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PART I. FINANCIAL INFORMATION
Item 1. Financial Statements
Flexion Therapeutics, Inc.
Condensed Consolidated Balance Sheets
(Unaudited in thousands, except share amounts)
March 31,
2019

Assets
Current assets
Cash and cash equivalents
Marketable securities
Accounts receivable, net
Inventories
Prepaid expenses and other current assets
Total current assets
Property and equipment, net
Right-of-use assets
Total assets
Liabilities and Stockholders’ Equity
Current liabilities
Accounts payable
Accrued expenses and other current liabilities
Operating lease liabilities
Current portion of long-term debt
Total current liabilities
Long-term operating lease liability, net
Long-term debt, net
2024 convertible notes, net
Other long-term liabilities
Total liabilities
Commitments and contingencies
Preferred stock, $0.001 par value; 10,000,000 shares authorized at March 31, 2019
and December 31, 2018 and 0 shares issued and outstanding at March 31, 2019
and December 31, 2018
Stockholders' equity
Common stock, $0.001 par value; 100,000,000 shares authorized; 37,992,631 and
37,946,341 shares issued and outstanding, at March 31, 2019 and
December 31, 2018, respectively
Additional paid-in capital
Accumulated other comprehensive income (loss)
Accumulated deficit
Total stockholders' equity
Total liabilities and stockholders' equity

$

$

$

$

$

$

December 31,
2018

87,935
129,913
15,130
10,324
4,656
247,958
10,329
6,332
264,619

$

11,007
15,785
1,142
11,280
39,214
5,639
—
146,939
251
192,043

$

$

$

$

—

$

38
632,797
105
(560,364 )
72,576
264,619

The accompanying notes are an integral part of these condensed consolidated financial statements.
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$

87,229
171,555
13,121
7,637
5,500
285,042
10,710
—
295,752

12,340
14,310
—
9,967
36,617
—
3,640
144,879
537
185,673

—

$

38
628,944
(77 )
(518,826 )
110,079
295,752

Flexion Therapeutics, Inc.
Condensed Consolidated Statements of Operations and Comprehensive Loss
(Unaudited in thousands, except per share amounts)
Three Months Ended
March 31,
2019

Revenues
Product revenue, net
Operating expenses
Cost of sales
Research and development
Selling, general and administrative
Total operating expenses
Loss from operations
Other (expense) income
Interest income
Interest expense
Other income
Total other (expense) income
Net loss
Net loss per common share, basic and diluted
Weighted average common shares outstanding, basic and diluted
Other comprehensive income (loss):
Unrealized gains (losses) from available-for-sale securities, net
of tax of $0
Total other comprehensive income (loss)
Comprehensive loss

$

$
$

$

2018

10,564

2,194

1,762
15,424
32,222
49,408
(38,844 )

2,698
11,551
26,899
41,148
(38,954 )

1,011
(3,936 )
231
(2,694 )
(41,538 )
(1.09 )
37,992

1,161
(3,919 )
143
(2,615 )
(41,569 )
(1.10 )
37,620

182
182
(41,356 )

The accompanying notes are an integral part of these condensed consolidated financial statements.
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$

$
$

$

(169 )
(169 )
(41,738 )

Flexion Therapeutics, Inc.
Condensed Consolidated Statements of Changes in Stockholders’ Equity
(Unaudited in thousands)
Common Stock
Shares

Balance at December 31, 2018
Issuance of common stock for equity
awards
Stock-based compensation expense
Net loss
Other comprehensive income
Balance at March 31, 2019

Par Value

37,946

$

38

$

47

628,944

$

Accumulated
Deficit

(77 ) $

Total
Stockholders'
Equity

(518,826 ) $

—
3,853
(41,538 )

37,993

$

38

$

Common Stock
Shares

Balance at December 31, 2017
Issuance of common stock for equity
awards
Stock-based compensation expense
Net loss
Other comprehensive loss
Balance at March 31, 2018

Accumulated
Other
Comprehensive
Income (Loss)

Additional
Paid-inCapital

37,611

38

22

$

$

—

609,810

$

Accumulated
Other
Comprehensive
Income (Loss)

Additional
Paid-inCapital

Par Value

$

632,797

182
105

$

(560,364 ) $

Accumulated
Deficit

(407 ) $

(349,167 ) $

(41,569 )
37,633

$

38

$

613,881

$

The accompanying notes are an integral part of these condensed consolidated financial statements.
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—
3,853
(41,538 )
182
72,576

Total
Stockholders'
Equity

414
3,657
(169 )
(576 ) $

110,079

(390,736 ) $

260,274
414
3,657
(41,569 )
(169 )
222,607

Flexion Therapeutics, Inc.
Condensed Consolidated Statements of Cash Flows
(Unaudited in thousands)
Three Months Ended
March 31,
2019

Cash flows from operating activities
Net loss
Adjustments to reconcile net loss to cash used in operating activities
Depreciation
Amortization of right-of-use assets
Stock-based compensation expense
Accretion of discount on marketable securities
Amortization of debt discount and debt issuance costs
Premium paid on securities purchased
Changes in operating assets and liabilities:
Accounts receivable
Inventory
Prepaid expenses, other current and long-term assets
Accounts payable
Accrued expenses and other current liabilities
Lease liabilities and other long-term liabilities
Net cash used in operating activities
Cash flows from investing activities
Purchases of property and equipment
Purchases of marketable securities
Sale and redemption of marketable securities
Net cash provided by investing activities
Cash flows from financing activities
Payments on notes payable
Proceeds from the exercise of stock options
Net cash used in by financing activities
Net increase in cash, cash equivalents, and restricted cash
Cash, cash equivalents, and restricted cash at beginning of period
Cash, cash equivalents, and restricted cash at end of period
Non-cash investing and financing activities
Right-of-use asset obtained in exchange for operating lease obligation
Purchases of property and equipment in accounts payable and accrued expenses
Supplemental disclosures of cash flow information
Cash paid for interest

$

$
$

2018

(41,538 )

(41,569 )

219
263
3,853
(431 )
2,069
—

563
—
3,657
(230 )
1,884
(3 )

(2,009 )
(2,326 )
844
(348 )
1,665
(242 )
(37,981 )

(1,987 )
(726 )
(620 )
(2,806 )
(3,144 )
—
(44,981 )

(1,068 )
(76,308 )
118,563
41,187

(334 )
(32,546 )
99,462
66,582

(2,500 )
—
(2,500 )
706
87,229
87,935

(2,500 )
414
(2,086 )
19,515
128,389
147,904

$

6,595
—

—
13

170

326

The accompanying notes are an integral part of these condensed consolidated financial statements.
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$

Flexion Therapeutics, Inc.
Notes to Condensed Consolidated Financial Statements (Unaudited)
1.

Overview and Nature of the Business

Flexion Therapeutics, Inc. (“Flexion” or the “Company”) was incorporated under the laws of the state of Delaware on November 5, 2007. Flexion is a
biopharmaceutical company focused on the discovery, development and commercialization of novel, local therapies for the treatment of patients with
musculoskeletal conditions, beginning with osteoarthritis, or OA, a type of degenerative arthritis. The Company has an approved product, ZILRETTA®,
which it markets in the United States. ZILRETTA is the first and only extended-release, intra-articular, or IA (meaning in the joint), injection indicated for
the management of OA knee pain. ZILRETTA is a non-opioid therapy that employs Flexion’s proprietary microsphere technology to provide pain relief. The
pivotal Phase 3 trial, on which the approval of ZILRETTA was based, showed that ZILRETTA met the primary endpoint of pain reduction at Week 12, with
statistically significant pain relief extending through Week 16. The Company also has an additional pipeline program, (FX201), which is a gene-therapy
product candidate in development for OA knee pain.
The Company is subject to risks and uncertainties common to companies in the biopharmaceutical industry, including, but not limited to, new
technological innovations, dependence on key personnel, protection of proprietary technology, compliance with government regulations, and the ability to
secure additional capital to fund operations. Successfully commercializing ZILRETTA requires significant sales and marketing efforts and the Company’s
pipeline programs may require significant additional research and development efforts, including extensive preclinical and clinical testing. These activities
will in turn require significant amounts of capital, qualified personnel and adequate infrastructure. There can be no assurance when, if ever, the Company will
realize significant revenue from the sales of ZILRETTA or if the development efforts supporting the Company’s pipeline, including future clinical trials, will
be successful.
2.

Summary of Significant Accounting Policies

Basis of Presentation
The accompanying condensed consolidated financial statements as of March 31, 2019, and for the three months ended March 31, 2019 and 2018,
have been prepared in accordance with the rules and regulations of the Securities and Exchange Commission (the “SEC”) and Generally Accepted
Accounting Principles (“GAAP”) for consolidated financial information including the accounts of the Company and its wholly-owned subsidiary after
elimination of all significant intercompany accounts and transactions. Accordingly, they do not include all of the information and footnotes required by
GAAP for complete financial statements. In the opinion of management, these condensed consolidated financial statements reflect all adjustments which are
necessary for a fair statement of the Company’s financial position and results of its operations, as of and for the periods presented. These condensed
consolidated financial statements should be read in conjunction with the consolidated financial statements and notes thereto contained in the Company’s
Annual Report on Form 10-K filed with the SEC on February 28, 2019.
The information presented in the condensed consolidated financial statements and related notes as of March 31, 2019, and for the three months ended
March 31, 2019 and 2018, is unaudited. The December 31, 2018 condensed consolidated balance sheet included herein was derived from the audited
financial statements as of that date, but does not include all disclosures, including notes, required by GAAP for complete financial statements.
Interim results for the three months ended March 31, 2019 are not necessarily indicative of the results that may be expected for the fiscal year ending
December 31, 2019, or any future period.
The accompanying condensed consolidated financial statements have been prepared on a basis which assumes that the Company will continue as a
going concern and which contemplates the realization of assets and satisfaction of liabilities and commitments in the normal course of business. The
Company has incurred recurring losses and negative cash flows from operations. As of March 31, 2019, the Company had cash, cash equivalents, and
marketable securities of approximately $217.8 million. Management believes that current cash, cash equivalents and marketable securities on hand at
March 31, 2019 should be sufficient to fund operations for at least the next twelve months from the issuance date of these financial statements. The future
viability of the Company is dependent on its ability to fund its operations through sales of ZILRETTA, and/or raise additional capital, such as debt or equity
offerings, as needed. This funding is necessary for the Company to support the commercialization of ZILRETTA and to perform the research and
development activities required to develop the Company’s other product candidates in order to generate future revenue streams. The Company may not be
able to obtain financing on acceptable terms, or at all. If the Company is unable to obtain funding on a timely basis, the Company may need to curtail its
operations, including the commercialization of ZILRETTA and research and development activities, which could adversely affect its prospects.
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Recent Accounting Pronouncements
Accounting Standards Recently Adopted
In February 2016, the Financial Accounting Standards Board, or FASB, issued ASU 2016-02, Leases (“ASU 2016-02”), to increase transparency and
comparability among organizations by recognizing lease assets and liabilities, including operating leases, on the balance sheet and disclosing key
information about leasing arrangements. The Company adopted ASU 2016-02 on January 1, 2019 using the “Comparatives under 840” approach, which was
approved by the FASB in July 2018 as part of ASU 2018-11. Under this method, the condensed consolidated financial statements as of and for the three
months ended March 31, 2019 are presented applying the new requirements under ASC 842, while the condensed consolidated financial statements as of
December 31, 2018 and for the three months ended March 31, 2018 are presented under ASC 840. The required disclosures are presented under ASC 842 for
the current year and ASC 840 for the prior year.
As part of its adoption of ASU 2016-02, the Company elected the package of practical expedients which allows it to not reassess (1) whether existing
contracts contain leases, (2) the lease classification for existing leases, and (3) whether existing initial direct costs meet the new definition. Consequently, on
adoption, the Company recognized lease liabilities of $7.0 million and corresponding right-of-use, or ROU, assets of $6.6 million based on the present value
of the remaining minimum rental payments under current leasing standards for existing operating leases. These lease liabilities and ROU assets relate to
operating leases only, as the Company concluded that it does not have any finance leases. The difference between the lease liability and the ROU assets upon
adoption relates to the deferred rent balance that had been recorded prior to adoption. The Company determined that no cumulative adjustment to retained
earnings was required.
In June 2018, the FASB issued ASU No. 2018-07, Compensation – Stock Compensation (Topic 718): Improvements to Nonemployee Share-Based
Payment Accounting (“ASU 2018-07”). The new standard expands the scope of Topic 718 to include share-based payment transactions for acquiring goods
and services from nonemployees. Equity-based payments to nonemployees were previously covered under ASC 505-50 and required companies to measure
the awards based on the fair value of the consideration received or the fair value of the equity instruments issued and remeasure the fair value of such awards
at each reporting date. The Company adopted ASU 2018-07 on January 1, 2019. The adoption of ASU 2018-07 did not have a material impact on the
Company’s financial position or results of operations.
Accounting Standards Recently Issued
In June 2016, the FASB issued ASU No. 2016-13, Financial Instruments - Credit Losses (Topic 326): Measurement of Credit Losses on Financial
Instruments (“ASU 2016-13”). The new standard requires entities to measure all expected credit losses for financial assets held at the reporting date based on
historical experience, current conditions and reasonable and supportable forecasts. ASU 2016-13 is effective for fiscal years, and the interim periods within
those years, beginning after December 15, 2019 and early adoption is permitted. The Company is currently evaluating the impact of ASU 2016-13 on the
Company’s consolidated financial statements.
In July 2018, the FASB issued ASU No. 2018-13, Fair Value Measurement (Topic 820): Disclosure Framework—Changes to the Disclosure
Requirements for Fair Value Measurement (“ASU 2018-13”). The new standard modifies the disclosure requirements on fair value measurements in Topic
820, Fair Value Measurement, as part of the FASB’s disclosure framework project. ASU 2018-13 is effective for fiscal years, and the interim periods within
those years, beginning after December 15, 2019 and early adoption is permitted. Additionally, the new standard permits an entity to early adopt any removed
or modified disclosures upon issuance of the ASU and delay adoption of the additional disclosures until their effective date. ASU 2018-13 removes the
requirement to disclose the amount of and reasons for transfers between Level 1 and Level 2 of the fair value hierarchy. The Company early adopted this
portion of the standard as of the quarter ended September 30, 2018. The Company does not expect the adoption of the remainder of ASU 2018-13 to have any
impact on its consolidated financial statements, as the changes to the disclosures are primarily relevant for companies with Level 3 assets and liabilities,
which the Company does not have.
Consolidation
The accompanying condensed consolidated financial statements include the Company and its wholly-owned subsidiary, Flexion Therapeutics
Securities Corporation. The Company has eliminated all intercompany transactions for the three months ended March 31, 2019 and the year ended
December 31, 2018.
Revenue Recognition
On October 6, 2017, the U.S. Food and Drug Administration, or FDA, approved ZILRETTA. The Company entered into a limited number of
arrangements with specialty distributors and a specialty pharmacy in the U.S. to distribute ZILRETTA. The Company recognizes revenue in accordance with
Accounting Standards Codification (“ASC”) Topic 606 - Revenue from Contracts with Customers (“Topic 606”). Under Topic 606, an entity recognizes
revenue when its customer obtains control of promised goods or services, in an amount that reflects the consideration which the entity expects to be entitled
to in exchange for those goods or services.
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To determine revenue recognition for arrangements that an entity determines are within the scope of Topic 606, the entity performs the following five
steps: (i) identify the contract(s) with a customer, (ii) identify the performance obligations in the contract, (iii) determine the transaction price, (iv) allocate
the transaction price to the performance obligations in the contract, and (v) recognize revenue when (or as) the entity satisfies a performance obligation. The
Company only applies the five-step model to arrangements that meet the definition of a contract with a customer under Topic 606, including when it is
probable that the entity will collect the consideration it is entitled to in exchange for the goods or services it transfers to the customer. At contract inception,
once the contract is determined to be within the scope of Topic 606, the Company assesses the goods or services promised within each contract, determines
those that are performance obligations, and assesses whether each promised good or service is distinct. The Company then recognizes as revenue the amount
of the transaction price that is allocated to the respective performance obligation when (or as) the performance obligation is satisfied. For a complete
discussion of accounting for product revenue, see Product Revenue, Net (below).
Product Revenue, Net— The Company sells ZILRETTA to its customers who then subsequently resell ZILRETTA to physicians, clinics and certain
medical centers or hospitals. In addition to distribution agreements with customers, the Company enters into arrangements with government payers that
provide for government mandated rebates and chargebacks with respect to the purchase of ZILRETTA.
The Company recognizes revenue on product sales when the customer obtains control of the Company's product, which occurs at a point in time
(upon delivery to the customer). The Company has determined that the delivery of ZILRETTA to its customers constitutes a single performance
obligation. There are no other promises to deliver goods or services beyond what is specified in each accepted customer order. The Company has assessed
the existence of a significant financing component in the agreements with its customers. The trade payment terms with customers do not exceed one year and
therefore the Company has elected to apply the practical expedient and no amount of consideration has been allocated as a financing component. Product
revenues are recorded net of applicable reserves for variable consideration, including discounts and allowances.
Transaction Price, including Variable Consideration— Revenues from product sales are recorded at the net sales price (transaction price), which
includes estimates of variable consideration for which reserves are established. Components of variable consideration include trade discounts and
allowances, product returns, government chargebacks, discounts and rebates, and other incentives, such as voluntary patient assistance, and other fee for
service amounts that are detailed within contracts between the Company and its customers relating to the Company’s sale of its products. These reserves, as
detailed below, are based on the amounts earned, or to be claimed on the related sales, and are classified as reductions of accounts receivable (if the amount is
payable to the customer) or a current liability (if the amount is payable to a party other than a customer). These estimates take into consideration a range of
possible outcomes which are probability-weighted in accordance with the expected value method in Topic 606 for relevant factors such as current
contractual and statutory requirements, specific known market events and trends, industry data, and forecasted customer buying and payment patterns.
Overall, these reserves reflect the Company’s best estimates of the amount of consideration to which it is entitled based on the terms of the respective
underlying contracts.
The amount of variable consideration which is included in the transaction price may be constrained and is included in the net sales price only to the
extent that it is probable that a significant reversal in the amount of the cumulative revenue recognized under the contract will not occur in a future period.
Actual amounts of consideration ultimately received may differ from the Company’s estimates. If actual results in the future vary from the Company’s
original estimates, the Company will adjust these estimates, which would affect net product revenue and earnings in the period such variances become
known.
Trade Discounts and Allowances— The Company compensates (through trade discounts and allowances) its customers for sales order management,
data, and distribution services. However, the Company has determined such services received to date are not distinct from the Company’s sale of products to
the customer and, therefore, these payments have been recorded as a reduction of revenue within the statement of operations and comprehensive loss through
March 31, 2019, as well as a reduction to trade receivables, net on the condensed consolidated balance sheets.
Product Returns— Consistent with industry practice, the Company generally offers customers a limited right of return for product that has been
purchased from the Company based on the product’s expiration date. The Company estimates the amount of its product sales that may be returned by its
customers and records this estimate as a reduction of revenue in the period the related product revenue is recognized, as well as within accrued expenses and
other current liabilities, net, on the condensed consolidated balance sheets. The Company currently estimates product return liabilities using available
industry data and its own sales information, including its visibility into the inventory remaining in the distribution channel. The Company has received an
immaterial amount of returns to date and believes that future returns of ZILRETTA will be minimal.
The Company’s limited right of return allows for eligible returns of ZILRETTA in the following circumstances:
•

Shipment errors that were the result of an error by the Company;

•

Quantity delivered that is greater or less than the quantity ordered;
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•

Product distributed by the Company that is damaged in transit prior to receipt by the customer;

•

Expired product, previously purchased directly from the Company, that is returned during the period beginning three months prior to the
product’s expiration date and ending three months after the product’s expiration date;

•

Product subject to a recall; and

•

Product that the Company, at its sole discretion, has specified to be returned.

Government Chargebacks, Discounts and Rebates— Chargebacks for fees and discounts to qualified government healthcare providers represent the
estimated obligations resulting from contractual commitments to sell products to qualified VA hospitals and 340b entities at prices lower than the list prices
charged to customers who directly purchase the product from the Company. The 340b Drug Discount Program is a US federal government program created in
1992 that requires drug manufacturers to provide outpatient drugs to eligible health care organizations and covered entities at significantly reduced
prices. Customers charge the Company for the difference between what they pay for the product and the statutory selling price to the qualified government
entity. These reserves are established in the same period that the related revenue is recognized, resulting in a reduction of product revenue and trade
receivables, net. Chargeback amounts are generally determined at the time of resale to the qualified government healthcare provider by customers, and the
Company generally issues credits for such amounts within a few weeks of the customer’s notification to the Company of the resale. Reserves for chargebacks
consist of credits that the Company expects to issue for units that remain in the distribution channel inventories at each reporting period-end that the
Company expects will be sold to qualified healthcare providers, and chargebacks that customers have claimed, but for which the Company has not yet issued
a credit.
Government Rebates— The Company is subject to discount obligations under state Medicaid programs and Medicare. These reserves are recorded in
the same period the related revenue is recognized, resulting in a reduction of product revenue and the establishment of a current liability which is included in
accrued expenses and other current liabilities on the condensed consolidated balance sheets. For Medicare, the Company also estimates the number of
patients in the prescription drug coverage gap for whom the Company will owe an additional liability under the Medicare Part D program. The Company
estimates its exposure to utilization from the Medicare Part D coverage gap discount program to be immaterial. For Medicaid programs, the Company
estimates the portion of sales attributed to Medicaid patients and records a liability for the rebates to be paid to the respective state Medicaid programs. The
Company’s liability for these rebates consists of invoices received for claims from prior quarters that have not been paid or for which an invoice has not yet
been received, estimates of claims for the current quarter, and estimated future claims that will be made for product that has been recognized as revenue, but
which remains in the distribution channel inventories at the end of each reporting period.
Other Incentives— Other incentives which the Company offers include voluntary patient assistance programs, such as the co-pay assistance program,
which are intended to provide financial assistance to qualified commercially-insured patients with prescription drug co-payments required by payers. The
calculation of the accrual for co-pay assistance is based on an estimate of claims and the cost per claim that the Company expects to receive associated with
product that has been recognized as revenue, but remains in the distribution channel inventories at the end of each reporting period. The adjustments are
recorded in the same period the related revenue is recognized, resulting in a reduction of product revenue and the establishment of a current liability which is
included as a component of accrued expenses and other current liabilities on the condensed consolidated balance sheets.
To date, the Company’s only source of product revenue has been from the U.S. sales of ZILRETTA, which it began shipping to customers in October
2017.
The following table summarizes activity in each of the product revenue allowance and reserve categories for the three months ended March 31, 2019
and 2018:
Trade Discounts,
Allowances and
Government
Chargebacks

(In thousands)

Balance as of December 31, 2018
Provision related to sales in the current year
Credits and payments made
Balance as of March 31, 2019

$

Balance as of December 31, 2017
Provision related to sales in the current year
Credits and payments made
Balance as of March 31, 2018

$

601 $
741
(332 )
1,010 $

$

60 $
186
(94 )
152 $

$
10

Government
Rebates and
Other
Incentives

Returns

491 $
24
(36 )
479 $
15
49
—
64

$

$

Total

125 $
57
(33 )
149 $
2
12
—
14

$

$

1,217
822
(401 )
1,638
77
247
(94 )
230

Use of Estimates
The preparation of financial statements in conformity with GAAP requires management to make estimates and judgments that may affect the reported
amounts of assets and liabilities, revenue and expenses and related disclosures. The Company bases estimates and judgments on historical experience and on
various other factors that it believes to be reasonable under the circumstances. The most significant estimates in these condensed consolidated financial
statements include estimates related to revenue, useful lives with respect to long-lived assets, such as property and equipment and leasehold improvements,
accounting for stock-based compensation, and accrued expenses, including clinical research costs. The Company’s actual results may differ from these
estimates under different assumptions or conditions. The Company evaluates its estimates on an ongoing basis. Changes in estimates are reflected in reported
results in the period in which they become known by the Company’s management.
Property and Equipment
Property and equipment are stated at cost less accumulated depreciation. Depreciation and amortization expense is recognized using the straight-line
method over the following estimated useful lives:
Estimated
Useful Life
(Years)

Computers, office equipment, and minor computer software
Computer software
Manufacturing equipment
Furniture and fixtures

3
7
7-10
5

Leasehold improvements are amortized over the shorter of the lease term or the estimated useful life of the related asset. Costs of major additions and
improvements are capitalized and depreciated on a straight-line basis over their useful lives. Repairs and maintenance costs are expensed as incurred. Upon
retirement or sale, the cost of assets disposed of and the related accumulated depreciation are removed from the accounts and any resulting gain or loss is
credited or charged to income. Property and equipment includes construction-in-progress that is not yet in service.
Foreign Currencies
The Company maintains a bank account denominated in British Pounds. All foreign currency payables and cash balances are measured at the
applicable exchange rate at the end of the reporting period. All associated gains and losses from foreign currency transactions are reflected in the
consolidated statements of operations.
Leases
The Company determines if an arrangement is a lease at contract inception. Operating lease assets represent a right to use an underlying asset for the
lease term and operating lease liabilities represent an obligation to make lease payments arising from the lease. Operating lease liabilities with a term greater
than one year and their corresponding right-of-use assets are recognized on the balance sheet at the commencement date of the lease based on the present
value of lease payments over the expected lease term. Certain adjustments to the right-of-use asset may be required for items such as initial direct costs paid
or incentives received. The Company made an accounting policy election to expense leases with a term of one year or less on a straight-line basis over the
lease term. To date, the Company has not identified any material short-term leases, either individually or in the aggregate.
As the Company’s leases do not provide an implicit rate, the Company utilized the appropriate incremental borrowing rate, which is the rate incurred to
borrow on a collateralized basis over a similar term an amount equal to the lease payments in a similar economic environment. The Company estimated the
incremental borrowing rate based on a yield curve analysis of companies with a similar credit rating to its own, which was calculated using a number of
financial ratios and qualitative considerations of the Company’s business. The yields on the Company’s currently outstanding debt (the 2024 Convertible
Notes and term loan) were also used as inputs to the analysis to calculate a spread, adjusted for factors that reflect the profile of secured borrowing over the
expected term of the lease.
The components of a lease should be split into three categories: lease components (e.g., land, building, etc.), non-lease components (e.g., common area
maintenance, utilities, performance of manufacturing services, purchase of inventory, etc.), and non-components (e.g., property taxes, insurance, etc.). Then
the fixed contract consideration (including any related to non-components) must be allocated based on fair values to the lease components and non-lease
components. Although separation of lease and non-lease
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components is required, certain practical expedients are available to entities. Entities electing the practical expedient would not separate lease and non-lease
components. Rather, they would account for each lease component and the related non-lease component together as a single component. The Company has
elected to use this practical expedient for its real estate leases and account for each lease component and related non-lease component as one single
component. In contrast, the Company has elected not to apply the practical expedient for its lease of manufacturing space at Patheon and has instead
allocated consideration between the lease and non-lease components of the contract. The Company calculated the fair value of the lease component using
publicly available information to identify comparable rentals in the same geographic area. The remainder of the consideration was allocated to the non-lease
components.
3.

Fair Value of Financial Assets and Liabilities

The following tables present information about the Company’s assets that are measured at fair value on a recurring basis as of March 31, 2019 and
December 31, 2018 and indicate the level of the fair value hierarchy utilized to determine such fair value:
Fair Value Measurements as of March 31, 2019 Using:
Level 1
Level 2
Level 3
Total

(In thousands)

Assets:
Cash equivalents
Marketable securities

$
$

—
—
—

$
$

66,083
129,913
195,996

$
$

—
—
—

$
$

66,083
129,913
195,996

Fair Value Measurements as of December 31, 2018 Using:
Level 1
Level 2
Level 3
Total

(In thousands)

Assets:
Cash equivalents
Marketable securities

$
$

—
—
—

$
$

57,739
171,555
229,294

$
$

—
—
—

$
$

57,739
171,555
229,294

As of March 31, 2019 and December 31, 2018 the Company’s cash equivalents that are invested in money market funds and overnight repurchase
contracts are valued based on Level 2 inputs. The Company measures the fair value of marketable securities using Level 2 inputs and primarily relies on
quoted prices in active markets for similar marketable securities. Amortization and accretion of discounts and premiums are recorded in other income.
The Company has a term loan outstanding under its 2015 credit facility with MidCap Financial Funding XIII Trust and Silicon Valley Bank (the
“2015 term loan”). The amount outstanding on its 2015 term loan is reported at its carrying value in the accompanying balance sheet. The Company
determined the fair value of the 2015 term loan using an income approach that utilizes a discounted cash flow analysis based on current market interest rates
for debt issuances with similar remaining years to maturity, adjusted for credit risk. The 2015 term loan was valued using Level 2 inputs as of March 31, 2019
and December 31, 2018. The result of the calculation yielded a fair value that approximates its carrying value.
On May 2, 2017 the Company issued 3.375% convertible senior notes due 2024 (the “2024 Convertible Notes”) with embedded conversion
features. The Company estimated the fair value of the 2024 Convertible Notes using a discounted cash flow approach to derive the value of a debt
instrument using the expected cash flows and the estimated yield related to the convertible notes. The significant assumptions used in estimating the
expected cash flows were: the estimated market yield based on an implied yield and credit quality analysis of a term loan with similar attributes, and the
average implied volatility of the Company’s traded and quoted options available as of May 2, 2017. The Company recorded approximately $136.7 million
as the fair value of the liability on May 2, 2017, with a corresponding amount recorded as a discount on the initial issuance of the 2024 Convertible Notes of
approximately $64.5 million. The debt discount was recorded to equity and is being amortized to the debt liability over the life of the 2024 Convertible
Notes using the effective interest method.
The fair value of the 2024 Convertible Notes, which differs from their carrying value, is influenced by interest rates, stock price and stock price
volatility and is determined by prices for the 2024 Convertible Notes observed in market trading. The market for trading of the 2024 Convertible Notes is
not considered to be an active market and therefore the estimate of fair value is based on Level 2 inputs. The estimated fair value of the 2024 Convertible
Notes, face value of $201.3 million, was $174.0 million at March 31, 2019.
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4.

Marketable Securities
As of March 31, 2019 and December 31, 2018 the fair value of available-for-sale marketable securities by type of security was as follows:

(In thousands)

Amortized Cost

Commercial paper
U.S. government obligations
Corporate bonds

$

1,981
54,570
73,257
129,808

$

(In thousands)

Amortized Cost

Commercial paper
U.S. government obligations
Corporate bonds

$

36,723
39,910
94,999
171,632

$

March 31, 2019
Gross Unrealized
Gross Unrealized
Gains
Losses

$

—
17
94
111

$

$

— $
—
(6 )
(6 ) $

$

December 31, 2018
Gross Unrealized
Gross Unrealized
Gains
Losses

$

—
—
20
20

$

$

— $
(12 )
(85 )
(97 ) $

$

Fair Value

1,981
54,587
73,345
129,913

Fair Value

36,723
39,898
94,934
171,555

As of March 31, 2019 and December 31, 2018, marketable securities consisted of approximately $129.9 and $171.6 million, respectively, of
investments that mature within twelve months. There were no investments with maturities greater than twelve months as of March 31, 2019 or December 31,
2018.
5.

Prepaid Expenses and Other Current Assets
Prepaid expenses and other current assets consisted of the following as of March 31, 2019 and December 31, 2018:
March 31,
2019

(In thousands)

Prepaid expenses
Deposits
Interest receivable on marketable securities
Total prepaid expenses and other current assets
6.

$

$

3,853
291
512
4,656

December 31,
2018

$

$

4,717
66
717
5,500

Inventory
Inventory consisted of the following as of March 31, 2019 and December 31, 2018:
March 31,
2019

(In thousands)

Raw materials
Work in process
Finished goods
Total inventories

$

$

3,046
5,143
2,135
10,324

December 31,
2018

$

$

2,367
3,553
1,717
7,637

Finished goods manufactured by the Company have a shelf life of approximately 24 months from the date of manufacture.
The Company reduces its inventory to net realizable value for potentially excess, dated or obsolete inventory based on an analysis of forecasted
demand compared to quantities on hand and any firm purchase orders, as well as product shelf life. As of March 31, 2019, the Company determined that no
write-downs to inventory for potentially excess, dated or obsolete inventory were required.
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7.

Property and Equipment, Net
Property and equipment, net, as of March 31, 2019 and December 31, 2018 consisted of the following:
March 31,
2019

(In thousands)

Computer and office equipment
Manufacturing equipment
Furniture and fixtures
Software
Leasehold improvements
Construction in progress

$

Less: Accumulated depreciation
Total property and equipment, net

$

December 31,
2018

1,133 $
12,147
609
447
815
1,450
16,601
(6,272 )
10,329 $

1,133
12,000
604
434
815
1,416
16,402
(5,692 )
10,710

Depreciation expense for the three months ended March 31, 2019 was approximately $0.2 million, compared to $0.6 million for the same period in the
prior year. No property and equipment was disposed of during the three months ended March 31, 2019. Construction in progress consists of equipment
purchases related to the expansion of the Company’s manufacturing capabilities at its contract manufacturer, Patheon U.K. Limited, as well as equipment
related to the Company’s portfolio expansion efforts that have not yet been placed into service.
8.

Accrued Expenses and Other Current Liabilities
Accrued expenses and other current liabilities consisted of the following as of March 31, 2019 and December 31, 2018:
March 31,
2019

(In thousands)

Research and development
Payroll and other employee-related expenses
Professional services fees
Interest expense
Product revenue reserves
Accrual for employee stock purchase plan
Other
Total accrued expenses and other current liabilities
9.

$

$

1,372
5,683
4,281
2,879
628
740
202
15,785

December 31,
2018

$

$

1,216
8,207
2,544
1,195
616
251
281
14,310

Debt
Term Loan

On August 4, 2015, the Company entered into a credit and security agreement with MidCap Financial Trust, as agent, and MidCap Financial Funding
XIII Trust and Silicon Valley Bank, as lenders, (the “Lenders”), to borrow up to $30.0 million in term loans. The Company concurrently borrowed an initial
term loan of $15.0 million under the facility. The Company granted the Lenders a security interest in substantially all of its personal property, rights and
assets, other than intellectual property, to secure the payment of all amounts owed under the credit facility. The Company agreed not to encumber any of its
intellectual property without the Lenders’ prior written consent. The Company also agreed to maintain a balance in cash or cash equivalents at Silicon Valley
Bank equal to the principal balance of the loan plus 5% for so long as the Company maintains any cash or cash equivalents in non-secured bank accounts. In
addition, pursuant to the credit and security agreement, the Company is prohibited from paying cash dividends without prior consent of the Lenders.
On July 22, 2016, the Company borrowed the remaining $15.0 million under the credit and security agreement, in the form of a second term loan. The
second term loan is subject to the same credit terms as the initial term loan under the facility.
The credit and security agreement also contains certain representations, warranties, and covenants of the Company as well as a material adverse event
clause. As of March 31, 2019, the Company was compliant with all covenants.
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Borrowings under the credit facility accrue interest monthly at a fixed interest rate of 6.25% per annum. Following an interest-only period of 19
months, principal is due in 36 equal monthly installments commencing March 1, 2017 and ending February 1, 2020 (the “maturity date”). Upon the maturity
date, the Company will be obligated to pay a final payment equal to 9% of the total principal amounts borrowed under the facility. The final payment
amount is being accreted to the carrying value of the debt using the straight-line method, which approximates the effective interest method. As of March 31,
2019, the carrying value of the term loan was approximately $11.3 million, all of which is due within 12 months.
In connection with the credit and security agreement, the Company incurred debt issuance costs totaling approximately $150,000. These costs are
being amortized over the estimated term of the debt using the straight-line method which approximates the effective interest method. The Company
deducted the debt issuance costs from the carrying amount of the debt as of March 31, 2019 and December 31, 2018.
As of March 31, 2019, annual principal and interest payments due under the 2015 term loan were as follows:
Aggregate
Minimum
Payments
(in thousands)

Year

2019
2020
Total
Less interest
Less unamortized portion of final payment
Total

$

$

7,779
4,383
12,162
(323 )
(559 )
11,280

2024 Convertible Notes
On May 2, 2017 the Company issued an aggregate of $201.3 million principal amount of the 2024 Convertible Notes. The 2024 Convertible Notes
have a maturity date of May 1, 2024, are unsecured and accrue interest at a rate of 3.375% per annum, payable semi-annually on May 1 and November 1 of
each year, beginning November 1, 2017. The Company received $194.8 million for the sale of the 2024 Convertible Notes, after deducting fees and expenses
of $6.5 million.
Upon conversion of the 2024 Convertible Notes, at the election of each holder of a 2024 Convertible Note (the Holder), the note will be convertible
into cash, shares of the Company’s common stock, or a combination thereof, at the Company’s election (subject to certain limitations in the 2015 term loan),
at a conversion rate of approximately 37.3413 shares of common stock per $1,000 principal amount of the 2024 Convertible Notes, which corresponds to an
initial conversion price of approximately $26.78 per share of the Company’s common stock.
The conversion rate is subject to adjustment from time to time upon the occurrence of certain events, including, but not limited to, fundamental
change events and certain corporate events that occur prior to the maturity date of the notes. In addition, if the Company delivers a notice of redemption, the
Company will increase, in certain circumstances, the conversion rate for a Holder who elects to convert its notes in connection with such a corporate event or
notice of redemption, as the case may be. At any time prior to the close of business on the business day immediately preceding February 1, 2024, Holders may
convert all, or any portion, of the 2024 Convertible Notes at their option only under the following circumstances:
(1) during any calendar quarter commencing after the calendar quarter ending on June 30, 2017 (and only during such calendar quarter), if the last
reported sale price of the common stock for at least 20 trading days (whether or not consecutive) during a period of 30 consecutive trading days
ending on the last trading day of the immediately preceding calendar quarter is greater than or equal to 130% of the conversion price on each
applicable trading day;
(2) during the five business day period after any ten consecutive trading day period (the “measurement period”) in which the trading price per
$1,000 principal amount of notes for each trading day of the measurement period was less than 98% of the product of the last reported sale price
of the Company’s common stock and the conversion rate on each such trading day;
(3) if the Company calls any or all of the notes for redemption, at any time prior to the close of business on the business day immediately preceding
the redemption date; and
(4) upon the occurrence of specified corporate events.
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On or after February 1, 2024, until the close of business on the business day immediately preceding the maturity date, Holders may convert their notes
at any time, regardless of the foregoing circumstances. The Company may redeem, for cash, all or any portion of the 2024 Convertible Notes, at its option, on
or after May 6, 2020 if the last reported sale price of the Company’s common stock has been at least 130% of the conversion price for at least 20 trading days
during any 30 consecutive day trading period, at a redemption price equal to 100% of the principal amount of the 2024 Convertible Notes to be redeemed,
plus accrued and unpaid interest, subject to the Holders’ right to convert as described above.
The 2024 Convertible Notes are considered convertible debt with a cash conversion feature. Per ASC 470-20, Debt with Conversion and Other
Options, the Company has separated the convertible debt into liability and equity components based on the fair value of a similar debt instrument excluding
the embedded conversion option. The carrying amount of the liability component was calculated by measuring the fair value of a similar liability that does
not have an associated convertible feature. The allocation was performed in a manner that reflected our non-convertible debt borrowing rate for similar debt.
The equity component of the 2024 Convertible Notes was recognized as a debt discount and represents the difference between the proceeds from the issuance
of the 2024 Convertible Notes and the fair value of the liability of the 2024 Convertible Notes on their respective dates of issuance. The excess of the
principal amount of the liability component over its carrying amount (“debt discount”) is amortized to interest expense using the effective interest method
over seven years. The equity component is not re-measured as long as it continues to meet the conditions for equity classification. The liability component
of $136.7 million was recorded as long-term debt at May 2, 2017 with the remaining equity component of $64.5 million recorded as additional paid-in
capital.
In connection with the issuance of the 2024 Convertible Notes, the Company incurred approximately $6.5 million of debt issuance costs, which
primarily consisted of underwriting, legal and other professional fees, and allocated these costs to the liability and equity components based on the
allocation of the proceeds. Of the total debt issuance costs, $4.4 million were allocated to the liability component and are recorded as a reduction of the 2024
Convertible Notes in our consolidated balance sheets. The remaining $2.1 million was allocated to the equity component and is recorded as a reduction to
additional paid-in capital.
Debt discount and issuance costs of $68.9 million are being amortized to interest expense over the life of the 2024 Convertible Notes using the
effective interest rate method. As of March 31, 2019, the stated interest rate was 3.375%, and the effective interest rate was 9.71%. Interest expense related to
the 2024 Convertible Notes for the three months ended March 31, 2019 was $3.6 million, including $1.9 million related to amortization of the debt discount.
The table below summarizes the carrying value of the 2024 Convertible Notes as of March 31, 2019:
(in thousands)

Gross proceeds
Portion of proceeds allocated to equity component (additional
paid-in capital)
Debt issuance costs
Portion of issuance costs allocated to equity component
(additional paid-in capital)
Amortization of debt discount and debt issuance costs
Carrying value 2024 Convertible Notes
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$

201,250
(64,541 )
(6,470 )

$

2,075
14,625
146,939

10.

Stock-Based Compensation

Stock Option Valuation
The fair value of each of the Company’s stock option grants is estimated on the date of grant using the Black-Scholes option-pricing model. The
Company currently estimates its expected stock volatility based on the historical volatility of its publicly-traded peer companies and expects to continue to
do so until such time as it has adequate historical data regarding the volatility of its own publicly-traded stock price. The expected term of the Company’s
stock options has been determined utilizing the “simplified” method for awards that qualify as “plain vanilla” options. The expected term of stock options
granted to non-employees is equal to the contractual term of the option award. The risk-free interest rate is determined by reference to the U.S. Treasury yield
curve in effect at the time of grant of the award for time periods approximately equal to the expected term of the award. Expected dividend yield is based on
the fact that the Company has never paid cash dividends and does not expect to pay any cash dividends in the foreseeable future. The relevant data used to
determine the value of the stock option grants for the three months ended March 31, 2019 and 2018 were as follows:
Three months ended
March 31,

Risk-free interest rates
Expected dividend yield
Expected term (in years)
Expected volatility

2019

2018

2.56% - 2.67%
0.00%
6.0
69.3% - 69.5%

2.72 - 2.74%
0.00%
6.0
71.4 - 71.5%

The following table summarizes stock option activity for the three months ended March 31, 2019:
Weighted
Average
Exercise Price
Per Share

Shares Issuable
Under Options

(In thousands, except per share amounts)

Outstanding as of December 31, 2018
Granted
Exercised
Cancelled
Outstanding as of March 31, 2019
Options vested and expected to vest at March 31, 2019
Options exercisable at March 31, 2019

4,435
638
—
(92 )
4,981
4,981
2,689

$

$
$
$

19.21
14.47
7.15
21.85
18.56
18.56
17.67

The aggregate intrinsic value of options is calculated as the difference between the exercise price of the options and the fair value of the Company’s
common stock for those options that had exercise prices lower than the fair value of the Company’s common stock. Options to purchase a total of
approximately 118 shares of the Company’s common stock, with an aggregate intrinsic value of approximately $622, were exercised during the three months
ended March 31, 2019.
At March 31, 2019 and 2018, there were options for the purchase of approximately 4,980,879 and 4,404,000 shares of the Company’s common stock
outstanding, respectively, with a weighted average remaining contractual term of 7.6 years and 8.1 years, respectively, and with a weighted average exercise
price of $18.56 and $18.42 per share, respectively.
The weighted average grant date fair value of options granted during the three months ended March 31, 2019 and 2018 was $9.17 and $14.48 per
share, respectively.
Restricted Stock Units
On January 4, 2016, the Company granted 189,300 restricted stock units (“RSUs”) with performance and time-based vesting conditions to certain
executives. These RSUs began vesting, and the underlying shares of common stock became deliverable, beginning when ZILRETTA was approved (the
“Milestone”). The number of shares eligible for vesting varied based on the timing of achieving the Milestone. As a result of the Milestone being achieved
on October 6, 2017, the number of shares of the Company’s common stock earned under these awards was 122,800, subject to ongoing employment with the
Company for a period of 2 years. The 122,800 shares had an approximate value of $2.2 million as of the original grant date of which $1.6 million was
recognized in the fourth quarter of 2017 upon achieving the Milestone and the remaining $0.6 million is being recognized over a period of two years.
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During the three months ended March 31, 2019, the Company awarded 771,356 RSUs to employees at an average grant date fair value of $14.75 per
share. The RSUs vest in four substantially equal installments on each of the first four anniversaries of the vesting commencement date, subject to the
employee's continued employment with, or services to, the Company on each vesting date. Compensation expense is recognized on a straight-line basis.
The following table summarizes the RSU activity for the three months ended March 31, 2019:

Number of
Shares

(In thousands, except per share amounts)

Nonvested balance as of December 31, 2018
Granted
Vested/Released
Cancelled
Nonvested Balance as of March 31, 2019

Weighted
Average Grant
Date Fair
Value Per
Share

252 $
771
(46 )
(3 )
974 $

22.25
14.75
22.31
20.89
16.31

Stock-based Compensation
The Company recorded stock-based compensation expense related to stock options and RSUs and shares purchased under the Employee Stock
Purchase Plan for the three months ended March 31, 2019 and 2018 as follows:
For the three months
ended March 31,
2019
2018

(In thousands)

Research and development
Selling, general and administrative
Total

$
$

1,156
2,697
3,853

$
$

1,150
2,507
3,657

As of March 31, 2019, unrecognized stock-based compensation expense for stock options outstanding was approximately $27.0 million which is
expected to be recognized over a weighted average period of 2.6 years. As of March 31, 2019, unrecognized stock-based compensation expense for RSUs
outstanding was $14.8 million which is expected to be recognized over a period of 3.5 years.
11.

Net Loss per Share
Basic and diluted net loss per share attributable to common stockholders was calculated as follows for the three months ended March 31, 2019 and

2018:
For the three months
ended March 31,
2019
2018

(In thousands, except per share amounts)

Numerator:
Net loss
Net loss:
Denominator:
Weighted average common shares
outstanding, basic and diluted
Net loss per share, basic and diluted
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$
$

(41,538 ) $
(41,538 ) $

(41,569 )
(41,569 )

$

37,992
(1.09 ) $

37,620
(1.10 )

The following common stock equivalents were excluded from the calculation of diluted net loss per share for the periods indicated as including them
would have an anti-dilutive effect:
For the three months
ended March 31,
2019
2018

Shares issuable upon conversion of the
2024 Convertible Notes
Stock options
Restricted stock units
Total
12.

7,515
4,770
471
12,756

7,515
4,264
218
11,997

Commitments and Contingencies

Operating Leases
Burlington Lease
In May 2013, the Company entered into a lease for office space in Burlington, Massachusetts (the “Lease”). The term of the Lease was for 42 months
with minimum monthly lease payments beginning at $17,588 per month and escalating over the lease term. In July 2015, the Company amended the Lease
to add approximately 4,700 square feet of additional office space, with the option to lease an additional 5,400 square feet in the same building in Burlington,
Massachusetts. In addition, at the time, the Company leased approximately 6,700 square feet of temporary space for use prior to delivery of the additional
space. This amendment also extended the term of the Lease through October 31, 2019. On September 30, 2015, the Company exercised its option for the
additional 5,400 square feet of office space. On September 21, 2016, the Company entered into another amendment to extend the Lease for the 6,700 square
feet of temporary space until October 31, 2017.
On April 7, 2017, the Company further amended the Lease to extend the term to October 31, 2023 on the then-existing office space, including the
temporary space, consisting of approximately 28,600 square feet of office space in Burlington, Massachusetts. From November 2016 through October 2017,
the Company’s lease payment for this space was approximately $80,000 per month. Also, as part of this amendment to the Lease, the Company leased an
additional 1,471 square feet of office space beginning in 2018. The lease payment for the 1,471 square feet of office space is approximately $4,100 per
month.
On October 6, 2017, the Company exercised its option for an additional 6,450 square feet of space, and the term for the space commenced in April
2018. The Company has approximately 36,500 square feet of office space in Burlington, Massachusetts under a lease term expiring on October 31, 2023.
Starting in December 2017, the Company’s minimum monthly lease payment is approximately $87,000 and it increases over the life of the amended Lease. In
addition to the base rent for the office space, which increases over the term of the amended Lease, the Company is responsible for its share of operating
expenses and real estate taxes.
Upon adoption of ASU 2016-02, the Company recorded a right-of-use asset and corresponding lease liability for the Lease on January 1, 2019, by
calculating the present value of lease payments, discounted at 8.9%, the Company’s estimated incremental borrowing rate, over the 4.8-year remaining term.
The straight-line lease cost for the Lease amounted to $0.3 million for the three months ended March 31, 2019 and was included in operating
expenses. As of March 31, 2019, the remaining lease term on the Lease was 4.6 years.
Woburn Lease
In February 2017, the Company entered into a five-year lease for laboratory space located in Woburn, Massachusetts with a monthly lease payment of
approximately $15,000, which increases over the term of the lease, plus a share of operating expenses.
Upon adoption of ASU 2016-02, the Company recorded a right-of-use asset and corresponding lease liability for the Lease on January 1, 2019, by
calculating the present value of lease payments, discounted at 8.4%, the Company’s estimated incremental borrowing rate, over the 3.2-year remaining
term. The Woburn lease includes an option to extend the term of the lease for two years. Since the Company adopted ASU 2016-02 using the Comparatives
under 840 approach, it did not reassess the determination of its operating leases as leases, and therefore no options to extend the lease were included in the
calculation of the lease liability as of March 31, 2019. The straight-line lease cost for the Woburn lease amounted to $46 thousand for the three months ended
March 31, 2019 and was included in operating expenses. As of March 31, 2019, the remaining lease term on the Woburn lease was 2.9 years.
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Manufacturing and Supply Agreement with Patheon UK Limited
In July 2015, the Company and Patheon UK Limited (“Patheon”) entered into a Manufacturing and Supply Agreement (the “Manufacturing
Agreement”) and Technical Transfer and Service Agreement (the “Technical Transfer Agreement”) for the manufacture of ZILRETTA.
Patheon agreed in the Technical Transfer Agreement to undertake certain transfer activities and construction services needed to prepare Patheon’s
United Kingdom facility for the commercial manufacture of ZILRETTA in dedicated manufacturing suites. The Company provided Patheon with certain
equipment and materials necessary to manufacture ZILRETTA and pays Patheon a monthly fee for such activities and reimburses Patheon for certain material,
equipment and miscellaneous expenses and additional services.
The initial term of the Manufacturing Agreement is 10 years from approval by the FDA of the Patheon manufacturing suites for ZILRETTA, or until
October 6, 2027. The Company pays a monthly base fee to Patheon for the operation of the manufacturing suites and a per product fee for each vial based
upon a forecast of commercial demand. The Company also reimburses Patheon for purchases of materials and equipment made on its behalf, certain nominal
expenses and additional services. The Manufacturing Agreement will remain in full effect unless and until it expires or is terminated. Upon termination of the
Manufacturing Agreement (other than termination by Flexion in the event that Patheon does not meet the construction and manufacturing milestones or for a
breach by Patheon), Flexion will be obligated to pay for the costs incurred by Patheon associated with the removal of Flexion’s manufacturing equipment
and for Patheon’s termination costs up to a capped amount.
The Manufacturing Agreement with Patheon contains an operating lease for the use of dedicated manufacturing suites. With the adoption of ASU
2016-02, the Company recorded a right-of-use asset and corresponding lease liability for the operating lease. As of March 31, 2019, the remaining lease term
on the Patheon leases was 8.6 years. As of March 31, 2019, the discount rate was 8.24%. The straight-line lease cost amounted to $45 thousand for the three
months ended March 31, 2019 and is included in inventory as part of manufacturing overhead.
The components of lease expense and related cash flows were as follows:
For the three months
ended March 31,

(In thousands)

Operating lease cost
Operating lease cost included in operating expenses
Operating lease cost included in inventory

2019

$

Total operating lease cost

369
45
414

Operating cash flows from operating leases

505

2018

$

—
—
—
—

Maturities of lease liability due under these lease agreements as of March 31, 2019 were as follows:
Operating Lease Obligations
(in thousands)

Year

2019
2020
2021
2022
2023
Thereafter
Present value of imputed interest
Total

$

$
20

1,253
1,710
1,752
1,623
1,380
677
(1,760 )
6,635

As of December 31, 2018, future minimum lease payments under the Company’s lease obligations under ASC 840 were as follows:
Aggregate
Minimum
Payments
(in thousands)

Year

2019
2020
2021
2022
2023
Total

$

1,491
1,533
1,576
1,447
1,203
7,250

As of December 31, 2018, future minimum payments under the Company’s agreed obligations under the Manufacturing Agreement with Patheon were
as follows:
Aggregate
Minimum
Payments
(in thousands)

Year

2019
2020
2021
2022
2023
2024 and thereafter
Total

$

8,027
8,027
8,027
8,027
8,027
30,102
70,237

Other Commitments and Contingencies
Evonik Supply Agreement
In November 2016, the Company entered into a Supply Agreement with Evonik Corporation (“Evonik”) for the purchase of PLGA which is used in the
manufacturing of clinical and commercial supply of ZILRETTA. Pursuant to the Supply Agreement, Flexion is obligated to submit rolling monthly forecasts
to Evonik for PLGA supply, a portion of which will constitute binding orders. In addition, Flexion agreed to certain minimum purchase requirements, which
do not apply (i) during periods in which Evonik is in material breach of the Supply Agreement or is unable to perform its obligations due to a force majeure
event, (ii) with respect to orders that Evonik is unable to supply in excess of binding orders, (iii) for orders Evonik is unable to timely deliver or does not
deliver conforming product and provides a credit for such order, or (iv) during an uncured material quality failure by Evonik. Flexion agreed to purchase
PLGA batches at a specified price per gram in U.S. dollars, subject to adjustment from time to time, including due to changes in price indices and in the event
the initial term of the Supply Agreement is extended. The total term of the agreement is five years. Upon termination of the Supply Agreement (other than
termination due to the bankruptcy of either Evonik or Flexion) Flexion is obligated to pay the costs associated with the binding supply forecast provided to
Evonik. The Supply Agreement will renew for two successive two year terms upon mutual written consent by both parties.
FX201 Related Agreements
In December 2017, the Company entered into a definitive agreement with GeneQuine Biotherapeutics GmbH (“GeneQuine”) to acquire the global
rights to FX201. As part of the asset purchase transaction with GeneQuine, the Company made an upfront payment to GeneQuine of $2 million. The
Company may also be required to make additional milestone payments during the development of FX201, including up to $8.7 million through Phase 2
proof of concept (PoC) clinical trial and, following successful PoC, up to an additional $54 million in development and global regulatory approval milestone
payments. The transaction was accounted for as an asset acquisition, as it did not qualify as a business combination. The upfront fee was attributed to the
intellectual property acquired, and recognized as research and development expense in December 2017 as the FX201 product candidate had not been
commercially approved, and had no alternative future use. Future milestone payments earned prior to regulatory approval of FX201 would be recognized as
research and development expense in the period when the milestone events become probable of being achieved. Future milestones earned upon regulatory
approval would be recognized as an intangible asset and amortized to expense over the estimated
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life of FX201. The first milestone of $750,000 was achieved on October 24, 2018 when the GLP toxicology study was initiated upon the dosing of the first
animals. This milestone was recognized as research and development expense in the fourth quarter of 2018. As of March 31, 2019, no other milestones under
the arrangement have been achieved. As part of the transaction, the Company became the direct licensee of certain underlying Baylor College of Medicine
(Baylor) patents and other proprietary rights related to FX201 for human applications. The Baylor license agreement grants the Company an exclusive,
royalty-bearing, world-wide right and license (with a right to sublicense) for human applications under its patent and other proprietary rights directly related
to FX201, with a similar non-exclusive license to certain Baylor intellectual property rights that are not specific to FX201. The license agreement with
Baylor includes a low single-digit royalty on net sales of FX201 and requires the Company to use reasonable efforts to develop FX201 according to timelines
set out in the license agreement. In December 2017, the Company also entered into a Master Production Services Agreement with SAFC Carlsbad, Inc., a part
of MilliporeSigma, for the manufacturing of preclinical and initial clinical supplies of FX201.
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ITEM 2. MANAGEMENT’S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND RESULTS OF OPERATIONS
The following discussion and analysis should be read in conjunction with our financial statements and accompanying notes included in this
Quarterly Report on Form 10-Q and the financial statements and accompanying notes thereto for the fiscal year ended December 31, 2018 and the related
Management’s Discussion and Analysis of Financial Condition and Results of Operations, both of which are contained in our Annual Report on Form 10-K
filed by us with the Securities and Exchange Commission, or SEC, on February 28, 2019.
Forward-Looking Statements
This discussion and analysis 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 future development activities,
results of operations, financial condition, cash flow, 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 historical
fact. We have tried to identify forward-looking statements by using words such as “may,” “will,” “expect,” “anticipate,” “estimate,” “intend,” “plan,”
“predict,” “potential,” “believe,” “should” and similar expressions. Although we believe the expectations reflected in these forward-looking statements are
reasonable, we cannot guarantee future results, events, levels of activity, performance or achievement. We undertake no obligation to update these forwardlooking statements to reflect events or circumstances after the date of this report or to reflect actual outcomes.
Overview
We are a biopharmaceutical company focused on the discovery, development and commercialization of novel, local therapies for the treatment of
patients with musculoskeletal conditions, beginning with osteoarthritis, a type of degenerative arthritis, referred to as OA.
On October 6, 2017, the U.S. Food and Drug Administration, or FDA, approved our product, ZILRETTA, for marketing in the United States.
ZILRETTA is the first and only extended-release, intra-articular, or IA (meaning in the joint), injection indicated for the management of OA related knee pain.
ZILRETTA is a non-opioid therapy that employs our proprietary microsphere technology to provide pain relief. The pivotal Phase 3 trial, on which the
approval of ZILRETTA was based, showed that ZILRETTA met the primary endpoint of pain reduction at Week 12, with statistically significant pain relief
extending through Week 16. We also have a pipeline program, (FX201), which is a gene-therapy product candidate in development for OA.
We were incorporated in Delaware in November 2007, and to date, we have devoted substantially all of our resources to developing our product
candidates, including conducting clinical trials with our product candidates, preparing for and undertaking the commercialization of ZILRETTA, providing
general and administrative support for these operations and protecting our intellectual property. From our inception through March 31, 2019, we have raised
approximately $756 million and funded our operations primarily through the sale of our common stock, convertible preferred stock, and convertible debt, as
well as debt financing. Until such time, if ever, as we can generate substantial product revenue, we expect to finance our cash needs through a combination of
equity offerings, debt financings, government or third-party funding, and licensing or collaboration arrangements.
ZILRETTA® Updates
ZILRETTA combines a commonly administered steroid, triamcinolone acetonide, or TA, with poly lactic-co-glycolic acid, referred to as PLGA,
delivering a 32 mg dose of TA to provide extended therapeutic concentrations in the joint and persistent analgesic effect. Both the magnitude and duration
of pain relief provided by ZILRETTA in clinical trials were clinically meaningful with the magnitude of pain relief amongst the largest seen to date in OA
clinical trials. The overall frequency of treatment-related adverse events in these trials was similar to those observed with placebo and no drug-related serious
adverse events were reported.
Our promotional and marketing activities have increased each quarter since launch as our field sales representatives, known as Musculoskeletal
Business Managers or MBMs, have expanded prescriber awareness and utilization of ZILRETTA. Furthermore, our Field Access Managers have been
working with physician practices to help them navigate any reimbursement questions and to support their awareness of the product-specific Healthcare
Common Procedure Coding System (HCPCS) reimbursement code for ZILRETTA (J3304), which became effective on January 1, 2019.
J codes are routine reimbursement codes assigned to physician-administered “buy and bill” products under Medicare Part B. They are granted by the
Centers for Medicare and Medicaid Services, or CMS, and they are utilized by Medicare, commercial insurers and other government payers. Additionally,
CMS publishes a defined payment rate for each J code, which is determined by the average sales price (ASP) of the product. We believe that our customers
(physicians, clinics and certain medical centers and hospitals) have familiarity and comfort with obtaining reimbursement via J codes, and as a result, we
believe that J3304 will further enhance their confidence regarding reimbursement for ZILRETTA.
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To provide perspective on the progress of the ZILRETTA launch, we have closely tracked and reported quarterly updates on a number of quantitative
uptake metrics across several dimensions, including prescriber awareness, clinical interest and market access and payer coverage. For 2019, we introduced
new metrics to provide further color and transparency on our commercial activities and the clinical adoption of ZILRETTA. Since the launch in November
2017 through March 31, 2019:
•
2,247 of our 4,100 target accounts had purchased ZILRETTA. This reflects growth of 22% over the period from launch through December 31, 2018
when 1,837 accounts had purchased product.
•
71% of purchasing accounts (1,601) had placed at least one reorder.
•
More than 310 accounts had made ZILRETTA purchases of more than 50 units; approximately 700 accounts had purchased 11 to 50 units; and in
excess of 1,200 accounts had purchased between 1 and 10 units.
•
Accounts purchasing more than 50 ZILRETTA units have been responsible for more than 60% of total ZILRETTA purchases (approximately
38,000 units).
In addition, sampling of ZILRETTA equaled approximately 10% of the total ZILRETTA units purchased in the first quarter of 2019.
Results from an “Awareness, Trial and Usage” (ATU) survey conducted in early April 2019 indicated 74% of the 120 orthopedic surgeons sampled had
awareness of ZILRETTA and 32% had administered the product. By comparison, an ATU conducted in February 2018 indicated that 42% of 118 orthopedic
surgeons sampled were aware of ZILRETTA and only 9% had administered the product.
Regulatory Developments, Clinical Updates and Recent Publications
At the end of 2018, we submitted a supplemental New Drug Application, or sNDA, to the FDA to revise the product label for ZILRETTA to allow
for repeat administration. The sNDA includes the full data set from a Phase 3b single-arm, open-label clinical trial which evaluated the safety and tolerability
of repeat administration of ZILRETTA. In February 2019, we received a “Day 74” letter from the FDA confirming that our sNDA was accepted for filing.
Under the Prescription Drug User Fee Act (PDUFA), we anticipate a decision from the FDA on or before October 14, 2019.
In April 2019, an independent evaluation of clinical data for ZILRETTA conducted by Adis Drug Review was published in the journal, Drugs.
Their assessment included data from six clinical trials conducted over the past seven years, which evaluated 1,347 patients, 613 of whom were treated with
ZILRETTA. The evidence-based evaluation concluded that ZILRETTA provided effective pain relief, while being generally well-tolerated as demonstrated
in clinical studies, and it expands the treatment options for OA knee pain.
Also in April, we announced that the results from a post-hoc analysis of data from the pivotal Phase 3 trial of ZILRETTA were published in
Advances in Therapy. The findings indicated that patients with unilateral OA knee pain experienced significant and durable pain relief with a single intraarticular injection of ZILRETTA compared to immediate-release triamcinolone acetonide in crystalline suspension as measured by Average Daily Pain (ADP)
intensity scores. The analysis also indicated that ZILRETTA patients in this subgroup experienced improvements on OA-specific measures of pain, stiffness,
function and quality of life scores that lasted up to six months. Furthermore, the analysis showed that patients in this subgroup who were treated with
ZILRETTA experienced a profound magnitude of analgesic effect, with ADP scores that were reduced by >60% at Weeks 3-17. These results suggest that
bilateral knee pain may have been a confounding factor in the pivotal trial which assessed the impact of ZILRETTA treatment in only one knee.
At the 2019 Osteoarthritis Research Society International World Congress (OARSI) held in May, we presented positive results from the Phase 2
pharmacokinetic (PK) study evaluating ZILRETTA in patients with hip OA. The data show showed PK profiles consistent with previous studies in the knee.
We also presented a poster on the previously published Phase 3b data indicating repeat administration of ZILRETTA for OA knee pain resulted in substantial
improvements in OA symptoms and had no deleterious impact on cartilage or joint structure per X-ray. Additionally, we gave an encore poster presentation of
data from an in vitro study which suggests that TA can have dose-dependent chondroprotective effects on inflamed and injured cartilage.
With respect to ZILRETTA clinical trials, we have recently been made aware of a non-safety issue in the Phase 3 trial of ZILRETTA in hip OA pain
which resulted in the inability to deliver a full dose in a small number of trial participants. As a result, we have temporarily paused enrollment and dosing as
we work with investigators to identify and address the root cause of the issue.
Pipeline Updates
FX201 – Intra-articular Gene Therapy for the Treatment of OA
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FX201 is our preclinical stage, IA gene therapy candidate which is designed to produce human interleukin-1 receptor antagonist (IL-1Ra)
whenever inflammation is present within the joint. Based on the promising preclinical data generated to date, a single injection of FX201 could potentially
enable expression of IL-1Ra in an osteoarthritic joint for at least a year. By controlling chronic inflammation for extended periods of time, we believe FX201
holds the potential to both reduce OA pain and potentially modify disease. We acquired the rights to FX201 via a definitive agreement with GeneQuine
Biotherapeutics GmbH, or GeneQuine, and have an exclusive license to the underlying intellectual property rights for human use of FX201 from Baylor
College of Medicine in Houston, Texas.
In 2018, we held a pre-Investigational New Drug (IND) meeting with the FDA and initiated Good Laboratory Practice (GLP) toxicology studies.
Those studies advanced during the first quarter of 2019 and pending successful results, we anticipate filing an IND and initiating first-in-human clinical trials
in the second half of this year.
Financial Overview
Revenue
Net product sales consist of sales of ZILRETTA, which was approved by the FDA on October 6, 2017 and launched in the United States in October
2017. We had not generated any revenue prior to the launch of ZILRETTA.
Cost of Sales
Cost of sales consists of third-party manufacturing costs, freight and indirect overhead costs associated with sales of ZILRETTA. Cost of sales also
includes period costs related to certain inventory manufacturing services, inventory adjustment charges, and unabsorbed manufacturing and overhead costs,
as well as any write-offs of inventory that fails to meet specifications or is otherwise no longer suitable for commercial manufacture.
Research and Development Expenses
Our research and development activities include: preclinical studies, clinical trials, and chemistry, manufacturing, and controls, or CMC activities.
Our research and development expenses consist primarily of:
•

expenses incurred under agreements with consultants, contract research organizations, or CROs, and investigative sites that conduct our
preclinical studies and clinical trials;

•

costs of acquiring, developing and manufacturing clinical trial materials;

•

personnel costs, including salaries, benefits, stock-based compensation and travel expenses for employees engaged in scientific research and
development functions;

•

costs related to compliance with certain regulatory requirements;

•

expenses related to the in-license of certain technologies; and

•

allocated expenses for rent and maintenance of facilities, insurance and other general overhead.

We expense research and development costs as incurred. Our direct research and development expenses consist primarily of external-based costs, such
as fees paid to investigators, consultants, investigative sites, CROs and companies that manufacture our clinical trial materials and potential future
commercial supplies and are tracked on a program-by-program basis. We do not allocate personnel costs, facilities or other indirect expenses to specific
research and development programs. These indirect expenses are included within the amounts designated as “Personnel and other costs” in the Results of
Operations section below. Inventory acquired prior to receipt of the marketing approval of ZILRETTA was recorded as research and development expense as
incurred. We began capitalizing the costs associated with the production of ZILRETTA after the FDA approval on October 6, 2017.
Our research and development expenses are expected to increase in the foreseeable future. Specifically, our costs will increase as we conduct
additional clinical trials for ZILRETTA and conduct further developmental activities for our portfolio.
We cannot determine with certainty the duration of and completion costs associated with ongoing and future clinical trials or the associated
regulatory approval process, post-marketing development of ZILRETTA or development of any product candidates in our pipeline. The duration, costs and
timing associated with the further development of ZILRETTA or the development of other product candidates will depend on a variety of factors, including
uncertainties associated with the results of our clinical trials. As a result of these uncertainties, we are currently unable to estimate with any precision our
future research and development expenses for expanded
25

indications for ZILRETTA or any product candidates in our pipeline, or when we may generate sufficient revenue to achieve a positive cash flow position.
Selling, General and Administrative Expenses
Selling, general and administrative expenses consist primarily of personnel costs, including salaries, related benefits, travel expenses and stock-based
compensation of our executive, finance, business development, commercial, information technology, legal and human resources functions. Other selling,
general and administrative expenses include an allocation of facility-related costs, patent filing expenses, and professional fees for legal, consulting, auditing
and tax services.
We anticipate that our selling, general and administrative expenses will increase in the future as we continue to build our corporate and commercial
infrastructure to support the continued development and commercialization of ZILRETTA or any other product candidates. In particular, we expect to incur
ongoing increases in selling, general and administrative expenses related to the commercialization of ZILRETTA, including external marketing spend and
the operation of our field sales force. Additionally, we anticipate increased expenses related to the audit, legal and compliance, regulatory, investor relations
and tax-related services associated with maintaining compliance with the SEC and Nasdaq requirements and healthcare laws and compliance requirements,
director and officer insurance premiums and other costs associated with operating as a publicly-traded company.
Other Income (Expense)
Interest income. Interest income consists of interest earned on our cash and cash equivalents balances and our marketable securities. The primary
objective of our investment policy is capital preservation.
Interest expense. Interest expense consists of contractual interest on our 2024 Convertible Notes, which accrue interest at a rate of 3.375% per annum,
payable semi-annually, and our term loan facility, which accrues interest at a fixed rate of 6.25% per annum. Also included in interest expense is the
amortization of the final payment on the term loan and the debt discount related to the convertible notes, which is being amortized to interest expense using
the effective interest method over the expected life of the debt.
Foreign currency gain (loss). We maintain a bank account denominated in British Pounds. All foreign currency payables and cash balances are
measured at the applicable exchange rate at the end of the reporting period. All associated gains and losses from foreign currency transactions are reflected in
the consolidated statements of operations, within other income and expense.
Other income (expense). Other income (expense) consists of the net accretion of premiums and discounts related to our marketable securities and our
realized gains (losses) on redemptions of our marketable securities. We will continue to record either income or expense related to accretion of discounts or
amortization of premiums on marketable securities for as long as we hold these investments. Also included in other income (expense) is the amortization of
debt issuance costs on our term loan facility and the 2024 Convertible Notes, which are being amortized over the respective terms of the loans.
Critical Accounting Policies and Significant Judgments and Estimates
Our management’s discussion and analysis of our financial condition and results of operations is based on our financial statements, which we have
prepared in accordance with generally accepted accounting principles in the United States, or GAAP. The preparation of our financial statements requires us
to make estimates and assumptions that affect the reported amounts of assets and liabilities and the disclosure of contingent assets and liabilities at the date
of our financial statements, and the reported revenue and expenses during the reported periods. We evaluate these estimates and judgments, including those
described below, on an ongoing basis. We base our estimates on historical experience, known trends and events, contractual milestones and various other
factors that we believe are reasonable under the circumstances, the results of which form the basis for making judgments about the carrying value of assets
and liabilities that are not readily apparent from other sources. Actual results may differ from these estimates under different assumptions or conditions.
We believe that the estimates, assumptions and judgments involved in the accounting policies described in Management’s Discussion and Analysis of
Financial Condition and Results of Operations in Item 7 of our Annual Report on Form 10-K for the year ended December 31, 2018 have the greatest
potential impact on our financial statements, so we consider them to be our critical accounting policies and estimates. There were no material changes to our
critical accounting policies and estimates during the three months ended March 31, 2019.
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RESULTS OF OPERATIONS
Comparison of the Three Months Ended March 31, 2019 and 2018
The following tables summarize our results of operations for the three months ended March 31, 2019:
Three Months Ended March 31,
(In thousands)

2019

Revenues:
Product revenue, net
Operating expenses:
Cost of sales
Research and development
Selling, general and administrative
Total operating expenses
Loss from operations
Other (expense) income:
Interest income
Interest expense
Other income
Total other (expense) income
Net loss

$

$

2018

Change

10,564

2,194

$

1,762
15,424
32,222
49,408
(38,844 )

2,698
11,551
26,899
41,148
(38,954 )

1,011
(3,936 )
231
(2,694 )
(41,538 ) $

1,161
(3,919 )
143
(2,615 )
(41,569 ) $

% Increase/
(Decrease)

8,370

381.5 %

(936 )
3,873
5,323
8,260
110

(34.7 )%
33.5 %
19.8 %
20.1 %
(0.3 )%

(150 )
(17 )
88
(79 )
31

(12.9 )%
0.4 %
61.5 %
3.0 %
(0.1 )%

Product Revenue
We began commercially selling ZILRETTA within the United States in October 2017, following FDA approval on October 6, 2017. For the three
months ended March 31, 2019 and 2018, we recorded $10.6 million and $2.2 million, respectively, of net product revenue. For further discussion regarding
our revenue recognition policy, see Note 2, “Summary of Significant Accounting Policies”, in the Notes to Condensed Consolidated Financial Statements
included in Part I, Item I of this Quarterly Report on Form 10-Q.
Cost of Sales
Cost of sales was $1.8 million and $2.7 million for the three months ended March 31, 2019 and 2018, respectively. For the three months ended March
31, 2018, the majority of cost of sales related to unabsorbed manufacturing and overhead costs related to the operation of the facility at Patheon, as the
majority of product sold during that period was previously charged to research and development expense prior to FDA approval of ZILRETTA and therefore
is not included in cost of sales during the period. For the three months ended March 31, 2019, cost of sales consisted of $1.3 million related to the actual cost
of units sold, as well as $0.4 million of period costs and adjustments.
Research and Development Expenses
Three Months Ended March 31,
(In thousands)

2019

Direct research and development expenses by program:
ZILRETTA
Portfolio expansion
Other
Total direct research and development expenses
Personnel and other costs
Total research and development expenses

$

$
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5,290
1,648
589
7,527
7,897
15,424

2018

$

$

4,069
761
327
5,157
6,394
11,551

Change

$

$

1,221
887
262
2,370
1,503
3,873

% Increase/
(Decrease)

30.0 %
116.6 %
80.1 %
46.0 %
23.5 %
33.5 %

Research and development expenses were $15.4 million and $11.6 million for the three months ended March 31, 2019 and 2018, respectively. The
increase in research and development expenses of $3.9 million was primarily due to an increase of $1.5 million in salary and other employee-related costs for
additional headcount and stock-based compensation expense, as well as a $1.1 million increase in preclinical expenses related to our portfolio expansion and
other program costs, and an increase of $1.2 million in development expenses for ZILRETTA, including CMC and clinical trial costs largely related to the
hip OA Phase 3 registration trial initiated in December 2018.
Selling, General and Administrative Expenses
Selling, general and administrative expenses were $32.2 million and $26.9 million for the three months ended March 31, 2019 and 2018, respectively.
Selling expenses were $23.8 million and $18.1 million for the three months ended March 31, 2019 and 2018, respectively. The year-over-year increase in
selling expenses of $5.7 million was primarily due to salary and other employee-related costs and external costs related to physician and patient marketing
and reimbursement support activities. General and administrative expenses were $8.4 million and $8.8 million for the three months ended March 31, 2019
and 2018, respectively, which represents a decrease of $0.4 million.
Other Income (Expense)
Interest income was $1.0 million and $1.2 million for the three months ended March 31, 2019 and 2018, respectively. The decrease in interest income
was primarily due to a decrease in the average investment balance.
Interest expense was $3.9 million both for the three months ended March 31, 2019 and 2018, respectively.
Liquidity and Capital Resources
For the three months ended March 31, 2019, we generated $10.6 million in net product revenue. We have incurred significant net losses in each year
since our inception, including net losses of $169.7 million, $137.5 million, and $71.9 million, for fiscal years 2018, 2017, and 2016, respectively, and $41.5
million for the three months ended March 31, 2019. As of March 31, 2019, we had an accumulated deficit of $560.4 million. We anticipate that we will
continue to incur losses over the next few years. We expect that our research and development and selling, general and administrative expenses will continue
to increase and, as a result, we may need additional capital to fund our operations, which we may seek to obtain through one or more equity offerings, debt
and convertible debt financings, government or other third-party funding, and licensing or collaboration arrangements.
Since our inception through March 31, 2019, we have funded our operations primarily through the sale of our common stock and convertible preferred
stock and convertible debt, and through venture debt financing. From our inception through March 31, 2019, we had raised approximately $756 million from
such transactions, including amounts from our initial and follow-on public offerings during 2014, 2016 and 2017, as well as our term loan facility entered
into in 2015 and our 2024 Convertible Notes issuance in 2017. As of March 31, 2019, we had cash, cash equivalents, and marketable securities of $217.8
million. Based on our current operating plan we anticipate that our existing cash, cash equivalents, and marketable securities will fund our operations for at
least the next twelve months from the date of issuance of the financial statements included in this report. Cash in excess of immediate requirements is
invested in accordance with our investment policy, primarily with an objective of capital preservation.
The following table shows a summary of our cash flows for each of the three months ended March 31, 2019 and 2018:
Three Months Ended March 31,
2019
2018

(In thousands)

Cash flows used in operating activities
Cash flows provided by investing activities
Cash flows used in financing activities
Net increase in cash and cash equivalents

$

$

(37,981 ) $
41,187
(2,500 )
706 $

(44,981 )
66,582
(2,086 )
19,515

Net Cash Used in Operating Activities
Operating activities used $38.0 million of cash in the three months ended March 31, 2019. The cash flow used in operating activities resulted
primarily from our net loss for the period of $41.5 million and changes in our operating assets and liabilities of $2.4 million, offset by non-cash charges of
$6.0 million. Changes in our operating assets and liabilities consisted primarily of a $2.0 million increase in accounts receivable, a $2.3 million increase in
inventory and a $0.2 million decrease in lease liabilities and other long-term liabilities primarily due to principal lease payments, partially offset by a $0.8
million decrease in prepaid expenses and other current assets and an increase of $1.3 million in accounts payable and accrued expenses. Our non-cash
charges consisted primarily of $3.9
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million of stock-based compensation expense, $2.1 million related to the amortization of the debt discount and debt issuance costs related to the 2024
Convertible Notes, $0.3 million related to the amortization of right-of-use assets, and $0.2 million of depreciation, partially offset by $0.4 million of net
accretion of discounts related to our investments.
Operating activities used $45.0 million of cash in the three months ended March 31, 2018. The cash flow used in operating activities resulted
primarily from our net loss for the period of $41.6 million and changes in our operating assets and liabilities of $9.3 million, partially offset by non-cash
charges of $5.9 million. Changes in our operating assets and liabilities consisted primarily of a $2.0 million increase in accounts receivable, a $0.7 million
increase in inventory, and a $0.6 million increase in prepaid expenses and other current assets, as well as a decrease of $6.0 million in accounts payable and
accrued expenses. Our non-cash charges consisted primarily of $3.7 million of stock-based compensation expense, $1.9 million related to the amortization of
the debt discount and debt issuance costs related to the 2024 Convertible Notes, and $0.6 of depreciation and amortization, partially offset by $0.2 million of
amortization and accretion related to our investments.
Net Cash Provided by Investing Activities
Net cash provided by investing activities was $41.2 million in the three months ended March 31, 2019. Net cash provided by investing activities
consisted primarily of cash received for the redemption and sale of marketable securities of $118.6 million, partially offset by cash used to purchase
marketable securities of $76.3 million. In addition, $1.1 million of cash was used for capital expenditures, including $0.2 million for lab equipment and $0.9
million for manufacturing equipment associated with the expansion of our manufacturing facilities at Patheon.
Net cash provided by investing activities was $66.6 million in the three months ended March 31, 2018. Net cash provided by investing activities
consisted primarily of cash received from the redemption and sale of marketable securities of $99.5 million, partially offset by cash used to purchase
marketable securities of $32.5 million. In addition, $0.3 million of cash was used to purchase manufacturing equipment.
Net Cash Used in Financing Activities
Net cash used in financing activities was $2.5 million for the three months ended March 31, 2019. Net cash used in financing activities in the three
months ended March 31, 2019 related to the payment of principal on our 2015 term loan.
Net cash used in financing activities was $2.1 million for the three months ended March 31, 2018. Net cash used in financing activities in the three
months ended March 31, 2018 consisted primarily of $2.5 million related to the payment of principal on our 2015 term loan, partially offset by $0.4 million
received from the exercise of stock options.
Contractual Obligations
For a discussion of our contractual obligations, see “Item 7. Management’s Discussion and Analysis of Financial Condition and Results of
Operations” in our 2018 Annual Report on Form 10-K. There have not been any material changes to such contractual obligations or potential milestone
payments since December 31, 2018. For further information regarding our contractual obligations and commitments, see Note 12, Commitments and
Contingencies to our unaudited consolidated financial statements included elsewhere in this report.
Off-Balance Sheet Arrangements
During the periods presented, we did not have, nor do we currently have, any off-balance sheet arrangements.
ITEM 3. QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT MARKET RISK
Our primary exposures to market risk are interest income sensitivity and equity price risk. Interest income is affected by changes in the general level of
U.S. interest rates. Due to the short-term duration of a majority of our investment portfolio and the low risk profile of our investments, an immediate 10.0%
change in interest rates would not have a material effect on the fair market value of our portfolio. Accordingly, we would not expect our operating results or
cash flows to be affected to any significant degree by a sudden change in market interest rates on our investment portfolio.
Investments
We do not believe that our cash, cash equivalents, and marketable securities have significant risk of default or illiquidity. While we believe our cash
and investments are invested with the goal of capital preservation, we cannot provide absolute assurance that in
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the future our investments will not be subject to adverse changes in market value. In addition, we maintain significant amounts of cash and cash equivalents
at one or more financial institutions that are in excess of federally insured limits.
Convertible Notes
On May 2, 2017, we issued $201.3 million aggregate principal amount of 2024 Convertible Notes. The 2024 Convertible Notes are senior unsecured
obligations and bear interest at a rate of 3.375% per year, payable semi-annually in arrears on May and November 1st of each year. The 2024 Convertible
Notes will mature on May 1, 2024, unless repurchased or converted earlier. The 2024 Convertible Notes will be convertible into cash, shares of our common
stock, or a combination thereof, at our election (subject to certain limitations in the 2015 term loan), at a conversion rate of approximately 37.3413 shares of
common stock per $1,000 principal amount of the 2024 Convertible Notes, which corresponds to a conversion price of approximately $26.78 per share of our
common stock and represents a conversion premium of approximately 35% based on the last reported sale price of our common stock of $19.72 on May 2,
2017, the date the 2024 Convertible Notes offering was priced. As of May 2, 2017, the fair value of the 2024 Convertible Notes was $136.7 million. Our 2024
Convertible Notes include conversion and settlement provisions that are based on the price of our common stock at conversion or at maturity of the 2024
Convertible Notes. The amount of cash we may be required to pay is determined by the price of our common stock. The fair value of our 2024 Convertible
Notes are dependent on the price and volatility of our common stock and will generally increase or decrease as the market price of our common stock
changes. The estimated fair value of the 2024 Convertible Notes, face value of $201.3 million, was $174.0 million at March 31, 2019.
Foreign Currency Exchange
Most of our transactions are conducted in the U.S. dollar. We do have certain agreements with vendors located outside the United States, which have
transactions conducted primarily in British Pounds and Euros. As of March 31, 2019 we had $1.3 million in liabilities denominated in British Pounds. No
other payables to vendors were denominated in currencies other than in U.S. dollars; therefore, a hypothetical 10% change in foreign exchange rates would
have an immaterial effect on the value of our liabilities. As of March 31, 2019, we had less than $0.1 million in cash denominated in British Pounds. A
hypothetical 10% change in foreign exchange rates would result in an immaterial change in the amount of cash denominated in British Pounds.
ITEM 4. CONTROLS AND PROCEDURES
Disclosure Controls and Procedures
We are responsible for maintaining disclosure controls and procedures, as defined in Rules 13a-15(e) and 15d-15(e) under the Exchange Act.
Disclosure controls and procedures are controls and other procedures designed to ensure that the information required to be disclosed by us in the reports that
we file or submit under the Exchange Act is recorded, processed, summarized, and reported within the time periods specified in the SEC’s rules and forms.
Disclosure controls and procedures include, without limitation, controls and procedures designed to ensure that information required to be disclosed by us in
the reports that we file or submit under the Exchange Act is accumulated and communicated to our management, including our principal executive officer
and principal financial officer, as appropriate to allow timely decisions regarding required disclosure.
Based on our management’s evaluation (with the participation of our principal executive officer and principal financial officer) of our disclosure
controls and procedures as required by Rule 13a-15 under the Exchange Act, our principal executive officer and principal financial officer have concluded
that our disclosure controls and procedures were effective to achieve their stated purpose as of March 31, 2019, the end of the period covered by this report.
Changes in Internal Control over Financial Reporting
There were no changes in our internal control over financial reporting during the quarter ended March 31, 2019 that have materially affected, or are
reasonably likely to materially affect, our internal control over financial reporting.
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PART II. OTHER INFORMATION
ITEM 1. LEGAL PROCEEDINGS
We are not currently a party to any material legal proceedings.
ITEM 1A. RISK FACTORS
You should consider carefully the risks described below, together with the other information contained in this Quarterly Report and in our other
public filings in evaluating our business. The risk factors set forth below with an asterisk (*) next to the title contain changes to the description of the risk
factors associated with our business previously disclosed in our Annual Report on Form 10-K filed on February 28, 2019. The risks and uncertainties below
are those identified by us as material, but there are also additional risks and uncertainties that we are unaware of that may become important factors that
affect us. If any of the following risks actually occurs, our business, financial condition, results of operations and future growth prospects would likely be
materially and adversely affected, and the market price of our common stock would likely decline.
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 over the next few years.
We have a limited operating history. To date, we have focused primarily on developing our commercialized product, ZILRETTA. Any additional
product candidates we develop will require substantial 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 $169.7
million, $137.5 million, and $71.9 million, for fiscal years 2018, 2017, and 2016, respectively, and $41.5 million for the three months ended March 31, 2019.
As of March 31, 2019, we had an accumulated deficit of $560.4 million. We expect to incur net losses over the next few years as we continue to invest in the
commercialization of ZILRETTA and advance our development programs.
We have devoted most of our financial resources to product development, including our nonclinical development activities and clinical trials, and
more recently to commercial efforts. 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. The U.S. Food and Drug Administration, or FDA,
granted marketing approval and we launched commercial sales of ZILRETTA in the fourth quarter of 2017. We have not generated significant revenues from
sales of ZILRETTA and cannot guarantee that our commercialization efforts will result in substantial product revenues.
We also expect to continue to incur substantial and increased expenses as we invest in the commercialization of ZILRETTA, scale up commercial
manufacturing of ZILRETTA, conduct additional clinical trials for this product and continue our development activities with respect to ZILRETTA, FX201
and other future product candidates. As a result of the foregoing, we expect to continue to incur significant losses and negative cash flows over the next few
years.
(*)We have not generated significant revenue and may never be profitable.
Our ability to generate significant revenue and achieve profitability depends primarily on our ability to successfully commercialize ZILRETTA, as
well as our ability to obtain regulatory approval for and then successfully commercialize other product candidates. We may never succeed in these activities
and may never generate revenues that are significant enough to achieve profitability.
Because of the numerous risks and uncertainties associated with new pharmaceutical products and development efforts, we are unable to predict the
timing or amount of increased expenses, when, or if, we will begin to generate meaningful 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 determine that additional sales and marketing personnel
or other resources are necessary to successfully commercialize ZILRETTA or if we face any legal or regulatory action related to the commercialization of
ZILRETTA.
If we are unable to generate significant revenues from product sales, particularly from sales of ZILRETTA, or to maintain an acceptable cost structure
related to our operations, we may not become profitable and may need to obtain additional funding to continue operations.
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(*) If we fail to obtain additional financing, we may be forced to delay, reduce or eliminate our product development programs and/or
commercialization activities.
Developing and commercializing pharmaceutical products, including conducting preclinical studies and clinical trials, and building and maintaining
sales and marketing capabilities, is expensive. We expect our expenses to increase in connection with our ongoing activities, particularly as we expand our
sales and marketing activities, continue to commercialize ZILRETTA, and advance our clinical programs.
As of March 31, 2019, we had cash, cash equivalents, and marketable securities of approximately $217.8 million and working capital of $208.7
million. 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 for at least the next 12 months from the issuance date of the financial statements included in this report.
Regardless of our expectations as to how long our cash, cash equivalents, and marketable securities will fund our operations, changing circumstances may
cause us to consume capital more rapidly than we currently anticipate.
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 scale back or discontinue commercialization of ZILRETTA or the further development of ZILRETTA or 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;

•

seek corporate partners to assist in the commercialization of ZILRETTA on terms that are less favorable than might otherwise be available;

•

relinquish or license on unfavorable terms, our rights to ZILRETTA or product candidates that we otherwise would seek to develop or
commercialize ourselves; or

•

significantly curtail, or cease, operations.

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 existing indebtedness contains restrictions that limit our flexibility in operating our business. In addition, we may be required to make a
prepayment or repay our outstanding indebtedness earlier than we expect, which could have a materially adverse effect on our business, or may
otherwise be unable to repay our indebtedness as it becomes due.
On August 4, 2015, we entered into a credit and security agreement with MidCap Financial SBIC, LP, or MidCap, as administrative agent, and
MidCap Funding XIII Trust and Silicon Valley Bank, as agent lenders, to borrow up to $30.0 million and subsequently drew down the full $30.0 million
under the credit facility in two tranches. The credit 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;
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•

license, transfer or dispose of certain assets;

•

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 in the credit agreement could prevent us from pursuing business opportunities that we or our stockholders may consider
beneficial.
A breach of any of these covenants could result in an event of default under the credit 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 a material impairment of the prospect of
our repayment of any portion of the amounts we owe under the credit agreement occurs. In the case of a continuing event of default under the credit
agreement, the lenders could elect to declare all amounts outstanding to be immediately due and payable, proceed against the collateral in which we granted
the lenders a security interest under the credit agreement, or otherwise exercise the rights of a secured creditor. Amounts outstanding under the credit
agreement are secured by all of our existing and future assets, excluding intellectual property, which is subject to a negative pledge arrangement.
In April 2017, we also issued $201.3 million principal amount of our 3.375% Convertible Senior Notes due 2024, or the 2024 Convertible Notes. The
2024 Convertible Notes will mature on May 1, 2024, unless earlier redeemed, repurchased or converted in accordance with the terms of the indenture
governing the notes. If specified bankruptcy, insolvency or reorganization-related events of default occur, or if certain other events of default occur and the
trustee or certain holders of the 2024 Convertible Notes elect, the principal of, and accrued and unpaid interest on, all of the then-outstanding 2024
Convertible Notes will automatically become due and payable. In addition, if we undergo certain fundamental change transactions specified in the indenture
governing the 2024 Convertible Notes, the holders of the notes may require us to repurchase their notes at a price equal to 100% of the principal amount of
the notes, plus any accrued and unpaid interest.
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
or refinance our indebtedness at the time any such repayment or repurchase 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 Commercialization Activities
(*)Our prospects are highly dependent on the successful commercialization of ZILRETTA. To the extent ZILRETTA is not commercially successful,
our business, financial condition and results of operations may be materially adversely affected.
ZILRETTA is our only drug that has been approved for sale and it has only been approved for the management of osteoarthritis, or OA, pain of the
knee for patients in the United States. We are focusing a significant portion of our activities and resources on ZILRETTA, and we believe our prospects are
highly dependent on, and a significant portion of the value of our company relates to, our ability to successfully commercialize ZILRETTA in the United
States.
Successful commercialization of ZILRETTA is subject to many risks. We have never, as an organization, commercialized a product prior to
ZILRETTA, and there is no guarantee that we will be able to do so successfully with ZILRETTA for its approved indication. There are numerous examples of
failures to meet high expectations of market potential, including by pharmaceutical companies with more experience and resources than us.
Market acceptance of ZILRETTA and any other product for which we receive approval, will depend on a number of factors, including:
•

the efficacy and safety as demonstrated in clinical trials;

•

the timing of market introduction of the product as well as competitive products;

•

the clinical indications for which the product is approved;

•

acceptance by physicians, the medical community and patients of the product as a safe and effective treatment;

•

the ability to distinguish safety and efficacy from existing, less expensive generic alternative therapies;
33

•

the convenience of prescribing, administrating and initiating patients on the product;

•

the potential and perceived advantages of the product over alternative treatments;

•

the potential and perceived value of the product over alternative treatments;

•

the cost of treatment in relation to alternative treatments, including any similar generic treatments;

•

the availability of coverage and adequate reimbursement by third-party payers and government authorities to support ZILRETTA’s pricing;

•

the prevalence and severity of adverse side effects; and

•

the effectiveness of sales and marketing efforts.

With respect to ZILRETTA, while we have established our commercial team and sales force, there are many factors that could cause the
commercialization of ZILRETTA to be unsuccessful, including a number of factors that are outside our control. The commercial success of ZILRETTA
depends on the extent to which patients and physicians accept and adopt ZILRETTA as a treatment for OA pain of the knee, and we do not know whether our
or others’ revenue estimates in this regard will be accurate. For example, if the patient population suffering from OA pain of the knee is smaller than we
estimate or if physicians are unwilling to prescribe or patients are unwilling to use ZILRETTA, the commercial potential of ZILRETTA will be limited. In
addition, if ZILRETTA is not convenient for physicians to use, then it may not achieve widespread adoption, regardless of its efficacy and safety. For
example, ZILRETTA is a buy-and-bill product and must be administered only by a health care professional in an office, clinic or hospital setting. In addition,
ZILRETTA requires a multi-step preparation process, which may discourage some physicians from using ZILRETTA. Moreover, ZILRETTA’s product label
indicates that it is not intended for repeat administration, and we believe this has negatively impacted our commercialization efforts. While we successfully
completed a Phase 3b repeat dose study of ZILRETTA and have submitted an sNDA to the FDA, we cannot predict whether or when the FDA may agree to
modify the ZILRETTA product label with respect to repeat administration. We also do not know how physicians, patients and payers will respond to the
pricing of ZILRETTA in the long-term. In particular, we provide product samples and do not know whether physicians that initially use ZILRETTA will
continue to do so after using the product samples. If we experience any disruption in the commercial supply of ZILRETTA due to manufacturing or
distribution issues, the disruption would impact ZILRETTA sales and may adversely affect physicians’, patients’ and payers’ assessment of ZILRETTA,
negatively impacting uptake and long-term commercialization efforts.
Physicians may not prescribe ZILRETTA and patients may be unwilling to use ZILRETTA if coverage is not provided or reimbursement is inadequate
to cover a significant portion of the cost. Additionally, any negative development for ZILRETTA in clinical development in additional indications, may
adversely impact the commercial results and potential of ZILRETTA. Thus, significant uncertainty remains regarding the commercial potential of
ZILRETTA.
If the commercialization of ZILRETTA is unsuccessful or perceived as disappointing, our stock price could decline significantly, and the long-term
success of the product and our company could be harmed.
If we are unable to differentiate ZILRETTA from existing generic therapies for the treatment of OA, or if the FDA or other applicable regulatory
authorities approve generic products that compete with ZILRETTA, our ability to successfully commercialize ZILRETTA would be adversely
affected.
Immediate-release TA and other injectable immediate-release steroids, which are the current intra-articular, or IA, standard of care for OA pain, are
available in generic form and are therefore relatively inexpensive compared to the pricing for ZILRETTA. These generic steroids also have well-established
market positions and familiarity with physicians, healthcare payers and patients. Although we believe the proven and extended pain relief evidenced in our
clinical trials demonstrate that ZILRETTA represents a clinically meaningful and highly efficacious option for patients and physicians, it is possible that we
will receive data from additional clinical trials or in a post-marketing setting from physician and patient experiences with the commercial product that does
not continue to support such interpretations. It is also possible that the FDA, physicians and healthcare payers will not agree with our interpretation of our
existing and future clinical trial data. If we are unable to demonstrate the value of ZILRETTA based on our data, our opportunity for ZILRETTA to maintain
premium pricing and be commercialized successfully would be adversely affected. For example, although ZILRETTA showed numeric improvements
through week 12 in validated, OA specific pain, stiffness, function and quality of life exploratory measures and showed numeric improvements in average
daily pain, it did not achieve statistical significance at the week 12 ADP timepoint compared to immediate-release TA. As a result, it is possible that
healthcare payers will not agree with our assessment that ZILRETTA’s proven pain relief supports premium pricing.
In addition to existing generic steroids, such as immediate-release TA, the FDA or other applicable regulatory authorities may approve other generic
products that could compete with ZILRETTA, if we cannot adequately protect it with our patent portfolio. Once an NDA, including a Section 505(b)(2)
application, is approved, the product covered thereby becomes a “listed drug” which can, in
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turn, be cited by potential competitors in support of approval of an abbreviated new drug application, or ANDA. The FDCA, FDA regulations and other
applicable regulations and policies provide incentives to manufacturers to create modified, non-infringing versions of a drug to facilitate the approval of an
ANDA or other application for generic substitutes. These manufacturers might only be required to conduct a relatively inexpensive study to show that their
product has the same active ingredient(s), dosage form, strength, route of administration, conditions of use, or labeling as our product candidate and that the
generic product is bioequivalent to ours, meaning it is absorbed in the body at the same rate and to the same extent as ZILRETTA. These generic equivalents,
which must meet the same quality standards as branded pharmaceuticals, would be significantly less costly than ours to bring to market and companies that
produce generic equivalents are generally able to offer their products at lower prices. Thus, after the introduction of a generic competitor, a significant
percentage of the sales of any branded product is typically lost to the generic product. Accordingly, competition from generic equivalents to our products
would materially adversely impact our ability to successfully commercialize ZILRETTA.
(*)We face significant competition from other biopharmaceutical companies, and our operating results will suffer if we fail to compete effectively.
The biopharmaceutical industries are intensely competitive and subject to rapid and significant technological change. In addition, the competition in
the pain and OA market is intense. We have competitors both in the United States and internationally, including major multinational pharmaceutical and
biotechnology companies. For example, the injectable OA treatment market today includes many injectable immediate-release steroids, including TA, the
active ingredient in ZILRETTA, as well as hyaluronic acid, or HA, injections. In addition, we expect that injectable therapies, such as ZILRETTA, will
continue to be used primarily after oral medications no longer provide adequate pain relief. To the extent that new or improved oral or other systemically
administered pain medications are introduced that demonstrate better long-term efficacy and safety, patients and physicians may further delay the
introduction of injectable therapies, such as ZILRETTA in the OA treatment continuum. ZILRETTA could also face competition from other formulations or
devices that deliver pain medication on an extended basis, such as transdermal delivery systems or implantable devices.
Many of our competitors have substantially greater financial, technical and other resources, such as larger research and development staffs and
experienced commercial and manufacturing organizations. Mergers and acquisitions in the biotechnology and pharmaceutical industries may result in even
more resources being concentrated in our competitors. As a result, these companies may obtain regulatory approval more rapidly than we are able and may be
more effective in selling and marketing their products as well. Smaller or early-stage companies may also prove to be significant competitors, particularly
through collaborative arrangements with large, established companies. Competition may increase further as a result of advances in the commercial
applicability of technologies and greater availability of capital for investment in these industries. Our competitors may succeed in developing, acquiring or
licensing on an exclusive basis drug products or drug delivery technologies that are more effective or less costly than ZILRETTA or any other product
candidate that we are currently developing or that we may develop.
We believe that our ability to successfully compete will depend on, among other things:
•

the efficacy and safety of ZILRETTA and our other product candidates, including relative to marketed products and product candidates in
development by third parties;

•

the ability to distinguish safety and efficacy from existing, less expensive generic alternative therapies;

•

the time it takes for our product candidates to complete clinical development and receive marketing approval;

•

the ability to maintain a good relationship with regulatory authorities;

•

the ability to commercialize and market ZILRETTA and any of our other product candidates that receive regulatory approval;

•

the price of ZILRETTA and any of our future products, including in comparison to branded or generic competitors;

•

whether coverage and adequate levels of reimbursement are available under private and governmental health insurance plans, including
Medicare;

•

the ability to protect our intellectual property rights;

•

the ability to manufacture on a cost-effective basis and sell commercial quantities of ZILRETTA and any of our other product candidates that
receive regulatory approval; and

•

acceptance of ZILRETTA and any of our other product candidates that receive regulatory approval by patients, physicians and other healthcare
providers.
35

If our competitors market products that are more effective, safer, less expensive or offer discounts that allow physicians to receive more net
reimbursement than ZILRETTA, we may not achieve commercial success. In addition, the biopharmaceutical industry is characterized by rapid technological
change. Because we have limited research and development capabilities, it may be difficult for us to stay abreast of the rapid changes in each technology. If
we fail to stay at the forefront of technological change, we may be unable to compete effectively. Technological advances or products developed by our
competitors may render our products or product candidates obsolete, less competitive or not economical.
(*) If we are unable to maintain sales and marketing capabilities or enter into agreements with third parties to market, distribute and sell our
product candidates, we may be unable to generate adequate revenue.
Our strategy is to commercialize ZILRETTA in the United States with a targeted sales and marketing organization. While we have established our
commercial team and our sales force, we do not have prior experience commercializing pharmaceutical products as an organization. In order to successfully
market ZILRETTA, we must continue to build and maintain our sales, marketing, managerial, compliance and related capabilities or make arrangements with
third parties to perform these services. These efforts will continue to be expensive and time-consuming, and we will be competing with other pharmaceutical
and biotechnology companies to recruit, hire, train and retain marketing and sales personnel. If we are unable to maintain adequate sales, marketing and
distribution capabilities, whether independently or with third parties, we may not generate significant revenue from ZILRETTA.
Additionally, our strategy in the United States includes distributing ZILRETTA solely through a limited network of third-party specialty distributors
and one specialty pharmacy. While we have entered into agreements with a specialty pharmacy and specialty distributors to distribute ZILRETTA in the
United States, they may not perform as agreed or they may terminate their agreements with us. For example, ZILRETTA sales are concentrated with two
specialty distributors, which together represented approximately 81% and 94% of our sales for the years ended December 31, 2018 and 2017, respectively.
Loss of either specialty distributor through contract termination or its failure to distribute effectively would adversely affect ZILRETTA’s distribution. Also,
we may need to enter into agreements with additional specialty distributors, specialty pharmacies, or directly with other third parties, and there is no
guarantee that we will be able to do so on commercially reasonable terms or at all. In the event that our specialty distributors or specialty pharmacy do not
fulfill their contractual obligations to us, the agreements are terminated without adequate notice, or we are unable to expand our network, shipments of
ZILRETTA through, and associated revenues from, these sales channels would be adversely affected. In addition, we expect that it would take a significant
amount of time to negotiate new contracts if we were required to change our specialty distributors or specialty pharmacy.
To date, we have not entered into any strategic collaborations for ZILRETTA or any of our other product candidates. We face significant competition
in seeking appropriate strategic partners, and these strategic collaborations can be intricate and time consuming to negotiate and finalize. We may not be able
to negotiate strategic collaborations for territories outside of the United States on acceptable terms, or at all. We are unable to predict when, if ever, we will
enter into any strategic collaboration outside of the United States because of the numerous risks and uncertainties associated with establishing strategic
collaborations. To the extent that we enter into strategic collaborations, our future collaborators may not dedicate sufficient resources to the
commercialization of our product candidates or may otherwise fail in their commercialization due to factors beyond our control. If we are unable to establish
effective collaborations to enable the sale of ZILRETTA or our other product candidates in territories outside of the United States, or if our potential future
collaborators do not successfully commercialize our product candidates in these territories, our ability to generate revenue from product sales will be
adversely affected.
We and any future collaborators that we may engage will be competing with many companies that currently have extensive and well-funded
marketing and sales operations. If we, alone or with commercialization partners, are unable to compete successfully against these established companies, the
commercial success of ZILRETTA or any other approved products will be limited. In addition, if we are unable to effectively develop and maintain our
commercial team, including our U.S. sales force, or maintain and, if needed, expand, our network of specialty distributors and specialty pharmacies, our
ability to effectively commercialize ZILRETTA and generate product revenues would be limited.
(*) If we are unable to effectively train and equip our sales force, our ability to successfully commercialize ZILRETTA will be harmed.
ZILRETTA is a newly-marketed drug and, therefore, the members of our sales force have limited experience promoting ZILRETTA. As a result, we are
required to expend significant time and resources to train our sales force to be credible, persuasive and compliant with applicable laws in marketing
ZILRETTA for the treatment of patients with OA of the knee. In addition, we must train our sales force to ensure that an appropriate and compliant message
about ZILRETTA is being delivered. If we are unable to maintain an effectively trained sales force and equip them with compliant and effective materials,
including medical and sales literature to help them appropriately inform and educate regarding the potential benefits and safety of ZILRETTA and its proper
administration, our
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efforts to successfully commercialize ZILRETTA could be put in jeopardy, which would negatively impact our ability to generate product revenues.
If we are unable to achieve and maintain adequate levels of third-party payer coverage and reimbursement for ZILRETTA, or, if approved, any
other product candidates, on reasonable pricing terms, their commercial success may be severely hindered.
Successful sales of ZILRETTA and any other approved product candidates depend on the availability of coverage and adequate reimbursement from
third-party payers, including governmental healthcare programs, such as Medicare and Medicaid, managed care organizations and commercial payers, among
others. Patients who are prescribed medicine for the treatment of their conditions generally rely on third-party payers to reimburse all or part of the costs
associated with their prescription drugs. Coverage and adequate reimbursement from third-party payers are critical to new product acceptance. Coverage
decisions may depend upon clinical and economic standards that disfavor new drug products when more established or lower cost therapeutic alternatives are
already available or subsequently become available. The resulting reimbursement payment rates for ZILRETTA and, if approved, our other product
candidates, might not be adequate or may require co-payments that patients find unacceptably high.
As of January 1, 2019, we received a product-specific J-Code for ZILRETTA (J-3304), which may reduce reluctance by physicians to prescribe
ZILRETTA based on reimbursement concerns. However, third-party payers nevertheless may require documented proof that patients meet certain eligibility
criteria in order to be reimbursed for ZILRETTA, for example requiring that a patient first try and fail treatment with an injection of generic corticosteroid.
Also, third-party payers may require that pre-approval, or prior-authorization, be obtained from the payer for reimbursement of ZILRETTA, or limit coverage
to one injection or a limited number of injections over a set time period. Patients are unlikely to use ZILRETTA and, if approved, any other products, unless
coverage is provided, and reimbursement is adequate to cover a significant portion of the cost of our products. For example, ZILRETTA is sold to physicians
on a “buy and bill” basis. Buy and bill products must be purchased by healthcare providers before they can be administered to patients. Healthcare providers
subsequently must seek reimbursement for the product from the applicable third-party payer, such as Medicare or a health insurance company. Healthcare
providers may be reluctant to administer ZILRETTA because they would have to fund the purchase of the product and then seek reimbursement, which may
be different from their purchase price, or because they do not want the additional administrative burden required to obtain reimbursement for the product.
In addition, the market for ZILRETTA and any of our other product candidates may depend significantly on access to third-party payers’ medical
policies, drug formularies, or lists of medications for which third-party payers provide coverage and reimbursement, as well as inclusion of ZILRETTA on the
reimbursement policies and formularies used by large physician practices and hospitals. The industry competition to be included in such policies or
formularies often leads to downward pricing pressures on pharmaceutical companies, and we may be required to offer discounted rates to certain government
and other payers to ensure coverage of our drugs. Also, third-party payers, physician practices and hospitals may refuse to include a particular branded drug
in their policies or formularies or otherwise restrict patient access to a branded drug when a less costly generic equivalent or other alternative is available, or
when the reimbursement landscape is unclear.
Third-party payers, whether foreign or domestic, or governmental or commercial, are developing increasingly sophisticated methods of controlling
healthcare costs. The U.S. government, state legislatures and foreign governments have shown significant interest in implementing cost-containment
programs, including price controls, restrictions on reimbursement and requirements for substitution of generic products. In addition, in the United States, no
uniform policy of coverage and reimbursement for drug products exists among third-party payers. Therefore, coverage and reimbursement for drug products
can differ significantly from payer to payer and one payer’s determination to provide coverage for ZILRETTA does not ensure that other payers also will
provide coverage. As a result, the coverage determination process is often a time-consuming and costly process that will require us to provide scientific and
clinical support for the use of our products to each payer separately, with no assurance that coverage and adequate reimbursement will be obtained.
Further, we believe that future coverage and reimbursement will likely be subject to increased restrictions both in the United States and in
international markets. Third-party coverage and reimbursement for ZILRETTA or, if approved, any of our other product candidates, may not be available or
adequate in either the United States or international markets, or may be more limited than the indications for which the drug is approved by the FDA or
comparable foreign regulatory authorities. Moreover, eligibility for coverage and reimbursement does not imply that a drug will be paid for in all cases or at a
rate that covers our costs, including research, development, manufacture, sales and distribution costs. If coverage and reimbursement are not available or only
available at limited levels, we may not be able to successfully commercialize any product candidate for which we obtain marketing approval, including
ZILRETTA, which could have a material adverse effect on our business, results of operations, financial condition and prospects.
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Guidelines and recommendations published by various organizations can reduce the use of ZILRETTA and any other products we may
commercialize.
Government agencies promulgate regulations and guidelines directly applicable to us and to our products and product candidates. In addition,
professional societies, such as the American Academy of Orthopedic Surgeons, practice management groups, private health and science foundations and
organizations involved in various diseases from time to time may also publish guidelines or recommendations to the healthcare and patient communities
with respect to specific products. Recommendations of government agencies or these other groups or organizations may relate to such matters as usage,
dosage, route of administration and use of concomitant therapies. Recommendations or guidelines that do not recognize ZILRETTA or our other product
candidates, suggest limitations or inadequacies of ZILRETTA or our other product candidates, or suggest the use of competitive or alternative products as the
standard of care to be followed by patients and healthcare providers, could result in decreased use or adoption of ZILRETTA or any future products.
(*) ZILRETTA is available to a much larger number of patients and in broader populations through our commercialization efforts as compared to
the patients in the clinical studies. We do not know whether the results of ZILRETTA’s use in such larger number of patients and broader
populations will be consistent with the results from our clinical studies.
While the FDA granted approval of ZILRETTA based on the data included in the NDA, including data from our completed pivotal Phase 3 clinical
trial, we do not know whether the results that served as the basis for the FDA’s approval of ZILRETTA will be consistent with commercial results as a large
number of patients and broader populations are exposed to ZILRETTA and are exposed over longer periods of time, including results related to safety and
efficacy. New data relating to ZILRETTA, including from adverse event reports or our on-going studies of ZILRETTA related to hip OA or synovitis in knee
OA, may result in changes to the product label and may adversely affect sales, or result in withdrawal of ZILRETTA from the market. The FDA and regulatory
authorities in other jurisdictions may also consider any new data in connection with further marketing approval applications. If ZILRETTA or any additional
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 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 promoted or 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 maintaining market acceptance of the affected product and could substantially increase the costs of
commercializing ZILRETTA or any additional products.
(*) Recently enacted and future legislation, including health care reform measures, may increase the difficulty and cost for us to commercialize
ZILRETTA and any future products and may affect the prices we may obtain.
The United States and some foreign jurisdictions are considering, or have enacted, a number of legislative and regulatory proposals to change the
healthcare system in ways that could affect our ability to sell ZILRETTA, and if approved for sale, our other potential products, profitably. Among policy
makers and third-party payers in the United States and elsewhere, there is significant interest in promoting changes in healthcare systems with the stated goals
of containing healthcare costs, improving quality and/or expanding access. In the United States, the pharmaceutical industry has been a particular focus of
these efforts and has been, and may continue to be, significantly affected by major legislative, congressional and enforcement initiatives. Moreover, in some
foreign jurisdictions, pricing of prescription pharmaceuticals is already subject to government control.
In March 2010, the Patient Protection and Affordable Care Act, as amended by the Health Care and Education Reconciliation Act, or PPACA, was
enacted, which was intended to, among other items, broaden access to health insurance, reduce or constrain the growth of healthcare spending, enhance
remedies against fraud and abuse, add transparency requirements for the healthcare and health insurance industries, impose taxes and fees on the health
industry and impose additional health policy reforms. Among the PPACA provisions of importance to the pharmaceutical industry are the following:
•

an annual, non-deductible fee on any entity that manufactures or imports certain branded prescription drugs and biologic agents, apportioned
among these entities according to their market share in certain government healthcare programs;
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•

an increase in the rebates a manufacturer must pay under the Medicaid Drug Rebate Program to 23.1% and 13% of the average manufacturer price
for branded and generic drugs, respectively;

•

a new methodology by which rebates owed by manufacturers under the Medicaid Drug Rebate Program are calculated for drugs that are inhaled,
infused, instilled, implanted or injected;

•

a new Medicare Part D coverage gap discount program, in which manufacturers must now agree to offer 70% point-of-sale discounts to
negotiated prices of applicable brand drugs to eligible beneficiaries during their coverage gap period, as a condition for the manufacturer’s
outpatient drugs to be covered under Medicare Part D;

•

extension of manufacturers’ Medicaid rebate liability to covered drugs dispensed to individuals who are enrolled in Medicaid managed care
organizations;

•

expansion of eligibility criteria for Medicaid programs by, among other things, allowing states to offer Medicaid coverage to additional
individuals and by adding new mandatory eligibility categories for certain individuals with income at or below 133% of the Federal Poverty
Level, thereby potentially increasing manufacturers’ Medicaid rebate liability;

•

expansion of the entities eligible for discounts under the Public Health Service pharmaceutical pricing program;

•

new requirements under the federal Open Payments program, created under Section 6002 of PPACA, and its implementing regulations that
require 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 Centers for Medicare & Medicaid Services, or CMS,
information related to “payments or other transfers of value” made or distributed to physicians and teaching hospitals, and that applicable
manufacturers and applicable group purchasing organizations report annually to CMS ownership and investment interests held by physicians
and their immediate family members;

•

a requirement to annually report drug samples that manufacturers and distributors provide to physicians;

•

expansion of healthcare fraud and abuse laws, including the federal False Claims Act and the federal Anti-Kickback Statute, new government
investigative powers, and enhanced penalties for non-compliance;

•

an FDA-approval framework for follow-on biologic products;

•

a new Patient-Centered Outcomes Research Institute to oversee, identify priorities in, and conduct comparative clinical effectiveness research,
along with funding for such research; and

•

establishment of a Center for Medicare & Medicaid Innovation at CMS to test innovative payment and service delivery models to lower
Medicare and Medicaid spending, potentially including prescription drug spending.

Some of the provisions of PPACA have yet to be implemented, and there have been legal and political challenges to certain aspects of PPACA. Since
January 2017, President Trump has signed two Executive Orders and other directives designed to delay, circumvent, or loosen certain requirements mandated
by PPACA. Concurrently, Congress has considered legislation that would repeal or repeal and replace all or part of PPACA. While Congress has not passed
comprehensive repeal legislation, two bills affecting the implementation of certain taxes under PPACA have been signed into law. The Tax Cuts and Jobs Act
of 2017, or the Tax Act, signed into law on December 22, 2017, includes a provision repealing, effective January 1, 2019, the tax-based shared responsibility
payment imposed by PPACA on certain individuals that fail to maintain qualifying health coverage for all of part of a year commonly referred to as the
“individual mandate.” On January 22, 2018, President Trump signed a continuing resolution on appropriation for fiscal year 2018 that delayed the
implementation of certain PPACA-mandated fees, including the so-called “Cadillac” tax on certain high cost employer-sponsored insurance plans and the
annual fee imposed on certain health insurance providers based on market share. The Bipartisan Budget Act of 2018, among other things, amended PPACA,
effective January 1, 2019, to close the coverage gap in most Medicare drug plans, commonly referred to as the “donut hole.” In July 2018, CMS announced
published a final rule permitting further collections and payments to and from certain PPACA qualified health plans and health insurance issuers under
PPACA risk adjustment program in response to the outcome of federal district court litigation regarding the method CMS uses to determine this risk
adjustment. On December 14, 2018, a Texas U.S. District Court Judge ruled that PPACA is unconstitutional in its entirety because the “individual mandate”
was repealed by Congress as part of the Tax Act. While the Texas U.S. District Court Judge, as well as the Trump administration and CMS, have stated that
the ruling will have no immediate effect pending appeal of the decision, it is unclear how this decision, subsequent appeals, and other efforts to repeal and
replace PPACA will impact PPACA and our business.
In addition, since the PPACA was enacted, other legislative changes have been proposed and adopted that may impact the extent to which we are able
to successfully commercialize any of our product candidates that receive regulatory approval. For example, in August 2011, then-President Obama 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
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Deficit Reduction did not achieve a targeted deficit reduction, which triggered the legislation’s automatic reduction to several government programs. This
includes aggregate reductions to Medicare payments to providers of, on average, two percent per fiscal year through 2027 unless Congress takes additional
action. The American Taxpayer Relief Act of 2012, among other things, further reduced Medicare payments to several providers, including hospitals and
cancer treatment centers, and increased the statute of limitations period for the government to recover overpayments to providers from three to five years.
There has been increasing legislative and enforcement interest in the United States with respect to specialty drug pricing practices, including at the
federal level several recent U.S. Congressional inquiries and legislation designed to, among other things, increase drug pricing transparency, reduce the cost
of drugs under Medicare, review relationships between pricing and manufacturer patient assistance programs, and reform government program drug
reimbursement methodologies. Any reduction in reimbursement from Medicare, Medicaid or other government-funded programs may result in a similar
reduction in payments from private payers. The Trump administration’s budget proposal for fiscal year 2019 contains further drug price control measures that
could be enacted during the 2019 budget process or in other future legislation, including, for example, measures to permit Medicare Part D plans to negotiate
the price of certain drugs under Medicare Part B, to allow some states to negotiate drug prices under Medicaid, and to eliminate cost sharing for generic drugs
for low-income patients. Further, the Trump administration released a “Blueprint”, or plan, to lower drug prices and reduce out of pocket costs of drugs that
contains additional proposals to increase drug manufacturer competition, increase the negotiating power of certain federal healthcare programs, incentivize
manufacturers to lower the list price of their products, and reduce the out of pocket costs of drug products paid by consumers. The Department of Health and
Human Services, or HHS, has already started the process of soliciting feedback on some of these measures and, at the same time, is immediately implementing
others under its existing authority. For example, in September 2018, CMS announced that it will allow Medicare Advantage Plans the option to use step
therapy for Part B drugs beginning January 1, 2019, and in October 2018, CMS proposed a new rule that would require direct-to-consumer television
advertisements of prescription drugs and biological products, for which payment is available through or under Medicare or Medicaid, to include in the
advertisement the Wholesale Acquisition Cost, or list price, of that drug or biological product. On January 31, 2019, the HHS Office of Inspector General
proposed a rule modifying the federal Anti-Kickback Statute discount safe harbor which, among other things, may affect rebates paid by manufacturers to
Medicare Part D plans, the purpose of which is to further reduce the cost of drug products to consumers. Although a number of these, and other proposed
measures will require authorization through additional legislation to become effective, Congress and the Trump administration have each indicated that it
will continue to seek new legislative and/or administrative measures to control drug costs. At the state level, legislatures have increasingly passed legislation
and implemented regulations designed to control pharmaceutical and biological product pricing, including price or patient reimbursement constraints,
discounts, restrictions on certain product access and marketing cost disclosure and transparency measures, and, in some cases, to encourage importation from
other countries and bulk purchasing. The implementation of cost containment measures or other healthcare reforms may prevent us from being able to
generate revenue, attain profitability or commercialize ZILRETTA and any future products for which we receive regulatory approval.
We expect that PPACA, as well as other healthcare reform measures that may be adopted in the future, may result in more rigorous coverage criteria
and lower reimbursement, as well as additional downward pressure on the price that we receive for any approved product, including ZILRETTA.
Risks Related to Product Development and Regulatory Compliance
We may never obtain regulatory approval of ZILRETTA for repeat administration or additional indications, approval of our other product
candidates in the United States, or we may never obtain approval for or commercialize ZILRETTA or our other product candidates outside of the
United States, which would limit our ability to realize their full market potential.
While ZILRETTA has been approved for the management of OA pain of the knee, the approved product label contains a limitation of use, or LOU,
stating that ZILRETTA is not intended for repeat administration. On December 17, 2018, we submitted a supplemental new drug application, or sNDA, to the
FDA to revise the product label for ZILRETTA. The sNDA is based on data from an open-label Phase 3b clinical trial, which indicated that repeat
administration of ZILRETTA for treatment of OA knee pain was safe and well tolerated with no deleterious impact on cartilage or joint structure observed
through X-ray analysis. We may not be successful in our efforts to modify or remove the LOU. It is possible that the FDA will disagree with our analysis or
will find the data submitted in the sNDA insufficient to approve a label revision. If we are unable to revise or expand the label for ZILRETTA to allow for
repeat dosing, our ability to fully market ZILRETTA may be limited.
While ZILRETTA has been approved by the FDA for the treatment of patients with OA of the knee in the United States, it has not been approved in
any other jurisdiction for this indication or for any other indication. In order to market ZILRETTA for other indications or in other jurisdictions, or in order to
market any of our other product candidates, we must obtain regulatory approval for each indication and in each applicable jurisdiction, and we may never be
able to get such approval for ZILRETTA or our other product candidates. In particular, FX201 is at an early stage of development and may never reach IND
submission or human clinical trials, in which case we may never recover our investment.
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Clinical trials conducted in one country may not be accepted by regulatory authorities in other countries, and regulatory approval in one country does
not mean that regulatory approval will be obtained in any other country. Approval processes vary among countries and can involve additional product
testing and validation and additional administrative review periods. Seeking foreign regulatory approval could result in difficulties and costs for us and
require additional non-clinical studies or clinical trials, which could be costly and time consuming. Regulatory requirements can vary widely from country to
country and could delay or prevent the introduction of our potential future products in those countries. Other than ZILRETTA in the United States, we do not
have any products approved for sale in any jurisdiction, and we do not have experience in obtaining regulatory approval in international markets. If we do
not receive marketing approval for ZILRETTA for any other indication or from any regulatory agency other than the FDA, we will never be able to
commercialize ZILRETTA for any other indication in the United States or for any indication in any other jurisdiction. If we fail to comply with regulatory
requirements in international markets or to obtain and maintain required approvals for our other product candidates, or if regulatory approval in international
markets is delayed, our potential market will be reduced and our ability to realize the full market potential of ZILRETTA or our other product candidates will
be harmed. Even if we do receive additional regulatory approvals, we may not be successful in commercializing those opportunities.
(*) 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.
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 results generated in our completed ZILRETTA pivotal Phase 3 clinical trial do not ensure that any ongoing or future
ZILRETTA clinical trial, including our ongoing clinical trials of ZILRETTA in hip OA and synovitis in knee OA, will be successful or consistent with the
results generated in the Phase 3 trial.
Product candidates 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 trials 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. 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. In any event, our future clinical trials may not be successful.
If ZILRETTA or any other product candidate is found to be unsafe or lack efficacy or feasibility in particular indications, we will not be able to obtain
regulatory approval for the indication and our business could be materially harmed.
Delays in clinical trials are common and have many causes, and any delay could result in increased costs to us and jeopardize or delay our ability to
obtain regulatory approval for our product candidates.
We may experience delays in clinical trials of our products and product candidates. Our 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 institutional review board 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;

•

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.
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For example, our ZILRETTA IND was placed on clinical hold at two points during product development, which delayed completion of our trials and
resulted in additional expense. We cannot guarantee that any existing or future IND we submit will not be subject to similar holds.
If initiation or completion of our 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 our product candidates could be materially harmed, which could have a material adverse
effect on our business.
The regulatory approval process of the FDA is lengthy, time consuming and inherently unpredictable, and if we are ultimately unable to obtain
regulatory approval for our product candidates or for ZILRETTA in additional indications, our business will be 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, 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. Although we received regulatory approval of ZILRETTA for the treatment of OA knee pain, it is possible
that none of our other product candidates will ever obtain regulatory approval or that we will not be able to obtain regulatory approval for ZILRETTA in
additional indications.
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.

The lengthy approval process, as well as the unpredictability of future clinical trial results, may result in our failing to obtain regulatory approval to
market ZILRETTA in additional indications or to market our other product candidates at all, which would harm our business, results of operations and
prospects.
In addition, even if we were to obtain approval for other product candidates or for ZILRETTA in other indications, regulatory authorities may approve
such product candidates or indications for fewer or more limited indications than we request, 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.
Our product candidates may not receive regulatory approval despite success in clinical trials. Even if we successfully obtain regulatory approval 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.
Changes in funding for the FDA and other government agencies could hinder their ability to hire and retain key leadership and other personnel,
prevent new products from being developed or commercialized in a timely manner or otherwise prevent those agencies from performing normal
functions on which the operation of our business may rely, which could negatively impact our business.
42

The ability of the FDA to review and approve new products can be affected by a variety of factors, including government budget and funding levels,
ability to hire and retain key personnel and accept payment of user fees, and statutory, regulatory, and policy changes. Average review times at the agency
have fluctuated in recent years as a result. In addition, government funding of other government agencies on which our operations may rely, including those
that fund research and development activities is subject to the political process, which is inherently fluid and unpredictable.
Disruptions at the FDA and other agencies may also slow the time necessary for new drugs to be reviewed and/or approved by necessary government
agencies or for labeling supplements and other regulatory requests to be acted upon, which would adversely affect our business. For example, over the last
several years, including beginning on December 22, 2018 and ending on January 25, 2019, the U.S. government has shut down several times and certain
regulatory agencies, such as the FDA, have had to furlough critical government employees and stop critical activities. If repeated or
prolonged government shutdowns occur, it could significantly impact the ability of the FDA to timely review and process our regulatory submissions, and
negatively impact other government operations on which we rely, which could have a material adverse effect on our business.
The FDA granted marketing approval of ZILRETTA for the treatment of patients with OA pain of the knee, and we could face liability if a
regulatory authority determines that we are promoting ZILRETTA for any off-label uses.
A company may not promote “off-label” uses for its drug products. An off-label use is the use of a product for an indication that is not described in the
product’s FDA-approved label in the United States or for uses in other jurisdictions that differ from those approved by the applicable regulatory agencies.
Physicians, on the other hand, may prescribe products for off-label uses. Although the FDA and other regulatory agencies do not regulate a physician’s choice
of drug treatment made in the physician’s independent medical judgment, they do restrict promotional communications from pharmaceutical companies or
their employees, including sales representatives, with respect to off-label uses of products for which marketing clearance has not been issued. A company that
is found to have promoted off-label use of its product may be subject to significant liability, including civil and criminal sanctions. We intend to comply
with the requirements and restrictions of the FDA and other regulatory agencies with respect to our promotion of ZILRETTA and any future products, but we
cannot be sure that the FDA or other regulatory agencies will agree that we have not violated their restrictions. For example, as part of our promotion strategy
for ZILRETTA we communicate certain results from our Phase 3 clinical trial and other clinical data that are consistent with, but not directly included in, the
product label. While we believe our communication of this data is in accordance with FDA guidance and applicable laws, we cannot be certain that the FDA
or other regulatory agencies will agree with our use of this data or our sales force may use such data in a way that is inconsistent with our policies. As a result,
we may be subject to criminal and civil liability. In addition, our management’s attention could be diverted to handle any such alleged violations. A
significant number of pharmaceutical companies have been the target of inquiries and investigations by various U.S. federal and state regulatory,
investigative, prosecutorial and administrative entities in connection with the promotion of products for unapproved uses and other sales practices, including
the Department of Justice and various U.S. Attorneys’ Offices, the Office of Inspector General of HHS, the FDA, the Federal Trade Commission and various
state Attorneys General offices. These investigations have alleged violations of various U.S. federal and state laws and regulations, including claims asserting
antitrust violations, violations of the Federal Food, Drug, and Cosmetic Act, or the FDCA, the federal False Claims Act, the Prescription Drug Marketing Act,
anti-kickback laws, and other alleged violations in connection with the promotion of products for unapproved uses, pricing and Medicare and/or Medicaid
reimbursement. If the FDA or any other governmental agency initiates an enforcement action against us or if we are the subject of a qui tam suit and it is
determined that we violated prohibitions relating to the promotion of products for unapproved uses, we could be subject to substantial civil or criminal fines
or damage awards and other sanctions such as consent decrees and corporate integrity agreements pursuant to which our activities would be subject to
ongoing scrutiny and monitoring to ensure compliance with applicable laws and regulations. Any such fines, awards or other sanctions would have an
adverse effect on our revenue, business, financial prospects and reputation.
Any relationships with healthcare professionals, principal investigators, consultants, actual and potential customers, and third-party payers in
connection with our current and future business activities are and will continue to be subject, directly or indirectly, to federal and state healthcare
laws. If we are unable to comply, or have not fully complied, with such laws, we could face criminal sanctions, civil penalties, administrative
penalties, imprisonment, exclusion, contractual damages, reputational harm, diminished profits and future earnings, additional reporting
requirements and/or oversight, and curtailment or restructuring of our operations.
43

Our operations are directly or indirectly subject to various federal and state healthcare laws, including without limitation, 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. Our potential exposure under such laws increased significantly with the commercialization of ZILRETTA in the United States through our dedicated
sales force. 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 sales, marketing, promotion, manufacturing, distribution, pricing, discounting, customer incentive programs,
physician speaker programs, and other business arrangements and activities. 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, individuals and entities from knowingly and willfully soliciting,
receiving, offering or paying remuneration, directly or indirectly, in cash or in kind, to induce or reward, or in return for, either the referral of an
individual, or the purchase, lease, order or arranging for the purchase, lease, or order of any good, item or service for which payment may be made
under a federal healthcare program, such as the Medicare and Medicaid programs;

•

federal civil and criminal false claims laws and civil monetary penalties laws, including the federal False Claims Act, which prohibit, among
other things, individuals or entities from knowingly presenting, or causing to be presented, to the federal government claims for payment that are
false or fraudulent or making a false statement to avoid, decrease or conceal an obligation to pay money to the federal government;

•

the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which imposes criminal and civil liability for, among other
things, executing a scheme to defraud any healthcare benefit program or making false statements relating to healthcare matters;

•

HIPAA, as amended by the Health Information Technology for Economic and Clinical Health Act of 2009, and their respective implementing
regulations, which impose requirements on certain healthcare providers, health plans, and healthcare clearinghouses, known as covered entities,
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 the PPACA, and its implementing regulations, which 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 CMS 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 CMS ownership and investment interests held by physicians (as defined above)
and their immediate family members;

•

state, local, and foreign law equivalents of each of the above federal laws and regulations, 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 payer, 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 healthcare providers and entities, or marketing expenditures; state and local laws requiring the registration of pharmaceutical sales
and medical representatives; 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, and often are not preempted by HIPAA, thus complicating
compliance efforts;

•

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

•

federal and state consumer protection and unfair competition laws, which broadly regulate marketplace activities and activities that potentially
harm consumers;
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•

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, rebates 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

•

the European Union’s General Data Protection Regulation ((EU) 2016/679), or GDPR, which went into effect in May 2018, and which introduces
strict requirements for processing personal data of individuals within the EU.

Efforts to ensure that our business arrangements with third parties will comply with applicable healthcare laws and regulations may involve
substantial costs. It is possible that governmental and enforcement authorities will conclude that our business practices, including activities undertaken by
third parties on our behalf, may not comply with current or future statutes, regulations or case law interpreting applicable fraud and abuse or other healthcare
laws and regulations. If our operations are found to be in violation of any of the laws described above or any other governmental regulations that apply to us,
we may be subject to penalties, including, without limitation, civil, criminal, and administrative penalties, damages, fines, disgorgement, imprisonment,
possible exclusion from participation in Medicare, Medicaid and other government healthcare programs, contractual damages, reputational harm, diminished
profits and future earnings, additional reporting requirements and/or oversight if we become subject to a corporate integrity agreement or similar agreement
to resolve allegations of non-compliance with these laws, and curtailment or restructuring of our operations. Moreover, while we do not bill third-party payers
directly and our customers make the ultimate decision on how to submit claims, from time-to-time we may provide reimbursement guidance to patients and
healthcare providers. If a government authority were to conclude that we provided improper advice and/or encouraged the submission of a false claim for
reimbursement, we could face action against us by government authorities. If any of the physicians or other providers or entities with whom we do business is
found to be not in compliance with applicable laws, they may be subject to criminal, civil or administrative sanctions, including exclusions from government
funded healthcare programs and imprisonment. If any of the above occurs, it could adversely affect our ability to operate our business and our results of
operations. In addition, the approval and commercialization of any of our product candidates outside of the United States will also likely subject us to
foreign equivalents of the healthcare laws mentioned above, among other foreign laws.
ZILRETTA is still subject to substantial, ongoing regulatory requirements, and our other product candidates may face future development and
regulatory difficulties.
The FDA approved ZILRETTA only for the treatment of OA knee pain. If any other ongoing clinical studies of ZILRETTA are negative, the FDA
could decide to withdraw approval, add warnings or narrow the approved indication in the product label.
ZILRETTA is, and, if approved, our other product candidates, 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 adverse events, or 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 discover 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.
We rely on third-party collaborators to assist us in meeting our reporting and related obligations. While we work closely with these third parties, we
do not control all of their activities. If our third-party collaborators do not meet the relevant commitments, we may fail to meet our applicable regulatory
requirements.
If we fail to comply with applicable regulatory requirements for ZILRETTA or for any other approved 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;
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•

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.
If we fail to develop, acquire or in-license other potential future product candidates or products, our business and prospects will be limited.
Our long-term growth strategy is to develop, acquire or in-license and commercialize a portfolio of potential future product candidates in addition to
ZILRETTA. Our primary means of expanding our pipeline of product candidates is to select and acquire or in-license product candidates for the treatment of
therapeutic indications that complement or augment our current pipeline, or that otherwise fit into our development or strategic plans on terms that are
acceptable to us, and/or develop improved formulations and delivery methods for existing FDA-approved products. Developing new formulations or delivery
methods of existing or potential future product candidates or identifying, selecting and acquiring or in-licensing promising product candidates requires
substantial technical, financial and human resources expertise. Efforts to do so may not result in the actual development, acquisition or in-license of a
particular product candidate, potentially resulting in a diversion of our management’s time and the expenditure of our resources with no resulting benefit. If
we are unable to add additional product candidates to our pipeline, our long-term business and prospects will be limited.
Risks Related to Our Reliance on Third Parties
(*) We rely completely on third parties to manufacture our commercial supplies of ZILRETTA and our preclinical and clinical drug supplies for
our other product candidates.
If we were to experience an unexpected loss of supply of ZILRETTA or our other product candidates for any reason, whether as a result of
manufacturing, supply or storage issues or otherwise, we could experience disruptions in commercial supply of ZILRETTA or delays, suspensions or
terminations of clinical trials or regulatory submissions. We do not currently have nor do we plan to acquire the infrastructure or capability internally to
manufacture our preclinical and clinical drug supplies and we lack the resources and the capability to manufacture any of our product candidates on a
clinical or commercial scale. The facilities used by our contract manufacturers or other third-party manufacturers to manufacture our products and product
candidates, including Patheon with respect to finished drug supplies of ZILRETTA, must obtain and maintain approval by the FDA. While we work closely
with our third-party manufacturers on the manufacturing process for our products and product candidates, including quality audits, we generally do not
control the implementation of the manufacturing process of, and are completely dependent on, our contract manufacturers or other third-party manufacturers
for compliance with cGMP regulatory requirements and for manufacture of both active drug substances and finished drug products. If our contract
manufacturers or other third-party manufacturers cannot successfully manufacture material that conforms to applicable specifications and the strict regulatory
requirements of the FDA or others, they will not be able to secure and/or maintain regulatory approval for their manufacturing facilities.
In addition, we have no control over the ability of our contract manufacturers or other third-party manufacturers to maintain adequate quality control,
quality assurance and qualified personnel. If the FDA or a comparable foreign regulatory authority does not approve, or withdraws approval for, these
facilities for the manufacture of our products and product candidates, we may need to find alternative manufacturing facilities, which would significantly
impact our ability to commercialize, develop, or obtain or maintain regulatory approval for our products and product candidates.
We are particularly reliant on Patheon with respect to maintaining ZILRETTA manufacturing capacity. These Patheon facilities required approval
from the FDA as a condition of regulatory approval for ZILRETTA, as we rely exclusively on Patheon for commercial supplies of ZILRETTA. In addition,
because Patheon manufactures ZILRETTA in the United Kingdom, or U.K., it needs to maintain and update its facility license with the applicable U.K.
regulatory agencies and any delay or inability to do so would delay or prevent Patheon from being able to produce commercial supplies of ZILRETTA.
Furthermore, the manufacturing process for ZILRETTA is unique and involves specialized equipment and proprietary processes, which subjects us to
heightened risks that Patheon will experience delays in the manufacturing process.
We also rely on our manufacturers to purchase from third-party suppliers the materials necessary to produce ZILRETTA and our other product
candidates for our clinical trials and commercial sales. There are a limited number of suppliers for raw materials that
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we use to manufacture our products and product candidates and we may need to assess alternate suppliers to prevent a possible disruption of the manufacture
of the materials necessary to produce our product candidates for our clinical trials and ZILRETTA for commercial sale. We do not have any control over the
process or timing of the acquisition of these raw materials by our manufacturers. Moreover, we currently do not have any agreements for the commercial
production of these raw materials. Although we generally do not begin a clinical trial unless we believe we have a sufficient supply of a product candidate to
complete the clinical trial, any significant delay in the supply of a product candidate, or the raw material components thereof, for an ongoing clinical trial
due to the need to replace a contract manufacturer or other third-party manufacturer could considerably delay completion of our clinical trials, product
testing and potential regulatory approval of our product candidates. If our manufacturers or we are unable to purchase these raw materials for ZILRETTA or
for any other approved products, there would be a shortage in supply, which would impair our ability to generate revenue from the sale of our products,
including ZILRETTA.
We expect to continue to depend on contract manufacturers or other third-party manufacturers for the foreseeable future. We have entered into longterm commercial supply agreements with our current contract manufacturers in order to maintain adequate supplies to manufacture finished ZILRETTA drug
product. We may, however, be unable to enter into such agreements or do so on commercially reasonable terms for potential future product candidates, which
could have a material adverse impact upon our business.
We rely on certain sole sources of supply for our products and product candidates and any disruption in the chain of supply may disrupt
commercialization of ZILRETTA or cause delay in developing, obtaining approval for, and commercializing our products and product candidates.
Currently, we use the following sole sources of supply for manufacturing ZILRETTA: Farmabios SpA for TA, Evonik Corporation for PLGA, and
Patheon for finished microspheres drug product. Because of the unique equipment and process for loading TA onto PLGA microspheres, transferring finished
drug product manufacturing activities for ZILRETTA to an alternate supplier would be a time-consuming and costly endeavor, and there are only a limited
number of manufacturers that we believe are capable of performing this function for us. Switching ZILRETTA finished drug suppliers may involve
substantial cost and could result in a failure to maintain adequate supplies of ZILRETTA. We expect that for the foreseeable future Patheon will be the only
manufacturer qualified as a commercial supplier of ZILRETTA with the FDA. From time to time, commercial batches of ZILRETTA may fail to meet required
specifications and be unavailable for commercial sale. If we experience multiple successive batch failures, or if supply from Patheon is otherwise interrupted,
there could be a significant disruption in commercial supply. Any alternative vendor would need to be qualified through an NDA supplement, which could
result in further delay. The FDA or other regulatory agencies outside of the United States may also require additional studies if a new ZILRETTA supplier is
relied upon for commercial production.
Our other product candidates, including FX201, also rely on sole sources of supply for the preclinical and clinical supply of materials. The
manufacturing processes for FX201 and our other product candidates are complex, and it may difficult or impossible to finalize appropriate processes for the
scaled manufacture of the product candidates.
These factors could cause the disruption of the commercialization of ZILRETTA; delay clinical trials, regulatory submissions, required approvals or
commercialization of any of our other product or product candidates; cause us to incur higher costs; or prevent us from commercializing them successfully.
Furthermore, if our suppliers fail to deliver the required clinical or commercial quantities of active pharmaceutical ingredient on a timely basis and at
commercially reasonable prices and we are unable to secure one or more replacement suppliers capable of production at a substantially equivalent cost, our
clinical trials may be delayed or we could lose potential revenue in the event of a product stockout for ZILRETTA or any of our other product candidates that
is approved and launched.
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Manufacturing issues may arise that could increase product and regulatory approval costs or disrupt or delay commercialization.
As we scale up manufacturing of ZILRETTA and other product candidates, we may encounter product, packaging, equipment and process-related
issues that may require refinement or resolution in order to proceed with our planned clinical trials or maintain regulatory approval for commercial marketing.
In the future, we may identify impurities or other product related issues, which could result in increased scrutiny by regulatory authorities, suspensions of
commercial activities or product recalls, delays in our clinical program and regulatory approval, increases in our operating expenses, or failure to obtain or
maintain approval for our products or product candidates.
We rely on third parties to conduct our preclinical studies and clinical trials. If these third parties do not successfully carry out their contractual
duties or meet expected deadlines, we may not be able to obtain regulatory approval for or commercialize our product candidates and our business
could be substantially harmed.
We rely upon and plan to continue to rely upon third-party CROs to monitor and manage data for our preclinical and clinical programs. We rely on
these parties for execution of our preclinical studies and clinical trials, and control only certain aspects of their activities. Nevertheless, we are responsible for
ensuring that each of our trials is conducted in accordance with the applicable protocol, legal, regulatory and scientific standards and our reliance on the
CROs does not relieve us of our regulatory responsibilities. We and our CROs are required to comply with FDA laws and regulations regarding current good
clinical practice, or GCP, which are also required by the Competent Authorities of the Member States of the European Economic Area and comparable foreign
regulatory authorities in the form of International Council for Harmonization guidelines for all of our products in clinical development. Regulatory
authorities enforce GCP through periodic inspections of trial sponsors, principal investigators and trial sites. If we or any of our CROs fail to comply with
applicable GCP, the clinical data generated in our clinical trials may be deemed unreliable and the FDA or comparable foreign regulatory authorities may
require us to perform additional clinical trials before approving our marketing applications. We cannot be certain that upon inspection by a given regulatory
authority, such regulatory authority will determine that any of our clinical trials comply with GCP regulations. In addition, our clinical trials must be
conducted with product produced under cGMP regulations. While we have agreements governing activities of our CROs, we have limited influence over
their actual performance. In addition, portions of the clinical trials for our product candidates may be conducted outside of the United States, which will make
it more difficult for us to monitor CROs and perform visits of our clinical trial sites and will force us to rely heavily on CROs to ensure the proper and timely
conduct of our clinical trials and compliance with applicable regulations, including GCP. Failure to comply with applicable regulations in the conduct of the
clinical trials for our product candidates may require us to repeat clinical trials, which would delay the regulatory approval process.
Some of our CROs have an ability to terminate their respective agreements with us if, among other reasons, it can be reasonably demonstrated that the
safety of the subjects participating in our clinical trials warrants such termination, if we make a general assignment for the benefit of our creditors or if we are
liquidated. If any of our relationships with these third-party CROs terminate, we may not be able to enter into arrangements with alternative CROs or to do so
on commercially reasonable terms. In addition, our CROs are not our employees, and except for remedies available to us under our agreements with such
CROs, we cannot control whether or not they devote sufficient time and resources to our preclinical and clinical programs. If CROs do not successfully carry
out their contractual duties or obligations or meet expected deadlines, if they need to be replaced or if the quality or accuracy of the clinical data they obtain
is compromised due to the failure to adhere to our clinical protocols, regulatory requirements or for other reasons, our clinical trials may be extended, delayed
or terminated and we may not be able to obtain regulatory approval for or successfully commercialize our product candidates. Consequently, our results of
operations and the commercial prospects for our product candidates would be harmed, our costs could increase substantially and our ability to generate
revenue could be delayed significantly.
Switching or adding additional CROs involves additional cost and requires management time and focus. In addition, there is a natural transition
period when a new CRO commences work. As a result, delays occur, which can materially impact our ability to meet our desired clinical development
timelines. Though we carefully manage our relationships with our CROs, there can be no assurance that we will not encounter challenges or delays in the
future or that these delays or challenges will not have a material adverse impact on our business, financial condition and prospects.
(*) We may not be successful in establishing development and commercialization collaborations, which could adversely affect, and potentially
prohibit, our ability to fully commercialize ZILRETTA or to develop our product candidates.
Because developing pharmaceutical products, conducting clinical trials, obtaining regulatory approval, establishing manufacturing capabilities and
marketing approved products are expensive, we are exploring collaborations with third parties that have more resources and experience. For example, we are
exploring selective partnerships with third parties for ZILRETTA’s development and commercialization outside of the United States. If we are unable to
obtain a partner for ZILRETTA, we may be
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unable to advance the development of ZILRETTA in territories outside of the United States, which may limit its market potential. In situations where we
enter into a development and commercial collaboration arrangement for a product candidate, we may also seek to establish additional collaborations for
development and commercialization in territories outside of those addressed by the first collaboration arrangement for such product candidate. If any of our
product candidates, in addition to ZILRETTA, receives marketing approval, we may enter into sales and marketing arrangements with third parties with
respect to otherwise unlicensed or unaddressed territories outside of the United States. There are a limited number of potential partners, and we expect to face
competition in seeking appropriate partners. If we are unable to enter into any development and commercial collaborations and/or sales and marketing
arrangements on acceptable terms, or at all, we may be unable to successfully develop and seek regulatory approval for our product candidates and/or
effectively market and sell ZILRETTA and any other future approved products, if any, in all of the territories outside of the United States where it may
otherwise be valuable to do so.
We may not be successful in maintaining development and commercialization collaborations, and our partners may not devote sufficient resources
to the development or commercialization of our products or product candidates or may otherwise fail in development or commercialization efforts,
which could adversely affect our ability to develop or commercialize certain of our products or product candidates and our financial condition and
operating results.
Even if we are able to establish collaboration arrangements, any such collaboration may not ultimately be successful, which could have a negative
impact on our business, results of operations, financial condition and growth prospects. If we partner with a third party for development and
commercialization of a product candidate, we can expect to relinquish some or all of the control over the future success of that product candidate to the third
party. It is possible that a partner may not devote sufficient resources to the development or commercialization of our product candidate or may otherwise fail
in development or commercialization efforts, in which event the development and commercialization of such product candidate could be delayed or
terminated, and our business could be substantially harmed. In addition, the terms of any collaboration or other arrangement that we establish may not prove
to be favorable to us or may not be perceived as favorable, which may negatively impact the trading price of our common stock. In some cases, we may be
responsible for continuing development of a product or product candidate or research program under collaboration and the payment we receive from our
partner may be insufficient to cover the cost of this development. Moreover, collaborations and sales and marketing arrangements are complex and time
consuming to negotiate, document and implement and they may require substantial resources to maintain.
We may become subject to a number of additional risks associated with our dependence on collaborations with third parties, the occurrence of which
could cause our collaboration arrangements to fail. Conflicts may arise between us and partners, such as conflicts concerning the interpretation of clinical
data, the achievement of milestones, the division of development or commercialization responsibilities or expenses, the interpretation of financial provisions
or the ownership of intellectual property developed during the collaboration. If any such conflicts arise, a partner could act in its own self-interest, which may
be adverse to our best interests. Any such disagreement between us and a partner could result in one or more of the following, each of which could delay or
prevent the development or commercialization of our products or product candidates, and in turn prevent us from generating sufficient revenue to achieve or
maintain profitability:
•

reductions in the payment of royalties or other payments we believe are due pursuant to the applicable collaboration arrangement;

•

actions taken by a partner inside or outside our collaboration which could negatively impact our rights or benefits under our collaboration; or

•

unwillingness on the part of a partner to keep us informed regarding the progress of its development and commercialization activities or to permit
public disclosure of the results of those activities.

Risks Related to Our Business Operations and Industry
Our future success depends on our ability to retain key executives and to attract, retain and motivate qualified personnel.
We are highly dependent on the principal members of our executive team, the loss of whose services may adversely impact the achievement of our
objectives. While we have entered into employment agreements or offer letters with each of our executive officers, any of them could leave our employment
at any time, as all of our employees are “at will” employees. Recruiting and retaining other qualified employees for our business, including scientific and
technical personnel, will also be critical to our success. There is currently a shortage of skilled executives and other technically qualified personnel in our
industry, particularly in the greater Boston, Massachusetts area where our headquarters is located, which is likely to continue. As a result, competition for
skilled personnel is intense and the turnover rate can be high. We may not be able to attract and retain personnel on acceptable terms given the competition
among numerous biotechnology and pharmaceutical companies for individuals with similar skill sets. In addition, failure
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to succeed in the commercialization of ZILRETTA or clinical studies of our product candidates may make it more challenging to recruit and retain qualified
personnel. The inability to recruit or the loss of the services of any executive or key employee might impede the progress of our development and
commercialization objectives.
(*) We face potential product liability, and, if successful claims are brought against us, we may incur substantial liability.
The use of our product candidates in clinical trials and the sale of ZILRETTA and any other products for which we obtain marketing approval exposes
us to the risk of product liability claims. Product liability claims might be brought against us by consumers, healthcare providers, or others coming into
contact with our products or product candidates. If we cannot successfully defend against product liability claims, we could incur substantial liability and
costs. In addition, regardless of merit or eventual outcome, product liability claims may result in:
•

impairment of our business reputation and perception of our products in the market;

•

withdrawal or suspension of marketing approvals;

•

withdrawal of clinical trial participants;

•

costs due to related litigation;

•

distraction of management’s attention from our primary business;

•

substantial monetary awards to patients or other claimants;

•

the inability to commercialize our product candidates;

•

decreased demand for our products approved for commercial sale; and

•

reputational harm.

Our current product liability insurance coverage may not be sufficient to reimburse us for any expenses or losses we may suffer. Moreover, insurance
coverage is becoming increasingly expensive and in the future we may not be able to maintain insurance coverage at a reasonable cost or in sufficient
amounts to protect us against losses due to liability. On occasion, large judgments have been awarded in class action or mass tort lawsuits based on drugs that
had unanticipated adverse effects. A successful product liability claim or series of claims brought against us could cause our stock price to decline and, if
judgments exceed our insurance coverage, could adversely affect our results of operations and business.
If we collaborate with third parties to develop and commercialize products outside of the United States, a variety of risks associated with
international operations could materially and adversely affect our business.
If we enter into agreements with third parties to market ZILRETTA, and if approved, our other product candidates, outside of the United States, we
expect to be subject to additional risks related to entering into international business relationships, including:
•

different regulatory requirements for drug approvals in foreign countries;

•

reduced protection for intellectual property rights;

•

unexpected changes in tariffs, trade barriers and regulatory requirements;

•

economic weakness, including inflation, or political instability in particular foreign economies and markets;

•

compliance with tax, employment, immigration and labor laws for employees living or traveling abroad;

•

foreign taxes, including withholding of payroll taxes;

•

foreign currency fluctuations, which could result in increased operating expenses and reduced revenue, and other obligations incidental to doing
business in another country;

•

workforce uncertainty in countries where labor unrest is more common than in the United States;

•

different government payer systems, multiple payer-reimbursement regimes or patient self-pay systems, and price controls;

•

potential noncompliance with the FCPA, the U.K. Bribery Act 2010, or similar antibribery and anticorruption laws in other jurisdictions as well
as various regulations pertaining to data privacy, such as the GDPR;

•

production shortages resulting from any events affecting raw material supply or manufacturing capabilities abroad; and

•

business interruptions resulting from geopolitical actions, including war and terrorism, or natural disasters, including earthquakes, typhoons,
floods and fires.
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We rely significantly on information technology and any failure, inadequacy, interruption or security lapse of that technology, including any
cybersecurity incidents, could harm our ability to operate our business effectively.
Despite the implementation of security measures, our internal computer systems and those of third parties with which we contract are vulnerable to
damage from cyber-attacks, computer viruses, unauthorized access, natural disasters, terrorism, war and telecommunication and electrical failures. System
failures, accidents or security breaches could cause interruptions in our operations, and could result in a material disruption of our commercial and clinical
activities and business operations, in addition to possibly requiring substantial expenditures of resources to remedy. The loss of clinical trial data could result
in delays in our regulatory approval efforts and significantly increase our costs to recover or reproduce the data. To the extent that any disruption or security
breach were to result in a loss of, or damage to, our data or applications, or inappropriate disclosure of confidential or proprietary information, we could incur
liability and our development programs, and the development of our product candidates could be delayed.
(*) If we fail to comply with applicable U.S. and foreign privacy and data protection laws and regulation, we may be subject to liabilities that
adversely affect our business, operations and financial performance.
We are subject to laws and regulations requiring that we take measures to protect the privacy and security of certain information we gather and use in
our business. For example, HIPAA, and its implementing regulations impose, among other requirements, certain regulatory and contractual requirements
regarding the privacy and security of personal health information on covered entities, such as health plans, healthcare clearinghouses and certain healthcare
providers, as well as their business associates that perform certain services involving the use or disclosure of personal health information. In addition to
HIPAA, numerous other federal and state laws, including, without limitation, state security breach notification laws, state health information privacy laws and
federal and state consumer protection laws, govern the collection, use, and storage of personal information.
We may also be subject to or affected by foreign laws and regulation, including regulatory guidance, governing the collection, use, disclosure,
security, transfer and storage of personal data, such as information that we collect about employees, patients and healthcare providers in connection with
clinical trials and our other operations in the U.S. and abroad. The global legislative and regulatory landscape for privacy and data protection continues to
evolve, and implementation standards and enforcement practices are likely to remain uncertain for the foreseeable future. This evolution may create
uncertainty in our business, result in liability or impose additional costs on us. The cost of compliance with these laws, regulations and standards is high and
is likely to increase in the future. For example, the EU has adopted the GDPR, which introduced strict requirements for processing personal data. The GDPR is
likely to increase compliance burdens on us, including by mandating potentially burdensome documentation requirements and granting certain rights to
individuals to control how we collect, use, disclose, retain and leverage information about them. In addition, the GDPR provides for breach reporting
requirements, more robust regulatory enforcement and fines of up to 20 million euros or up to 4% of the annual global revenue. While companies are afforded
some flexibility in determining how to comply with the GDPR’s various requirements, it has and will continue to require significant effort and expense to
ensure continuing compliance with the GDPR. Moreover, the requirements under the GDPR may change periodically or may be modified by European
Union, or EU, national law, and could have an effect on our business operations if compliance becomes substantially costlier than under current requirements.
It is possible that each of these privacy laws may be interpreted and applied in a manner that is inconsistent with our practices. Any failure or perceived
failure by us to comply with federal, state or foreign laws or self-regulatory standards could result in negative publicity, diversion of management time and
effort and proceedings against us by governmental entities or others. In many jurisdictions, enforcement actions and consequences for noncompliance are
rising. As we continue to expand into other foreign countries and jurisdictions, we may be subject to additional laws and regulations that may affect how we
conduct business.
Business interruptions could delay us in the process of developing or commercializing our products and product candidates.
Our headquarters are located in Burlington, Massachusetts. We are vulnerable to natural disasters such as hurricanes, tornadoes and severe storms, as
well as other events that could disrupt our operations. We do not carry insurance for natural disasters and we may not carry sufficient business interruption
insurance to compensate us for losses that may occur. Any losses or damages we incur could have a material adverse effect on our business operations.
Exposure to U.K. political developments, including the outcome of the referendum on membership in the European Union, could impact our
suppliers and harm our business.
The U.K.’s referendum to leave the EU, or “Brexit,” has caused and may continue to cause disruptions to capital and currency markets worldwide. The
full impact of the Brexit decision, however, remains uncertain. A process of negotiation will determine the future terms of the U.K.’s relationship with the
EU. During this period of negotiation, our results of operations and access to capital may be negatively affected by interest rate, exchange rate and other
market and economic volatility, as well as regulatory and political uncertainty. The tax consequences of the U.K.’s withdrawal from the EU are uncertain as
well. Brexit may also have a detrimental effect on our suppliers, which could, in turn, adversely affect our revenues and financial condition.
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Risks Related to Our Intellectual Property
If we are unable to obtain or protect intellectual property rights, we may not be able to compete effectively in our market.
We rely upon a combination of patents, trade secret protection, confidentiality agreements and proprietary know how, and intend to seek marketing
exclusivity for any approved product, including ZILRETTA, in order to protect the intellectual property related to our products and product candidates, and
to date we have three issued patents covering ZILRETTA in the United States.
The strength of patents in the biotechnology and pharmaceutical field involves complex legal and scientific questions and can be uncertain. As a
result, the issuance, scope, validity, enforceability and commercial value of our patent rights and our current or future licensors’ or collaborators’ patent rights
are highly uncertain. The patent applications that we own or in-license may fail to result in issued patents with claims that cover our products or product
candidates in the United States, including through the inter-partes review process, or in other foreign countries. Even for our issued patents and if other
patents do successfully issue, third parties may challenge their inventorship, ownership, validity, enforceability or scope in the courts or patent offices in the
United States and abroad. This may result in such patents being narrowed or invalidated, which could limit our ability to stop others from using or
commercializing similar or identical technologies or products, or limit the duration of the patent protection for our technologies and products. If this were to
occur, early generic competition could be expected against ZILRETTA and potentially reduce the value of our product candidates in development. Also, a
third party may challenge our rights to patents and patent applications that we license from third parties. Furthermore, even if they are unchallenged, our
patents and patent applications may not adequately protect our intellectual property or prevent others from designing around our claims.
If our patent applications with respect to ZILRETTA or our other product candidates fail to issue or if their breadth or strength of protection is
threatened, it could dissuade companies from collaborating with us to develop ZILRETTA or our other product candidates and threaten our ability to
commercialize any resulting products. We cannot offer any assurances about which, if any, patents will issue or whether any issued patents will not be found
invalid and unenforceable or will go unthreatened by third parties. Further, if we encounter delays in regulatory approvals for additional indications or in
additional jurisdictions, the period of time during which we could market ZILRETTA or any product candidate under patent protection could be reduced. See
“Business—Patents and Patent Applications” in our Annual Report on Form 10-K for additional information regarding our material patents and patent
applications.
In addition to the protection afforded by patents, we rely on trade secret protection and confidentiality agreements to protect proprietary know-how
that is not patentable, processes for which patents are difficult to enforce and any other elements of our drug development process that involve proprietary
know-how, information or technology that is not covered by patents. For example, we maintain trade secrets with respect to certain of the formulation and
manufacturing techniques related to the TA-formulated PLGA microspheres in ZILRETTA, including those that relate to precise pharmaceutical release.
Although we generally require all of our employees to assign their inventions to us, and all of our employees, consultants, advisors and any third parties who
have access to our proprietary know-how, information or technology to enter into confidentiality agreements, we cannot provide any assurances that all such
agreements have been duly executed or that our trade secrets and other confidential proprietary information will not be disclosed or that competitors will not
otherwise gain access to our trade secrets or independently develop substantially equivalent information and techniques. Further, the laws of some foreign
countries do not protect proprietary rights to the same extent or in the same manner as the laws of the United States. As a result, we may encounter significant
problems in protecting and defending our intellectual property both in the United States and abroad. If we are unable to prevent material disclosure of the
non-patented intellectual property related to our technologies to third parties, and there is no guarantee that we will have any such enforceable trade secret
protection, we may not be able to establish or maintain a competitive advantage in our market, which could materially adversely affect our business, results
of operations and financial condition.
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Third party claims of intellectual property infringement may prevent or delay our development and commercialization efforts.
Our commercial success depends in part on our avoiding infringement of the patents and proprietary rights of third parties. There is a substantial
amount of litigation, both within and outside the United States, involving patent and other intellectual property rights in the biotechnology and
pharmaceutical industries, including patent infringement lawsuits, interferences, oppositions and inter party reexamination proceedings before the U.S.
Patent and Trademark Office, or U.S. PTO. Numerous U.S. and foreign issued patents and pending patent applications, which are owned by third parties, exist
in the fields in which we and our collaborators are commercializing or developing product candidates. As the biotechnology and pharmaceutical industries
expand and more patents are issued, the risk increases that our products and product candidates may be subject to claims of infringement of the patent rights
of third parties.
Third parties may assert that we are employing their proprietary technology without authorization. There may be third-party patents or patent
applications with claims to materials, formulations, methods of manufacture or methods for treatment related to the use or manufacture of ZILRETTA and/or
our product candidates. Because patent applications can take many years to issue, there may be currently pending patent applications which may later result
in issued patents that our products or product candidates may infringe. In addition, third parties may obtain patents in the future and claim that use of our
technologies infringes upon these patents. If any third-party patents were held by a court of competent jurisdiction to cover the manufacturing process of any
of our products or product candidates, any drug substance formed during the manufacturing process or any final product itself, the holders of any such patents
may be able to block our ability to commercialize such product or product candidate unless we obtain a license under the applicable patents, or until such
patents expire. Similarly, if any third-party patent were held by a court of competent jurisdiction to cover aspects of our formulations or methods of use, the
holders of any such patent may be able to block our ability to develop and commercialize the applicable product or product candidate unless we obtain a
license or until such patent expires. In either case, such a license may not be available on commercially reasonable terms or at all.
Parties making claims against us may request and/or obtain injunctive or other equitable relief, which could effectively block our ability to further
develop and commercialize one or more of our products or product candidates. Defense of these claims, regardless of their merit, would involve substantial
litigation expense and would be a substantial diversion of employee resources from our business. In the event of a successful claim of infringement against
us, we may have to pay substantial damages, including treble damages and attorneys’ fees for willful infringement, obtain one or more licenses from third
parties, pay royalties or redesign our infringing products or manufacturing processes, which may be impossible or require substantial time and monetary
expenditure. We cannot predict whether any such license would be available at all or whether it would be available on commercially reasonable terms.
Furthermore, even in the absence of litigation, we may need to obtain licenses from third parties to advance our research, manufacture clinical trial supplies or
allow commercialization of our product candidates. We may fail to obtain any of these licenses at a reasonable cost or on reasonable terms, if at all. In that
event, we would be unable to further develop and commercialize one or more of our products or product candidates, which could harm our business
significantly. We cannot provide any assurances that third party patents do not exist which might be enforced against our products, resulting in either an
injunction prohibiting our sales, or, with respect to our sales, an obligation on our part to pay royalties and/or other forms of compensation to third parties.
We may be involved in lawsuits to protect or enforce our patents or the patents of our licensors, which could be expensive, time consuming and
unsuccessful.
Competitors may infringe our issued patents, licensed patents or our other intellectual property. In some cases, it may be difficult or impossible to
detect third-party infringement or misappropriation of our intellectual property rights, even in relation to issued patent claims, and proving any such
infringement may be even more difficult. Accordingly, for such undetectable infringement or misappropriation our ability to recover damages will be
negligible, and we could be at a market disadvantage because we may lack the resources of some of our competitors to monitor for and detect infringement.
To counter infringement or unauthorized use, we may be required to file infringement claims, which can be expensive and time consuming. Any claims we
assert against perceived infringers could provoke these parties to assert counterclaims against us alleging that we infringe their patents. In addition, in any
patent infringement proceeding, a court may decide that a patent of ours is invalid or unenforceable, in whole or in part, construe the patent’s claims narrowly
or refuse to stop the other party from using the technology at issue on the grounds that our patents do not cover the technology. An adverse result in
litigation proceedings could put one or more of our patents at risk of being invalidated or interpreted narrowly. Furthermore, because of the substantial
amount of discovery required in connection with intellectual property litigation, there is a risk that some of our confidential information could be
compromised by disclosure during this type of litigation.
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Obtaining and maintaining our patent protection depends on compliance with various procedural, document submissions, fee payment and other
requirements imposed by governmental patent agencies, and our patent protection could be reduced or eliminated for non-compliance with these
requirements.
Periodic maintenance fees on any issued patent are due to be paid to the U.S. PTO and foreign patent agencies in several stages over the lifetime of the
patent. The U.S. PTO and various foreign governmental patent agencies require compliance with a number of procedural, documentary, fee payment and
other similar provisions during the patent application process. While an inadvertent lapse can in many cases be cured by payment of a late fee or by other
means in accordance with the applicable rules, there are situations in which non-compliance can result in abandonment or lapse of the patent or patent
application, resulting in partial or complete loss of patent rights in the relevant jurisdiction. Non-compliance events that could result in abandonment or
lapse of a patent or patent application include, but are not limited to, failure to respond to official actions within prescribed time limits, non-payment of fees
and failure to properly legalize and submit formal documents. If we fail to maintain the patents and patent applications covering our product candidates, our
competitors might be able to enter the market, which would have a material adverse effect on our business.
We may not be able to protect our intellectual property rights throughout the world.
Filing, prosecuting and defending patents on all of our product candidates throughout the world would be prohibitively expensive, and the laws of
foreign countries may not protect our rights to the same extent as the laws of the United States. Consequently, we may not be able to prevent third parties
from infringing on our intellectual property rights in all countries outside the United States, and competitors may use our technologies in jurisdictions where
we have not obtained patent protection to develop their own products and further, may export otherwise infringing products to territories where we have
patent protection, but enforcement is not as strong as that in the United States. These products may compete with our products in jurisdictions where we do
not have any issued patents and our patent claims or other intellectual property rights may not be effective or sufficient to prevent them from so competing.
Many companies have encountered significant problems in protecting and defending intellectual property rights in foreign jurisdictions. The legal
systems of certain countries, particularly certain developing countries, do not favor the enforcement of patents and other intellectual property protection,
which could make it difficult for us to stop the infringement of our patents or marketing of competing products in violation of our proprietary rights
generally. Proceedings to enforce our patent rights in foreign jurisdictions could result in substantial cost and divert our efforts and attention from other
aspects of our business.
We may be subject to claims that our employees, consultants or independent contractors have wrongfully used or disclosed confidential information
of third parties.
We employ individuals who were previously employed at other biotechnology or pharmaceutical companies. We may be subject to claims that we or
our employees, consultants or independent contractors have inadvertently or otherwise used or disclosed confidential information of our employees’ former
employers or other third parties. We may also be subject to claims that former employers or other third parties have an ownership interest in our patents.
Litigation may be necessary to defend against these claims. There is no guarantee of success in defending these claims, and if we are successful, litigation
could result in substantial cost and be a distraction to our management and other employees.
Our owned or licensed patents directed to our product candidates may expire or have limited commercial life before the product candidate is
approved for marketing in a relevant jurisdiction.
Given the amount of time required for the development, testing and regulatory review of new product candidates, patents protecting our product
candidates might expire before or shortly after our product candidates obtain regulatory approval, which may subject us to increased competition and reduce
or eliminate our ability to recover our development costs. As a result, our owned and licensed patent portfolio may not provide us with sufficient rights to
exclude others from commercializing products similar or identical to ours. Although we may be able to seek extensions of patent terms where available,
including in the United States under the Drug Price Competition and Patent Term Restoration Act of 1984, which permits a patent term extension of up to
five years beyond the expiration of the patent, we cannot be certain that an extension will be granted, or if granted, what the applicable time period or the
scope of patent protection afforded during any extended period will be. The applicable authorities, including the EMA, FDA, and any equivalent regulatory
authority in other countries, may not agree with our assessment of whether such extensions are available, and may refuse to grant extensions to our patents, or
may grant more limited extensions than we request. If this occurs, our competitors may take advantage of our investment in development and trials by
referencing our clinical and preclinical data and launch their product earlier than might otherwise be the case.
54

We have in-licensed or acquired a portion of our intellectual property necessary to develop our product candidates, and if we fail to comply with
our obligations under any of these arrangements, we could lose such intellectual property rights.
We are a party to and rely on several arrangements with third parties, which give us rights to intellectual property that is necessary for the manufacture
of ZILRETTA and the development of FX201. In addition, we may enter into similar arrangements in the future. Our current arrangements impose various
development, royalty and other obligations on us. If we materially breach these obligations or if our counterparts fail to adequately perform their respective
obligations, these exclusive arrangements could be terminated, which would result in our inability to develop, manufacture and sell products that are covered
by such intellectual property.
Risks Related to Ownership of Our Common Stock
The market price of our common stock may be highly volatile, you may not be able to resell your shares at a desired market price and you could lose
all or part of your investment.
The trading price of our common stock is likely to be volatile. Our stock price could be subject to wide fluctuations in response to a variety of factors,
including the following:
•

the success or perceived success of the commercialization of ZILRETTA;

•

failure to successfully develop and commercialize additional product candidates;

•

changes in the structure of healthcare payment systems;

•

adverse results or delays in clinical trials;

•

inability to obtain additional funding;

•

changes in laws or regulations applicable to our products or product candidates;

•

inability to obtain adequate product supply for our products or product candidates, or the inability to do so at acceptable prices;

•

adverse regulatory decisions;

•

introduction of new products or technologies by our competitors;

•

failure to meet or exceed product development or financial projections we provide to the public;

•

failure to meet or exceed the estimates and projections of the investment community;

•

the perception of the pharmaceutical industry by the public, legislatures, regulators and the investment community;

•

announcements of significant acquisitions, strategic partnerships, joint ventures or capital commitments by us or our competitors;

•

disputes or other developments relating to proprietary rights, including patents, litigation matters and our ability to obtain patent protection for
our technologies;

•

additions or departures of key scientific or management personnel;

•

significant lawsuits, including patent, product liability or stockholder litigation;

•

changes in the market valuations of similar companies;

•

sales of our common stock by us or our stockholders in the future; and

•

trading volume of our common stock.

The trading price of our common stock may also be dependent upon the valuations and recommendations of the analysts who cover our company. If
our results do not meet these analysts’ forecasts, the expectations of our investors or any financial guidance or expectations we provide to investors in any
period, the market price of our common stock could decline. Our ability to meet analysts’ forecasts (including revenue and profitability), investors’
expectations and our own guidance or financial expectations is substantially dependent on our ability to increase sales of ZILRETTA and to successfully
commercialize ZILRETTA in the United States. Because we are in the early stages of the ZILRETTA launch, we and the analysts who cover our company
have limited ability to accurately predict future sales results, and actual results may differ materially from our expectations or those of such analysts.
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In addition, the stock market in general, and the Nasdaq Global Market in particular, have experienced extreme price and volume fluctuations that
have often been unrelated or disproportionate to the operating performance of companies like ours. Broad market and industry factors may continue to
negatively affect the market price of our common stock, regardless of our actual operating performance.
Our principal stockholders and management own a significant percentage of our stock and are able to exert significant control over matters subject
to stockholder approval.
As of December 31, 2018, our executive officers, directors and stockholders affiliated with our officers and directors beneficially owned approximately
15.4% of our voting stock. Therefore, these stockholders may have the ability to influence us through this ownership position. These stockholders may be
able to determine or significantly influence all matters requiring stockholder approval. For example, these stockholders, acting together, may be able to
control or significantly influence elections of directors, amendments of our organizational documents, or approval of any merger, sale of assets, or other major
corporate transaction. This may prevent or discourage unsolicited acquisition proposals or offers for our common stock that you may believe are in your best
interest as one of our stockholders.
If we fail to maintain an effective system of internal control over financial reporting, we may not be able to accurately report our financial results or
prevent fraud. As a result, stockholders could lose confidence in our financial and other public reporting, which would harm our business and the
trading price of our common stock.
Effective internal controls over financial reporting are necessary for us to provide reliable financial reports and, together with adequate disclosure
controls and procedures, are designed to prevent fraud. Any failure to implement required new or improved controls, or difficulties encountered in their
implementation could cause us to fail to meet our reporting obligations. In addition, any testing by us conducted in connection with Section 404 of the
Sarbanes-Oxley Act, or the subsequent testing by our independent registered public accounting firm, may reveal deficiencies in our internal controls over
financial reporting that are deemed to be material weaknesses or that may require prospective or retroactive changes to our consolidated financial statements
or identify other areas for further attention or improvement. Inferior internal controls could also cause investors to lose confidence in our reported financial
information, which could have a negative effect on the trading price of our common stock.
We will continue to incur significant increased costs as a result of operating as a public company, and our management is required to devote
substantial time to new compliance initiatives.
We completed our initial public offering on February 18, 2014. As a public company, we incur significant legal, accounting and other expenses that
we did not incur as a private company. For example, we are subject to the reporting requirements of the Securities Exchange Act of 1934, as amended, which
require, among other things, that we file with the SEC annually, quarterly and current reports with respect to our business and financial condition. We have
incurred and will continue to incur costs associated with the preparation and filing of these reports. In addition, the Sarbanes-Oxley Act, as well as rules
subsequently implemented by the SEC, and the Nasdaq Global Market have imposed various other requirements on public companies. In July 2010, the
Dodd-Frank Wall Street Reform and Consumer Protection Act, or the Dodd-Frank Act, was enacted. There are significant corporate governance and executive
compensation related provisions in the Dodd-Frank Act that require the SEC to adopt additional rules and regulations in these areas such as “say on pay” and
proxy access. Stockholder activism, the current political environment and the current high level of government intervention and regulatory reform may lead
to substantial new regulations and disclosure obligations, which may lead to additional compliance costs and impact (in ways we cannot currently anticipate)
the manner in which we operate our business. Our management and other personnel devote a substantial amount of time to these compliance initiatives.
Moreover, these rules and regulations have and will continue to increase our legal and financial compliance costs and will make some activities more timeconsuming and costly. For example, these rules and regulations have made it more difficult and more expensive for us to obtain director and officer liability
insurance and we may be required to incur substantial costs to maintain our current levels of such coverage.
Sales of a substantial number of shares of our common stock in the public market by our existing stockholders could cause our stock price to fall.
Sales of a substantial number of shares of our common stock in the public market or the perception that these sales might occur, could depress the
market price of our common stock and could impair our ability to raise capital through the sale of additional equity and/or convertible debt securities. We are
unable to predict the effect that sales may have on the prevailing market price of our common stock.
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Future sales and issuances of our common stock or rights to purchase common stock, including pursuant to our equity incentive plans, could result
in additional dilution of the percentage ownership of our stockholders and could cause our stock price to fall.
We may need significant additional capital in the future to continue our planned operations. To the extent we raise additional capital by issuing
equity securities; our stockholders may experience substantial dilution. We may sell common stock, convertible securities or other equity securities in one or
more transactions at prices and in a manner we determine from time to time. If we sell common stock, convertible securities or other equity securities in more
than one transaction, investors may be materially diluted by subsequent sales. These sales may also result in material dilution to our existing stockholders,
and new investors could gain rights superior to our existing stockholders.
Pursuant to our 2013 equity incentive plan, our management is authorized to grant stock options and other equity-based awards to our employees,
directors and consultants. The number of shares available for future grant under the 2013 plan will automatically increase each year by 4% of all shares of our
capital stock outstanding as of December 31 of the prior calendar year, subject to the ability of our board of directors to take action to reduce the size of the
increase in any given year. Currently, we plan to register the increased number of shares available for issuance under the 2013 plan each year. If our board of
directors elects to increase the number of shares available for future grant by the maximum amount each year, our stockholders may experience additional
dilution, which could cause our stock price to fall.
We are at risk of securities class action litigation.
In the past, securities class action litigation has often been brought against a company following a decline in the market price of its securities. This
risk is especially relevant for us because pharmaceutical companies have experienced significant stock price volatility in recent years. If we face such
litigation, it could result in substantial costs and a diversion of management’s attention and resources, which could harm our business.
Our ability to use our net operating loss carryforwards and certain other tax attributes may be limited.
Section 382 of the Internal Revenue Code of 1986, as amended, or Section 382, contains rules that limit the ability of a company that undergoes an
ownership change to utilize its net operating losses, or NOLs, and tax credits existing as of the date of such ownership change. Under the rules, such an
ownership change is generally any change in ownership of more than 50% of a company’s stock within a rolling three-year period. The rules generally
operate by focusing on changes in ownership among stockholders considered by the rules as owning, directly or indirectly, 5% or more of the stock of a
company and any change in ownership arising from new issuances of stock by the company. We have experienced multiple ownership changes since our
inception, however, based on the annual limitations calculated at each ownership change date, we expect that substantially all net operating loss
carryforwards will be available to offset future taxable income. Approximately $0.3 million of NOLs are expected to expire unused. Future ownership
changes as defined by Section 382 may further limit the amount of NOL carryforwards that could be utilized annually to offset future taxable income.
Under the newly enacted federal income tax law, federal NOLs incurred in 2018 and in future years may be carried forward indefinitely, but the
deductibility of such federal NOLs is limited and could be subject to future limitations under Section 382.
We do not intend to pay dividends on our common stock so any returns will be limited to the value of our stock.
We have never declared or paid any cash dividend on our common stock. We currently anticipate that we will retain future earnings for the
development, operation and expansion of our business and do not anticipate declaring or paying any cash dividends for the foreseeable future. Additionally,
our credit and security agreement with MidCap and Silicon Valley Bank contains covenants that restrict our ability to pay dividends. Any return to
stockholders will therefore be limited to the appreciation of their stock.
Provisions in our amended and restated certificate of incorporation and bylaws, as well as provisions of Delaware law, could make it more difficult
for a third party to acquire us or increase the cost of acquiring us, even if doing so would benefit our stockholders, and may prevent or frustrate
attempts by our stockholders to replace or remove our current management.
Some provisions of our charter documents and Delaware law may have anti-takeover effects that could discourage an acquisition of us by others, even
if an acquisition would be beneficial to our stockholders, and may prevent attempts by our stockholders to replace or remove our current management. These
provisions include:
•

authorizing the issuance of “blank check” preferred stock, the terms of which may be established and shares of which may be issued without
stockholder approval;
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•

limiting the removal of directors by the stockholders;

•

creating a staggered board of directors;

•

prohibiting stockholder action by written consent, thereby requiring all stockholder actions to be taken at a meeting of our stockholders;

•

eliminating the ability of stockholders to call a special meeting of stockholders; and

•

establishing advance notice requirements for nominations for election to the board of directors or for proposing matters that can be acted upon at
stockholder meetings.

These provisions may frustrate or prevent any attempts by our stockholders to replace or remove our current management by making it more difficult
for stockholders to replace members of our board of directors, which is responsible for appointing the members of our management. In addition, we are subject
to Section 203 of the Delaware General Corporation Law, which generally prohibits a Delaware corporation from engaging in any of a broad range of
business combinations with an interested stockholder of such corporation for a period of three years following the date on which the stockholder became an
interested stockholder, unless such transactions are approved by our board of directors. This provision could have the effect of delaying or preventing a
change of control, whether or not it is desired by or beneficial to our stockholders. Further, other provisions of Delaware law may also discourage, delay or
prevent someone from acquiring us or merging with us.
ITEM 2. UNREGISTERED SALES OF EQUITY SECURITIES AND USE OF PROCEEDS
Recent sales of Unregistered Securities
None.
ITEM 3. DEFAULTS UPON SENIOR SECURITIES
None.
ITEM 4. MINE SAFETY DISCLOSURES
Not applicable.
ITEM 5. OTHER INFORMATION
None.
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ITEM 6. EXHIBITS
Exhibit
number

Description of document

3.1

Amended and Restated Certificate of Incorporation of Flexion (Exhibit 3.1, Current Report on Form 8-K, filed with the SEC on February 19,
2014).

3.2

Amended and Restated Bylaws of Flexion (Exhibit 3.2, Current Report on Form 8-K, filed with the SEC on February 19, 2014).

4.1

Form of Common Stock Certificate of Flexion (Exhibit 4.1, Registration Statement on Form S-1 (File No. 333-193233), as amended, filed with
the SEC on January 29, 2014).

4.2

Indenture, dated May 2, 2017, by and between Flexion and Wells Fargo Bank, National Association, as trustee (Exhibit 4.1, Current Report on
Form 8-K filed with the SEC on May 2, 2017).

4.3

Form of Note representing Flexion’s 3.375% Convertible Senior Notes due 2024 (included as Exhibit A to the Indenture filed as Exhibit 4.1,
Current Report on Form 8-K filed with the SEC on May 2, 2017).

4.4

Consent and Second Amendment to Credit and Security Agreement, dated April 24, 2017, between Flexion and MidCap Financial Trust, as
administrative agent (Exhibit 4.3, Current Report on Form 8-K filed with the SEC on May 2, 2017).

31.1

Certification of the Principal Executive Officer pursuant to Rule 13a-14(a) or 15d-14(a) of the Securities Exchange Act of 1934.

31.2

Certification of the Principal Financial Officer pursuant to Rule 13a-14(a) or 15d-14(a) of the Securities Exchange Act of 1934.

32.1

Certification of the Principal Executive Officer and Principal Financial Officer pursuant to 18 U.S.C. Section 1350, as adopted pursuant to
Section 906 of the Sarbanes-Oxley Act of 2002.

101.INS

XBRL Instance Document

101.SCH

XBRL Taxonomy Extension Schema Document

101.CAL

XBRL Taxonomy Extension Calculation Linkbase Document

101.DEF

XBRL Taxonomy Extension Definition Linkbase Document

101.LAB

XBRL Taxonomy Extension Label Linkbase Document

101.PRE

XBRL Taxonomy Extension Presentation Linkbase Document
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SIGNATURES
Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned thereunto duly authorized.
Flexion Therapeutics, Inc.
Date: May 8, 2019

By:

/s/ Michael D. Clayman
Michael D. Clayman
Chief Executive Officer
(Principal Executive Officer)

Date: May 8, 2019

By:

/s/ David Arkowitz
David Arkowitz
Chief Financial Officer
(Principal Accounting and Financial Officer)
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Exhibit 31.1
CERTIFICATION OF PRINCIPAL EXECUTIVE OFFICER
PURSUANT TO SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002
I, Michael D. Clayman, M.D., certify that:
1. I have reviewed this Quarterly Report on Form 10-Q of Flexion Therapeutics, Inc.;
2. Based on my knowledge, this report does not contain any untrue statement of a material fact or omit to state a material fact necessary to make the
statements made, in light of the circumstances under which such statements were made, not misleading with respect to the period covered by this report;
3. Based on my knowledge, the financial statements, and other financial information included in this report, fairly present in all material respects the
financial condition, results of operations and cash flows of the registrant as of, and for, the periods presented in this report;
4. I am responsible for establishing and maintaining disclosure controls and procedures (as defined in Exchange Act Rules 13a-15(e) and 15d-15(e))
and internal control over financial reporting (as defined in Exchange Act Rules 13a-15(f) and 15d-15(f)) for the registrant and have:
a. Designed such disclosure controls and procedures, or caused such disclosure controls and procedures to be designed under my supervision,
to ensure that material information relating to the registrant, including its consolidated subsidiaries, is made known to me by others within those entities,
particularly during the period in which this report is being prepared;
b. Designed such internal control over financial reporting, or caused such internal control over financial reporting to be designed under my
supervision, to provide reasonable assurance regarding the reliability of financial reporting and the preparation of financial statements for external purposes
in accordance with generally accepted accounting principles;
c. Evaluated the effectiveness of the registrant’s disclosure controls and procedures and presented in this report my conclusions about the
effectiveness of the disclosure controls and procedures, as of the end of the period covered by this report based on such evaluation; and
d. Disclosed in this report any change in the registrant’s internal control over financial reporting that occurred during the registrant’s most
recent fiscal quarter (the registrant’s fourth fiscal quarter in the case of an annual report) that has materially affected, or is reasonably likely to materially
affect, the registrant’s internal control over financial reporting; and
5. I have disclosed, based on my most recent evaluation of internal control over financial reporting, to the registrant’s auditors and the audit
committee of the registrant’s board of directors (or persons performing the equivalent functions):
a. All significant deficiencies and material weaknesses in the design or operation of internal control over financial reporting which are
reasonably likely to adversely affect the registrant’s ability to record, process, summarize and report financial information; and
b. Any fraud, whether or not material, that involves management or other employees who have a significant role in the registrant’s internal
control over financial reporting.
Date: May 8, 2019

/s/ Michael D. Clayman, M.D.
Michael D. Clayman, M.D.
President and Chief Executive Officer

Exhibit 31.2
CERTIFICATION OF PRINCIPAL FINANCIAL OFFICER
PURSUANT TO SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002
I, David A. Arkowitz., certify that:
1. I have reviewed this Quarterly Report on Form 10-Q of Flexion Therapeutics, Inc.;
2. Based on my knowledge, this report does not contain any untrue statement of a material fact or omit to state a material fact necessary to make the
statements made, in light of the circumstances under which such statements were made, not misleading with respect to the period covered by this report;
3. Based on my knowledge, the financial statements, and other financial information included in this report, fairly present in all material respects the
financial condition, results of operations and cash flows of the registrant as of, and for, the periods presented in this report;
4. I am responsible for establishing and maintaining disclosure controls and procedures (as defined in Exchange Act Rules 13a-15(e) and 15d-15(e))
and internal control over financial reporting (as defined in Exchange Act Rules 13a-15(f) and 15d-15(f)) for the registrant and have:
a. Designed such disclosure controls and procedures, or caused such disclosure controls and procedures to be designed under my supervision,
to ensure that material information relating to the registrant, including its consolidated subsidiaries, is made known to me by others within those entities,
particularly during the period in which this report is being prepared;
b. Designed such internal control over financial reporting, or caused such internal control over financial reporting to be designed under my
supervision, to provide reasonable assurance regarding the reliability of financial reporting and the preparation of financial statements for external purposes
in accordance with generally accepted accounting principles;
c. Evaluated the effectiveness of the registrant’s disclosure controls and procedures and presented in this report my conclusions about the
effectiveness of the disclosure controls and procedures, as of the end of the period covered by this report based on such evaluation; and
d. Disclosed in this report any change in the registrant’s internal control over financial reporting that occurred during the registrant’s most
recent fiscal quarter (the registrant’s fourth fiscal quarter in the case of an annual report) that has materially affected, or is reasonably likely to materially
affect, the registrant’s internal control over financial reporting; and
5. I have disclosed, based on my most recent evaluation of internal control over financial reporting, to the registrant’s auditors and the audit
committee of the registrant’s board of directors (or persons performing the equivalent functions):
a. All significant deficiencies and material weaknesses in the design or operation of internal control over financial reporting which are
reasonably likely to adversely affect the registrant’s ability to record, process, summarize and report financial information; and
b. Any fraud, whether or not material, that involves management or other employees who have a significant role in the registrant’s internal
control over financial reporting.
Date: May 8, 2019

/s/ David A. Arkowitz
David A. Arkowitz
Principal Financial Officer

Exhibit 32.1
CERTIFICATION PURSUANT TO 18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002
Each of Michael D. Clayman, M.D., President and Chief Executive Officer and David A. Arkowitz, Principal Financial Officer of Flexion Therapeutics, Inc.
(the “Registrant”), do hereby certify in accordance with 18 U.S.C. 1350, as adopted pursuant to Section 906 of the Sarbanes-Oxley Act of 2002, that, based
upon my knowledge:
(1)

this Quarterly Report on Form 10-Q of the Registrant, to which this certification is attached as an exhibit (the “Report”), fully complies with the
requirements of Section 13(a) or 15(d) of the Securities Exchange Act of 1934 (15 U.S.C. 78m); and

(2)

the information contained in the Report fairly presents, in all material respects, the financial condition and results of operations of the Registrant.

Date: May 8, 2019

/s/ Michael D. Clayman, M.D.
Michael D. Clayman, M.D.
President and Chief Executive Officer

Date: May 8, 2019

/s/ David A. Arkowitz
David A. Arkowitz
Principal Financial Officer

The foregoing certification is being furnished solely pursuant to 18 U.S.C. Section 1350 and is not being filed as part of the Report or as a separate disclosure
document.

