a consent decree of permanent
injunction, which frequently includes the imposition of costs and continuing inspections over a period of many years,
as well as possible withdrawal of the product from the market. In addition, changes to the manufacturing process
generally require prior FDA approval before being implemented. Other types of changes to the approved product, such
as adding new indications and additional labeling claims, are also subject to further FDA review and approval.

Pharmaceutical Coverage, Pricing and Reimbursement

Significant uncertainty exists as to the coverage and reimbursement status of any drug candidates for which we obtain
regulatory approval. In the United States and markets in other countries, sales of any products for which we receive
regulatory approval for commercial sale will depend in part on the availability of coverage and adequate
reimbursement from third party payors. Third party payors include government payor programs at the federal and state
levels, including Medicare and Medicaid, managed care providers, private health insurers and other organizations. The
process for determining whether a payor will provide coverage for a drug product may be separate from the process
for setting the price or reimbursement rate that the payor will pay for the drug product. Third party payors may limit
coverage to
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specific drug products on an approved list, or formulary, which might not include all of the FDA-approved drug
products for a particular indication. Third party payors are increasingly challenging the price and examining the
medical necessity and cost-effectiveness of medical products and services, in addition to their safety and efficacy. We
may need to conduct expensive pharmacoeconomic studies in order to demonstrate the medical necessity and
cost-effectiveness of our products, in addition to the costs required to obtain the FDA approvals. Our drug candidates
may not be considered medically necessary or cost-effective. A payor s decision to provide coverage for a drug product
does not imply that an adequate reimbursement rate will be approved. Adequate third party reimbursement may not be
available to enable us to maintain price levels sufficient to realize an appropriate return on our investment in product
development.

The cost of pharmaceuticals continues to generate substantial governmental and third party payor interest. We expect
that the pharmaceutical industry will experience pricing pressures due to the trend toward managed healthcare, the
increasing influence of managed care organizations and additional legislative proposals. Third party payors are
increasingly challenging the prices charged for medical products and services and examining the medical necessity
and cost-effectiveness of medical products and services, in addition to their safety and efficacy. If these third party
payors do not consider our products to be cost-effective compared to other available therapies, they may not cover our
products after approval as a benefit under their plans or, if they do, the level of payment may not be sufficient to allow
us to sell our products at a profit. The U.S. government, state legislatures and foreign governments have shown
significant interest in implementing cost containment programs to limit the growth of government-paid healthcare
costs, including price controls, restrictions on reimbursement and requirements for substitution of generic products for
branded prescription drugs. Adoption of such controls and measures, and tightening of restrictive policies in
jurisdictions with existing controls and measures, could limit payments for pharmaceuticals such as the drug
candidates that we are developing and could adversely affect our net revenue and results.

Different pricing and reimbursement schemes exist in other countries. In the European Community, governments
influence the price of pharmaceutical products through their pricing and reimbursement rules and control of national
healthcare systems that fund a large part of the cost of those products to consumers. Some jurisdictions operate
positive and negative list systems under which products may only be marketed once a reimbursement price has been
agreed. To obtain reimbursement or pricing approval, some of these countries may require the completion of clinical
trials that compare the cost-effectiveness of a particular drug candidate to currently available therapies. Other member
states allow companies to fix their own prices for medicines, but monitor and control company profits. The downward
pressure on healthcare costs in general, particularly prescription drugs, has become very intense. As a result,
increasingly high barriers are being erected to the entry of new products. In addition, in some countries, cross-border
imports from low-priced markets exert a commercial pressure on pricing within a country. There can be no assurance
that any country that has price controls or reimbursement limitations for drug products will allow favorable
reimbursement and pricing arrangements for any of our products.

Healthcare Reform

In the United States and foreign jurisdictions, there have been a number of legislative and regulatory changes to the
healthcare system that could affect our future results of operations. In particular, there have been and continue to be a
number of initiatives at the United States federal and state levels that seek to reduce healthcare costs.

In the United States, the Medicare Prescription Drug, Improvement, and Modernization Act of 2003, or the Medicare
Modernization Act, changed the way Medicare covers and pays for pharmaceutical products. The Medicare
Modernization Act expanded Medicare coverage for drug purchases by the elderly by establishing Medicare Part D
and introduced a new reimbursement methodology based on average sales
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prices for physician administered drugs under Medicare Part B. In addition, this legislation provided authority for
limiting the number of drugs that will be covered in any therapeutic class under the new Medicare Part D program.
Cost reduction initiatives and other provisions of this legislation could decrease the coverage and reimbursement rate
that we receive for any of our approved products. While the Medicare Modernization Act applies only to drug benefits
for Medicare beneficiaries, private payors often follow Medicare coverage policy and payment limitations in setting
their own reimbursement rates. Therefore, any reduction in reimbursement that results from the Medicare
Modernization Act may result in a similar reduction in payments from private payors.

In March 2010, President Obama signed into law the Patient Protection and Affordable Care Act, as amended by the
Health Care and Education Affordability Reconciliation Act, collectively, PPACA, a sweeping law intended to
broaden access to health insurance, reduce or constrain the growth of healthcare spending, enhance remedies against
fraud and abuse, add new transparency requirements for healthcare and health insurance industries, impose new taxes
and fees on the health industry and impose additional health policy reforms. Among other things, PPACA revises the
definition of average manufacturer price for reporting purposes, which could increase the amount of Medicaid drug
rebates to states once the provision is effective. Further, the new law imposes a significant annual fee on companies
that manufacture or import branded prescription drug products. Substantial new provisions affecting compliance have
also been enacted, which may require us to modify our business practices with healthcare practitioners, and a
significant number of provisions are not yet, or have only recently become, effective. Although it is too early to
determine the effect of PPACA, the new law appears likely to continue the pressure on pharmaceutical pricing,
especially under the Medicare program, and may also increase our regulatory burdens and operating costs.

In addition, other legislative changes have been proposed and adopted since PPACA was enacted. For example, on
August 2, 2011, the President signed into law the Budget Control Act of 2011, which, among other things, created the
Joint Select Committee on Deficit Reduction to recommend to Congress proposals in spending reductions. The Joint
Select Committee on Deficit Reduction did not achieve a targeted deficit reduction of at least $1.2 trillion for the years
2013 through 2021, triggering the legislation s automatic reduction to several government programs. This includes
aggregate reductions to Medicare payments to providers of up to 2% per fiscal year, starting in 2013. On January 2,
2013, President Obama signed into law the American Taxpayer Relief Act of 2012, which, among other things,
reduced Medicare payments to several providers and increased the statute of limitations period for the government to
recover overpayments to providers from three to five years. These new laws may result in additional reductions in
Medicare and other healthcare funding, which could have a material adverse effect on our customers and accordingly,
our financial operations.

We expect that PPACA, as well as other healthcare reform measures that have been and may be adopted in the future,
may result in more rigorous coverage criteria and in additional downward pressure on the price that we receive for any
approved product, and could seriously harm our future revenue. Any reduction in reimbursement from Medicare or
other government programs may result in a similar reduction in payments from private payors. The implementation of
cost containment measures or other healthcare reforms may prevent us from being able to generate revenue, attain
profitability, or commercialize our products.

Other U.S. Healthcare Laws and Compliance Requirements

In the United States, our activities are potentially subject to regulation by various federal, state and local authorities in
addition to the FDA, including the Centers for Medicare and Medicaid Services, other divisions of the United States
Department of Health and Human Services (e.g., the Office of Inspector General), the United States Department of
Justice and individual United States Attorney offices within the Department of Justice, and state and local
governments. For example, various activities, including but not
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limited to sales, marketing and scientific/educational grant programs, must comply with the anti-fraud and abuse
provisions of the Social Security Act, the federal Anti-Kickback Statute, the federal False Claims Act and similar state
laws, each as amended. Failure to comply with such requirements could potentially result in substantial penalties to
us. Even if we structure our programs with the intent of compliance with such laws, there can be no certainty that we
would not need to defend against enforcement or litigation, in light of the fact that there is significant enforcement
interest in pharmaceutical companies in the United States, and some of the applicable laws are quite broad in scope.

The federal Anti-Kickback Statute prohibits any person, including a prescription drug manufacturer (or a party acting
on its behalf), from knowingly and willfully soliciting, receiving, offering or providing remuneration, directly or
indirectly, to induce or reward either the referral of an individual, or the furnishing, recommending, or arranging for a
good or service, for which payment may be made under a federal healthcare program such as the Medicare and
Medicaid programs. This statute has been interpreted to apply to arrangements between pharmaceutical manufacturers
on one hand and prescribers, purchasers, and formulary managers on the other. The term remuneration is not defined
in the federal Anti-Kickback Statute and has been broadly interpreted to include anything of value, including for
example, gifts, discounts, the furnishing of supplies or equipment, credit arrangements, payments of cash, waivers of
payments, ownership interests and providing anything at less than its fair market value. Although there are a number
of statutory exemptions and regulatory safe harbors protecting certain business arrangements from prosecution, the
exemptions and safe harbors are drawn narrowly and practices that involve remuneration intended to induce
prescribing, purchasing or recommending may be subject to scrutiny if they do not qualify for an exemption or safe
harbor. Our practices may not in all cases meet all of the criteria for safe harbor protection from federal Anti-Kickback
Statute liability. The reach of the Anti-Kickback Statute was broadened by PPACA, which, among other things,
amends the intent requirement of the federal Anti-Kickback Statute such that a person or entity no longer needs to
have actual knowledge of this statute or specific intent to violate it in order to have committed a violation. In addition,
PPACA provides that the government may assert that a claim including items or services resulting from a violation of
the federal Anti-Kickback Statute constitutes a false or fraudulent claim for purposes of the federal False Claims Act
(discussed below) or the civil monetary penalties statute, which imposes fines against any person who is determined to
have presented or caused to be presented claims to a federal healthcare program that the person knows or should know
is for an item or service that was not provided as claimed or is false or fraudulent. Additionally, many states have
adopted laws similar to the federal Anti-Kickback Statute, and some of these state prohibitions apply to referral of
patients for healthcare items or services reimbursed by any third-party payor, not only the Medicare and Medicaid
programs in at least some cases, and do not contain safe harbors.

The federal False Claims Act imposes liability on any person or entity that, among other things, knowingly presents,
or causes to be presented, a false or fraudulent claim for payment by a federal healthcare program. The qui tam
provisions of the False Claims Act allow a private individual to bring civil actions on behalf of the federal government
alleging that the defendant has submitted a false claim to the federal government, and to share in any monetary
recovery. In recent years, the number of suits brought by private individuals has increased dramatically. In addition,
various states have enacted false claims laws analogous to the False Claims Act. Many of these state laws apply where
a claim is submitted to any third party payor and not merely a federal healthcare program. There are many potential
bases for liability under the False Claims Act. Liability arises, primarily, when an entity knowingly submits, or causes
another to submit, a false claim for reimbursement to the federal government. The False Claims Act has been used to
assert liability on the basis of inadequate care, kickbacks and other improper referrals, improperly reported
government pricing metrics such as Best Price or Average Manufacturer Price, improper use of Medicare numbers
when detailing the provider of services, improper promotion of off-label uses (i.e., uses not expressly approved by
FDA in adrug s label), and allegations as to misrepresentations with respect to the services rendered. Our future
activities relating to the reporting of discount and rebate information and other information affecting federal, state and
third party
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reimbursement of our future products, and the sale and marketing of our future products and our service arrangements
or data purchases, among other activities, may be subject to scrutiny under these laws. We are unable to predict
whether we would be subject to actions under the False Claims Act or a similar state law, or the impact of such
actions. However, the cost of defending such claims, as well as any sanctions imposed, could adversely affect our
financial performance. Also, the Health Insurance Portability and Accountability Act of 1996, or HIPAA, created
several new federal crimes, including healthcare fraud, and false statements relating to healthcare matters. The
healthcare fraud statute prohibits knowingly and willfully executing a scheme to defraud any healthcare benefit
program, including private third party payors. The false statements statute prohibits knowingly and willfully
falsifying, concealing or covering up a material fact or making any materially false, fictitious or fraudulent statement
in connection with the delivery of or payment for healthcare benefits, items or services.

In addition, we may be subject to, or our marketing activities may be limited by, data privacy and security regulation
by both the federal government and the states in which we conduct our business. For example, HIPAA and its
implementing regulations established uniform federal standards for certain covered entities (healthcare providers,
health plans and healthcare clearinghouses) governing the conduct of certain electronic healthcare transactions and
protecting the security and privacy of protected health information. The American Recovery and Reinvestment Act of
2009, commonly referred to as the economic stimulus package, included expansion of HIPAA s privacy and security
standards called the Health Information Technology for Economic and Clinical Health Act, referred to as HITECH,
which became effective on February 17, 2010. Among other things, HITECH makes HIPAA s privacy and security
standards directly applicable to business associates independent contractors or agents of covered entities that create,
receive, maintain, or transmit protected health information in connection with providing a service for or on behalf of a
covered entity. HITECH also increased the civil and criminal penalties that may be imposed against covered entities,
business associates and possibly other persons, and gave state attorneys general new authority to file civil actions for
damages or injunctions in federal courts to enforce the federal HIPAA laws and seek attorney s fees and costs
associated with pursuing federal civil actions. We may also be subject to various federal and state marketing
expenditure tracking and reporting laws, which generally require certain types of expenditures in the United States to
be tracked and reported. Compliance with such requirements may require investment in infrastructure to ensure that
tracking is performed properly, and some of these laws result in the public disclosure of various types of payments
and relationships. Several states have enacted legislation requiring pharmaceutical companies to, among other things,
establish marketing compliance programs, file periodic reports with the state, make periodic public disclosures on
sales, marketing, pricing, clinical trials and other activities, or register their sales representatives, as well as
prohibiting pharmacies and other healthcare entities from providing certain physician prescribing data to
pharmaceutical companies for use in sales and marketing, and prohibiting certain other sales and marketing practices.
These laws may affect our sales, marketing, and other promotional activities by imposing administrative and
compliance burdens on us. If we fail to track and report as required by these laws or otherwise comply with these
laws, we could be subject to the penalty provisions of the pertinent state and federal authorities.

Where our activities involve foreign government officials, they may also potentially be subject to the Foreign Corrupt
Practices Act. If we seek to have a product covered in the United States by the Medicaid programs, various
obligations, including government price reporting, are required under the Medicaid rebate requirements of the
Omnibus Budget Reconciliation Act of 1990 and the Veterans Health Care Act of 1992, each as amended, which
generally require products to be offered at substantial rebates/discounts to such programs and certain purchasers. In
order to distribute products commercially, we must comply with state laws that require the registration of
manufacturers and wholesale distributors of pharmaceutical products in a state, including, in certain states,
manufacturers and distributors who ship products into the state even if such manufacturers or distributors have no
place of business within the state. Some states also impose requirements on manufacturers and distributors to establish
the pedigree of product in the chain of distribution, including some states that require manufacturers and others to
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adopt new technology capable of tracking and tracing product as it moves through the distribution chain. Many of our
current as well as possible future activities are potentially subject to federal and state consumer protection and unfair
competition laws. We must also comply with laws that require clinical trial registration and reporting of clinical trial
results on the publicly available clinical trial databank maintained by the National Institutes of Health at
www.ClinicalTrials.gov. We are subject to various environmental, health and safety regulations, including those
governing laboratory procedures and the handling, use, storage, treatment and disposal of hazardous substances. From
time to time, and in the future, our operations may involve the use of hazardous materials.

Because of the breadth of these laws and the narrowness of available statutory and regulatory exemptions, it is
possible that some of our business activities could be subject to challenge under one or more of such laws. If our
operations are found to be in violation of any of the federal and state laws described above or any other governmental
regulations that apply to us, we may be subject to penalties, including criminal and significant civil monetary
penalties, damages, fines, imprisonment, exclusion from participation in government healthcare programs, injunctions,
recall or seizure of products, total or partial suspension of production, denial or withdrawal of pre-marketing product
approvals, private qui tam actions brought by individual whistleblowers in the name of the government or refusal to
allow us to enter into supply contracts, including government contracts, and the curtailment or restructuring of our
operations, any of which could adversely affect our ability to operate our business and our results of operations. To the
extent that any of our products are sold in a foreign country, we may be subject to similar foreign laws and
regulations, which may include, for instance, applicable post-marketing requirements, including safety surveillance,
anti-fraud and abuse laws, and implementation of corporate compliance programs and reporting of payments or
transfers of value to healthcare professionals.

U.S. Marketing Exclusivity

Hatch-Waxman Exclusivity. Market exclusivity provisions under the FDCA can also delay the submission or the
approval of certain applications of other companies seeking to reference another company s NDA. If the new drug is a
new chemical entity subject to an NDA, the FDCA provides a five-year period of non-patent marketing exclusivity
within the United States to the first applicant to obtain approval of an NDA for a new chemical entity. A drug is a new
chemical entity if the FDA has not previously approved any other new drug containing the same active moiety, which
is the molecule or ion responsible for the action of the drug substance. During the exclusivity period, the FDA may
not accept for review an abbreviated new drug application, or ANDA, or a 505(b)(2) NDA submitted by another
company for another version of such drug where the applicant does not own or have a legal right of reference to all the
data required for approval. However, such an application may be submitted after four years if it contains a certification
of patent invalidity or non-infringement to one of the patents listed with the FDA by the innovator NDA holder. The
FDCA also provides three years of marketing exclusivity for an NDA, or supplement to an existing NDA if new
clinical investigations, other than bioavailability studies, that were conducted or sponsored by the applicant are
deemed by the FDA to be essential to the approval of the application, for example new indications, dosages or
strengths of an existing drug. This three-year exclusivity covers only the conditions associated with the new clinical
investigations and does not prohibit the FDA from approving ANDAs for drugs containing the original active agent.
Five-year and three-year exclusivity will not delay the submission or approval of a full NDA. However, an applicant
submitting a full NDA would be required to conduct or obtain a right of reference to all of the preclinical studies and
adequate and well-controlled clinical trials necessary to demonstrate safety and effectiveness.

Pediatric Exclusivity. Pediatric exclusivity is another type of regulatory market exclusivity in the United States.
Pediatric exclusivity, if granted, adds six months to any existing exclusivity period or patent term. This six-month
exclusivity may be granted by the FDA based on the completion of a pediatric clinical trial in accordance with
provisions of the FDCA.
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Europe/Rest of World Government Regulation

In addition to regulations in the United States, we will be subject to a variety of regulations in other jurisdictions
governing, among other things, clinical trials and any commercial sales and distribution of our future products.

Whether or not we obtain FDA approval for a product, we must obtain the requisite approvals from regulatory
authorities in foreign countries prior to the commencement of clinical trials or marketing of the product in those
countries. Certain countries outside of the United States have a similar process that requires the submission of a
clinical trial application much like the IND prior to the commencement of human clinical trials. In the European
Union, for example, a clinical trial application, or CTA, must be submitted to each country s national health authority
and an independent ethics committee, much like the FDA and IRB, respectively. Once the CTA is approved in
accordance with a country s requirements, the clinical trial described in that CTA may proceed.

The requirements and process governing the conduct of clinical trials, product licensing, pricing and reimbursement
vary from country to country. In all cases, the clinical trials must be conducted in accordance with the ICH GCP and
the applicable regulatory requirements and the ethical principles that have their origin in the Declaration of Helsinki.
In the European Economic Area, or EEA (which is comprised of the 27 Member States of the European Union plus
Norway, Iceland and Liechtenstein), medicinal products can only be commercialized after obtaining a Marketing
Authorization, or MA. There are two types of marketing authorizations: the Community MA, which is issued by the
European Commission through the Centralized Procedure based on the opinion of the Committee for Medicinal
Products for Human Use, a body of the European Medicines Agency, or the EMA, and which is valid throughout the
entire territory of the EEA; and the National MA, which is issued by the competent authorities of the Member States
of the EEA and only authorized marketing in that Member State s national territory and not the EEA as a whole.

The Centralized Procedure is mandatory for certain types of products, such as biotechnology medicinal products,
orphan medicinal products, and medicinal products containing a new active substance indicated for the treatment of
AIDS, cancer, neurodegenerative disorders, diabetes, auto-immune and viral diseases. The Centralized Procedure is
optional for products containing a new active substance not yet authorized in the EEA, or for products that constitute a
significant therapeutic, scientific or technical innovation or which are in the interest of public health in the EU. The
National MA is for products not falling within the mandatory scope of the Centralized Procedure. Where a product has
already been authorized for marketing in a Member State of the EEA, this National MA can be recognized in another
Member States through the Mutual Recognition Procedure. If the product has not received a National MA in any
Member State at the time of application, it can be approved simultaneously in various Member States through the
Decentralized Procedure. Under the Decentralized Procedure an identical dossier is submitted to the competent
authorities of each of the Member States in which the MA is sought, one of which is selected by the applicant as the
Reference Member state, or RMS. If the RMS proposes to authorize the product, and the other Member States do not
raise objections, the product is granted a national MA in all the Member States where the authorization was sought.
Before granting the MA, the EMA or the competent authorities of the Member States of the EEA make an assessment
of the risk-benefit balance of the product on the basis of scientific criteria concerning its quality, safety and efficacy.

If we fail to comply with applicable foreign regulatory requirements, we may be subject to, among other things, fines,
suspension or withdrawal of regulatory approvals, product recalls, seizure of products, operating restrictions and
criminal prosecution.
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Employees

As of December 31, 2013, we had 16 full-time employees. None of our employees is represented by labor unions or
covered by collective bargaining agreements. We consider our relationship with our employees to be good

Research and Development

We invested $11.1 million, $11.1 million, and $8.2 million in research and development in the years ended
December 31, 2013, 2012 and 2011, respectively.

Corporate and Other Information

We were incorporated in Delaware in November 2007. Our principal executive offices are located at 10 Mall Road,
Suite 301, Burlington, Massachusetts 01803, and our telephone number is (781) 305-7777. Our corporate website
address is www.flexiontherapeutics.com. Information contained on or accessible through our website is not a part of
this Annual Report, and the inclusion of our website address in this Annual Report is an inactive textual reference
only.

This Annual Report contains references to our trademarks and to trademarks belonging to other entities. Solely for
convenience, trademarks and trade names referred to in this Form 10-K, including logos, artwork and other visual
displays, may appear without the ® or TM symbols, but such references are not intended to indicate, in any way, that
their respective owners will not assert, to the fullest extent under applicable law, their rights thereto. We do not intend
our use or display of other companies trade names or trademarks to imply a relationship with, or endorsement or
sponsorship of us by, any other companies.
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Item 1A. Risk Factors

Certain factors may have a material adverse effect on our business, financial condition and results of operations, and
you should carefully consider them. Accordingly, in evaluating our business, we encourage you to consider the
following discussion of risk factors, in its entirety, in addition to other information contained in this Annual Report as
well as our other public filings with the Securities and Exchange Commission.

Risks Related to Our Financial Condition and Need for Additional Capital

We have incurred significant losses since our inception and anticipate that we will continue to incur significant
losses for the foreseeable future.

We are a development stage company with limited operating history. To date, we have focused primarily on
developing our lead product candidate, FX006. We have two additional product candidates, FX007 and FX005. All of
our product candidates will require substantial additional development time and resources before we would be able to
apply for or receive regulatory approvals and begin generating revenue from product sales. We have incurred
significant net losses in each year since our inception, including net losses of $18.2 million, $15.0 million and $11.4
million for fiscal years 2013, 2012 and 2011, respectively. As of December 31, 2013, we had an accumulated deficit
of $66.2 million.

We have devoted most of our financial resources to product development, including our non-clinical development
activities and clinical trials. To date, we have financed our operations exclusively through the sale of equity securities
and debt. The size of our future net losses will depend, in part, on the rate of future expenditures and our ability to
generate revenue. To date, none of our product candidates have been commercialized, and if our product candidates
are not successfully developed or commercialized, or if revenue is insufficient following marketing approval, we will
not achieve profitability and our business may fail. Even if we successfully obtain regulatory approval to market our
product candidates in the United States, our revenue is also dependent upon the size of the markets outside of the
United States, as well as our ability to obtain market approval and achieve commercial success.

We expect to continue to incur substantial and increased expenses as we expand our development activities and
advance our clinical programs, particularly with respect to our planned clinical development for FX006. We also
expect an increase in our expenses associated with creating additional infrastructure to support operations as a public
company. As a result of the foregoing, we expect to continue to incur significant and increasing losses and negative
cash flows for the foreseeable future.

We have never generated any revenue and may never be profitable.
Our ability to generate revenue and achieve profitability depends on our ability, alone or with collaborators, to
successfully complete the development of, obtain the necessary regulatory approvals for, and commercialize our

product candidates. We do not anticipate generating revenue from sales of our product candidates for the foreseeable
future, if ever. Our ability to generate future revenue from product sales depends heavily on our success in:

completing clinical development of FX006, as well as advancing clinical development of our other product
candidates;
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obtaining regulatory approval for FX006 as well as our other product candidates; and

launching and commercializing any product candidates for which we receive regulatory approval, either by
building our own targeted sales force or by collaborating with third parties.

35

Table of Contents

66



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

Table of Conten

Because of the numerous risks and uncertainties associated with pharmaceutical product development, we are unable
to predict the timing or amount of increased expenses, when, or if, we will begin to generate revenue from product
sales, or when, or if, we will be able to achieve or maintain profitability. In addition, our expenses could increase
beyond expectations if we are required by the FDA to perform studies in addition to those that we currently anticipate.

Even if one or more of our product candidates is approved for commercial sale, to the extent we do not engage a third
party collaborator, we anticipate incurring significant costs associated with commercializing any approved product
candidate. Even if we are able to generate revenue from the sale of any approved products, we may not become
profitable and may need to obtain additional funding to continue operations.

If we fail to obtain additional financing, we would be forced to delay, reduce or eliminate our product development
programs.

Developing pharmaceutical products, including conducting preclinical studies and clinical trials, is expensive. We
expect our development expenses to substantially increase in connection with our ongoing activities, particularly as
we advance our clinical programs, including our planned and future clinical trials for FX006.

As of December 31, 2013, we had cash, cash equivalents and marketable securities of $16.4 million and working
capital of $11.6 million. On February 18, 2014 we completed the initial public offering of our common stock and
received net proceeds of approximately $67.2 million, after deducting the underwriting discounts and commissions
and offering expenses payable by us. Based upon our current operating plan, we believe that our existing cash, cash
equivalents and marketable securities, will enable us to fund our operating expenses and capital requirements at least
into late 2015, including through the completion of our on-going FX006 synovial fluid pharmacokinetic clinical trial
and our planned FX006 confirmatory Phase 2b clinical trial, which we expect to initiate in the second quarter of 2014,
and our planned FX007 PoC clinical trial, which we expect to initiate in the second half of 2014, as well as the
initiation of a planned repeat dose safety clinical trial for FX006 and potential Phase 3 clinical development.
Regardless of our expectations as to how long our existing cash, cash equivalents and marketable securities will fund
our operations, changing circumstances beyond our control may cause us to consume capital more rapidly than we
currently anticipate. For example, our clinical trials may encounter technical, enrollment or other difficulties that
could increase our development costs more than we expect. In any event, we will require additional capital prior to
completing Phase 3 development of, filing for regulatory approval for, or commercializing, FX006 or any of our other
product candidates.

Attempting to secure additional financing may divert our management from our day-to-day activities, which may
adversely affect our ability to develop and commercialize our product candidates. In addition, we cannot guarantee
that future financing will be available in sufficient amounts or on terms acceptable to us, if at all. If we are unable to
raise additional capital when required or on acceptable terms, we may be required to:

significantly delay, scale back or discontinue the development or commercialization of our product
candidates;

seek corporate partners for our product candidates at an earlier stage than otherwise would be desirable or on
terms that are less favorable than might otherwise be available;
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relinquish or license on unfavorable terms, our rights to technologies or product candidates that we otherwise
would seek to develop or commercialize ourselves; or

significantly curtail, or cease, operations.
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If we are unable to raise additional capital in sufficient amounts or on terms acceptable to us, we will be prevented
from pursuing development and commercialization efforts, which will have a material adverse effect on our business,
operating results and prospects.

We may sell additional equity or debt securities to fund our operations, which may result in dilution to our
stockholders and impose restrictions on our business.

In order to raise additional funds to support our operations, we may sell additional equity or debt securities, which
could adversely impact our existing stockholders, as well as our business. The sale of additional equity or convertible
debt securities would result in the issuance of additional shares of our capital stock and dilution to all of our
stockholders. The incurrence of indebtedness would result in increased fixed payment obligations and could also
result in certain restrictive covenants, such as limitations on our ability to incur additional debt, limitations on our
ability to acquire, sell or license intellectual property rights and other operating restrictions that could adversely
impact our ability to conduct our business.

Our credit and security agreement with MidCap Financial SBIC, LP, or MidCap, contains restrictions that limit
our flexibility in operating our business. We may be required to make a prepayment or repay the outstanding
indebtedness earlier than we expect under our credit and security agreement if a prepayment event or an event of
default occurs, including a material adverse change with respect to us, which could have a materially adverse effect
on our business.

In January 2013, we entered into a credit and security agreement with MidCap and drew down the full $5.0 million
under the facility. The agreement contains various covenants that limit our ability to engage in specified types of
transactions. These covenants limit our ability to, among other things:

incur or assume certain debt;

merge or consolidate or acquire all or substantially all of the capital stock or property of another entity;

enter into any transaction or series of related transactions that would be deemed to result in a change in
control of us under the terms of the agreement;

change the nature of our business;

change our organizational structure or type;

amend, modify or waive any of our organizational documents;

license, transfer or dispose of certain assets;
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grant certain types of liens on our assets;

make certain investments;

pay cash dividends;

enter into material transactions with affiliates; and

amend or waive provisions of material agreements in certain manners.
The restrictive covenants of the agreement could cause us to be unable to pursue business opportunities that we or our
stockholders may consider beneficial.

37

Table of Contents 70



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

Table of Conten

A breach of any of these covenants could result in an event of default under the agreement. An event of default will
also occur if, among other things, a material adverse change in our business, operations or condition occurs, which
could potentially include negative results in our planned clinical trials, or a material impairment of the prospect of our
repayment of any portion of the amounts we owe under the agreement occurs. In the case of a continuing event of
default under the agreement, MidCap could elect to declare all amounts outstanding to be immediately due and
payable, proceed against the collateral in which we granted MidCap a security interest under the agreement, or
otherwise exercise the rights of a secured creditor. Amounts outstanding under the agreement are secured by all of our
existing and future assets, excluding intellectual property, which is subject to a negative pledge arrangement.

We may not have enough available cash or be able to raise additional funds on satisfactory terms, if at all, through
equity or debt financings to repay our indebtedness at the time any such repayment is required. In such an event, we
may be required to delay, limit, reduce or terminate our product development or commercialization efforts or grant to
others rights to develop and market product candidates that we would otherwise prefer to develop and market
ourselves. Our business, financial condition and results of operations could be materially adversely affected as a
result.

Risks Related to Clinical Development and Regulatory Approval

We are heavily dependent on the success of our lead product candidate FX006, which is in a later stage of
development than our other product candidates. We cannot give any assurance that FX006 will successfully
complete clinical development or receive regulatory approval, which is necessary before it can be commercialized.

Our business and future success is substantially dependent on our ability to successfully develop, obtain regulatory
approval for, and successfully commercialize our lead product candidate FX006, for which we plan to initiate a
confirmatory Phase 2b clinical trial in the second quarter of 2014 and a planned repeat dose safety clinical trial in the
second half of 2014. Any delay or setback in the development of any of our product candidates, but particularly
FX006, could adversely affect our business and cause our stock price to decline. Should our planned FX006 clinical
development fail to be completed in a timely manner or at all, we may rely on our other product candidates, FX007
and FX005, which are at an earlier development stage and will require additional time and resources to obtain
regulatory approval and proceed with commercialization. We cannot assure you that our planned clinical development
for FX006 will be completed in a timely manner, or at all, or that we will be able to obtain approval for FX006 from
the FDA or any foreign regulatory authority.

Clinical development is a lengthy and expensive process with an uncertain outcome, and results of earlier studies
and trials may not be predictive of future trial results. Clinical failure can occur at any stage of clinical
development. We have never conducted a pivotal clinical trial or submitted a NDA.

Clinical testing is expensive and can take many years to complete, and its outcome is inherently uncertain. Failure can
occur at any time during the clinical trial process. The results of preclinical studies and early clinical trials of our
product candidates may not be predictive of the results of subsequent clinical trials. In particular, the positive results
generated in the completed FX006 Phase 2b dose-ranging clinical trial do not ensure that our planned confirmatory
Phase 2b clinical trial will demonstrate similar results.

In our completed Phase 2b dose-ranging clinical trial, the 60 mg dose of FX006 unexpectedly showed inferior efficacy
compared to the 40 mg dose. While we have investigated potential causes of this clinical outcome and believe we
understand the basis for the performance of the 60 mg dose, we may not be correct. Therefore, we cannot guarantee
that the underlying cause is unique to the 60 mg dose and will not
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impact the doses we intend to study in our planned confirmatory Phase 2b clinical trial, or will not otherwise result in
regulatory delays or the need for additional studies prior to seeking or obtaining regulatory approval.

Although we have successfully conducted non-clinical toxicology studies with repeat doses of FX006, all of our
clinical trials to date have been with single doses of FX006. We intend to study FX006 in a separate repeat dose safety
clinical trial, and it is possible that the FDA could impose restrictions on the initiation of the repeat dose study or that
in the course of that study we could observe unexpected outcomes with the repeat doses of FX006 that would harm
our ability to seek or obtain regulatory approval or would limit the commercial potential of FX006, if approved.

Product candidates in later stages of clinical trials may fail to show the desired safety and efficacy traits despite having
progressed through preclinical studies and initial clinical trials. In addition to the safety and efficacy traits of any
product candidate, clinical trial failures may result from a multitude of factors including flaws in trial design, dose
selection, placebo effect and patient enrollment criteria. A number of companies in the biopharmaceutical industry
have suffered significant setbacks in advanced clinical trials due to lack of efficacy or adverse safety profiles,
notwithstanding promising results in earlier trials. Based upon negative or inconclusive results, we or our
collaborators may decide, or regulators may require us, to conduct additional clinical trials or preclinical studies. In
addition, data obtained from trials and studies are susceptible to varying interpretations, and regulators may not
interpret our data as favorably as we do, which may delay, limit or prevent regulatory approval. Our future clinical
trial results may not be successful.

If FX006 or any other product candidate is found to be unsafe or lack efficacy, we will not be able to obtain regulatory
approval for it and our business would be materially harmed. For example, if the results of our planned confirmatory
Phase 2b or other clinical trials for FX006 demonstrate unexpected safety findings or do not achieve the primary
efficacy endpoints, the prospects for approval of FX006 as well our stock price and our ability to create stockholder
value would be materially and adversely affected.

In some instances, there can be significant variability in safety and/or efficacy results between different trials of the
same product candidate due to numerous factors, including changes in trial protocols, differences in composition of
the patient populations, adherence to the dosing regimen and other trial protocols and the rate of dropout among
clinical trial participants. We do not know whether any future clinical trials we may conduct will demonstrate
consistent or adequate efficacy and safety to obtain regulatory approval to market our product candidates. If we are
unable to bring any of our current or future product candidates to market, our ability to create long-term stockholder
value will be limited.

If the FDA does not conclude that F X006 satisfies the requirements for the Section 505(b)(2) regulatory approval
pathway, or if the requirements for FX006 under Section 505(b)(2) are not as we expect, the approval pathway for
FX006 will likely take significantly longer, cost significantly more and entail significantly greater complications
and risks than anticipated, and in either case may not be successful.

We intend to seek FDA approval through the Section 505(b)(2) regulatory pathway for FX006. The Drug Price
Competition and Patent Term Restoration Act of 1984, also known as the Hatch-Waxman Amendments, added
Section 505(b)(2) to the FDCA. Section 505(b)(2) permits the filing of an NDA where at least some of the
information required for approval comes from studies not conducted by or for the applicant and for which the
applicant has not obtained a right of reference.

If the FDA does not allow us to pursue the Section 505(b)(2) regulatory pathway as anticipated, we may need to
conduct additional clinical trials, provide additional data and information, and meet additional standards for regulatory

approval. If this were to occur, the time and financial resources required to obtain FDA approval for FX006, and
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dilution to the ownership interests of our then existing stockholders to the extent we issue equity securities or
convertible debt. We cannot assure you that we would be able to obtain such additional financing on terms acceptable
to us, if at all. Moreover, inability to pursue the Section 505(b)(2) regulatory pathway could result in new competitive
products reaching the market faster than FX006, which could materially adversely impact our competitive position
and prospects. Even if we are allowed to pursue the Section 505(b)(2) regulatory pathway, we cannot assure you that
FX006 will receive the requisite approvals for commercialization.

In addition, notwithstanding the approval of a number of products by the FDA under Section 505(b)(2) over the last
few years, some pharmaceutical companies and others have objected to the FDA s interpretation of Section 505(b)(2).
If the FDA s interpretation of Section 505(b)(2) is successfully challenged, the FDA may be required to change its
505(b)(2) policies and practices, which could delay or even prevent the FDA from approving any NDA that we submit
under Section 505(b)(2).

Delays in clinical trials are common and have many causes, and any delay could result in increased costs to us and
Jjeopardize or delay our ability to obtain regulatory approval and commence product sales.

We may experience delays in clinical trials of our product candidates. We plan to initiate a confirmatory Phase 2b
clinical trial of FX006 in the second quarter of 2014, and a PoC clinical trial of FX007 and a planned repeat dose
safety clinical trial of FX006 in the second half of 2014. Our planned clinical trials may not begin on time, have an
effective design, enroll a sufficient number of patients, or be completed on schedule, if at all. Our clinical trials can be
delayed for a variety of reasons, including:

inability to raise funding necessary to initiate or continue a trial;

delays in obtaining regulatory approval to commence a trial;

delays in reaching agreement with the FDA on final trial design;

imposition of a clinical hold for safety reasons or following an inspection of our clinical trial operations or
trial sites by the FDA or other regulatory authorities;

delays in reaching agreement on acceptable terms with prospective contract research organizations, or CROs,
and clinical trial sites;

delays in obtaining required IRB approval at each site;

delays in recruiting suitable patients to participate in a trial;

delays in having patients complete participation in a trial or return for post-treatment follow-up;
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clinical sites dropping out of a trial to the detriment of enrollment;

time required to add new clinical sites; or

delays by our contract manufacturers to produce and deliver sufficient supply of clinical trial materials.
For example, our completed Phase 2b dose-ranging clinical trial for FX006 was subject to a clinical hold imposed by
the FDA due to the observation of effects of PLGA microspheres on synovial tissue from FX006 injections. While we
later resumed enrollment at non-U.S. sites and the clinical hold was eventually lifted without restriction by the FDA,
the hold delayed our completion of the trial and resulted in additional expense.
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If initiation or completion of our planned clinical trials are delayed for any of the above reasons or other reasons, our
development costs may increase, our approval process could be delayed and our ability to commercialize and
commence sales of our product candidates could be materially harmed, which could have a material adverse effect on
our business.

Our product candidates may cause adverse events or have other properties that could delay or prevent their
regulatory approval or limit the scope of any approved label or market acceptance.

Adverse events, or AEs, caused by our product candidates or other potentially harmful characteristics of our product
candidates could cause us, other reviewing entities, clinical trial sites or regulatory authorities to interrupt, delay or
halt clinical trials and could result in the denial of regulatory approval. For example, in rat toxicology studies with
repeat doses of FX005, an abnormal decrease of cartilage cells and components of cartilage matrix was observed.
Based on these findings, we conducted additional non-clinical studies involving different doses and/or dose
frequencies for FX005 to guide further clinical development. While we have identified a lower dose of FX005 that
avoids these toxicology issues, we will need to demonstrate that doses lower than those used in the Phase 2a clinical
trial will be effective, or we may need to pursue further development of FX005 as a single-dose treatment, which
could limit its overall market potential.

While no serious adverse events, or SAESs, related to study drug were observed in our completed Phase 2b
dose-ranging clinical trial of FX006, the clinical trials conducted by us with our product candidates to date have
generated some AEs related to the study drug. For example, although 17.6% of patients treated with
immediate-release TCA experienced AEs, 10.7% of FX006 patients were judged by their physicians to have an AE at
least possibly related to study drug. The most commonly observed FX006 AEs were arthralgia (joint pain) and joint
stiffness and were generally mild to moderate in severity. If drug-related SAEs are observed in any of our clinical
trials, our ability to obtain regulatory approval for our product candidates may be adversely impacted.

Further, if any of our approved products cause serious or unexpected side effects after receiving market approval, a
number of potentially significant negative consequences could result, including:

regulatory authorities may withdraw their approval of the product or impose restrictions on its distribution in
the form of a modified Risk Evaluation and Mitigation Strategy;

regulatory authorities may require the addition of labeling statements, such as warnings or contraindications;

we may be required to change the way the product is administered or conduct additional clinical studies;

we could be sued and held liable for harm caused to patients; or

our reputation may suffer.
Any of these events could prevent us from achieving or maintaining market acceptance of the affected product
candidate and could substantially increase the costs of commercializing our product candidates.

Table of Contents 77



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

The regulatory approval processes of the FDA and comparable foreign authorities are lengthy, time consuming
and inherently unpredictable, and if we are ultimately unable to obtain regulatory approval for our product
candidates, our business will be substantially harmed.

The time required to obtain approval by the FDA and comparable foreign authorities is unpredictable but typically
takes many years following the commencement of clinical trials and depends upon numerous factors, including the
substantial discretion of the regulatory authorities. In addition, approval policies,
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regulations, or the type and amount of clinical data necessary to gain approval may change during the course of a
product candidate s clinical development and may vary among jurisdictions. For example, we cannot guarantee that
our on-going synovial fluid pharmacokinetic trial or our planned confirmatory Phase 2b clinical trial for FX006 will
be sufficient to allow subsequent Phase 3 development or that the FDA will not require additional or different clinical
trials prior to initiating Phase 3 development of FX006. We have not obtained regulatory approval for any product
candidate, and it is possible that none of our existing product candidates or any product candidates we may seek to
develop in the future will ever obtain regulatory approval.

Our product candidates could fail to receive regulatory approval for many reasons, including the following:

the FDA or comparable foreign regulatory authorities may disagree with the design, scope or implementation
of our clinical trials;

we may be unable to demonstrate to the satisfaction of the FDA or comparable foreign regulatory authorities
that a product candidate is safe and effective for its proposed indication;

the results of clinical trials may not meet the level of statistical significance required by the FDA or
comparable foreign regulatory authorities for approval;

we may be unable to demonstrate that a product candidate s clinical and other benefits outweigh its safety
risks;

the FDA or comparable foreign regulatory authorities may disagree with our interpretation of data from
preclinical studies or clinical trials;

the data collected from clinical trials of our product candidates may not be sufficient to support the
submission of an NDA or other submission or to obtain regulatory approval in the United States or elsewhere;

the FDA or comparable foreign regulatory authorities may fail to approve the manufacturing processes or
facilities of third party manufacturers with which we contract for clinical and commercial supplies; and

the approval policies or regulations of the FDA or comparable foreign regulatory authorities may change
significantly in a manner rendering our clinical data insufficient for approval.
This lengthy approval process, as well as the unpredictability of future clinical trial results, may result in our failing to
obtain regulatory approval to market FX006 or our other product candidates, which would harm our business, results
of operations and prospects significantly.

In addition, even if we were to obtain approval, regulatory authorities may approve any of our product candidates for
fewer or more limited indications than we request, may not approve the price we intend to charge for our products,
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may grant approval contingent on the performance of costly post-marketing clinical trials, or may approve a product
candidate with a label that does not include the labeling claims necessary or desirable for the successful
commercialization of that product candidate. Any of the foregoing scenarios could harm the commercial prospects for
our product candidates. For example, we believe that, to the extent our clinical development of FX006 continues to
focus on knee OA, any initial indication of FX006 would be limited to the treatment of knee OA, as opposed to the
treatment of OA generally. If an initial indication is limited to knee OA, we would likely need to conduct additional
clinical trials in order to market FX006 for other indications and expand its market potential.

42

Table of Contents 80



Edgar Filing: Flexion Therapeutics Inc - Form 10-K

Table of Conten

We have not previously submitted an NDA or any similar drug approval filing to the FDA or any comparable foreign
authority for any product candidate, and we cannot be certain that any of our product candidates will be successful in
clinical trials or receive regulatory approval. Further, our product candidates may not receive regulatory approval even
if they are successful in clinical trials. If we do not receive regulatory approvals for our product candidates, we may
not be able to continue our operations. Even if we successfully obtain regulatory approvals to market one or more of
our product candidates, our revenue will be dependent, to a significant extent, upon the size of the markets in the
territories for which we gain regulatory approval. If the markets for patients or indications that we are targeting are not
as significant as we estimate, we may not generate significant revenue from sales of such products, if approved.

The FDA and other regulatory agencies actively enforce the laws and regulations prohibiting the promotion of
off-label uses.

If any of our product candidates are approved and we are found to have improperly promoted off-label uses of those
products, we may become subject to significant liability. The FDA and other regulatory agencies strictly regulate the
promotional claims that may be made about prescription products, such as our product candidates, if approved. In
particular, a product may not be promoted for uses that are not approved by the FDA or such other regulatory agencies
as reflected in the product s approved labeling. If we receive marketing approval for our product candidates as a
therapy for knee OA, physicians may nevertheless use our product for their patients in a manner that is inconsistent
with the approved label, potentially including as an injection in other joints. If we are found to have promoted such
off-label uses, we may become subject to significant liability. The federal government has levied large civil and
criminal fines against companies for alleged improper promotion of off-label use and has enjoined several companies
from engaging in off-label promotion. The FDA has also requested that companies enter into consent decrees or
permanent injunctions under which specified promotional conduct is changed or curtailed. If we cannot successfully
manage the promotion of our product candidates, if approved, we could become subject to significant liability, which
would materially adversely affect our business and financial condition.

Even if we obtain regulatory approval for FX006 or other product candidates, we will still face extensive regulatory
requirements and our products may face future development and regulatory difficulties.

Even if we obtain regulatory approval in the United States, the FDA may still impose significant restrictions on the
indicated uses or marketing of our product candidates, or impose ongoing requirements for potentially costly
post-approval studies or post-market surveillance. FX006 and our other product candidates, if approved, will also be
subject to ongoing FDA requirements governing the labeling, packaging, storage, distribution, safety surveillance,
advertising, promotion, record-keeping and reporting of safety and other post-market information. The holder of an
approved NDA is obligated to monitor and report AEs and any failure of a product to meet the specifications in the
NDA. The holder of an approved NDA must also submit new or supplemental applications and obtain FDA approval
for certain changes to the approved product, product labeling or manufacturing process. Advertising and promotional
materials must comply with FDA rules and are subject to FDA review, in addition to other potentially applicable
federal and state laws.

In addition, manufacturers of drug products and their facilities are subject to payment of user fees and continual
review and periodic inspections by the FDA and other regulatory authorities for compliance with current good
manufacturing practices, or cGMP, and adherence to commitments made in the NDA. If we or a regulatory agency
discovers previously unknown problems with a product, such as AEs of unanticipated severity or frequency, or
problems with the facility where the product is manufactured, a regulatory agency may impose restrictions relative to
that product or the manufacturing facility, including requiring recall or withdrawal of the product from the market or
suspension of manufacturing.
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If we fail to comply with applicable regulatory requirements following approval of a product candidate, a regulatory
agency may:

issue a warning letter asserting that we are in violation of the law;

seek an injunction or impose civil or criminal penalties or monetary fines;

suspend or withdraw regulatory approval;

suspend any ongoing clinical trials;

refuse to approve a pending NDA or supplements to an NDA submitted by us;

seize product; or

refuse to allow us to enter into supply contracts, including government contracts.
Any government investigation of alleged violations of law could require us to expend significant time and resources in
response and could generate negative publicity. The occurrence of any event or penalty described above may inhibit
our ability to commercialize our products and generate revenue.

Any relationships with potential customers and third party payors may be subject, directly or indirectly, to federal
and state healthcare fraud and abuse laws, false claims laws, marketing expenditure tracking and disclosure (or

sunshine ) laws, government price reporting, and health information privacy and security laws. If we are unable
to comply, or have not fully complied, with such laws, we could face criminal sanctions, civil penalties, contractual
damages, reputational harm and diminished profits and future earnings.

Our operations may be directly, or indirectly, subject to various federal and state fraud and abuse laws, including,
without limitation, the federal Anti-Kickback Statute and the federal False Claims Act. If we obtain FDA approval for
any of our product candidates and begin commercializing those products in the United States, our potential exposure
under such laws will increase significantly, and our costs associated with compliance are also likely to increase. These
laws may impact, among other things, our current activities with investigators and research subjects, as well as
proposed sales, marketing and education programs. In addition, we may be subject to patient privacy regulation by the
federal government and by the U.S. states and foreign jurisdictions in which we conduct our business. The laws that
may affect our ability to operate include, but are not limited to:

the federal Anti-Kickback Statute, which prohibits, among other things, knowingly and willfully soliciting,
receiving, offering or paying remuneration, directly or indirectly, to induce, or in return for, either the referral
of an individual, or the purchase or recommendation of an item or service for which payment may be made
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under a federal healthcare program, such as the Medicare and Medicaid programs;

federal civil and criminal false claims laws and civil monetary penalty laws, which prohibit, among other
things, individuals or entities from knowingly presenting, or causing to be presented, claims for payment from
Medicare, Medicaid, or other third party payors that are false or fraudulent or making a false statement to
avoid, decrease or conceal an obligation to pay money to the federal government;

HIPAA, which created new federal criminal statutes that prohibit executing a scheme to defraud any
healthcare benefit program and making false statements relating to healthcare matters;
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HIPAA, as amended by HITECH, and their respective implementing regulations, which impose requirements
on certain covered healthcare providers, health plans, and healthcare clearinghouses as well as their business
associates that perform services involving the use or disclosure of individually identifiable health information,
relating to the privacy, security and transmission of individually identifiable health information;

the federal Open Payments program, created under Section 6002 of PPACA, and its implementing regulations
requires manufacturers of drugs, devices, biologics and medical supplies for which payment is available under
Medicare, Medicaid or the Children s Health Insurance Program (with certain exceptions) to report annually to
the United States Department of Health and Human Services, or HHS, information related to payments or
other transfers of value made to physicians (defined to include doctors, dentists, optometrists, podiatrists and
chiropractors) and teaching hospitals, and applicable manufacturers and applicable group purchasing
organizations to report annually to HHS ownership and investment interests held by physicians (as defined
above) and their immediate family members;

state and foreign law equivalents of each of the above federal laws, such as anti-kickback and false claims
laws which may apply to sales or marketing arrangements and claims involving healthcare items or services
reimbursed by any third party payor, including commercial insurers; state and foreign laws that require
pharmaceutical companies to comply with the pharmaceutical industry s voluntary compliance guidelines and
the relevant compliance guidance promulgated by the federal government or otherwise restrict payments that
may be made to healthcare providers; state and foreign laws that require drug manufacturers to report
information related to payments and other transfers of value to physicians and other healthcare providers or
marketing expenditures; and state and foreign laws governing the privacy and security of health information
in certain circumstances, many of which differ from each other in significant ways and may not have the same
effect, thus complicating compliance efforts;

the Foreign Corrupt Practices Act, a U.S. law which regulates certain financial relationships with foreign
government officials (which could include, for example, certain medical professionals); and

federal and state consumer protection and unfair competition laws, which broadly regulate marketplace
activities and activities that potentially harm consumers.
In addition, the FDA approval and commercialization of any of our product candidates in the United States will also
likely subject us to the following types of laws, among others:

state and federal government price reporting laws that require us to calculate and report complex pricing
metrics to government programs, where such reported prices may be used in the calculation of reimbursement
and/or discounts on our marketed drugs (participation in these programs and compliance with the applicable
requirements may subject us to potentially significant discounts on our products, increased infrastructure
costs, and potentially limit our ability to offer certain marketplace discounts); and

state and federal marketing expenditure tracking and reporting laws, which generally require certain types of
expenditures in the United States to be tracked and reported (compliance with such requirements may require
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investment in infrastructure to ensure that tracking is performed properly, and some of these laws result in the
public disclosure of various types of payments and relationships, which could potentially have a negative
effect on our business and/or increase enfor