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DIRECTORSô REPORT 

The directors present their report and the audited financial statements of the Company (as defined below) for the financial 

year ended December 31, 2021. 

Basis of Presentation 

The Company is a public limited company formed under the laws of Ireland. The Company operates through a number of 

international and U.S. subsidiaries with principal business purposes to either perform research and development or manufacturing 

operations, serve as distributors of the Companyôs medicines, hold intellectual property assets or provide services and financial 

support to the Company. 

The directors have elected to prepare the consolidated financial statements in accordance with Section 279 of the 

Companies Act 2014, which provides that a true and fair view of the state of affairs and profit or loss may be given by preparing 

the financial statements in accordance with accounting principles generally accepted in the United States of America (ñUS 

GAAPò), as defined in Section 279 of the Companies Act 2014, to the extent that the use of those principles in the preparation of 

the financial statements does not contravene any provision of the Irish Companies Acts (collectively, the ñCompanies Actò) or of 

any regulations made thereunder.  

The reporting currency of the company and its subsidiaries is the U.S. dollar. 

Principal Activities  

Unless otherwise indicated or the context otherwise requires, references to the ñCompanyò, ñHorizonò, ñweò, ñusò and 

ñourò refer to Horizon Therapeutics plc and its consolidated subsidiaries.  

We are focused on the discovery, development and commercialization of medicines that address critical needs for people 

impacted by rare, autoimmune and severe inflammatory diseases. Our pipeline is purposeful: we apply scientific expertise and 

courage to bring clinically meaningful therapies to patients. We believe science and compassion must work together to transform 

lives. We have two reportable segments, the orphan segment and the inflammation segment, and our commercial portfolio is 

currently composed of 12 medicines in the areas of rare diseases, gout, ophthalmology and inflammation.  

In July 2021, we completed the purchase of a biologic drug product manufacturing facility from EirGen Pharma Limited, or 

EirGen, a subsidiary of OPKO Health, Inc., in Waterford, Ireland for $67.9 million. Refer to Note 3, Business Acquisitions, 

Divestitures and Other Arrangements, of the Notes to Consolidated Financial Statements.   

In March 2021, we completed the acquisition of Viela Bio, Inc., or Viela. The acquisition expanded our commercial 

medicine portfolio by adding an additional rare disease medicine, UPLIZNA® to our orphan segment. The Viela acquisition also 

provides multiple opportunities to drive long-term growth and solidify our future as an innovation-driven biotech 

company. Vielaôs mid-stage biologics pipeline, research and development, or R&D, team and on-market medicine UPLIZNA, 

made it a complementary strategic fit with our pipeline, commercial portfolio and therapeutic areas of focus. Refer to Note 3, 

Business Acquisitions, Divestitures and Other Arrangements, of the Notes to Consolidated Financial Statements.    

As of December 31, 2021, our commercial portfolio consisted of the following medicines: 

 

Orphan 

TEPEZZA® (teprotumumab-trbw), for intravenous infusion 

KRYSTEXXA® (pegloticase injection), for intravenous infusion 
RAVICTI ® (glycerol phenylbutyrate) oral liquid 
PROCYSBI® (cysteamine bitartrate) delayed-release capsules and granules, for oral use 
ACTIMMUNE ® (interferon gamma-1b) injection, for subcutaneous use 
UPLIZNA (inebilizumab-cdon) injection, for intravenous use 

BUPHENYL® (sodium phenylbutyrate) tablets and powder, for oral use 

QUINSAIRÊ (levofloxacin) solution for inhalation 

Inflammation 

PENNSAID® (diclofenac sodium topical solution) 2% w/w, (ñPENNSAID 2%ò), for topical use 
DUEXIS® (ibuprofen/famotidine) tablets, for oral use 

RAYOS® (prednisone) delayed-release tablets, for oral use 

VIMOVO® (naproxen/esomeprazole magnesium) delayed-release tablets, for oral use 
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Acquisitions and Divestitures 

Since January 1, 2020, we completed the following acquisitions and divestitures: 

¶ In July 2021, we completed the purchase of a biologic drug product manufacturing facility from EirGen in Waterford, 

Ireland for $67.9 million. 

 

¶ In March 2021, we completed the acquisition of Viela, in which we acquired all of the issued and outstanding shares 

of Vielaôs common stock for $53.00 per share in cash. The total consideration for the acquisition was approximately 

$3.0 billion, including cash acquired of $342.3 million. 

 

¶ In October 2020, we sold our rights to develop and commercialize RAVICTI and BUPHENYL in Japan to Medical 

Need Europe AB, part of the Immedica Group. We have retained the rights to RAVICTI and BUPHENYL in North 

America. 

 

¶ In April 2020, we acquired Curzion Pharmaceuticals, Inc., or Curzion, a privately held development-stage biopharma 

company, and its development-stage oral selective lysophosphatidic acid 1 receptor (LPAR1) antagonist, CZN001 

(renamed HZN-825), for an upfront cash payment of $45.0 million with additional payments contingent on the 

achievement of development and regulatory milestones. 

Business Review 

Impact of COVID-19 

Beginning in March 2020, many states and municipalities in the United States took aggressive actions to reduce the spread 

of the COVID-19 pandemic, including limiting non-essential gatherings of people, ceasing all non-essential travel, ordering 

certain businesses and government agencies to cease non-essential operations at physical locations and issuing ñshelter-in-placeò 

orders which directed individuals to shelter at their places of residence (subject to limited exceptions). Similarly, the Irish 

government limited gatherings of people and encouraged employees to work from their homes. Vaccines and treatments have now 

enabled a resumption of more normal business practices and initiatives in many countries, including the United States and Ireland. 

While our financial results during the year ended December 31, 2021 were strong and we continue to have a significant amount of 

available liquidity, the COVID-19 pandemic may continue to have a negative impact on turnover during 2022, including due to 

the emergence of new variants of the virus and potential actions to combat their transmission. In addition, our clinical trials have 

been and may in the future be affected by the COVID-19 pandemic as referred to below. 

Economic and health conditions in the United States and across most of the world are continuing to change rapidly because 

of the COVID-19 pandemic. Although COVID-19 is a global issue that is altering business and consumer activity, the 

pharmaceutical industry is considered a critical and essential industry in the United States and many other countries and, therefore, 

we do not currently expect any government-imposed extended shut downs of suppliers or distribution channels, although our 

suppliers and other third parties on which we rely could be impacted by employee absences due to COVID-19 illnesses. In respect 

of our medicines, we believe we have sufficient stocks of raw materials and finished goods and we expect patients to be able to 

continue to receive their medicines at a site of care, for our infused medicines, and from their current pharmacies, alternative 

pharmacies or, if necessary, by direct shipment from our third-party providers that have such capability, for our other medicines. 

TEPEZZA  

The launch of our infused medicine for thyroid eye disease, or TED, TEPEZZA, which was approved by the U.S. Food and 

Drug Administration, or FDA, on January 21, 2020, significantly exceeded our expectations. In early 2019, we initiated our pre-

launch disease awareness, market development and market access efforts with multi-functional field-based teams beginning to 

engage with key stakeholders in July 2019. We believe these pre-launch efforts, the severity and acute nature of TED, and a 

highly motivated patient population have generated significant demand for the medicine. While we experienced a much higher 

number of new patients in 2020 than our initial estimates, the impact from COVID-19 slowed the generation of TEPEZZA patient 

enrollment forms, which drive new patient starts.  

In December 2020, pursuant to the Defense Production Act of 1950, or DPA, Catalent Indiana, LLC, or Catalent, was 

ordered to prioritize certain COVID-19 vaccine manufacturing, resulting in the cancellation of previously guaranteed and 

contracted TEPEZZA drug product manufacturing slots, which were required to maintain TEPEZZA supply. To offset the reduced 

slots, we accelerated plans to increase the production scale of TEPEZZA drug product at Catalent.  
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In March 2021, the FDA approved a prior approval supplement to the TEPEZZA biologics license application, or BLA 

(which was previously approved in January 2020), giving us authorization to manufacture more TEPEZZA drug product in a 

batch resulting in an increased number of vials with each manufacturing slot. We commenced resupply of TEPEZZA to the 

market in April 2021. In addition, we received FDA approval in December 2021 for a second drug product manufacturer, Patheon 

Pharmaceuticals Inc., or Patheon (contract development and manufacturing organization services of Thermo Fisher Scientific). 

During the third quarter of 2021, we were informed that one of our contract manufacturers for TEPEZZA is manufacturing an 

adjuvant for a COVID-19 vaccine. The adjuvant is being manufactured on a different line to the line used to manufacture our 

medicine. We do not expect the manufacturing of this adjuvant to impact the supply of our medicine. Other than Catalent and the 

other previously mentioned contract manufacturer, we are not aware of any manufacturing facilities that are part of the supply 

chain for our medicines that are being utilized for the manufacture of vaccines for COVID-19. At this time, we consider our 

medicine inventories on hand to be sufficient to meet our commercial requirements.  

As a result of the prior supply disruption, we delayed the start of an FDA-required post-marketing study to evaluate safety 

of TEPEZZA in a larger patient population and retreatment rates relative to how long patients receive the medicine. The FDA-

required post-marketing study was initiated in the fourth quarter of 2021. We also delayed the start of our planned TEPEZZA 

clinical trial in chronic TED and an exploratory trial of TEPEZZA in diffuse cutaneous systemic sclerosis. The TEPEZZA clinical 

trial in chronic TED was initiated in the third quarter of 2021, and the exploratory trial of TEPEZZA in diffuse cutaneous systemic 

sclerosis was initiated in the fourth quarter of 2021. 

KRYSTEXXA and UPLIZNA 

KRYSTEXXA is an infused medicine for uncontrolled gout and was also achieving rapid growth prior to the COVID-19 

pandemic. While the vast majority of patients on therapy maintained therapy, many new patients delayed infusions due to shelter-

in-place guidelines and patients voluntarily delaying visits to healthcare providers and infusion centers. While there continues to 

be some impact on demand for KRYSTEXXA, we have seen improvements as healthcare systems have adapted to cope with the 

pandemic and vaccines have been widely administered in the United States. 

UPLIZNA is an infused medicine for neuromyelitis optica spectrum disorder, or NMOSD, and was acquired through the 

Viela acquisition in March 2021. While there continues to be some impact on demand for UPLIZNA primarily due to limited 

patient access to healthcare providers and infusion centers, we have also seen improvements as healthcare systems have adapted to 

cope with the pandemic and vaccines have been widely administered in the United States. 

 

Our other medicines 

Our other orphan segment medicines, RAVICTI, PROCYSBI and ACTIMMUNE, treat serious, chronic diseases with 

serious consequences if left untreated. It is therefore critical for patients to maintain therapy. Patient motivation to continue 

treatment is high, and therefore turnover for these three medicines were stable during 2020 and 2021, with less impact from 

COVID-19 compared to our other medicines. 

In regard to the inflammation segment, the impact of COVID-19 has significantly waned as healthcare systems have 

adapted to cope with the pandemic and vaccines have been widely administered in the United States, thereby facilitating the return 

to mainly in-person engagement by our sales representatives with healthcare providers. In addition, with our HorizonCares 

program, most patients do not need to physically visit a pharmacy to obtain a prescription because the vast majority of these 

medicines are delivered to a patientôs home through mail or local courier, depending on the participating pharmacy. 

 

Clinical trials 

Our clinical trials have been and may in the future be affected by COVID-19 or its variants. As referred to above, certain 

clinical trials for TEPEZZA were delayed due to the impact of the TEPEZZA supply disruption at Catalent. In addition, clinical 

site initiation and patient enrollment may be delayed due to staffing shortages or prioritization of hospital and healthcare resources 

toward COVID-19. Current or potential patients in our ongoing or planned clinical trials may also choose to not enroll, not 

participate in follow-up clinical visits or drop out of the trial as a result of, or a precaution against, contracting COVID-19. 

Further, some patients may not be able or willing to comply with clinical trial protocols if quarantines impede patient movement 

or interrupt healthcare services. Some clinical sites in the United States have slowed or stopped further enrollment of new patients 

in clinical trials, denied access to site monitors or otherwise curtailed certain operations. Similarly, our ability to recruit and retain 

principal investigators and site staff who, as healthcare providers, may have heightened exposure to COVID-19, may be adversely 

impacted. These events could delay our clinical trials, increase the cost of completing our clinical trials and negatively impact the 

integrity, reliability or robustness of the data from our clinical trials.  
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We are continuing to actively monitor the possible impacts from the COVID-19 pandemic, including the emergence of new 

variants of the virus, and may take further actions to alter our business operations as may be required by federal, state or local 

authorities or that we determine are in the best interests of patients. There is significant uncertainty about the duration and 

potential impact of the COVID-19 pandemic. This means that our results could change at any time and the contemplated impact of 

the COVID-19 pandemic on our business results and outlook represents our estimate based on the information available as of the 

date of this Irish Annual Report.  

Key Performance Indicators 

Our consolidated results of operations for the financial years ended December 31, 2021 and 2020 were as follows (in 

thousands): 

   For the Years           

    Ended December 31,           

    2021     2020     Change   

    (in thousands)   

Turnover   $ 3,226,410     $ 2,200,429     $ 1,025,981   

Cost of sales     794,512       532,695       261,817  

Gross profit     2,431,898       1,667,734       764,164   

Operating expenses:                         

Research and development     431,990       209,364       222,626   

Selling, general and administrative     1,446,410       973,227       473,183   

Impairment of tangible asset   12,371    ð    12,371  

Gain on sale of assets     (2,000)       (4,883)      2,883    

Total operating expenses     1,888,771       1,177,708       711,063   

Operating income     543,127       490,026       53,101   

Other expense, net:                         

Interest expense, net (1)     (81,063 )     (59,616 )     (21,447 ) 

Loss on debt extinguishment (1)     ð      (31,856 )      31,856  

Foreign exchange loss (2)     (1,028 )      (297 )     (731 )  

Other income, net (2)      1,791      3,388       (1,597 ) 

Total other expense, net     (80,300 )     (88,381 )     8,081  

Income before taxation      462,827     401,645      61,182   

(Benefit) expense for income taxes     (71,664 )     11,849      (83,513)  

Income for the financial year   $ 534,491     $ 389,796    $ 144,695   

 

(1) These items are grouped together as ñInterest payable and similar expensesò and ñInterest receivable and similar incomeò 

under the required Irish Companies Acts format in the consolidated profit and loss account. 

(2) ñForeign exchange lossò and ñother income, netò are grouped together as "other income" and ñother expenseò under the 

required Irish Companies Acts format in the consolidated profit and loss account.  

 

Turnover. Net turnover increased $1,026.0 million, or 47%, to $3,226.4 million during the year ended December 31, 2021, 

from $2,200.4 million during the year ended December 31, 2020. The increase in net turnover during the year ended December 

31, 2020 was primarily due to an increase in turnover in our orphan segment of $1,107.9 million. Growth was primarily due to an 

increase in TEPEZZA net turnover of $841.3 million, an increase in KRYSTEXXA net turnover of $159.6 million and turnover 

generated by UPLIZNA of $60.8 million, partially offset by a decrease in net turnover in our inflammation segment of $81.9 

million when compared to the year ended December 31, 2020.  
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The following table presents a summary of total turnover attributed to geographic sources for the years ended December 31, 

2021 and 2020 (in thousands, except percentages):  

   Year Ended December 31, 2021     Year Ended December 31, 2020   

    Amount     

% of Total  

Net Turnover      Amount     

% of Total  

Net Turnover    

United States   $ 3,210,020     100%     $ 2,191,111     100%   
Rest of world     16,390     *        9,318     *    
Total turnover   $ 3,226,410             $ 2,200,429           

*Less than 1% 

 

 

The following table reflects the components of turnover for the years ended December 31, 2021 and 2020 (in thousands, 

except percentages):  

  

   Year Ended December 31,     Change     Change   

    2021     2020     $     %   

TEPEZZA   $ 1,661,299     $ 820,008     $ 841,291       103 % 

KRYSTEXXA     565,452       405,849       159,603       39 % 

RAVICTI     291,945       261,615       30,330       12 % 

PROCYSBI     189,965       170,102       19,863       12 % 

ACTIMMUNE     117,164       118,834       (1,670 )      (1 )% 

UPLIZNA   60,805    ð    60,805    100 % 

BUPHENYL     7,860       10,549       (2,689 )      (25 )% 

QUINSAIR     1,028       698       330      47 % 

Orphan segment turnover   $ 2,895,518     $ 1,787,655     $ 1,107,863       62 % 

                                  

PENNSAID 2%     191,621       178,011       13,610      8 % 

DUEXIS     74,023       125,331       (51,308 )      (41 )% 

RAYOS     56,851       71,811       (14,960 )     (21 )% 

VIMOVO     8,397       37,621       (29,224 )     (78 )% 

Inflammation segment turnover    $ 330,892     $ 412,774     $ (81,882 )     (20 )%  

                 

Total turnover    $ 3,226,410     $ 2,200,429     $ 1,025,981      47 %  

Orphan Segment  

TEPEZZA. Turnover increased $841.3 million, or 103%, to $1,661.3 million during the year ended December 31, 2021, 

from $820.0 million during the year ended December 31, 2020. Turnover primarily increased due to volume growth of 

approximately $830.3 million. In December 2020, pursuant to the DPA, Catalent, was ordered to prioritize certain COVID-19 

vaccine manufacturing, resulting in the cancellation of previously guaranteed and contracted TEPEZZA drug product 

manufacturing slots in December 2020, which were required to maintain TEPEZZA supply. In March 2021, the FDA, approved a 

prior approval supplement to the TEPEZZA BLA (which was previously approved in January 2020), giving us authorization to 

manufacture more TEPEZZA drug product in a batch resulting in an increased number of vials with each manufacturing slot. We 

commenced resupply of TEPEZZA to the market in April 2021. Refer to the Impact of COVID-19 section above for further 

information. 

KRYSTEXXA. Turnover increased $159.6 million, or 39%, to $565.4 million during the year ended December 31, 2021, 

from $405.8 million during the year ended December 31, 2020. Turnover increased by approximately $106.2 million due to 

volume growth and $53.4 million due to higher net pricing. 

RAVICTI. Turnover increased $30.3 million, or 12%, to $291.9 million during the year ended December 31, 2021, from 

$261.6 million during the year ended December 31, 2020. Turnover increased by approximately $32.3 million due to volume 

growth, partially offset by a decrease of approximately $2.0 million due to lower net pricing. 

PROCYSBI. Turnover increased $19.9 million, or 12%, to $190.0 million during the year ended December 31, 2021, from 

$170.1 million during the year ended December 31, 2020. Turnover increased by approximately $12.0 million due to higher net 

pricing and $7.9 million due to volume growth. 
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ACTIMMUNE. Turnover decreased $1.7 million, or 1%, to $117.1 million during the year ended December 31, 2021, from 

$118.8 million during the year ended December 31, 2020. Turnover decreased by approximately $4.4 million due to lower sales 

volume, partially offset by an increase of approximately $2.7 million resulting from higher net pricing. 

UPLIZNA. Turnover generated by UPLIZNA during the year ended December 31, 2021 were $60.8 million. We began 

recognizing UPLIZNA turnover following our acquisition of Viela on March 15, 2021. 

Inflammation Segment  

At September 30, 2021, we determined that there was an indicator to trigger an interim impairment analysis of the 

inflammation reporting unitôs $56.2 million goodwill balance. The fair value of the inflammation reporting unit exceeded its 

carrying value by more than 30% as of September 30, 2021, the interim testing date, resulting in no impairment. In order to 

evaluate the sensitivity of the fair value calculations on the goodwill impairment test, we applied a hypothetical 10 percent 

decrease to the fair values of the reporting unit. A 10% decrease in fair value would reduce the headroom between the reporting 

unitôs fair value and its carrying value to approximately 19%.  

In addition, our annual, qualitative goodwill impairment test performed for both the orphan and inflammation reporting unit 

in the fourth quarter of 2021 did not indicate an impairment. While no impairment was recognized during the year ended 

December 31, 2021, we anticipate that an impairment of the inflammation reporting unitôs goodwill could occur in the next 12 to 

18 months if the reporting unit does not achieve currently forecasted turnover and profitability estimates. These forecasts and 

estimates could be impacted by factors outside of our control, such as increased competition from RAYOS generic entrants, which 

may result in an impairment. 

PENNSAID 2%. Turnover increased $13.6 million, or 8%, to $191.6 million during the year ended December 31, 2021, 

from $178.0 million during the year ended December 31, 2020. Turnover increased by approximately $21.8 million resulting from 

higher net pricing primarily due to lower utilization of our patient assistance programs, partially offset by a decrease of 

approximately $8.2 million resulting from lower sales volume. 

DUEXIS. Turnover decreased $51.3 million, or 41%, to $74.0 million during the year ended December 31, 2021, from 

$125.3 million during the year ended December 31, 2020. Turnover decreased by approximately $44.0 million resulting from 

lower sales volume, primarily due to the impact of generic competition on DUEXIS, and a decrease of approximately $7.3 million 

due to lower net pricing. 

On August 4, 2021, following a judgment in the District Court of Delaware, which was subsequently affirmed by the 

Federal Circuit Court of Appeals on November 16, 2021, Alkem Laboratories, Inc., or Alkem, launched a generic version of 

DUEXIS in the United States. As a result, we have repositioned our promotional efforts previously directed to DUEXIS to the 

other inflammation segment medicines and expect that our DUEXIS turnover will continue to decrease in future periods. 

RAYOS. Turnover decreased $14.9 million, or 21%, to $56.9 million during the year ended December 31, 2021, from $71.8 

million during the year ended December 31, 2020. Turnover decreased by approximately $11.4 million due to lower sales volume 

and $3.5 million resulting from lower net pricing. 

We have an exclusive license to U.S. patents and patent applications from Vectura covering RAYOS. Under our settlement 

agreement with Teva Pharmaceuticals Industries Limited (formerly known as Actavis Laboratories FL, Inc., which itself was 

formerly known as Watson Laboratories, Inc. ï Florida), or Teva, Teva may enter the market on December 23, 2022, or earlier 

under certain circumstances. As a result, we expect our turnover for RAYOS to decline in future periods.   

VIMOVO. Turnover decreased $29.2 million, or 78%, to $8.4 million during the year ended December 31, 2021, from $37.6 

million during the year ended December 31, 2020. Turnover decreased by approximately $24.8 million due to lower sales volume 

as a result of generic competition which began in 2020 and $4.4 million due to lower net pricing. 
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The table below reconciles our gross to net turnover for the years ended December 31, 2021 and 2020 (in millions, except 

percentages):  

 

   

Year Ended 

December 31, 2021     

Year Ended 

December 31, 2020   

    Amount     

% of 

Gross 

Turnover      Amount     

% of 

Gross 

Turnover    

Gross turnover   $ 4,903.6       100 %   $ 4,039.4       100 % 

Adjustments to gross turnover:                                 

Prompt pay discounts     (46.0 )     (0.9 )%     (52.3 )     (1.3 )% 

Medicine returns     (17.6 )     (0.4 )%     (16.4 )     (0.4 )% 

Co-pay and other patient assistance     (599.9 )     (12.2 )%     (877.3 )     (21.7 )% 

Commercial rebates and wholesaler fees     (278.8 )     (5.7 )%     (304.2 )     (7.5 )% 

Government rebates and chargebacks     (734.9 )     (15.0 )%     (588.8 )     (14.6 )% 

Total adjustments     (1,677.2 )     (34.2 )%     (1,839.0 )     (45.5 )% 

Turnover   $ 3,226.4       65.8 %   $ 2,200.4       54.5 % 

 

During the year ended December 31, 2021, co-pay and other patient assistance costs, as a percentage of gross turnover, 

decreased to 12.2% from 21.7% during the year ended December 31, 2020, primarily due to a decreased proportion of 

inflammation segment medicines sold, including the impact of generic competition on DUEXIS and VIMOVO sales. 

On a quarter-to-quarter basis, our turnover has traditionally been lower in first half of the year, particularly in the first 

quarter, with the second half of the year representing a greater share of overall turnover each year. This is due to annual managed 

care plan changes and the re-setting of patientsô medical insurance deductibles at the beginning of each year, resulting in higher 

co-pay and other patient assistance costs as patients meet their annual medical insurance deductibles during the first and second 

quarters, and higher turnover in the second half of the year after patients meet their deductibles and healthcare plans reimburse a 

greater portion of the total cost of our medicines. 

Cost of Sales. Cost of sales increased $261.8 million to $794.5 million during the year ended December 31, 2021, from 

$532.7 million during the year ended December 31, 2020. The increase in cost of sales during the year ended December 31, 2021, 

compared to during the year ended December 31, 2020, was primarily due to an increase in sales volumes, an increase in royalty 

expense, an increase in amortization expense and the recording of stock step-up expense during the year ended December 31, 

2021. Royalty expense increased by $112.9 million primarily due to royalties payable on turnover of TEPEZZA, which increased 

significantly during the year ended December 31, 2021 compared to the year ended December 31, 2020. Amortization expense 

increased $80.5 million primarily due to the acquisition of the UPLIZNA developed technology intangible asset in the first quarter 

of 2021 and we recorded stock step-up expense of $27.6 million related to UPLIZNA based on the acquired units of stock sold 

during the year ended December 31, 2021. In addition, we recorded a $8.7 million DUEXIS stock reserve due to the impact of 

generic competition on DUEXIS sales. As a percentage of turnover, cost of sales was 25% during the year ended December 31, 

2021, compared to 24% during the year ended December 31, 2020. The increase in cost of sales as a percentage of turnover was 

primarily due to a change in the mix of medicines sold. 

Research and Development Expenses. R&D expenses increased $222.6 million to $432.0 million during the year ended 

December 31, 2021, from $209.4 million during the year ended December 31, 2020. The increase during the year ended 

December 31, 2021 compared to the year ended December 31, 2020, was primarily attributable to a $136.1 million increase in 

clinical trial and manufacturing development costs reflecting increased activity in our R&D pipeline as well as the addition of our 

medicine candidates and development programs following the acquisition of Viela in March 2021 and an increase of $59.1 million 

in employee-related costs. In addition, during the year ended December 31, 2021, we recognized $40.0 million of an upfront cash 

payment in relation to our agreement with Arrowhead and $28.1 million of an upfront payment and premium paid for shares of 

Alpineôs common stock in relation to our agreement with Alpine. This was partially offset by the $45.0 million upfront payment 

for the acquisition of Curzion, which was expensed as in-process research and development, or IPR&D, during the year ended 

December 31, 2020. 

We expect our R&D expenses to increase significantly in future periods as a result of our on-going and planned clinical 

trials for our pipeline including new medicine candidates and development programs acquired in 2021. 
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Selling, General and Administrative Expenses. Selling, general and administrative expenses increased $473.2 million to 

$1,446.4 million during the year ended December 31, 2021, from $973.2 million during the year ended December 31, 2020. The 

increase was primarily attributable to costs associated with the Viela acquisition in March 2021 and an increase in TEPEZZA 

commercial activities. These include an increase of $150.9 million in employee-related costs, an increase of $194.8 million in 

marketing program costs and an increase of $57.4 million in consulting costs, primarily related to the integration of Viela. In 

addition, $28.6 million of transaction costs were incurred during the year ended December 31, 2021 relating to the Viela 

acquisition. 

We expect our selling, general and administrative expenses to increase significantly in future periods primarily due to 

continued support for our U.S. commercial and field-based organization and global expansion activities. 

Impairment of tangible asset. During the year ended December 31, 2021, we recorded an impairment charge of $12.4 

million as a result of vacating the Lake Forest office. Refer to Note 9 of the Notes to Consolidated Financial Statements, for 

further details. 

Gain on sale of assets. During the year ended December 31, 2021, gain on sale of assets represents a $2.0 million contingent 

consideration payment related to the sale of our rights to MIGERGOT in 2019 to Cosette Pharmaceuticals, Inc.  

During the year ended December 31, 2020, we completed the sale of rights to RAVICTI and BUPHENYL in Japan for cash 

proceeds of $5.4 million, and we recorded a gain of $4.9 million on the sale. 

 

Interest Expense, Net. Interest expense, net, increased $21.5 million to $81.1 million during the year ended December 31, 

2021, from $59.6 million during the year ended December 31, 2020. The increase was primarily due to an increase in interest 

expense of $17.8 million, primarily related to an additional $1.6 billion aggregate principal amount of term loans borrowed 

pursuant to an amendment to our Credit Agreement and a decrease in interest income of $3.7 million. Refer to Note 17 of the 

Notes to Consolidated Financial Statements, for further details. 

 

Loss on Debt Extinguishment. During the year ended December 31, 2020, we recorded a loss on debt extinguishment of 

$31.9 million in the consolidated profit and loss account, which reflects the exchange of our 2.5% Exchangeable Senior Notes due 

2022, or the Exchangeable Senior Notes. During the year ended December 31, 2020, $400.0 million in aggregate principal amount 

of Exchangeable Senior Notes were exchanged for ordinary shares and cash payments.   

 

(Benefit) Expense for Income Taxes. During the year ended December 31, 2021, we recorded a benefit for income taxes of 

$71.7 million and an expense for income taxes of $11.8 million during the year ended December 31, 2020. The benefit for income 

taxes recorded during the year ended December 31, 2021 resulted primarily from tax expense on pre-tax income and losses at the 

Irish statutory tax rate of $57.9 million as offset by tax benefits recognized on share-based compensation of $71.2 million and a 

tax benefit of $49.4 million recognized due to a reduction in the state tax rate expected to apply to the reversal of temporary 

differences between the book values and tax bases of certain assets acquired through the Viela acquisition. A tax benefit of $44.7 

million was recognized on the pre-tax income and losses generated in jurisdictions with statutory tax rates different than the Irish 

statutory tax rate, a $13.9 million tax benefit was recognized on intercompany stock transfers and $11.6 million of U.S. Federal 

and state tax credits were generated during the year. These tax benefits were partially offset by a tax expense of $47.1 million 

attributable to disallowed officersô compensation under Section 162(m) of the Internal Revenue Code of 1986, as amended, or the 

Code and a tax expense of $18.7 million generated from an intercompany transfer and license of intellectual property from a U.S. 

subsidiary to an Irish subsidiary. 

 

The expense for income taxes recorded during the year ended December 31, 2020 was primarily attributable to a $15.2 

million provision recorded following the publication, on April 8, 2020, by the U.S. Department of the Treasury, of Final 

Regulations for Section 267A, or commonly referred to as the Anti-Hybrid Rules. The Final Regulations for Section 267A 

permanently disallow for U.S. tax purposes certain interest expense accrued to a foreign related party during the year ended 

December 31, 2019. As a result, we recorded a write off of a deferred tax asset related to this interest expense during the year 

ended December 31, 2020 and recognized a corresponding tax provision of $15.2 million. The remainder of the expense for 

income taxes recorded during the year ended December 31, 2020 was primarily attributable to disallowed officersô compensation 

under Section 162(m) of the Code of $14.6 million, disallowed IPR&D expense incurred in connection with the Curzion 

acquisition of $9.5 million and tax expense recognized on U.S. taxable income generated from an intercompany transfer of 

intellectual property from a U.S. subsidiary to an Irish subsidiary during the year ended December 31, 2020 of $11.2 million and 

changes in valuation allowances of $4.2 million. These expenses were partially offset by tax benefits recognized on share-based 

compensation of $23.8 million, additional U.S. Federal and state tax credits of $13.8 million and the recognition of a deferred tax 

asset in the Irish subsidiary resulting from the intercompany transfer of intellectual property of $6.0 million. 
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Non-GAAP Financial Measures  

EBITDA, or earnings before interest, taxes, depreciation and amortization, adjusted EBITDA, non-GAAP net income and 

non-GAAP earnings per share are used and provided by us as non-GAAP financial measures. These non-GAAP financial 

measures are intended to provide additional information on our performance, operations and profitability. Adjustments to our 

GAAP figures as well as EBITDA exclude acquisition/divestiture-related costs, manufacturing plant start-up costs, drug substance 

harmonization costs, fees related to refinancing activities, restructuring and realignment costs and litigation settlements, as well as 

non-cash items such as share-based compensation, stock step-up expense, depreciation and amortization, non-cash interest 

expense, tangible assets impairment charges, loss on debt extinguishments, gain on sale of assets, gain on equity security 

investments and other non-cash adjustments. Certain other special items or substantive events may also be included in the non-

GAAP adjustments periodically when their magnitude is significant within the periods incurred. We maintain an established non-

GAAP cost policy that guides the determination of what costs will be excluded in non-GAAP measures. We believe that these 

non-GAAP financial measures, when considered together with the GAAP figures, can enhance an overall understanding of our 

financial and operating performance. The non-GAAP financial measures are included with the intent of providing investors with a 

more complete understanding of our historical financial results and trends and to facilitate comparisons between periods. In 

addition, these non-GAAP financial measures are among the indicators our management uses for planning and forecasting 

purposes and measuring our performance. These non-GAAP financial measures should be considered in addition to, and not as a 

substitute for, or superior to, financial measures calculated in accordance with GAAP. The non-GAAP financial measures used by 

us may be calculated differently from, and therefore may not be comparable to, non-GAAP financial measures used by other 

companies.   

Beginning in the fourth quarter of 2021, following consultation with the staff of the Division of Corporation Finance of the 

U.S. Securities and Exchange Commission, we no longer exclude upfront and milestone payments related to license and 

collaboration agreements from our non-GAAP financial measures and its line-item components. For purposes of comparability, 

non-GAAP financial measures for the year ended December 31, 2020 have been updated to reflect this change. The upfront and 

milestone payments related to license and collaboration agreements continue to be excluded from our segment operating income 

and from certain measures contained in our credit agreement that are relevant to, among other things, the calculation of the interest 

rate. 

Reconciliations of reported GAAP profit to EBITDA, adjusted EBITDA and non-GAAP net income, and the related per 

share amounts, were as follows (in thousands, except share and per share amounts): 

  For the Years Ended December 31,   

    2021     2020     

GAAP profit  for the financial year   $ 534,491     $ 389,796    

Depreciation (1)     17,475       24,303     

Amortization and step-up:                   

Intangible amortization expense (2)     336,277       255,148     

Stock step-up expense (3)     27,572       ð     

Interest expense, net (including amortization of debt discount and  

deferred financing costs)     81,063       59,616     

(Benefit) expense for income taxes     (71,664 )     11,849    

EBITDA      925,214       740,712     

Other non-GAAP adjustments:                   

Share-based compensation (4)     219,086       146,627     

Acquisition/divestiture-related costs (5)     95,929       49,196     

Restructuring and realignment costs (6)     26,309      (141 )   

Impairment of tangible assets (7)     12,371       1,713     

Litigation settlements (8)     5,000       ð   

Manufacturing plant start-up costs (9)     3,622       ð   

Fees related to refinancing activities (10)     ð      54    

Loss on debt extinguishment (11)     ð      31,856   

Drug substance harmonization costs (12)     ð      542     

Gain on equity security investments (13)     (1,257 )     ð    

Gain on sale of assets (14)     (2,000 )     (4,883 )   

Total of other non-GAAP adjustments (19)     359,060       224,964     

Adjusted EBITDA (19)   $ 1,284,274     $ 965,676     
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  For the Years Ended December 31,   

    2021     2020     

GAAP profit  for the financial year   $ 534,491     $ 389,796  
Non-GAAP adjustments:                 

Depreciation (1)     17,475       24,303   

Amortization and step-up:                 

Intangible amortization expense (2)     336,277       255,148   

Stock step-up expense (3)     27,572       ð   

Amortization of debt discount and deferred financing  

costs (15)     5,189       12,640   

Share-based compensation (4)     219,086       146,627   

Acquisition/divestiture-related costs (5)     95,929       49,196   

Restructuring and realignment costs (6)     26,309       (141 ) 

Impairment of tangible assets (7)     12,371       1,713   

Litigation settlements (8)   5,000       ð  

Manufacturing plant start-up costs (9)     3,622       ð  

Fees related to refinancing activities (10)     ð       54  
Loss on debt extinguishment (11)     ð       31,856  

Drug substance harmonization costs (12)     ð       542  

Gain on equity security investments (13)     (1,257 )     ð   

Gain on sale of assets (14)     (2,000 )     (4,883 ) 

Total pre-tax non-GAAP adjustments (19)     745,573       517,055   

Income tax effect of pre-tax non-GAAP adjustments (16)     (169,554 )     (98,628 ) 

Other non-GAAP income tax adjustments (17)     (20,800 )     20,541  
Total non-GAAP adjustments (19)     555,219      438,968   

Non-GAAP Net Income (19)   $ 1,089,710     $ 828,764   

                  

Non-GAAP Earnings Per Share:                 

Weighted average ordinary shares ï Basic     225,551,410       203,967,246   

                  

Non-GAAP Earnings Per Share ï Basic                 

GAAP profit  per share - Basic   $ 2.37     $ 1.91  
Non-GAAP adjustments (19)     2.46      2.15  
Non-GAAP earnings per share ï Basic (19)   $ 4.83     $ 4.06   

                  

Non-GAAP Net Income (19)   $ 1,089,710     $ 828,764   

Effect of assumed conversion of Exchangeable Senior Notes, net of tax (18)     ð       3,789   

Numerator - non-GAAP Net Income (19)   $ 1,089,710     $ 832,553   

                  

Weighted average ordinary shares ï Diluted                 

Weighted average ordinary shares ï Basic     225,551,410       203,967,246   

Ordinary share equivalents     10,129,073       18,203,897   

Denominator - weighted average ordinary shares ï Diluted     235,680,483       222,171,143   

                  

Non-GAAP Earnings Per Share ï Diluted                 

GAAP profit  per share ï Diluted   $ 2.27     $ 1.81  
Non-GAAP adjustments (19)     2.35      1.94   

Non-GAAP earnings per share ï Diluted (19)   $ 4.62     $ 3.75   

 

(1) Represents depreciation expense related to our property, plant, equipment, software and leasehold improvements. 

(2) Intangible amortization expenses are primarily associated with our intellectual property rights, developed technology and 

customer relationships related to TEPEZZA, KRYSTEXXA, RAVICTI, PROCYSBI, ACTIMMUNE, UPLIZNA, 

BUPHENYL, PENNSAID 2% and RAYOS. 

(3) During the year ended December 31, 2021, we recognized in cost of sales $27.6 million for stock step-up expense related to 

UPLIZNA stock revalued in connection with the Viela acquisition. Refer to Note 11, Stocks, of the Notes to Consolidated 

Financial Statements for further detail. 

(4) Represents share-based compensation expense associated with our stock option, restricted stock unit and performance stock 

unit grants to our employees and non-employee directors and our employee share purchase plan. 
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(5) Primarily represents transaction and integration costs, including, advisory, legal, consulting and certain employee-related 

costs, incurred in connection with our acquisitions and divestitures. Costs recovered from subleases of acquired facilities and 

reimbursed expenses incurred under transition arrangements for divestitures are also reflected in this line item. In addition, 

the year ended December 31, 2020 amounts include the Curzion acquisition payment of $45.0 million, which was recorded as 

a R&D expense. 

 

(6) Since 2020, we have been working to expand our TEPEZZA drug substance manufacturing capacity in the external 

Copenhagen, Denmark, Boulder, Colorado, and Seattle, Washington facilities. During the fourth quarter of 2021, we ended 

further TEPEZZA drug substance manufacturing development activities in the Seattle facility and recorded a charge of $16.6 

million to R&D expense related to manufacturing development activities in this facility. We expect existing and planned 

future production capacity at the Copenhagen and Boulder facilities to produce sufficient TEPEZZA drug substance to meet 

our future needs. In addition, rent and maintenance charges of $9.7 million were recorded for the leased Lake Forest office 

that we vacated in the first quarter of 2021. 

(7) During the year ended December 31, 2021, we recorded a right-of-use asset impairment charge of $12.4 million as a result of 

vacating the leased Lake Forest office.  

During the year ended December 31, 2020, we recorded an impairment charge of $1.7 million related to the Novato, 

California office lease, which was assumed through an acquisition. 

(8) We recorded $5.0 million of expense during the year ended December 31, 2021 for litigation settlements. 

(9) During the year ended December 31, 2021, we recorded $3.6 million of manufacturing plant start-up costs related to the 

purchase of a biologic drug product manufacturing facility from EirGen in July 2021. 

(10) Represents arrangement and other fees relating to our refinancing activities. 

(11) During the year ended December 31, 2020, we recorded a loss on debt extinguishment of $31.9 million in the consolidated 

statements of comprehensive income, which reflects the extinguishment of our Exchangeable Senior Notes. 

(12) During the year ended December 31, 2016, we entered into a definitive agreement to acquire certain rights to interferon 

gamma-1b, marketed as IMUKIN in an estimated thirty countries primarily in Europe and the Middle East, or the IMUKIN 

purchase agreement. We already owned the rights to interferon gamma-1b marketed as ACTIMMUNE in the United States, 

Canada and Japan. In connection with the IMUKIN purchase agreement, we also committed to pay our contract manufacturer 

certain amounts related to the harmonization of the manufacturing processes for ACTIMMUNE and IMUKIN drug 

substance, or the harmonization program. At the time we entered into the IMUKIN purchase agreement and the 

harmonization program commitment was made, we had anticipated achieving certain benefits should the Phase 3 clinical trial 

evaluating ACTIMMUNE for the treatment of Friedreichôs ataxia be successful. If the study had been successful and if U.S. 

marketing approval had subsequently been obtained, we had forecasted significant increases in demand for the medicine and 

the harmonization program would have resulted in significant benefits to us. Following our discontinuation of the Friedreichôs 

ataxia program, we determined that certain assets, including an upfront payment related to the IMUKIN purchase agreement, 

were impaired, and the costs under the harmonization program would no longer have benefit to us and should be expensed as 

incurred. 

(13) We held investments in equity securities with readily determinable fair values of $13.2 million as of December 31, 2021 

which are included in other assets in the consolidated balance sheet. For the year ended December 31, 2021, we recognized 

net unrealized gains of $1.3 million due to the change in fair value of these securities.  

(14) Gain on sale of assets during the year ended December 31, 2021, represents a $2.0 million contingent consideration payment 

related to the sale of our rights to MIGERGOT in 2019 to Cosette Pharmaceuticals, Inc. 

During the year ended December 31, 2020, we completed the sale of rights to RAVICTI and BUPHENYL in Japan for cash 

proceeds of $5.4 million, and we recorded a gain of $4.9 million on the sale.  

(15) Represents amortization of debt discount and deferred financing costs associated with our debt. 

(16) Income tax adjustments on pre-tax non-GAAP adjustments represent the estimated income tax impact of each pre-tax non-

GAAP adjustment based on the statutory income tax rate of the applicable jurisdictions for each non-GAAP adjustment. 

(17) During the year ended December 31, 2021, we recognized a U.S. federal and state tax liability on U.S. taxable income 

generated from an intercompany transfer and license of intellectual property from a U.S. subsidiary to an Irish subsidiary 

which was partially offset by the recognition of a deferred tax asset in the Irish subsidiary, resulting in a non-GAAP tax 

adjustment of $28.3 million. We also recognized a reduction in the state tax rate expected to apply to the reversal of 

temporary differences between the book values and tax bases of certain assets acquired through the Viela acquisition. The 

reduction in state tax rate resulted in a reduction in the deferred tax liability relating to these assets and a non-GAAP tax 

adjustment of $49.1 million. 
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During the year ended December 31, 2020, following the publication by the United States Department of Treasury and the 

Internal Revenue Service of the Final Regulations on the Anti-Hybrid Rules on April 8, 2020, we recorded a write-off of a 

deferred tax asset related to certain interest expense accrued to a foreign related party during the year ended December 31, 

2019 and recognized a corresponding one-time tax provision, resulting in a non-GAAP tax adjustment of $15.2 million. We 

also recognized a U.S. federal tax liability on U.S. taxable income generated from an intercompany transfer of intellectual 

property from a U.S. subsidiary to an Irish subsidiary, which was partially offset by the recognition of a deferred tax asset in 

the Irish subsidiary, resulting in a non-GAAP tax adjustment of $5.3 million. 

(18) During the year ended December 31, 2020, $400.0 million in aggregate principal amount of Exchangeable Senior Notes were 

fully extinguished and exchanged for ordinary shares or cash. 

 
(19) As discussed above, following consultation with the staff of the Division of Corporation Finance of the U.S. Securities and 

Exchange Commission, we no longer exclude upfront and milestone payments related to license and collaboration agreements 
from our non-GAAP financial measures and its line-item components. Adjusted EBITDA and non-GAAP net income for the 
years ended December 31, 2021 and 2020, includes $89.7 million and $33.0 million of upfront and milestone payments 
related to license and collaboration agreements, respectively. These amounts continue to be excluded from our segment 
operating income and from certain measures contained in our credit agreement that are relevant to, among other things, the 
calculation of the interest rate. 
 
  



 

 DIRECTORSô REPORT (continued)

   

15 
 

Principal Risks and Uncertainties  

Summary 

We face many risks and uncertainties, as more fully described in this section under the heading ñPrincipal Risks and 

Uncertainties.ò Some of these risks and uncertainties are summarized below.  The summary below does not contain all of the 

information that may be important to you, and you should read this summary together with the more detailed discussion of these 

risks and uncertainties contained below. 

¶ The COVID-19 global pandemic may continue to adversely impact our business, including the commercialization of 

our medicines, our supply chain, our clinical trials, our liquidity and access to capital markets and our business 

development activities. 

¶ Our ability to generate turnover from our medicines is subject to attaining significant market acceptance among 

physicians, patients and healthcare payers. 

¶ Our future prospects are highly dependent on our ability to successfully develop and execute commercialization 

strategies for each of our medicines. Failure to do so would adversely impact our financial condition and prospects. 

¶ In order to increase adoption and sales of our medicines, we will need to continue developing our commercial 

organization as well as recruit and retain qualified sales representatives. 

¶ Coverage and reimbursement may not be available, or reimbursement may be available at only limited levels, for 

our medicines, which could make it difficult for us to sell our medicines profitably. 

¶ Our medicines are subject to extensive regulation, and we may not obtain additional regulatory approvals for our 

medicines. 

¶ We are subject to ongoing obligations and continued regulatory review by the FDA and equivalent foreign 

regulatory agencies, and we may be subject to penalties and litigation and large incremental expenses if we fail to 

comply with regulatory requirements or experience problems with our medicines. 

¶ We rely on third parties to manufacture commercial supplies of all of our medicines, and we currently intend to rely, 

in whole or in part, on third parties to manufacture commercial supplies of any other approved medicines. The 

commercialization of any of our medicines could be stopped, delayed or made less profitable if those third parties 

fail to provide us with sufficient quantities of medicine or fail to do so at acceptable quality levels or prices or fail to 

maintain or achieve satisfactory regulatory compliance. 

¶ We face significant competition from other biotechnology and pharmaceutical companies, including those marketing 

generic medicines and our operating results will suffer if we fail to compete effectively. 

¶ Clinical development of drugs and biologics involves a lengthy and expensive process with an uncertain outcome, 

and results of earlier studies and trials may not be predictive of future trial results. 

¶ If we fail to develop or acquire other medicine candidates or medicines, our business and prospects would be 

limited. 

¶ We are subject to federal, state and foreign healthcare laws and regulations and implementation or changes to such 

healthcare laws and regulations could adversely affect our business and results of operations. 

¶ If we are unable to obtain or protect intellectual property rights related to our medicines and medicine candidates, 

we may not be able to compete effectively in our markets. 

Principal Risks and Uncertainties 

This report contains ñforward-looking statements,ò ð that is, statements related to future, not past, events ð as defined in 

Section 21E of the U.S. Securities Exchange Act of 1934, as amended, that reflect our current expectations regarding our future 

growth, results of operations, business strategy and plans, financial condition, cash flows, performance, development plans and 

timelines, business prospects, and opportunities, as well as assumptions made by, and information currently available to, our 

management.  Forward-looking statements include any statement that does not directly relate to a current or historical fact.  

Forward-looking statements generally can be identified by words such as ñbelieve,ò ñmay,ò ñcould,ò ñwill,ò ñestimate,ò 

ñcontinue,ò ñanticipate,ò  ñintend,ò seek,ò ñplan,ò ñexpect,ò ñshould,ò ñwouldò, or similar expressions.  These statements are 

based on current expectations and assumptions that are subject to risks and uncertainties inherent in our business, which could 

cause our actual results to differ materially from those indicated in the forward-looking statements. Except as expressly required 

by the federal securities laws, we undertake no obligation to update such factors or to publicly announce the results of any of the 

forward-looking statements contained herein to reflect future events, developments, or changed circumstances, or for any other 

reason.  

Certain factors may have a material adverse effect on our business, financial condition and results of operations, and you 

should carefully consider them. Accordingly, in evaluating our business, we encourage you to consider the following discussion of 

risk factors in its entirety, in addition to other information contained in this report as well as our other public filings with the 

Securities and Exchange Commission, or SEC.  
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Risks Related to Our Business and Industry 

The COVID-19 global pandemic may continue to adversely impact our business, including the commercialization of our 

medicines, our supply chain, our clinical trials, our liquidity and access to capital markets and our business development 

activities.  

On March 11, 2020, the World Health Organization made the assessment that a novel strain of coronavirus, which causes 

the COVID-19 disease, was a pandemic. The President of the United States declared the COVID-19 pandemic a national 

emergency and many states and municipalities in the United States took aggressive actions to reduce the spread of the disease, 

including limiting non-essential gatherings of people, ceasing all non-essential travel, ordering certain businesses and government 

agencies to cease non-essential operations at physical locations and issuing ñshelter-in-placeò orders which direct individuals to 

shelter at their places of residence (subject to limited exceptions). Similarly, the Irish government has limited gatherings of people 

and encouraged employees to work from their homes, and may implement more aggressive policies in the future. Vaccines and 

treatments have enabled a resumption to more normal business practices and initiatives in many countries, including the United 

States and Ireland. Restrictions in response to COVID-19, including new variants of the virus, may continue to fluctuate in U.S. 

states and other geographies and we cannot guarantee that additional U.S. states that have previously reduced restrictions will not 

reimplement them or that other states will reduce restrictions in the near-term. The effects of government actions and our policies 

and those of third parties to reduce the spread of COVID-19 may negatively impact productivity and our ability to market and sell 

our medicines, cause disruptions to our supply chain and ongoing and future clinical trials and impair our ability to execute our 

business development strategy. These and other disruptions in our operations and the global economy could negatively impact our 

business, operating results and financial condition. 

The commercialization of our medicines has been and may continue to be adversely impacted by COVID-19 and actions 

taken to slow its spread. For example, patients have postponed visits to healthcare provider facilities, certain healthcare providers 

have temporarily closed their offices or are restricting patient visits, healthcare provider employees may become generally 

unavailable and there could be disruptions in the operations of payers, distributors, logistics providers and other third parties that 

are necessary for our medicines to be prescribed, reimbursed and administered to patients. In addition, due to reduced willingness 

of patients to visit physician offices and infusion centers, sales of KRYSTEXXA have been negatively impacted, and this impact 

may continue in future quarters until healthcare activities and patient visits return to normal levels. In addition, during 2021, the 

impact from COVID-19 and the TEPEZZA supply disruption slowed the generation of TEPEZZA patient enrollment forms, 

which drive new patient starts. It is also possible that a prolonged period of ñshelter-in-placeò orders and social distancing 

behaviors and the associated reduction of physician office visits could force various healthcare practices to permanently close or 

to consolidate with larger practices or healthcare groups, which could cause us to lose previously-established physician 

relationships. We cannot predict how long the COVID-19 pandemic will continue to negatively impact sales of our medicines and 

we expect that even after government-mandated restrictions are lifted, our sales force activities, healthcare provider operations and 

patientsô willingness to visit healthcare facilities will continue to be limited. We also cannot predict how effective any of our 

virtual patient, physician and partner support initiatives will be with respect to marketing and supporting the administration and 

reimbursement of our medicines. 
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Quarantines, shelter-in-place and similar government orders, or the perception that such orders, shutdowns or other 

restrictions on the conduct of business operations could occur, related to COVID-19 or other infectious diseases could impact 

personnel at third-party manufacturing facilities upon which we rely, or the availability or cost of materials, which could disrupt 

the supply chain for our medicines. In particular, some of our suppliers of certain materials used in the production of our 

medicines are located in regions that have been subject to COVID-19-related actions and policies that limit the conduct of normal 

business operations. To the extent our suppliers and service providers are unable to comply with their obligations under our 

agreements with them or they are otherwise unable to deliver or are delayed in delivering goods and services to us due to COVID-

19, our ability to continue meeting commercial demand for our medicines in the United States or advancing development of our 

medicine candidates may become impaired. For example, in December 2020, pursuant to the DPA, Catalent was ordered to 

prioritize certain COVID-19 vaccine manufacturing, resulting in the cancellation of previously guaranteed and contracted 

TEPEZZA drug product manufacturing slots in December 2020, which were required to maintain TEPEZZA supply. In March 

2021, the FDA approved a prior approval supplement to the TEPEZZA BLA (which was previously approved in January 2020), 

giving us authorization to manufacture more TEPEZZA drug product in a batch resulting in an increased number of vials with 

each manufacturing slot. We commenced resupply of TEPEZZA to the market in April 2021. However, our ability to continue 

TEPEZZA supply is dependent on future committed manufacturing slots for TEPEZZA not being cancelled and being run 

successfully, which could be impacted by additional government-mandated COVID-19 vaccine production orders and other risks 

associated with our reliance on our third-party manufacturers discussed below. If we were to experience another disruption of 

TEPEZZA supply, it would have a material adverse effect on our operating results and ability to achieve our financial projections 

in 2022 Refer to the Impact of COVID-19 section in this Irish Annual Report for further information. At this time, we consider 

medicine stocks on hand to be sufficient to meet our commercial requirements. 

Our clinical trials may be affected by COVID-19. As described in the Impact of COVID-19 section in this Irish Annual 

Report, certain clinical trials for TEPEZZA were delayed due to the impact of the TEPEZZA supply disruption at Catalent. In 

addition, clinical site initiation and patient enrollment may be delayed due to staffing shortages or prioritization of hospital and 

healthcare resources toward COVID-19. Current or potential patients in our ongoing or planned clinical trials may also choose to 

not enroll, not participate in follow-up clinical visits or drop out of the trial as a precaution against contracting COVID-19. 

Further, some patients may not be able or willing to comply with clinical trial protocols if quarantines impede patient movement 

or interrupt healthcare services. Some clinical sites in the United States have slowed or stopped further enrollment of new patients 

in clinical trials, denied access to site monitors or otherwise curtailed certain operations. Similarly, our ability to recruit and retain 

principal investigators and site staff who, as healthcare providers, may have heightened exposure to COVID-19, may be adversely 

impacted. These events could delay our clinical trials, increase the cost of completing our clinical trials and negatively impact the 

integrity, reliability or robustness of the data from our clinical trials. 

The spread of COVID-19 and actions taken to reduce its spread may also materially affect us economically. As a result of 

the COVID-19 pandemic and actions taken to slow its spread, the global credit and financial markets have experienced extreme 

volatility and disruptions, including diminished liquidity and credit availability, declines in consumer confidence, declines in 

economic growth, increases in unemployment rates and uncertainty about economic stability. If the equity and credit markets 

deteriorate, it may make any additional debt or equity financing more difficult, more costly or more dilutive. While the potential 

economic impact brought by, and the duration of, COVID-19 may be difficult to assess or predict, there could be a significant 

disruption of global financial markets, reducing our ability to access capital, which could in the future negatively affect our 

liquidity and financial position or our business development activities. 

COVID-19 continues to rapidly evolve. The extent to which COVID-19 may impact the commercialization of our 

medicines, our supply chain, our clinical trials, our access to capital and our business development activities, will depend on 

future developments, which are highly uncertain and cannot be predicted with confidence, such as the ultimate geographic spread 

of the pandemic, the duration of the pandemic and the efforts by governments and business to contain it, business closures or 

business disruptions and the impact on the economy and capital markets. 
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Our ability to generate turnover from our medicines is subject to attaining significant market acceptance among physicians, 

patients and healthcare payers. 

Our current medicines, and other medicines or medicine candidates that we may develop or acquire, may not attain market 

acceptance among physicians, patients, healthcare payers or the medical community. Some of our medicines, in particular 

TEPEZZA and UPLIZNA, have not been on the market for an extended period of time, which subjects us to numerous risks as we 

attempt to increase our market share. We believe that the degree of market acceptance and our ability to generate turnover from 

our medicines will depend on a number of factors, including: 

 

¶ timing of market introduction of our medicines as well as competitive medicines; 

¶ efficacy and safety of our medicines; 

¶ continued projected growth of the markets in which our medicines compete; 

¶ the extent to which physicians diagnose and treat the conditions that our medicines are approved to treat; 

¶ prevalence and severity of any side effects; 

¶ if and when we are able to obtain regulatory approvals for additional indications for our medicines; 

¶ acceptance by patients, physicians and applicable specialists; 

¶ availability of, and ability to maintain, coverage and adequate reimbursement and pricing from government and other 

third-party payers; 

¶ potential or perceived advantages or disadvantages of our medicines over alternative treatments, including cost of 

treatment and relative convenience and ease of administration; 

¶ strength of sales, marketing and distribution support; 

¶ the price of our medicines, both in absolute terms and relative to alternative treatments; 

¶ impact of past and limitation of future medicine price increases; 

¶ our ability to maintain a continuous supply of our medicines for commercial sale; 

¶ the effect of current and future healthcare laws;  

¶ the extent and duration of the COVID-19 pandemic, including the extent to which physicians and patients delay visits 

or writing or filling prescriptions for our medicines and the extent to which operations of healthcare facilities, 

including infusion centers, are reduced;  

¶ the performance of third-party distribution partners, over which we have limited control; and  

¶ medicine labeling or medicine insert requirements of the FDA, or other regulatory authorities. 

With respect to TEPEZZA, sales will depend on market acceptance and adoption by physicians and healthcare payers, as 

well as the ability and willingness of physicians who do not have in-house infusion capability to refer patients to infusion sites of 

care. With respect to KRYSTEXXA, our ability to grow sales will be affected by the success of our sales, marketing and clinical 

strategies, which are intended to expand the patient population and usage of KRYSTEXXA. This includes our marketing efforts in 

nephrology and our studies designed to improve the response rate to KRYSTEXXA, to evaluate a shorter infusion time, and to 

evaluate the use of KRYSTEXXA in kidney transplant patients. With respect to RAVICTI, which is approved to treat a very 

limited patient population, our ability to grow sales will depend in large part on our ability to transition urea cycle disorder, or 

UCD, patients from BUPHENYL or generic equivalents, which are comparatively much less expensive, to RAVICTI and to 

educate patients and physicians on the benefits of continuing RAVICTI therapy once initiated. With respect to PROCYSBI, which 

is also approved to treat a very limited patient population, our ability to grow sales will depend in large part on our ability to 

transition patients from the first-generation immediate-release cysteamine therapy to PROCYSBI, to identify additional patients 

with nephropathic cystinosis and to educate patients and physicians on the benefits of continuing therapy once initiated. With 

respect to ACTIMMUNE, while it is the only FDA-approved treatment for chronic granulomatous disease, or CGD, and severe, 

malignant osteopetrosis, or SMO, they are very rare conditions and, as a result, our ability to grow ACTIMMUNE sales will 

depend on our ability to identify additional patients with such conditions and educate patients and physicians on the benefits of 

continuing treatment once initiated. With respect to UPLIZNA, sales will depend on market acceptance and adoption by 

physicians and healthcare payers, as well as the ability and willingness of physicians who do not have in-house infusion capability 

to refer patients to infusion sites of care. With respect to each of PENNSAID 2% w/w, or PENNSAID 2%, and RAYOS, their 

higher cost compared to the generic or branded forms of their active ingredients alone may limit adoption by physicians, patients 

and healthcare payers. If our current medicines or any other medicine that we may seek approval for, or acquire, fail to attain 

market acceptance, we may not be able to generate significant turnover to sustain profitability, which would have a material 

adverse effect on our business, results of operations, financial condition and prospects (including, possibly, the value of our 

ordinary shares). 
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Our future prospects are highly dependent on our ability to successfully develop and execute commercialization strategies 

for each of our medicines. Failure to do so would adversely impact our financial condition and prospects. 

A substantial majority of our resources are focused on the commercialization of our current medicines. Our ability to 

generate significant medicine turnover and to achieve commercial success in the near-term will initially depend almost entirely on 

our ability to successfully commercialize these medicines in the United States. With respect to our orphan segment, our 

commercialization strategy includes efforts to increase awareness of the rare conditions that each medicine is designed to treat, 

enhancing efforts to identify target patients and in certain cases pursue opportunities for label expansion and more effective use 

through clinical trials, as well as opportunities for commercialization outside of the United States. Our comprehensive post-launch 

commercial strategy for TEPEZZA aims to enable more TED patients to benefit from TEPEZZA. We are doing this by: (i) 

facilitating continued TEPEZZA uptake in the treatment of TED through continued promotion of TEPEZZA to treating 

physicians; (ii) continuing to develop the TED market by increasing physician awareness of the disease severity and the urgency 

to diagnose and treat it, as well as the benefits of treatment with TEPEZZA; (iii) driving accelerated disease identification and 

time to treatment through our digital and broadcast marketing campaigns; (iv) enhancing the patient journey with our high-touch, 

patient-centric model as well as support for the patient and site-of-care referral processes; and (v) pursuing more timely access to 

TEPEZZA for TED patients. Our strategy with respect to KRYSTEXXA includes existing rheumatology account growth, new 

rheumatology account growth and accelerating nephrology growth, as well as development efforts to enhance response rates 

through combination treatment with methotrexate and to shorten the infusion time. With respect to RAVICTI and PROCYSBI, 

our strategy includes accelerating the transition of patients from first-generation therapies, increasing the diagnosis of the 

associated rare conditions through patient and physician outreach; and increasing compliance rates. Our strategy with respect to 

ACTIMMUNE, includes increasing awareness and diagnosis of CGD, driving utilization of ACTIMMUNE prophylaxis in newly-

diagnosed CGD patients as recommended in current treatment guidelines, encouraging use of ACTIMMUNE in CGD patients 

prior to bone marrow transplant and in symptomatic carriers of x-linked CGD and increasing compliance rates overall. With 

respect to our strategy for UPLIZNA, which leverages the successful strategies we have employed with TEPEZZA and 

KRYSTEXXA, our aim is to (i) increase physician awareness of the benefits of UPLIZNA for the treatment of NMOSD and what 

differentiates UPLIZNA from other medicines by generating additional trial data analyses and clinical evidence; (ii) drive patient 

initiation and adherence, and cultivate a positive patient experience; and (iii) maximize the potential of UPLIZNA through 

additional indications and global expansion. 

We are focusing a significant portion of our commercial activities and resources on TEPEZZA, and we believe our ability to 

grow our long-term turnover, and a significant portion of the value of our company, relates to our ability to successfully 

commercialize TEPEZZA in the United States. As a medicine launched for a disease that had no previously-approved treatments, 

successful commercialization of TEPEZZA is subject to many risks. There are numerous examples of failures to meet high 

expectations of market potential, including by pharmaceutical companies with more experience and resources than us. While we 

have established our commercial team and U.S. sales force, we will need to further train and develop the team in order to continue 

successfully commercializing TEPEZZA. There are many factors that could cause commercialization of TEPEZZA to be 

unsuccessful, including a number of factors that are outside our control. Because no medicine has previously been approved by 

the FDA for the treatment of TED, it is especially difficult to estimate TEPEZZAôs market potential or the time it will take to 

increase patient and physician awareness of TED and change current treatment paradigms. In addition, some physicians that are 

potential prescribers of TEPEZZA do not have the necessary infusion capabilities to administer the medicine and may not 

otherwise be able or willing to refer their patients to third-party infusion centers, which may discourage them from treating their 

patients with TEPEZZA. The commercial success of TEPEZZA depends on the extent to which patients and physicians accept 

and adopt TEPEZZA as a treatment for TED. For example, if the patient population suffering from TED is smaller than we 

estimate, if it proves difficult to identify TED patients or educate physicians as to the availability and potential benefits of 

TEPEZZA, or if physicians are unwilling to prescribe or patients are unwilling to take TEPEZZA, the commercial potential of 

TEPEZZA will be limited. In addition, the prior disruption in TEPEZZA supply resulted in existing patients stopping therapy and 

an inability of new patients to initiate therapy. We began resupplying TEPEZZA to the market in April 2021. Our ability to 

continue TEPEZZA supply could be impacted by additional government-mandated COVID-19 vaccine production orders and 

other risks associated with our reliance on our third-party manufacturers discussed below. We also have limited information 

regarding how physicians, patients and payers will respond to the pricing of TEPEZZA. Physicians may not prescribe TEPEZZA 

and patients may be unwilling to use TEPEZZA if coverage is not provided or reimbursement is inadequate to cover a significant 

portion of the cost. Thus, significant uncertainty remains regarding the commercial potential of TEPEZZA. If the continued 

commercialization of TEPEZZA becomes unsuccessful or perceived as disappointing, the price of our ordinary shares could 

decline significantly and long-term success of the medicine and our company could be harmed.  
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With respect to PENNSAID 2% and RAYOS, our strategy has included entering into rebate agreements with pharmacy 

benefit managers, or PBMs, where we believe the rebates and costs justify expanded formulary access for patients and ensuring 

patient assistance to this medicine when prescribed through our HorizonCares program. However, we cannot guarantee that we 

will be able to secure additional rebate agreements on commercially reasonable terms, that expected volume growth will 

sufficiently offset the rebates and fees paid to PBMs or that our existing agreements with PBMs will have the intended impact on 

formulary access. In addition, as the terms of our existing agreements with PBMs expire, we may not be able to renew the 

agreements on commercially favorable terms, or at all. For each of our inflammation segment medicines, we expect that our 

commercial success will depend on our sales and marketing efforts in the United States, reimbursement decisions by commercial 

payers, the expense we incur through our patient assistance program for fully bought down contracts and the rebates we pay to 

PBMs, as well as the impact of numerous efforts at federal, state and local levels to further reduce reimbursement and net pricing 

of inflammation segment medicines. 

In addition, our strategy for RAYOS in the United States is to focus on the rheumatology indications approved for RAYOS, 

including our collaboration with the Alliance for Lupus Research, to study the effect of RAYOS on the fatigue experienced by 

systemic lupus erythematosus, or SLE, patients. 

If any of our commercial strategies are unsuccessful or we fail to successfully modify our strategies over time due to 

changing market conditions, our ability to increase market share for our medicines, grow turnover and to sustain profitability will 

be harmed. 

We are dependent on wholesale distributors for distribution of our products in the United States and, accordingly, our 

results of operations could be adversely affected if they encounter financial difficulties 

During the year ended December 31, 2021, four wholesale distributors accounted for substantially all of our sales in the 

United States. If one of our significant wholesale distributors encounters financial or other difficulties, such distributor may 

decrease the amount of business that it does with us, and we may be unable to collect all the amounts that the distributor owes on a 

timely basis or at all, which could negatively impact our business and results of operations.  

In order to increase adoption and sales of our medicines, we will need to continue developing our commercial organization 

as well as recruit and retain qualified sales representatives. 

Part of our strategy is to continue to build a biotech company to successfully execute the commercialization of our 

medicines in the U.S. market, and in selected markets outside the United States where we have commercial rights. We may not be 

able to successfully commercialize our medicines in the United States or in any other territories where we have commercial rights. 

In order to commercialize any approved medicines, we must continue to build our sales, marketing, distribution, managerial and 

other non-technical capabilities. As of December 31, 2021, we had approximately 480 sales representatives in the field, consisting 

of approximately 280 orphan segment sales representatives and 200 inflammation segment sales representatives. We currently 

have limited resources compared to some of our competitors, and the continued development of our own commercial organization 

to market our medicines and any additional medicines we may acquire will be expensive and time-consuming. We also cannot be 

certain that we will be able to continue to successfully develop this capability. 

As we continue to add medicines through development efforts and acquisition transactions and execute on our international 

expansion initiatives, the members of our sales force may have limited experience promoting certain of our medicines. To the 

extent we employ an acquired entityôs sales forces to promote acquired medicines, we may not be successful in continuing to 

retain these employees and we otherwise will have limited experience marketing these medicines under our commercial 

organization. In addition, prior to completing the acquisition of Viela, in March 2021, we had no experience as an organization 

commercializing UPLIZNA. We are required to expend significant time and resources to train our sales force to be credible and 

able to educate physicians on the benefits of prescribing and pharmacists dispensing our medicines. In addition, we must train our 

sales force to ensure that a consistent and appropriate message about our medicines is being delivered to our potential customers. 

Our sales representatives may also experience challenges promoting multiple medicines when we call on physicians and their 

office staff. We have experienced, and may continue to experience, turnover of the sales representatives that we hired or will hire, 

requiring us to train new sales representatives. If we are unable to recruit and retain qualified personnel outside of the United 

States, we may not be able to execute our global expansion strategy successfully. If we are unable to effectively train our sales 

force and equip them with effective materials, including medical and sales literature to help them inform and educate physicians 

about the benefits of our medicines and their proper administration and label indication, as well as our patient assistance 

programs, our efforts to successfully commercialize our medicines could be put in jeopardy, which could have a material adverse 

effect on our financial condition, share price and operations.  
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As a result of the evolving role of various constituents in the prescription decision making process, we focus on hiring sales 

representatives for our inflammation segment medicines with successful business to business experience. While we believe the 

profile of our representatives is suited for this environment, we cannot be certain that our representatives will be able to 

successfully protect our market for PENNSAID 2% and RAYOS or that we will be able to continue attracting and retaining sales 

representatives with our desired profile and skills. We will also have to compete with other pharmaceutical and biotechnology 

companies to recruit, hire, train and retain commercial personnel. To the extent we rely on additional third parties to 

commercialize any approved medicines, we may receive less turnover than if we commercialized these medicines ourselves. In 

addition, we may have little or no control over the sales efforts of any third parties involved in our commercialization efforts. In 

the event we are unable to successfully develop and maintain our own commercial organization or collaborate with a third-party 

sales and marketing organization, we may not be able to commercialize our medicines and medicine candidates and execute on 

our business plan. 

Coverage and reimbursement may not be available, or reimbursement may be available at only limited levels, for our 

medicines, which could make it difficult for us to sell our medicines profitably. 

Market acceptance and sales of our medicines will depend in large part on global coverage and reimbursement policies and 

may be affected by future healthcare reform measures, both in the United States and other key international markets. Successful 

commercialization of our medicines will depend in part on the availability of governmental and third-party payer reimbursement 

for the cost of our medicines. Government health administration authorities, private health insurers and other organizations 

generally provide reimbursement for healthcare. In particular, in the United States, private health insurers and other third-party 

payers often provide reimbursement for medicines and services based on the level at which the government (through the Medicare 

or Medicaid programs) provides reimbursement for such treatments. In the United States, the European Union, or EU, and other 

significant or potentially significant markets for our medicines and medicine candidates, government authorities and third-party 

payers are increasingly attempting to limit or regulate the price of medicines and services, particularly for new and innovative 

medicines and therapies, which has resulted in lower average selling prices. Further, the increased scrutiny of prescription drug 

pricing practices and emphasis on managed healthcare in the United States and on country and regional pricing and 

reimbursement controls in the EU and other significant or potentially significant markets will put additional pressure on medicine 

pricing, reimbursement and usage, which may adversely affect our medicine sales and results of operations. These pressures can 

arise from rules and practices of managed care groups, judicial decisions and governmental laws and regulations related to 

Medicare, Medicaid and healthcare reform, pharmaceutical reimbursement policies and pricing in general. These pressures may 

create negative reactions to any medicine price increases, or limit the amount by which we may be able to increase our medicine 

prices, which may adversely affect our medicine sales and results of operations. 

We expect to experience pricing pressures in connection with the sale of our medicines due to the trend toward managed 

healthcare, the increasing influence of health maintenance organizations and additional legislative proposals relating to outcomes 

and quality. For example, the Patient Protection and Affordable Care Act, as amended by the Health Care and Education 

Reconciliation Act, or collectively the ACA, increased the mandated Medicaid rebate from 15.1% to 23.1%, expanded the rebate 

to Medicaid managed care utilization and increased the types of entities eligible for the federal 340B drug discount program. As 

concerns continue to grow over the need for tighter oversight, there remains the possibility that the Health Resources and Services 

Administration or another agency under the U.S. Department of Health and Human Services, or HHS, will propose a similar 

regulation or that Congress will explore changes to the 340B program through legislation. For example, a bill was introduced in 

2018 that would require hospitals to report their low-income utilization of the program. Further, the Centers for Medicare & 

Medicaid Services, or CMS, issued a final rule in 2018 that implemented civil monetary penalties for manufacturers who 

exceeded the ceiling price methodology for a covered outpatient drug when selling to a 340B covered entity. Pursuant to the final 

rule, after January 1, 2019, manufacturers must calculate 340B program ceiling prices on a quarterly basis. Moreover, 

manufacturers could be subject to a $5,000 penalty for each instance where they knowingly and intentionally overcharge a 

covered entity under the 340B program. With respect to KRYSTEXXA, the ñadditional rebateò methodology of the 340B pricing 

rules, as applied to the historical pricing of KRYSTEXXA both before and after we acquired the medicine, have resulted in a 

340B ceiling price of one penny. A material portion of KRYSTEXXA prescriptions (normally in the range of low to mid-teens 

percent) are written by healthcare providers that are eligible for 340B drug pricing and therefore the reduction in 340B pricing to a 

penny has negatively impacted our turnover of KRYSTEXXA. The CMS previously revised the Medicare hospital outpatient 

prospective payment system by creating a new, significantly reduced reimbursement methodology for drugs purchased under the 

340B program for Medicare patients at hospital and other settings. These reductions are currently under review by the U.S. 

Supreme Court and it is unclear how it will rule. A decision is expected in 2022 but, in the meantime, the CMS final rule for 

calendar year 2022 continues these reductions for drugs acquired through the 340B program. 
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Patients are unlikely to use our medicines unless coverage is provided and reimbursement is adequate to cover a significant 

portion of the cost of our medicines. Third-party payers may limit coverage to specific medicines on an approved list, also known 

as a formulary, which might not include all of the FDA-approved medicines for a particular indication. Moreover, a third-party 

payerôs decision to provide coverage for a medicine does not imply that an adequate reimbursement rate will be approved. 

Additionally, one third-party payerôs decision to cover a particular medicine does not ensure that other payers will also provide 

coverage for the medicine, or will provide coverage at an adequate reimbursement rate. Even though we have contracts with some 

PBMs in the United States, that does not guarantee that they will perform in accordance with the contracts, nor does that preclude 

them from taking adverse actions against us, which could materially adversely affect our operating results. In addition, the 

existence of such PBM contracts does not guarantee coverage by such PBMôs contracted health plans or adequate reimbursement 

to their respective providers for our medicines. For example, some PBMs have placed some of our medicines on their exclusion 

lists from time to time, which has resulted in a loss of coverage for patients whose healthcare plans have adopted these PBM lists. 

Additional healthcare plan formularies may also exclude our medicines from coverage due to the actions of certain PBMs, future 

price increases we may implement, our use of the HorizonCares program or other free medicine programs whereby we assist 

qualified patients with certain out-of-pocket expenditures for our medicine, including donations to patient assistance programs 

offered by charitable foundations, or any other co-pay programs, or other reasons. If our strategies to mitigate formulary 

exclusions are not effective, these events may reduce the likelihood that physicians prescribe our medicines and increase the 

likelihood that prescriptions for our medicines are not filled. 

In light of such policies and the uncertainty surrounding proposed regulations and changes in the coverage and 

reimbursement policies of governments and third-party payers, we cannot be sure that coverage and reimbursement will be 

available for any of our medicines in any additional markets or for any other medicine candidates that we may develop. Also, we 

cannot be sure that reimbursement amounts will not reduce the demand for, or the price of, our medicines. If coverage and 

reimbursement are not available or are available only at limited levels, we may not be able to successfully commercialize our 

medicines. 

There may be additional pressure by payers, healthcare providers, state governments, federal regulators and Congress, to use 

generic drugs that contain the active ingredients found in our medicines or any other medicine candidates that we may develop or 

acquire. If we fail to successfully secure and maintain coverage and adequate reimbursement for our medicines or are significantly 

delayed in doing so, we will have difficulty achieving market acceptance of our medicines and expected turnover and profitability 

which would have a material adverse effect on our business, results of operations, financial condition and prospects.  

We may also experience pressure from payers as well as state and federal government authorities concerning certain 

promotional approaches that we may implement such as our HorizonCares program or any other co-pay programs. Certain state 

and federal enforcement authorities and members of Congress have initiated inquiries about co-pay assistance programs. Some 

state legislatures have implemented or have been considering implementing laws to restrict or ban co-pay coupons for branded 

drugs. For example, legislation was signed into law in California that would limit the use of co-pay coupons in cases where a 

lower cost generic drug is available and if individual ingredients in combination therapies are available over the counter at a lower 

cost. It is possible that similar legislation could be proposed and enacted in additional states. Additionally, numerous 

organizations, including pharmaceutical manufacturers, have been subject to ongoing litigation, enforcement actions and 

settlements related to their patient assistance programs and support. If we are unsuccessful with our HorizonCares program or any 

other co-pay programs, or we alternatively are unable to secure expanded formulary access through additional arrangements with 

PBMs or other payers, we would be at a competitive disadvantage in terms of pricing versus preferred branded and generic 

competitors. We may also experience financial pressure in the future which would make it difficult to support investment levels in 

areas such as managed care contract rebates, HorizonCares and other access tools. 

Our medicines are subject to extensive regulation, and we may not obtain additional regulatory approvals for our 

medicines. 

The clinical development, manufacturing, labeling, packaging, storage, recordkeeping, advertising, promotion, export, 

marketing and distribution and other possible activities relating to our medicines and our medicine candidates are, and will be, 

subject to extensive regulation by the FDA and other regulatory agencies. Failure to comply with FDA and other applicable 

regulatory requirements may, either before or after medicine approval, subject us to administrative or judicially imposed 

sanctions. 
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To market any drugs or biologics outside of the United States, we and current or future collaborators must comply with 

numerous and varying regulatory and compliance related requirements of other countries. For example, we are pursuing a global 

expansion strategy, which includes bringing TEPEZZA to patients with TED outside of the United States. Japan is one of the 

countries we are pursuing and, in February 2022, we initiated a Phase 3 randomized, placebo-controlled clinical trial for the 

treatment of moderate-to-severe active TED patients in Japan. Furthermore, in November 2021, we announced that the Committee 

for Medicinal Products for Human Use of the EMA, adopted a positive opinion recommending grant of a Centralised Marketing 

Authorisation, or CMA, for UPLIZNA as a monotherapy for the treatment of adult patients with NMOSD who are anti-aquaporin-

4 immunoglobulin G seropositive (AQP4-IgG+). While the Committee for Orphan Medicinal Products did not recommend 

maintenance of the orphan designation for UPLIZNA following its review, we are continuing to invest in our European 

infrastructure to support a potential European launch of UPLIZNA for NMOSD, which we anticipate would begin with Germany 

in the second quarter of 2022, assuming the grant of a CMA by the European Commission, or EC. In addition, on March 23, 2021, 

our strategic partner, Mitsubishi Tanabe Pharma Corporation, or MTPC, received manufacturing and marketing approval of 

UPLIZNA for NMOSD in Japan. UPLIZNA was launched in Japan during the second quarter of 2021. Approval procedures vary 

among countries and can involve additional medicine testing and additional administrative review periods, including obtaining 

reimbursement and pricing approval in select markets. The time required to obtain approval in other countries might differ from 

that required to obtain FDA approval. The regulatory approval process in other countries may include all of the risks associated 

with FDA approval as well as additional, presently unanticipated, risks. Regulatory approval in one country does not ensure 

regulatory approval in another, but a failure or delay in obtaining regulatory approval in one country may negatively impact the 

regulatory process in others. 

Applications for regulatory approval, including a marketing authorization application, or MAA, for marketing new drugs in 

the European Economic Area (which consists of the Member States of the EU, Iceland, Liechtenstein and Norway), or EEA, must 

be supported by extensive clinical and pre-clinical data, as well as extensive information regarding chemistry, manufacturing and 

controls, or CMC, to demonstrate the safety and effectiveness of the applicable medicine candidate. The number and types of pre-

clinical studies and clinical trials that will be required for regulatory approval varies depending on the medicine candidate, the 

disease or the condition that the medicine candidate is designed to target and the regulations applicable to any particular medicine 

candidate. Despite the time and expense associated with pre-clinical and clinical studies, failure can occur at any stage, and we 

could encounter problems that cause us to repeat or perform additional pre-clinical studies, CMC studies or clinical trials. 

Regulatory authorities could delay, limit or deny approval of a medicine candidate for many reasons, including because they: 

¶ may not deem a medicine candidate to be adequately safe and effective; 

¶ may not find the data from pre-clinical studies, CMC studies and clinical trials to be sufficient to support a claim of 

safety and efficacy; 

¶ may interpret data from pre-clinical studies, CMC studies and clinical trials significantly differently than we do; 

¶ may not approve the manufacturing processes or facilities associated with our medicine candidates; 

¶ may conclude that we have not sufficiently demonstrated long-term stability of the formulation for which we are seeking 

marketing approval; 

¶ may change approval policies (including with respect to our medicine candidatesô class of drugs) or adopt new 

regulations; or 

¶ may not accept a submission due to, among other reasons, the content or formatting of the submission. 

Even if we believe that data collected from our pre-clinical studies, CMC studies and clinical trials of our medicine 

candidates are promising and that our information and procedures regarding CMC are sufficient, our data may not be sufficient to 

support marketing approval by regulatory authorities, or regulatory interpretation of these data and procedures may be 

unfavorable. For example, based upon the results of our MIRROR randomized controlled trial evaluating KRYSTEXXA and 

methotrexate versus KRYSTEXXA alone, we submitted a supplemental BLA for KRYSTEXXA in the first quarter of 2022, but 

we cannot guarantee that the FDA will approve a revised label for KRYSTEXXA. Even if approved, medicine candidates may not 

be approved for all indications requested and such approval may be subject to limitations on the indicated uses for which the 

medicine may be marketed, restricted distribution methods or other limitations. Our business and reputation may be harmed by 

any failure or significant delay in obtaining regulatory approval for the sale of any of our medicine candidates. We cannot predict 

when or whether regulatory approval will be obtained for any medicine candidate we develop. 

The ultimate approval and commercial marketing of any of our medicines in additional indications or geographies is subject 

to substantial uncertainty. Failure to gain additional regulatory approvals would limit the potential turnover and value of our 

medicines and could cause our share price to decline. 
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Since a significant proportion of the regulatory framework in the United Kingdom, or UK, applicable to our business and 

our products is derived from EU directives and regulations, Brexit has materially impacted the regulatory regime with respect to 

the development, manufacture, importation, approval and commercialization of our products in the UK. The regulatory changes 

that are a result of Brexit may also materially impact upon the development, manufacture, importation, approval and 

commercialization of our products in the EEA, should any development or manufacture of these products take place in the UK.  

Great Britain is no longer covered by the EUôs procedures for the grant of marketing authorizations (Northern Ireland is still 

covered by the centralized authorization procedure which leads to a marketing authorization that is valid throughout the EEA and 

can participate, with certain restrictions, in the other procedures available to market a medicine in the EU). Our medicine 

candidates require a separate marketing authorization for Great Britain, which involves additional administrative burden. Any 

delay in obtaining, or an inability to obtain, any marketing approvals, as a result of Brexit or otherwise, could prevent us from or 

delay us commercializing our medicine candidates in the UK and/or the EEA and restrict our ability to generate turnover and 

achieve and sustain profitability. If any of these outcomes occur, we may be forced to restrict or delay efforts to seek regulatory 

approval in the UK and/or EEA for our medicine candidates, which could significantly and materially harm our business. 

In the short term there is a risk of disrupted import and export processes due to a lack of administrative processing capacity 

by the respective UK and EU customs agencies that may delay time-sensitive shipments and may negatively impact our product 

supply chain. 

We are subject to ongoing obligations and continued regulatory review by the FDA and equivalent foreign regulatory 

agencies, and we may be subject to penalties and litigation and large incremental expenses if we fail to comply with 

regulatory requirements or experience problems with our medicines. 

Our current FDA-approved medicines (and our medicine candidates, if approved) are subject to extensive ongoing 

obligations and continued regulatory review with respect to many operational aspects including our manufacturing processes, 

labeling, packaging, distribution, storage, adverse event monitoring and reporting, dispensation, advertising, promotion and 

recordkeeping. These requirements include submissions of safety and other post-marketing information and reports, ongoing 

maintenance of medicine registration and continued compliance with current good manufacturing practices, or cGMPs, good 

clinical practices, or GCPs, International Council for Harmonisation, or ICH, guidelines, good pharmacovigilance practice, good 

distribution practices and good laboratory practices, or GLPs, which are regulations and guidelines enforced by the FDA for all of 

our medicines in clinical development and for any clinical trials that we conduct post-approval.  

Later discovery of previously unknown problems with a medicine or medicine candidate, including adverse events of 

unanticipated severity or frequency, or with our third-party manufacturers or manufacturing processes, or failure to comply with 

regulatory requirements, may result in, among other things: 

 

¶ injunctions or restrictions on the marketing, manufacturing or distribution of the medicine, suspension or withdrawal 
of medicine approvals, withdrawal of the medicine from the market, revocation of necessary licenses or suspension of 
medicine reimbursement; 

 

¶ issuance of warning letters, show cause notices or untitled letters describing alleged violations, which may be publicly 
available; 

 

¶ suspension of any ongoing clinical trials or delay or prevention of the initiation of clinical trials; 

 

¶ delay or refusal to approve pending applications or supplements to approved applications we have filed; 

 

¶ refusal to permit drugs or precursor or intermediary chemicals to be imported or exported to or from the United 

States; 

 

¶ medicine seizure or detention, refusal to permit the import or export of medicines, or voluntary or mandatory 

medicine recalls; 

¶ suspension, restrictions or additional requirements on operations, including costly new manufacturing quality or 

pharmacovigilance requirements; and/or 

 

¶ criminal investigations and prosecutions, injunctions, the imposition of civil or criminal penalties, or exclusion, 

debarment or suspension from government healthcare programs. 
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Moreover, existing regulatory approvals and any future regulatory approvals that we obtain will be subject to limitations on 

the approved indicated uses and patient populations for which our medicines may be marketed, the conditions of approval, 

requirements for potentially costly, post-market testing, including Phase 4 clinical trials, and requirements for surveillance to 

monitor the safety and efficacy of the medicines. Physicians nevertheless may prescribe our medicines to their patients in a 

manner that is inconsistent with the approved label or that is off-label. Positive clinical trial results in any of our medicine 

development programs increase the risk that approved pharmaceutical forms of the same active pharmaceutical ingredients, or 

APIs, may be used off-label in those indications. 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 medicines for off-label uses and other sales practices. These investigations have alleged 

violations of various U.S. federal and state laws and regulations, including claims asserting antitrust violations, violations of the 

Food, Drug and Cosmetic Act, or FDCA, anti-kickback laws, and other alleged violations in connection with the promotion of 

medicines for unapproved uses, pricing and Medicare and/or Medicaid reimbursement. If we are found to have improperly 

promoted off-label uses of approved medicines, we may be subject to significant sanctions, civil and criminal fines and 

injunctions prohibiting us from engaging in specified promotional conduct. 

In addition, engaging in improper promotion of our medicines for off-label uses in the United States can subject us to false 

claims litigation under federal and state statutes. These false claims statutes in the United States include the federal False Claims 

Act, which allows any individual to bring a lawsuit against a pharmaceutical company on behalf of the federal government 

alleging submission of false or fraudulent claims or causing to present such false or fraudulent claims for payment by a federal 

program such as Medicare or Medicaid. Growth in false claims litigation has increased the risk that a pharmaceutical company 

will have to defend a false claim action, pay civil money penalties, settlement fines or restitution, agree to comply with 

burdensome reporting and compliance obligations and be excluded from Medicare, Medicaid and other federal and state 

healthcare programs. 

The regulations, policies or guidance of regulatory agencies may change and new or additional statutes or government 

regulations may be enacted that could prevent or delay regulatory approval of our medicine candidates or further restrict or 

regulate post-approval activities. For example, there remains a substantial amount of uncertainty regarding internet and social 

media promotion of regulated medical products. We cannot predict the likelihood, nature or extent of adverse government 

regulation that may arise from pending or future legislation or administrative action, either in the United States or abroad. If we 

are unable to achieve and maintain regulatory compliance, we will not be permitted to market our drugs, which would materially 

adversely affect our business, results of operations and financial condition. 

We have rights to medicines in certain jurisdictions but have little or no control over third parties that have rights to 

commercialize those medicines in other jurisdictions, which could adversely affect our commercialization of these 

medicines. 

Following our sale of the rights to RAVICTI outside of North America to Medical Need Europe AB, part of the Immedica 

Group, or Immedica, Immedica has marketing and distribution rights to RAVICTI in those regions. Following our sale of the 

rights to PROCYSBI in the Europe, Middle East and Africa, or EMEA, regions to Chiesi Farmaceutici S.p.A., or Chiesi, in June 

2017, or the Chiesi divestiture, Chiesi has marketing and distribution rights to PROCYSBI in the EMEA regions. MTPC has 

rights to the development and commercialization of UPLIZNA for NMOSD as well as other potential future indications in Japan 

and certain other countries in Asia. Hansoh Pharmaceutical Group Company Limited, or Hansoh, has rights to the development 

and commercialization of UPLIZNA for NMOSD as well as other potential future indications in China, Hong Kong and Macau. 

Miravo Healthcare (formerly known as Nuvo Pharmaceuticals Inc.), or Miravo, has retained its rights to PENNSAID 2% in 

territories outside of the United States. In March 2017, Miravo announced that it had entered into an exclusive license agreement 

with Sayre Therapeutics PVT Ltd. to distribute, market and sell PENNSAID 2% in India, Sri Lanka, Bangladesh and Nepal, and 

in December 2017 Miravo announced that it had entered into a license and distribution agreement with Gebro Pharma AG for the 

exclusive right to register, distribute, market and sell PENNSAID 2% in Switzerland and Liechtenstein. We have little or no 

control over Immedicaôs activities with respect to RAVICTI outside of North America, over Chiesiôs activities with respect to 

PROCYSBI in the EMEA, over MTPCôs or Hansohôs activities with respect to UPLIZNA in the certain countries in Asia, or over 

Miravoôs or its existing and future commercial partnersô activities with respect to PENNSAID 2% outside of the United States 

even though those activities could impact our ability to successfully commercialize these medicines. For example, Immedica or its 

assignees, Chiesi or its assignees, MTPC or Hansoh or their respective assignees or Miravo or its assignees can make statements 

or use promotional materials with respect to RAVICTI, PROCYSBI, UPLIZNA or PENNSAID 2%, respectively, outside of the 

United States that are inconsistent with our positioning of the medicines in the United States, and could sell RAVICTI, 

PROCYSBI, UPLIZNA or PENNSAID 2%, respectively, in foreign countries at prices that are dramatically lower than the prices 

we charge in the United States. These activities and decisions, while occurring outside of the United States, could harm our 

commercialization strategy in the United States. In addition, medicine recalls or safety issues with these medicines outside the 

United States, even if not related to the commercial medicine we sell in the United States, could result in serious damage to the 

brand in the United States and impair our ability to successfully market them. We also rely on Immedica, Chiesi, MTPC, Hansoh 

and Miravo, or their assignees to provide us with timely and accurate safety information regarding the use of these medicines 

outside of the United States, as we have or will have limited access to this information ourselves.  
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We rely on third parties to manufacture commercial supplies of all of our medicines, and we currently intend to rely, in 

whole or in part, on third parties to manufacture commercial supplies of any other approved medicines. The 

commercialization of any of our medicines could be stopped, delayed or made less profitable if those third parties fail to 

provide us with sufficient quantities of medicine or fail to do so at acceptable quality levels or prices or fail to maintain or 

achieve satisfactory regulatory compliance. 

The facilities used by our third-party manufacturers to manufacture our medicines and medicine candidates must be 

approved by the applicable regulatory authorities. We do not control the manufacturing processes of third-party manufacturers and 

are currently completely dependent on our third-party manufacturing partners. 

We rely on AGC Biologics A/S (formerly known as CMC Biologics A/S), or AGC Biologics, as our exclusive manufacturer 

of the TEPEZZA drug substance and Catalent and Patheon, as our manufacturers for TEPEZZA drug product. In December 2020, 

pursuant to the DPA, Catalent was ordered to prioritize certain COVID-19 vaccine manufacturing, resulting in the cancellation of 

previously guaranteed and contracted TEPEZZA drug product manufacturing slots, which were required to maintain TEPEZZA 

supply. To offset the reduced slots allowed by the DPA and Catalent, we accelerated plans to increase the production scale of 

TEPEZZA drug product. In March 2021, the FDA approved a prior approval supplement to the TEPEZZA BLA (which was 

previously approved in January 2020), giving us authorization to manufacture more TEPEZZA drug product in a batch resulting 

in an increased number of vials with each manufacturing slot. We commenced resupply of TEPEZZA to the market in April 2021, 

but we cannot guarantee that our future contracted TEPEZZA manufacturing slots at Catalent will not be rescheduled or canceled 

as a result of additional U.S. government-mandated COVID-19 vaccine production orders. In December 2021, we received FDA 

approval for our second drug product filling site at Patheon, on lines where COVID-19 products are not filled to ensure more 

reliable and consistent supply of TEPEZZA. During the third quarter of 2021, we were informed that one of our contract 

manufacturers for TEPEZZA is manufacturing an adjuvant for a COVID-19 vaccine. The adjuvant is being manufactured on a 

different line to the line used to manufacture our medicine. We do not expect the manufacturing of this adjuvant to impact the 

supply of our medicine. While we are not currently aware of any manufacturing facilities, other than Catalent and the other 

previously mentioned contract manufacturer, that are part of the supply chain for our medicines that are being utilized for the 

manufacture of vaccines for COVID-19, similar circumstances could arise in the future and could result in supply disruption to 

our other medicines. Further, following the highly successful launch of TEPEZZA, which significantly exceeded our expectations, 

we began the process of expanding our production capacity in 2020 to meet anticipated future demand for TEPEZZA. If AGC 

Biologics fails to supply TEPEZZA drug substance or if Catalent fails to supply TEPEZZA drug product for a period beyond our 

current expectation or either manufacturer is otherwise unable to meet our volume requirements due to unexpected market 

demand for TEPEZZA, it may lead to further TEPEZZA supply constraints. 

We rely on NOF Corporation, or NOF, as our exclusive supplier of the PEGylation agent that is a critical raw material in the 

manufacture of KRYSTEXXA. If NOF fails to supply such PEGylation agent, it may lead to KRYSTEXXA supply constraints. A 

key excipient used in PENNSAID 2% as a penetration enhancer is dimethyl sulfoxide, or DMSO. We and Miravo, our exclusive 

supplier of PENNSAID 2%, rely on a sole proprietary form of DMSO for which we maintain a substantial safety stock. However, 

should this supply become inadequate, damaged, destroyed or unusable, we and Miravo may not be able to qualify a second 

source. We rely on an exclusive supply agreement with Boehringer Ingelheim Biopharmaceuticals GmbH, or Boehringer 

Ingelheim Biopharmaceuticals, for manufacturing and supply of ACTIMMUNE. ACTIMMUNE is manufactured by starting with 

cells from working cell bank samples which are derived from a master cell bank. We and Boehringer Ingelheim 

Biopharmaceuticals separately store multiple vials of the master cell bank. In the event of catastrophic loss at our or Boehringer 

Ingelheim Biopharmaceuticalsô storage facility, it is possible that we could lose multiple cell banks and have the manufacturing 

capacity of ACTIMMUNE severely impacted by the need to substitute or replace the cell banks. In addition, we rely on 

AstraZeneca UK Limited for the manufacture of the current clinical and commercial supplies of UPLIZNA, and for the current 

clinical and nonclinical supplies of the other medicine candidates acquired in the Viela acquisition. 

In July 2021, we purchased a biologic drug product manufacturing facility in Waterford, Ireland, which is intended to be an 

additional source of manufacturing to supplement the capabilities of our third-party drug product manufacturers. We are in the 

process of completing the build-out and validation of this facility and assuming timely receipt of regulatory approvals, we expect 

that the first medicine manufactured at the facility to be approved for release in 2023. However, we have no experience as a 

company in developing, validating, obtaining regulatory approval for or running a manufacturing facility and may not be 

successful in these activities. Even if we are successful in producing medicines at the Waterford facility for commercial sale once 

we receive the required regulatory approvals, we expect to remain dependent on our third-party drug product filling manufacturing 

partners in the near-term and to a lesser extent in the medium/longer term, but we plan to always dual source our strategic 

products.  
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If we or any of our third-party manufacturers cannot successfully manufacture material that conforms to our specifications 

and the applicable regulatory authoritiesô strict regulatory requirements, or pass regulatory inspection, we or our third-party 

manufacturers will not be able to secure or maintain regulatory approval for the manufacturing facilities. In addition, we have no 

direct control over the ability of third-party manufacturers to maintain adequate quality control, quality assurance and qualified 

personnel. If the FDA or any other applicable regulatory authorities do not approve these facilities for the manufacture of our 

medicines or if they withdraw any such approval in the future, or if our suppliers or third-party manufacturers decide they no 

longer want to supply our primary active ingredients or manufacture our medicines, we may need to find alternative 

manufacturing facilities, which would significantly impact our ability to develop, obtain regulatory approval for or market our 

medicines. To the extent our manufacturing facility of that of any third-party manufacturers that we engage with respect to our 

medicines are different from those currently being used for commercial supply in the United States, the FDA will need to approve 

such facilities prior to our sale of any medicine using these facilities. 

Although we have entered into supply agreements for the manufacture and packaging of our medicines, our manufacturers 

may not perform as agreed or may terminate their agreements with us. We currently rely on single source suppliers for certain of 

our medicines. If our manufacturers terminate their agreements with us, we may have to qualify new back-up manufacturers. We 

rely on safety stock to mitigate the risk of our current suppliers electing to cease producing bulk drug product or ceasing to do so 

at acceptable prices and quality. However, we can provide no assurance that such safety stocks would be sufficient to avoid supply 

shortfalls in the event we have to identify and qualify new contract manufacturers. 

The manufacture of medicines requires significant expertise and capital investment, including the development of advanced 

manufacturing techniques and process controls. Manufacturers of medicines often encounter difficulties in production, particularly 

in scaling up and validating initial production. These problems include difficulties with production costs and yields, quality 

control, including stability of the medicine, quality assurance testing, shortages of qualified personnel, as well as compliance with 

strictly enforced federal, state and foreign regulations. Furthermore, if microbial, viral or other contaminations are discovered in 

the medicines or in the manufacturing facilities in which our medicines are made, such manufacturing facilities may need to be 

closed for an extended period of time to investigate and remedy the contamination. We cannot assure that issues relating to the 

manufacture of any of our medicines will not occur in the future. Additionally, we or our third-party manufacturers may 

experience manufacturing difficulties due to resource constraints or as a result of labor disputes or unstable political environments. 

If we or our third-party manufacturers were to encounter any of these difficulties, or our third-party manufacturers otherwise fail 

to comply with their contractual obligations, our ability to commercialize our medicines or provide any medicine candidates to 

patients in clinical trials would be jeopardized. 

Any delay or interruption in our ability to meet commercial demand for our medicines will result in the loss of potential 

turnover and could adversely affect our ability to gain market acceptance for these medicines. In addition, any delay or 

interruption in the supply of clinical trial supplies could delay the completion of clinical trials, increase the costs associated with 

maintaining clinical trial programs and, depending upon the period of delay, require us to commence new clinical trials at 

additional expense or terminate clinical trials completely. 

Failures or difficulties faced at any level of our supply chain, including any further potential disruption caused by the 

COVID-19 pandemic, could materially adversely affect our business and delay or impede the development and commercialization 

of any of our medicines or medicine candidates and could have a material adverse effect on our business, results of operations, 

financial condition and prospects. 

We face significant competition from other biotechnology and pharmaceutical companies, including those marketing 

generic medicines and our operating results will suffer if we fail to compete effectively. 

The biotechnology and pharmaceutical industries are intensely competitive. We have competitors both in the United States 

and international markets, including major multinational pharmaceutical companies, biotechnology companies and universities 

and other research institutions. Many of our competitors have substantially greater financial, technical and other resources, such as 

larger R&D, staff, experienced marketing and manufacturing organizations and well-established sales forces. Additional 

consolidations in the biotechnology and pharmaceutical industries may result in even more resources being concentrated in our 

competitors and we will have to find new ways to compete and may have to potentially merge with or acquire other businesses to 

stay competitive. 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 in-

licensing on an exclusive basis, medicines that are more effective and/or less costly than our medicines. 
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Although TEPEZZA does not face direct competition, other therapies, such as corticosteroids, have been used on an off-

label basis to alleviate some of the symptoms of TED. While these therapies have not proved effective in treating the underlying 

disease, and carry with them significant side effects, their off-label use could reduce or delay treatment in the addressable patient 

population for TEPEZZA. Immunovant Inc., or Immunovant, is conducting Phase 2 clinical trials of a fully human anti-FcRn 

monoclonal antibody candidate for the treatment of active TED, also referred to as Gravesô ophthalmopathy. On February 2, 2021, 

Immunovant announced a voluntary pause in the clinical dosing of the candidate due to elevated total cholesterol and low-density 

lipoprotein levels in patients treated with the candidate. Immunovant has indicated it intends to continue developing the candidate 

but did not provide an estimate of when the dosing might resume. Viridian Therapeutics, Inc. is pursuing development of two anti-

IGF-1R monoclonal antibodies for TED and has initiated a Phase 1/2 trial in the fourth quarter of 2021. While KRYSTEXXA 

faces limited direct competition, a number of competitors have medicines in clinical trials, including Selecta Biosciences Inc., or 

Selecta, which has initiated a Phase 3 clinical program of a candidate for the treatment of chronic refractory gout. In September 

2020, Selecta announced topline clinical data that did not meet the primary endpoint or demonstrate statistical superiority for its 

Phase 2 trial that compared its candidate, which includes an immunomodulator, to KRYSTEXXA alone. In July 2020, Selecta and 

Swedish Orphan Biovitrum AB, or Sobi, entered into a strategic licensing agreement under which Sobi will assume responsibility 

for certain development, regulatory, and commercial activities for this candidate. In December 2021, Selecta and Sobi announced 

the completion of enrollment for DISSOLVE I, the first of two clinical studies of the Phase 3 DISSOLVE development program 

of SEL-212 for chronic refractory gout. SEL-212 is a combination of Selectaôs ImmTOR immune tolerance platform and a 

therapeutic uricase enzyme (pegadricase). RAVICTI could face competition from a few alternative medicine and treatment 

options that are in development, including a gene-therapy candidate by Ultragenyx Pharmaceutical Inc., a generic taste-masked 

formulation option of sodium phenylbutyrate by ACER Therapeutics Inc., an enzyme replacement for a specific UCD subtype 

(ARG) by Aeglea Bio Therapeutics Inc. and a mRNA-based therapeutic for a specific UCD subtype (OTC) by Arcturus 

Therapeutics Holdings Inc. PROCYSBI faces competition from Cystagon® (immediate-release cysteamine bitartrate capsules) for 

the treatment of cystinosis, Cystadrops® (cysteamine ophthalmic solution) for the treatment of corneal cystine crystal deposits and 

CystaranTM (cysteamine ophthalmic solution) for treatment of corneal crystal accumulation in patients with cystinosis. 

Additionally, we are also aware that AVROBIO, Inc. has a gene therapy candidate in development for the treatment of cystinosis. 

UPLIZNA faces competition from eculizumab, marketed as Soliris® by AstraZeneca plc, or AstraZeneca, and satralizumab, 

marketed as EnspryngTM by Chugai Pharmaceuticals Co., Ltd., a subsidiary of F. Hoffmann-La Roche Ltd, each for the treatment 

of patients with NMOSD. AstraZeneca is also conducting a Phase 3 trial with Ultomiris® (ravulizumab) in NMOSD and, if 

approved for this indication, UPLIZNA could face additional competition. UPLIZNA also faces competition from rituximab, an 

off-label treatment that has been used for years to treat NMOSD given the lack of an approved medicine for this disease prior to 

2019. PENNSAID 2% faces competition from generic versions of diclofenac sodium topical solutions that are priced significantly 

less than the price we charge for PENNSAID 2%. The generic version of Voltaren Gel is the market leader in the topical NSAID 

category. Legislation enacted in most states in the United States allows, or in some instances mandates, that a pharmacist dispense 

an available generic equivalent when filling a prescription for a branded medicine, in the absence of specific instructions from the 

prescribing physician. Because pharmacists often have economic and other incentives to prescribe lower-cost generics, if 

physicians prescribe PENNSAID 2%, those prescriptions may not result in sales. If physicians do not complete prescriptions 

through our HorizonCares program or otherwise provide prescribing instructions prohibiting generic diclofenac sodium topical 

solutions as a substitute for PENNSAID 2%, sales of PENNSAID 2% may suffer despite any success we may have in promoting 

PENNSAID 2% to physicians. 

We have also entered into settlement and license agreements that may allow certain of our competitors to sell generic 

versions of certain of our medicines in the United States, subject to the terms of such agreements. We granted (i) non-exclusive 

licenses to manufacture and commercialize generic versions of PENNSAID 2% in the United States after October 17, 2027, (ii) a 

non-exclusive license to manufacture and commercialize a generic version of RAYOS tablets in the United States after December 

23, 2022, (iii) non-exclusive licenses to manufacture and commercialize generic versions of RAVICTI in the United States after 

July 1, 2025 and (iv) non-exclusive license to manufacture and commercialize a generic version of PROCYSBI in the United 

States after March 31, 2030. Under certain circumstances, each of these licenses could become effective on an earlier date. 

On August 4, 2021, following a judgment in the District Court of Delaware, which was subsequently affirmed by the 

Federal Circuit Court of Appeals on November 16, 2021, Alkem Laboratories, Inc., or Alkem, launched a generic version of 

DUEXIS in the United States. As a result, we have repositioned our promotional efforts previously directed to DUEXIS to the 

other inflammation segment medicines and expect that our DUEXIS turnover will continue to decrease in future periods. 
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ACTIMMUNE is the only medicine currently approved by the FDA specifically for the treatment of CGD and SMO. While 

there are additional or alternative approaches used to treat patients with CGD and SMO, there are currently no medicines on the 

market that compete directly with ACTIMMUNE. A widely accepted protocol to treat CGD in the United States is the use of 

concomitant ñtriple prophylactic therapyò comprising ACTIMMUNE, an oral antibiotic agent and an oral antifungal agent. 

However, the FDA-approved labeling for ACTIMMUNE does not discuss this ñtriple prophylactic therapy,ò and physicians may 

choose to prescribe one or both of the other modalities in the absence of ACTIMMUNE. Because of the immediate and life-

threatening nature of SMO, the preferred treatment option for SMO is often to have the patient undergo a bone marrow transplant 

which, if successful, will likely obviate the need for further use of ACTIMMUNE in that patient. Likewise, the use of bone 

marrow transplants in the treatment of patients with CGD is becoming more prevalent, which could have a material adverse effect 

on sales of ACTIMMUNE and its profitability. We are aware of a number of research programs investigating the potential of gene 

therapy as a possible cure for CGD. Additionally, other companies may be pursuing the development of medicines and treatments 

that target the same diseases and conditions which ACTIMMUNE is currently approved to treat. As a result, it is possible that our 

competitors may develop new medicines that manage CGD or SMO more effectively, cost less or possibly even cure CGD or 

SMO. In addition, the U.S. patents covering ACTIMMUNE expire in August 2022, and although we are not currently aware of 

any biosimilar to ACTIMMUNE under development, the development and commercialization of any competing medicines or the 

discovery of any new alternative treatment for CGD or SMO could have a material adverse effect on sales of ACTIMMUNE and 

its profitability. 

BUPHENYLôs composition of matter patent protection and orphan drug exclusivity have expired. Because BUPHENYL 

has no regulatory exclusivity or listed patents, there is nothing to prevent a competitor from submitting an ANDA for a generic 

version of BUPHENYL and receiving FDA approval. Generic versions of BUPHENYL to date have been priced at a discount 

relative to RAVICTI, and physicians, patients, or payers may decide that this less expensive alternative is preferable to RAVICTI. 

If this occurs, sales of RAVICTI could be materially reduced, but we would nevertheless be required to make royalty payments to 

Bausch Health Companies Inc. (formerly Ucyclyd Pharma, Inc.), or Bausch, and another external party, at the same royalty rates. 

While Bausch and its affiliates are generally contractually prohibited from developing or commercializing new medicines, 

anywhere in the world, for the treatment of UCD or hepatic encephalopathy, or HE, which are chemically similar to RAVICTI, 

they may still develop and commercialize medicines that compete with RAVICTI. For example, medicines approved for 

indications other than UCD and HE may still compete with RAVICTI if physicians prescribe such medicines off-label for UCD or 

HE. We are also aware that Recordati S.p.A (formerly known as Orphan Europe SARL), or Recordati, received FDA approval in 

January 2021 for carglumic acid for the treatment of acute hyperammonemia due to propionic acidemia or methylmalonic 

acidemia. Carglumic acid, sold under the name Carbaglu, is also approved for chronic and acute hyperammonemia due to N-

acetylglutamate synthase deficiency, a rare UCD subtype. RAVICTI may face additional competition from this compound. 

The availability and price of our competitorsô medicines could limit the demand, and the price we are able to charge, for our 

medicines. We will not successfully execute on our business objectives if the market acceptance of our medicines is inhibited by 

price competition, if physicians are reluctant to switch from existing medicines to our medicines, or if physicians switch to other 

new medicines or choose to reserve our medicines for use in limited patient populations. 

In addition, established pharmaceutical companies may invest heavily to accelerate discovery and development of novel 

compounds or to acquire novel compounds that could make our medicines obsolete. Our ability to compete successfully with 

these companies and other potential competitors will depend largely on our ability to leverage our experience in clinical, 

regulatory and commercial development to: 

¶ develop and acquire medicines that are superior to other medicines in the market; 

¶ attract qualified clinical, regulatory, and sales and marketing personnel; 

¶ obtain patent and/or other proprietary protection for our medicines and technologies; 

¶ obtain required regulatory approvals; and 

¶ successfully collaborate with pharmaceutical companies in the discovery, development and commercialization of new 

medicine candidates. 

Our biologic medicines and candidates may face biosimilar competition sooner than anticipated. 

Even if we are successful in achieving regulatory approval to commercialize a biologic medicine candidate ahead of our 

competitors, our biologic medicines and candidates may face competition from biosimilar products. In the United States, the 

Biologics Price Competition and Innovation Act of 2009, or BPCIA, created an abbreviated pathway for FDA approval of 

biosimilar and interchangeable biological products based on a previously licensed reference product. Under the BPCIA, an 

application for a biosimilar biological product cannot be approved by the FDA until 12 years after the original reference biological 

product was approved under a BLA. The law is complex and is still being interpreted and implemented by the FDA. As a result, 

its ultimate impact, implementation, and meaning are subject to uncertainty and any such processes could have a material adverse 

effect on the future commercial prospects for our biologic medicines and candidates.  
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We believe that any of our candidates approved as a biological product under a BLA should qualify for the 12-year period 

of exclusivity available to reference biological products. However, there is a risk that this exclusivity could be shortened due to 

congressional action or otherwise, or that the FDA will not consider our candidates to be reference biological products pursuant to 

its interpretation of the exclusivity provisions of the BPCIA for competing products, potentially creating the opportunity for 

biosimilar competition sooner than anticipated. Moreover, the extent to which a biosimilar product, once approved, will be 

substituted for any one of our reference medicines in a way that is similar to traditional generic substitution for non-biological 

products is not yet clear, and will depend on a number of marketplace and regulatory factors that are still developing including 

whether a future competitor seeks an interchangeability designation for a biosimilar of one of our medicines. Under the BPCIA as 

well as state pharmacy laws, only interchangeable biosimilar products are considered substitutable for the reference biological 

product without the intervention of the health care provider who prescribed the original biological product. However, as with all 

prescribing decisions made in the context of a patient-provider relationship and a patientôs specific medical needs, healthcare 

providers are not restricted from prescribing biosimilar products in an off-label manner. In addition, a competitor could decide to 

forego the abbreviated approval pathway available for biosimilar products and to submit a full BLA for product licensure after 

completing its own preclinical studies and clinical trials. In such a situation, any exclusivity to which we may be eligible under the 

BPCIA would not prevent the competitor from marketing its biological product as soon as it is approved.  

In Europe, the EC has granted marketing authorizations for several biosimilar products pursuant to a set of general and 

product class-specific guidelines for biosimilar approvals issued over the past few years. In addition, companies may be 

developing biosimilar products in other countries that could compete with our medicines, if approved.  

If competitors are able to obtain marketing approval for biosimilars referencing our medicine candidates, if approved, our 

future medicines may become subject to competition from such biosimilars, whether or not they are designated as 

interchangeable, with the attendant competitive pressure and potential adverse consequences. Such competitive products may be 

able to immediately compete with us in each indication for which our medicine candidates may have received approval.  

If we are unable to maintain or realize the benefits of orphan drug exclusivity, we may face increased competition with 

respect to certain of our medicines. 

Under the Orphan Drug Act of 1983, the FDA may designate a medicine as an orphan drug if it is a drug intended to treat a 

rare disease or condition affecting fewer than 200,000 people in the United States. A company that first obtains FDA approval for 

a designated orphan drug for the specified rare disease or condition receives orphan drug marketing exclusivity for that drug for a 

period of seven years from the date of its approval. PROCYSBI received ten years of market exclusivity, through 2023, as an 

orphan drug in Europe. PROCYSBI received seven years of market exclusivity, until February 14, 2023 (including pediatric 

exclusivity extension), for patients two years of age to less than six years of age, and seven years of market exclusivity, until 

December 22, 2024, for patients one year of age to less than two years of age as an orphan drug in the United States. TEPEZZA 

has been granted orphan drug exclusivity for treatment of active (dynamic) phase Gravesô ophthalmopathy, which we expect will 

provide orphan drug marketing exclusivity in the United States until January 2027. In addition, UPLIZNA was granted orphan 

drug exclusivity for the treatment of NMOSD, which we expect will provide orphan drug marketing exclusivity in the United 

States until June 2027. However, despite orphan drug exclusivity, the FDA can still approve another drug containing the same 

active ingredient and used for the same orphan indication if it determines that a subsequent drug is safer, more effective or makes 

a major contribution to patient care, and orphan exclusivity can be lost if the orphan drug manufacturer is unable to ensure that a 

sufficient quantity of the orphan drug is available to meet the needs of patients with the rare disease or condition. Orphan drug 

exclusivity may also be lost if the FDA later determines that the initial request for designation was materially defective. In 

addition, orphan drug exclusivity does not prevent the FDA from approving competing drugs for the same or similar indication 

containing a different active ingredient. If orphan drug exclusivity is lost and we were unable to successfully enforce any 

remaining patents covering the applicable medicine, we could be subject to generic competition and turnover from the medicine 

could decrease materially.  

In addition, if a subsequent drug is approved for marketing for the same or a similar indication as our medicines despite 

orphan drug exclusivity, we may face increased competition and lose market share with respect to these medicines. 
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If we cannot successfully implement our patient assistance programs or increase formulary access and reimbursement for 

our medicines in the face of increasing pressure to reduce the price of medications, the adoption of our medicines by 

physicians, patients and payers may decline.  

There continues to be immense pressure from healthcare payers, PBMs and others to use less expensive or generic 

medicines or over-the-counter brands instead of certain branded medicines. For example, some PBMs have placed certain of our 

medicines on their exclusion lists from time to time, which has resulted in a loss of coverage for patients whose healthcare plans 

have adopted these PBM lists. Additional healthcare plans, including those that contract with these PBMs but use different 

formularies, may also choose to exclude our medicines from their formularies or restrict coverage to situations where a generic or 

over-the-counter medicine has been tried first. Many payers and PBMs also require patients to make co-payments for branded 

medicines, including many of our medicines, in order to incentivize the use of generic or other lower-priced alternatives instead. 

Legislation enacted in most states in the United States allows, or in some instances mandates, that a pharmacist dispenses an 

available generic equivalent when filling a prescription for a branded medicine, in the absence of specific instructions from the 

prescribing physician. Because our medicines (other than BUPHENYL, DUEXIS and VIMOVO) do not currently have FDA-

approved generic equivalents in the United States, we do not believe our medicines should be subject to mandatory generic 

substitution laws. If limitations in coverage and other incentives result in patients refusing to fill prescriptions or being dissatisfied 

with the out-of-pocket costs of their medications, or if pharmacies otherwise seek and receive physician authorization to switch 

prescriptions, not only would we lose sales on prescriptions that are ultimately not filled, but physicians may be dissuaded from 

writing prescriptions for our medicines in the first place in order to avoid potential patient non-compliance or dissatisfaction over 

medication costs, or to avoid spending the time and effort of responding to pharmacy requests to switch prescriptions. 

Part of our commercial strategy to increase adoption and access to our inflammation medicines in the face of these 

incentives to use generic alternatives is to offer physicians the opportunity to have eligible patients fill prescriptions through 

independent pharmacies participating in our HorizonCares patient assistance program, including shipment of prescriptions to 

patients. We also have contracted with a third-party prescription clearinghouse that offers physicians a single point of contact for 

processing prescriptions through these independent pharmacies, reducing physician administrative costs, increasing the fill rates 

for prescriptions and enabling physicians to monitor refill activity. Through HorizonCares, financial assistance may be available 

to reduce eligible patientsô out-of-pocket costs for prescriptions filled. Because of this assistance, eligible patientsô out-of-pocket 

cost for our medicines when dispensed through HorizonCares may be significantly lower than such costs when our medicines are 

dispensed outside of the HorizonCares program. However, to the extent physicians do not direct prescriptions currently filled 

through traditional pharmacies, including those associated with or controlled by PBMs, to pharmacies participating in our 

HorizonCares program, we may experience a significant decline in PENNSAID 2% prescriptions. Our ability to increase 

utilization of our patient assistance programs will depend on physician and patient awareness and comfort with the programs, and 

we do not control whether physicians will ultimately use our patient assistance programs to prescribe our medicines or whether 

patients will agree to receive our medicines through our HorizonCares program. In addition, the HorizonCares program is not 

available to federal health care program (such as Medicare and Medicaid) beneficiaries. We have also contracted with certain 

PBMs and other payers to secure formulary status and reimbursement for certain of our inflammation segment medicines, which 

generally require us to pay administrative fees and rebates to the PBMs and other payers for qualifying prescriptions. While we 

have business relationships with two of the largest PBMs, Express Scripts, Inc., or Express Scripts, and CVS Caremark, as well as 

rebate agreements with other PBMs, and we believe these agreements will secure formulary status for certain of our medicines, 

we cannot guarantee that we will be able to agree to terms with other PBMs and other payers, or that such terms will be 

commercially reasonable to us. Despite our agreements with PBMs, the extent of formulary status and reimbursement will 

ultimately depend to a large extent upon individual healthcare plan formulary decisions. If healthcare plans that contract with 

PBMs with which we have agreements do not adopt formulary changes recommended by the PBMs with respect to our medicines, 

we may not realize the expected access and reimbursement benefits from these agreements. In addition, we generally pay higher 

rebates for prescriptions covered under plans that adopt a PBM-chosen formulary than for plans that adopt custom formularies. 

Consequently, the success of our PBM contracting strategy will depend not only on our ability to expand formulary adoption 

among healthcare plans, but also upon the relative mix of healthcare plans that have PBM-chosen formularies versus custom 

formularies. If we are unable to realize the expected benefits of our contractual arrangements with the PBMs we may continue to 

experience reductions in turnover from our inflammation segment medicines and/or reductions in net pricing for our inflammation 

segment medicines due to increasing patient assistance costs. If we are unable to increase adoption of HorizonCares for filling 

prescriptions of our medicines and to secure formulary status and reimbursement through arrangements with PBMs and other 

payers, particularly with healthcare plans that use custom formularies, our ability to achieve turnover growth for our inflammation 

segment medicines would be impaired. 
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There has been negative publicity and inquiries from Congress and enforcement authorities regarding the use of specialty 

pharmacies and drug pricing. Our patient assistance programs are not involved in the prescribing of medicines and are solely to 

assist in ensuring that when a physician determines one of our medicines offers a potential clinical benefit to their patients and 

they prescribe one for an eligible patient, financial assistance may be available to reduce the patientôs out-of-pocket costs. In 

addition, all pharmacies that fill prescriptions for our medicines are fully independent, including those that participate in 

HorizonCares. We do not own or possess any option to purchase an ownership stake in any pharmacy that distributes our 

medicines, and our relationship with each pharmacy is non-exclusive and armôs length. All of our sales are processed through 

pharmacies independent of us. Despite this, the negative publicity and interest from Congress and enforcement authorities 

regarding specialty pharmacies may result in physicians being less willing to participate in our patient assistance programs and 

thereby limit our ability to increase patient assistance and adoption of our medicines. 

We may also encounter difficulty in forming and maintaining relationships with pharmacies that participate in our patient 

assistance programs. We currently depend on a limited number of pharmacies participating in HorizonCares to fulfill patient 

prescriptions under the HorizonCares program. If these HorizonCares participating pharmacies are unable to process and fulfill 

the volume of patient prescriptions directed to them under the HorizonCares program, our ability to maintain or increase 

prescriptions for our medicines will be impaired. The commercialization of our medicines and our operating results could be 

affected should any of the HorizonCares participating pharmacies choose not to continue participation in our HorizonCares 

program or by any adverse events at any of those HorizonCares participating pharmacies. For example, pharmacies that dispense 

our medicines could lose contracts that they currently maintain with managed care organizations, or MCOs, including PBMs. 

Pharmacies often enter into agreements with MCOs. They may be required to abide by certain terms and conditions to maintain 

access to MCO networks, including terms and conditions that could limit their ability to participate in patient assistance programs 

like ours. Failure to comply with the terms of their agreements with MCOs could result in a variety of penalties, including 

termination of their agreement, which could negatively impact the ability of those pharmacies to dispense our medicines and 

collect reimbursement from MCOs for such medicines. 

The HorizonCares program may implicate certain federal and state laws related to, among other things, unlawful schemes to 

defraud, excessive fees for services, healthcare kickbacks, tortious interference with patient contracts and statutory or common 

law fraud. We have a comprehensive compliance program in place to address adherence with various laws and regulations relating 

to the selling, marketing and manufacturing of our medicines, as well as certain third-party relationships, including pharmacies. 

Specifically, with respect to pharmacies, the compliance program utilizes a variety of methods and tools to monitor and audit 

pharmacies, including those that participate in the HorizonCares program, to confirm their activities, adjudication and practices 

are consistent with our compliance policies and guidance. Despite our compliance efforts, to the extent the HorizonCares program 

is found to be inconsistent with applicable laws or the pharmacies that participate in our patient assistance programs do not 

comply with applicable laws, we may be required to restructure or discontinue such programs, terminate our relationship with 

certain pharmacies, or be subject to other significant penalties. 

If the cost of maintaining our patient assistance programs increases relative to our sales turnover, we could be forced to 

reduce the amount of patient financial assistance that we offer or otherwise scale back or eliminate such programs, which could in 

turn have a negative impact on physiciansô willingness to prescribe and patientsô willingness to fill prescriptions of our medicines. 

While we believe that our arrangements with PBMs will result in broader inclusion of certain of our inflammation segment 

medicines on healthcare plan formularies, and therefore increase payer reimbursement and lower our cost of providing patient 

assistance programs, these arrangements generally require us to pay administrative and rebate payments to the PBMs and/or other 

payers and their effectiveness will ultimately depend to a large extent upon individual healthcare plan formulary decisions that are 

beyond the control of the PBMs. If our arrangements with PBMs and other payers do not result in increased prescriptions and 

reductions in our costs to provide our patient assistance programs that are sufficient to offset the administrative fees and rebate 

payments to the PBMs and/or other payers, our financial results may continue to be harmed. 

If we are unable to successfully implement our commercial plans and facilitate adoption by patients and physicians of any 

approved medicines through our sales, marketing and commercialization efforts, then we will not be able to generate sustainable 

turnover from medicine sales which will have a material adverse effect on our business and prospects. 
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Our business operations may subject us to numerous commercial disputes, claims and/or lawsuits and such litigation may 

be costly and time-consuming and could materially and adversely impact our financial position and results of operations. 

Operating in the pharmaceutical industry, particularly the commercialization of medicines, involves numerous commercial 

relationships, complex contractual arrangements, uncertain intellectual property rights, potential product liability and other aspects 

that create heightened risks of disputes, claims and lawsuits. In particular, we may face claims related to the safety of our medicines, 

intellectual property matters, employment matters, tax matters, commercial disputes, competition, sales and marketing practices, 

environmental matters, personal injury, insurance coverage and acquisition or divestiture-related matters. Similarly, from time to time 

we are involved in disputes with distributors, PBMs and licensing partners regarding our rights and performance of obligations under 

contractual arrangements. Any commercial dispute, claim or lawsuit may divert managementôs attention away from our business, we 

may incur significant expenses in addressing or defending any commercial dispute, claim or lawsuit, and we may be required to pay 

damage awards or settlements or become subject to equitable remedies that could adversely affect our operations and financial 

results. 

Litigation related to these disputes may be costly and time-consuming and could materially and adversely impact our financial 

position and results of operations if resolved against us. 

A variety of risks associated with operating our business internationally could adversely affect our business. 

We have operations in the United States, Ireland and in multiple other jurisdictions, and are pursuing a global expansion 

strategy, which includes bringing TEPEZZA to patients with TED outside of the United States. Japan is one of the countries we 

are pursuing and, in February 2022, we initiated a Phase 3 randomized, placebo-controlled clinical trial for the treatment of 

moderate-to-severe active TED patients in Japan. Furthermore, we are investing in our European infrastructure to support the 

potential first-half 2022 approval of UPLIZNA by the EMA for NMOSD. We face risks associated with our international 

operations, including possible unfavorable political, tax and labor conditions, which could harm our business. 

We are subject to numerous risks associated with international business activities, including: 

 

¶ compliance with Irish laws and the maintenance of our Irish tax residency with respect to our overall corporate structure 

and administrative operations, including the need to generally hold meetings of our board of directors and make decisions 

in Ireland, which may make certain corporate actions more cumbersome, costly and time-consuming; 

¶ difficulties in staffing and managing foreign operations; 

¶ foreign government taxes, regulations and permit requirements; 

¶ U.S. and foreign government tariffs, trade restrictions, price and exchange controls and other regulatory requirements; 

¶ anti-corruption laws, including the Foreign Corrupt Practices Act, or the FCPA; 

¶ economic weakness, including inflation, natural disasters, war, events of terrorism or political instability in particular 

foreign countries; 

¶ fluctuations in currency exchange rates, which could result in increased operating expenses and reduced turnover, and 

other obligations related to doing business in another country; 

¶ compliance with tax, employment, immigration and labor laws, regulations and restrictions for employees living or 

traveling abroad; 

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

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

¶ changes in diplomatic and trade relationships; and 

¶ challenges in enforcing our contractual and intellectual property rights, especially in those foreign countries that do not 

respect and protect intellectual property rights to the same extent as the United States. 
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Our business activities outside of the United States are subject to the FCPA and similar anti-bribery or anti-corruption laws, 

regulations or rules of other countries in which we operate. The FCPA and similar anti-corruption laws generally prohibit offering, 

promising, giving, or authorizing others to give anything of value, either directly or indirectly, to non-U.S. government officials in 

order to improperly influence any act or decision, secure any other improper advantage, or obtain or retain business. The FCPA 

also requires public companies to make and keep books and records that accurately and fairly reflect the transactions of the 

company and to devise and maintain an adequate system of internal accounting controls. As described above, our business is 

heavily regulated and therefore involves significant interaction with public officials, including officials of non-U.S. governments. 

Additionally, in many other countries, the health care providers who prescribe pharmaceuticals are employed by their government, 

and the purchasers of pharmaceuticals are government entities; therefore, any dealings with these prescribers and purchasers may 

be subject to regulation under the FCPA. Recently the SEC and the U.S. Department of Justice, or DOJ, have increased their 

FCPA enforcement activities with respect to pharmaceutical companies. In addition, under the DoddïFrank Wall Street Reform 

and Consumer Protection Act, private individuals who report to the SEC original information that leads to successful enforcement 

actions may be eligible for a monetary award. We are engaged in ongoing efforts that are designed to ensure our compliance with 

these laws, including due diligence, training, policies, procedures and internal controls. However, there is no certainty that all 

employees and third-party business partners (including our distributors, wholesalers, agents, contractors, and other partners) will 

comply with anti-bribery laws. In particular, we do not control the actions of manufacturers and other third-party agents, although 

we may be liable for their actions. Violation of these laws may result in civil or criminal sanctions, which could include monetary 

fines, criminal penalties, and disgorgement of past profits, which could have a material adverse impact on our business and 

financial condition. 

We are subject to tax audits around the world, and such jurisdictions may assess additional income tax against us. Although 

we believe our tax positions are reasonable, the final determination of tax audits could be materially different from our recorded 

income tax provisions and accruals. The ultimate results of an audit could have a material adverse effect on our operating results 

or cash flows in the period or periods for which that determination is made and could result in increases to our overall tax expense 

in subsequent periods. 

These and other risks associated with our international operations may materially adversely affect our business, financial 

condition and results of operations. 

If we fail to develop or acquire other medicine candidates or medicines, our business and prospects would be limited. 

A key element of our strategy is to develop or acquire and commercialize a portfolio of other medicines or medicine 

candidates in addition to our current medicines, through business or medicine acquisitions. Because we do not engage in 

proprietary drug discovery, the success of this strategy depends in large part upon the combination of our regulatory, development 

and commercial capabilities and expertise and our ability to identify, select and acquire approved or clinically enabled medicine 

candidates for therapeutic indications that complement or augment our current medicines, or that otherwise fit into our 

development or strategic plans on terms that are acceptable to us. Identifying, selecting and acquiring promising medicines or 

medicine candidates requires substantial technical, financial and human resources expertise. Efforts to do so may not result in the 

actual acquisition or license of a particular medicine or medicine candidate, potentially resulting in a diversion of our 

managementôs time and the expenditure of our resources with no resulting benefit. If we are unable to identify, select and acquire 

suitable medicines or medicine candidates from third parties or acquire businesses at valuations and on other terms acceptable to 

us, or if we are unable to raise capital required to acquire businesses or new medicines, our business and prospects will be limited. 

Moreover, any medicine candidate we acquire may require additional, time-consuming development or regulatory efforts 

prior to commercial sale or prior to expansion into other indications, including pre-clinical studies if applicable, and extensive 

clinical testing and approval by the FDA and applicable foreign regulatory authorities. All medicine candidates are prone to the 

risk of failure that is inherent in pharmaceutical medicine development, including the possibility that the medicine candidate will 

not be shown to be sufficiently safe and/or effective for approval by regulatory authorities. In addition, we cannot assure that any 

such medicines that are approved will be manufactured or produced economically, successfully commercialized or widely 

accepted in the marketplace or be more effective or desired than other commercially available alternatives. 

In addition, if we fail to successfully commercialize and further develop our medicines, there is a greater likelihood that we 

will fail to successfully develop a pipeline of other medicine candidates to follow our existing medicines or be able to acquire 

other medicines to expand our existing portfolio, and our business and prospects would be harmed. 
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We have experienced growth and expanded the size of our organization substantially in connection with our acquisition 

transactions, and we may experience difficulties in managing this growth as well as potential additional growth in 

connection with future medicine, development program or company acquisitions.  

As of December 31, 2013, we employed approximately 300 full-time employees as a consolidated entity. As of December 

31, 2021, we employed approximately 1,890 full-time employees, including approximately 480 sales representatives, representing 

a substantial change to the size of our organization. We have also experienced, and may continue to experience, turnover of the 

sales representatives that we hired or will hire in connection with the commercialization of our medicines, requiring us to hire and 

train new sales representatives. Our management, personnel, systems and facilities currently in place may not be adequate to 

support anticipated growth, and we may not be able to retain or recruit qualified personnel in the future due to competition for 

personnel among pharmaceutical businesses. 

As our commercialization plans and strategies continue to develop, and particularly as we execute on our strategy to 

establish commercial capabilities outside the United States, we will need to continue to recruit and train sales and marketing 

personnel. In addition, as we build our R&D and manufacturing capabilities, we will need to continue to recruit and train qualified 

individuals in these areas. Our ability to manage any future growth effectively may require us to, among other things: 

¶ continue to manage and expand the sales and marketing efforts for our existing medicines; 

¶ enhance our operational, financial and management controls, reporting systems and procedures; 

¶ expand our international resources; 

¶ successfully identify, recruit, hire, train, maintain, motivate and integrate additional employees; 

¶ establish and increase our access to commercial supplies of our medicines and medicine candidates; 

¶ expand our facilities and equipment; and 

¶ manage our internal development efforts effectively while complying with our contractual obligations to licensors, 

licensees, contractors, collaborators, distributors and other third parties. 

Our acquisitions have resulted in many changes, including significant changes in the corporate business and legal entity 

structure, the integration of other companies and their personnel with us, and changes in systems. We may encounter unexpected 

difficulties or incur unexpected costs, including: 

¶ difficulties in achieving growth prospects from combining third-party businesses with our business; 

¶ difficulties in the integration of operations and systems; 

¶ difficulties in the assimilation of employees and corporate cultures; 

¶ challenges in preparing financial statements and reporting timely results at both a statutory level for multiple entities 
and jurisdictions and at a consolidated level for public reporting; 

¶ challenges in keeping existing physician prescribers and patients and increasing adoption of acquired medicines; 

¶ difficulties in achieving anticipated cost savings, synergies, business opportunities and growth prospects from the 
combination; 

¶ potential unknown liabilities, adverse consequences and unforeseen increased expenses associated with the 
transaction; and 

¶ challenges in attracting and retaining key personnel. 

If any of these factors impair our ability to continue to integrate our operations with those of any companies or businesses 

we acquire, we may not be able to realize the business opportunities, growth prospects and anticipated tax synergies from 

combining the businesses. In addition, we may be required to spend additional time or money on integration that otherwise would 

be spent on the development and expansion of our business. 

We may not be successful in growing our commercial operations outside the United States, and could encounter other 

challenges in growing our commercial presence, including due to risks associated with political and economic instability, 

operating under different legal requirements and tax complexities. If we are unable to manage our commercial growth outside of 

the United States, our opportunities to expand sales in other countries will be limited or we may experience greater costs with 

respect to our ex-U.S. commercial operations. 
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We have also broadened our acquisition strategy to include development-stage assets or programs, which entails additional 

risk to us. For example, if we are unable to identify programs that ultimately result in approved medicines, we may spend material 

amounts of our capital and other resources evaluating, acquiring and developing medicines that ultimately do not provide a return 

on our investment. We have less experience evaluating development-stage assets and may be at a disadvantage compared to other 

entities pursuing similar opportunities. Regardless, development-stage programs generally have a high rate of failure and we 

cannot guarantee that any such programs will ultimately be successful. While we have significantly enhanced our R&D function 

in recent years, we may need to enhance our clinical development and regulatory functions to properly evaluate and develop 

earlier-stage opportunities, which may include recruiting personnel that are knowledgeable in therapeutic areas we have not yet 

pursued. If we are unable to acquire promising development-stage assets or eventually obtain marketing approval for them, we 

may not be able to create a meaningful pipeline of new medicines and eventually realize a return on our investments. For example, 

a core strategic rationale for the Viela acquisition was Vielaôs pipeline of medicine candidates and R&D capabilities, but if we 

experience clinical failures with respect to Vielaôs medicine candidates and research programs or such candidates and programs 

do not otherwise result in marketed medicines, we will not realize the expected benefits from our substantial investment in the 

acquisition and subsequent development of the Viela pipeline. As our R&D plans and strategies continue to develop, including as 

a result of our acquisition of Viela, we will need to continue to recruit and train R&D personnel. 

Our management may also have to divert a disproportionate amount of its attention away from day-to-day activities and 

toward managing these growth and integration activities. Our future financial performance and our ability to execute on our 

business plan will depend, in part, on our ability to effectively manage any future growth and our failure to effectively manage 

growth could have a material adverse effect on our business, results of operations, financial condition and prospects. 

Our prior medicine and company acquisitions and any other strategic transactions that we may pursue in the future could 

have a variety of negative consequences, and we may not realize the benefits of such transactions or attempts to engage in 

such transactions. 

We have completed multiple medicine and company acquisitions, and our strategy is to engage in additional strategic 

transactions with third parties, such as acquisitions of companies or divisions of companies and asset purchases of medicines, 

medicine candidates or technologies that we believe will complement or augment our existing business. We may also consider a 

variety of other business arrangements, including spin-offs, strategic partnerships, joint ventures, restructurings, divestitures, 

business combinations and other investments. Any such transaction may require us to incur non-recurring and other charges, 

increase our near and long-term expenditures, pose significant integration challenges, create additional tax, legal, accounting and 

operational complexities in our business, require additional expertise, result in dilution to our existing shareholders and disrupt our 

management and business, which could harm our operations and financial results.  

We face significant competition in seeking appropriate strategic transaction opportunities and the negotiation process for 

any strategic transaction can be time-consuming and complex. In addition, we may not be successful in our efforts to engage in 

certain strategic transactions because our financial resources may be insufficient and/or third parties may not view our commercial 

and development capabilities as being adequate. Further, increasing regulatory scrutiny of acquisitions may limit our ability to 

pursue certain acquisitions where we have potentially competing products or clinical programs. We may not be able to expand our 

business or realize our strategic goals if we do not have sufficient funding or cannot borrow or raise additional capital. There is no 

assurance that following any of our recent acquisition transactions or any other strategic transaction, we will achieve the 

anticipated turnover, profit or other benefits that we believe justify such transactions. In addition, any failures or delays in entering 

into strategic transactions anticipated by analysts or the investment community could seriously harm our consolidated business, 

financial condition, results of operations or cash flow. 
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We may not be able to successfully maintain our current advantageous tax status and resulting tax rates, which could 

adversely affect our business and financial condition, results of operations and growth prospects. 

Our parent company is incorporated in Ireland and has subsidiaries maintained in Ireland and in multiple other jurisdictions. 
We are able to achieve a favorable tax rate through the performance of certain functions and ownership of certain assets in tax-
efficient jurisdictions, including Ireland and Bermuda, together with the use of intercompany service and transfer pricing 
agreements, each on an armôs length basis. Our effective tax rate may be different than experienced in the past due to numerous 
factors including, changes to the tax laws of jurisdictions that we operate in, the enactment of new tax treaties or changes to 
existing tax treaties, changes in the mix of our profitability from jurisdiction to jurisdiction, the implementation of the EU Anti-
Tax Avoidance Directive (see further discussion below), the implementation of the Bermuda Economic Substance Act 2018 
(effective December 31, 2018) and our inability to secure or sustain acceptable agreements with tax authorities (if 
applicable). Any of these factors could cause us to experience an effective tax rate significantly different from previous periods or 
our current expectations. Taxing authorities, such as the U.S. Internal Revenue Service, or IRS, actively audit and otherwise 
challenge these types of arrangements, and have done so in the pharmaceutical industry. We expect that these challenges will 
continue as a result of the recent increase in scrutiny and political attention on corporate tax structures. The IRS and/or the Irish 
tax authorities may challenge our structure and transfer pricing arrangements through an audit or lawsuit. Responding to or 
defending such a challenge could be expensive and consume time and other resources, and divert managementôs time and focus 
from operating our business. We cannot predict whether taxing authorities will conduct an audit or file a lawsuit challenging this 
structure, the cost involved in responding to any such audit or lawsuit, or the outcome. If we are unsuccessful in defending such a 
challenge, we may be required to pay taxes for prior periods, as well as interest, fines or penalties, and may be obligated to pay 
increased taxes in the future, any of which could require us to reduce our operating expenses, decrease efforts in support of our 
medicines or seek to raise additional funds, all of which could have a material adverse effect on our business, financial condition, 
results of operations and growth prospects. 

The IRS may not agree with our conclusion that our parent company should be treated as a foreign corporation for U.S. 

federal income tax purposes following the combination of the businesses of Horizon Pharma, Inc., or HPI, our  predecessor, 

and Vidara Therapeutics International Public Limited Company, or Vidara. 

Although our parent company is incorporated in Ireland, the IRS may assert that it should be treated as a U.S. corporation 

(and, therefore, a U.S. tax resident) for U.S. federal income tax purposes pursuant to Section 7874 of the Internal Revenue Code 

of 1986, as amended, or the Code. A corporation is generally considered a tax resident in the jurisdiction of its organization or 

incorporation for U.S. federal income tax purposes. Because our parent company is an Irish incorporated entity, it would generally 

be classified as a foreign corporation (and, therefore, a non-U.S. tax resident) under these general rules. Section 7874 of the Code 

provides an exception pursuant to which a foreign incorporated entity may, in certain circumstances, be treated as a U.S. 

corporation for U.S. federal income tax purposes. 

We do not believe that our classification as a foreign corporation for U.S. federal income tax purposes is affected by Section 

7874, though the IRS may disagree. 

Recent and future changes to U.S. and non-U.S. tax laws could materially adversely affect our company. 

Under current law, we expect our parent company to be treated as a foreign corporation for U.S. federal income tax 

purposes. However, changes to the rules in Section 7874 of the Code or regulations promulgated thereunder or other guidance 

issued by the U.S. Department of the Treasury, or the U.S. Treasury, or the IRS could adversely affect our parent companyôs 

status as a foreign corporation for U.S. federal income tax purposes or the taxation of transactions between members of our group, 

and any such changes could have prospective or retroactive application. If our parent company is treated as a domestic 

corporation, more of our income will be taxed by the United States which may substantially increase our effective tax rate.  
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In addition, the Organization for Economic Cooperation and Development, or the OECD, released its Base Erosion and 

Profit Shifting project final report on October 5, 2015. This report provides the basis for international standards for corporate 

taxation that are designed to prevent, among other things, the artificial shifting of income to tax havens and low-tax jurisdictions, 

the erosion of the tax base through interest deductions on intercompany debt and the artificial avoidance of permanent 

establishments (i.e., tax nexus with a jurisdiction). Legislation to adopt these standards has been enacted or is currently under 

consideration in a number of jurisdictions. On June 7, 2017, several countries, including many countries that we operate and have 

subsidiaries in, participated in the signing ceremony adopting the OECDôs Multilateral Convention to Implement Tax Treaty 

Related Measures to Prevent Base Erosion and Profit Shifting, commonly referred to as the MLI. The MLI came into effect on 

July 1, 2018. In January 2019, Ireland deposited the instrument of ratification of Irelandôs MLI choices with the OECD. Irelandôs 

MLI came into force on May 1, 2019, however the provisions in respect of withholding taxes and other taxes levied by Ireland did 

not come into effect for us until January 1, 2020 (with application also depending on whether the MLI has been ratified in other 

jurisdictions whose tax treaties with Ireland are affected). The MLI may modify affected tax treaties making it more difficult for 

us to obtain advantageous tax-treaty benefits. The number of affected tax treaties could eventually be in the thousands. As a result, 

our income may be taxed in jurisdictions where it is not currently taxed and at higher rates of tax than it is currently taxed, which 

may increase our effective tax rate. 

On July 12, 2016, the Anti-Tax Avoidance Directive, or ATAD, was formally adopted by the Economic and Financial 

Affairs Council of the EU. The stated objective of the ATAD is to provide for the effective and swift coordinated implementation 

of anti-base erosion and profit shifting measures at EU level. Like all directives, the ATAD is binding as to the results it aims to 

achieve though EU Member States are free to choose the form and method of achieving those results. In addition, the ATAD 

contains a number of optional provisions that present an element of choice as to how it will be implemented into law. On 

December 25, 2018, the Finance Act 2018 was signed into Irish law, which introduced certain elements of the ATAD, such as the 

Controlled Foreign Company, or CFC, regime, into Irish law. The CFC regime became effective as of January 1, 2019. The 

ATAD also set out a high-level framework for the introduction of Anti-hybrid provisions. Finance Act 2019 introduced Anti-

hybrid legislation in Ireland with effect from January 1, 2020. Finance Act 2021 introduced further ATAD measures, such as the 

interest limitation rules and anti-hybrid rules to neutralize reverse-hybrid mismatches into Irish law with effect from January 1, 

2022. We do not expect a material impact on our effective tax rate as a result of the introduction of these provisions.  

On December 22, 2017, U.S. federal income tax legislation was signed into law (H.R. 1, ñAn Act to provide for 

reconciliation pursuant to titles II and V of the concurrent resolution on the budget for fiscal year 2018ò, informally titled the Tax 

Cuts and Jobs Act, or the Tax Act) that significantly revised the Code in the United States. The Tax Act, among other things, 

contained significant changes to corporate taxation, including reduction of the corporate tax rate from a top marginal rate of 35% 

to a flat rate of 21%, limitation of the tax deduction for interest expense to 30% of adjusted earnings (except for certain small 

businesses), implementation of a ñbase erosion anti-abuse taxò which requires U.S. corporations to make an alternative 

determination of taxable income without regard to tax deductions for certain payments to affiliates, and taxation of certain non-

U.S. corporationsô earnings considered to be ñglobal intangible low taxed incomeò, or GILTI. For example, U.S. federal income 

tax law resulting in additional taxes owed by U.S. shareholders under the GILTI rules, together with the Tax Actôs change to the 

attribution rules related to ñcontrolled foreign corporationsò may discourage U.S. investors from owning or acquiring 10% or 

greater of our outstanding ordinary shares, which other shareholders may have viewed as beneficial or may otherwise negatively 

impact the trading price of our ordinary shares. 

On March 27, 2020, H.R.748, the Coronavirus Aid, Relief, and Economic Security Act was enacted in the United States, 

which provides temporary relief from certain aspects of the Tax Act that had imposed limitations on the utilization of certain 

losses, interest expense deductions, and the timing of refunds of alternative minimum tax credits. 
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On October 8, 2021, 136 of the 140 members of the OECD/G20 Inclusive Framework on Base Erosion and Profit Shifting, 

or Inclusive Framework, approved a statement providing a framework for reform of the international tax rules, or Inclusive 

Framework Statement. The Inclusive Framework Statement sets out the key terms for an agreement on a two-pillar solution to 

address the tax challenges arising from the digitalization of the economy. Pillar One focuses on nexus and profit allocation and 

Pillar Two provides for a global minimum effective corporate tax rate of 15 percent. The Inclusive Framework Statement provides 

that Pillar One would apply to multinational enterprises with annual global turnover above 20 billion euros and profitability above 

10 percent, with the turnover threshold potentially reduced to 10 billion euros in the future. Based on these thresholds, we would 

currently be outside the scope of the Pillar One proposals. On December 20, 2021, the Inclusive Framework published detailed 

rules which define the scope and set out the mechanism for introducing the Pillar Two global minimum effective tax rate proposal. 

Although it is difficult at this stage to determine with precision the impact the Pillar Two proposals would have, their 

implementation could materially increase our effective tax rate.  

The Biden administration and Congress have proposed various changes to the U.S. federal tax regime. Certain of these 

proposals include, among other things, eliminating or modifying some of the provisions enacted in the Tax Act, a new alternative 

minimum tax on book income and changes in the taxation of non-U.S. income. While these proposals have not yet been enacted 

and it is unclear whether these proposals or similar changes will ultimately ever be enacted, the passage of any legislation as a 

result of these proposals or similar changes in U.S. tax laws could have a material adverse impact on the value of our deferred tax 

assets, could result in significant one-time charges, and could increase our future U.S. tax expense. 

We are unable to predict what tax laws may be proposed or enacted in the future or what effect such changes would have on 

our business. To the extent new tax laws are enacted, or new guidance released, this could have an adverse effect on our future 

effective tax rate. It could also lead to an increase in the complexity and cost of tax compliance. We urge our shareholders to 

consult with their legal and tax advisors with respect to the potential tax consequences of investing in or holding our ordinary 

shares. 

If a United States person is treated as owning at least 10% of our ordinary shares, such holder may be subject to adverse 

U.S. federal income tax consequences. 

If a United States person is treated as owning (directly, indirectly, or constructively) at least 10% of the value or voting 

power of our ordinary shares, such person may be treated as a ñUnited States shareholderò with respect to each ñcontrolled foreign 

corporationò in our group (if any). Because our group includes one or more U.S. subsidiaries, certain of our non-U.S. subsidiaries 

could be treated as controlled foreign corporations (regardless of whether or not we are treated as a controlled foreign 

corporation). A United States shareholder of a controlled foreign corporation may be required to report annually and include in its 

U.S. taxable income its pro rata share of ñSubpart F income,ò ñglobal intangible low-taxed income,ò and investments in U.S. 

property by controlled foreign corporations, regardless of whether we make any distributions. An individual that is a United States 

shareholder with respect to a controlled foreign corporation generally would not be allowed certain tax deductions or foreign tax 

credits that would be allowed to a U.S. corporation that is a United States shareholder with respect to a controlled foreign 

corporation. Failure to comply with these reporting and tax paying obligations may subject a United States shareholder to 

significant monetary penalties and may prevent the statute of limitations from starting with respect to such shareholderôs U.S. 

federal income tax return for the year for which reporting was due. We cannot provide any assurances that we will assist investors 

in determining whether any of our non-U.S. subsidiaries is treated as a controlled foreign corporation or whether any investor is 

treated as a United States shareholder with respect to any such controlled foreign corporation or furnish to any United States 

shareholders information that may be necessary to comply with the aforementioned reporting and tax paying obligations. A United 

States investor should consult its advisors regarding the potential application of these rules to an investment in our ordinary 

shares. 

If we are not successful in attracting and retaining highly qualified personnel, we may not be able to successfully implement 

our business strategy. 

Our ability to compete in the highly competitive biotechnology and pharmaceuticals industries depends upon our ability to 

attract and retain highly qualified managerial, manufacturing, scientific and medical personnel. We are highly dependent on our 

management, sales and marketing and scientific and medical personnel, including our executive officers. In order to retain 

valuable employees at our company, in addition to salary and annual cash incentives, we provide a mix of performance stock 

units, or PSUs, that vest subject to attainment of specified corporate performance goals and continued services, stock options and 

restricted stock units, or RSUs, that vest over time subject to continued services. The value to employees of PSUs, stock options 

and RSUs will be significantly affected by movements in our share price that are beyond our control, and may at any time be 

insufficient to counteract more lucrative offers from other companies. 
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Despite our efforts to retain valuable employees, members of our management, sales and marketing, regulatory affairs, 

clinical development, medical affairs, development and manufacturing teams may terminate their employment with us on short 

notice. Although we have written employment arrangements with all of our employees, these employment arrangements generally 

provide for at-will employment, which means that our employees can leave our employment at any time, with or without notice. 

The loss of the services of any of our executive officers or other key employees and our inability to find suitable replacements 

could potentially harm our business, financial condition and prospects. We do not maintain ñkey manò insurance policies on the 

lives of these individuals or the lives of any of our other employees. Our success also depends on our ability to continue to attract, 

retain and motivate highly skilled junior, mid-level, and senior managers as well as junior, mid-level, and senior sales and 

marketing, manufacturing, scientific and medical personnel. 

Many of the other biotechnology and pharmaceutical companies with whom we compete for qualified personnel have 

greater financial and other resources, different risk profiles and longer histories in the industry than we do. They also may provide 

more diverse opportunities and better chances for career advancement. Some of these characteristics may be more appealing to 

high quality candidates than that which we have to offer. If we are unable to continue to attract and retain high quality personnel, 

the rate and success at which we can develop and commercialize medicines and medicine candidates will be limited. 

We are subject to federal, state and foreign healthcare laws and regulations and implementation or changes to such 

healthcare laws and regulations could adversely affect our business and results of operations. 

The United States and some foreign jurisdictions are considering or have enacted a number of legislative and regulatory 

proposals that change the healthcare system in ways that could impact profitability. In the United States and abroad there is 

significant interest in implementing regulations and legislation with the stated goals of containing healthcare costs, improving 

quality, and/or expanding access. The pharmaceutical industry has been a focus of these efforts and has been significantly affected 

by major legislative initiatives, particularly in the United States. 

The healthcare system is highly regulated in the United States and, as a biotech company that participates in government-

regulated healthcare programs, we are subject to complex laws and regulations. Violation of these laws, or any other federal or 

state regulations, may subject us to significant administrative, civil and/or criminal penalties, damages, disgorgement, fines, 

exclusion, imprisonment, additional reporting requirements, and/or oversight from federal health care programs that could require 

the restructuring of our operations. Any of these could have a material adverse effect on our business and financial results. Any 

action against us for violation of these laws, even if we ultimately are successful in our defense, will cause us to incur significant 

legal expenses and divert our managementôs attention away from the operation of our business. 

There were efforts by the Trump administration as well as Congressional and judicial actions taken to replace or weaken 

certain aspects of the ACA. For example, President Trump signed several executive orders and other directives designed to 

eliminate, delay or otherwise modify the implementation of certain provisions of the ACA. Concurrently, Congress considered 

legislation that would repeal and/or replace all or part of the ACA. While Congress has not passed comprehensive repeal 

legislation, it has enacted laws that modify certain provisions of the ACA. For example, the Tax Act included a provision which 

decreased, effective January 1, 2019, the tax-based shared responsibility payment imposed by the ACA to $0. Commonly referred 

to as the ñindividual mandate,ò this provision imposed a fine on certain individuals who fail to maintain qualifying health 

coverage for all or part of the year. In addition, Congress increased the manufacturer coverage gap discount that is owed by 

pharmaceutical manufacturers of branded drugs and biosimilars who participate in Medicare Part D from 50% to 70%, effective 

January 1, 2019. 

Challenges to the ACA have also taken place in courts, including the U.S. Supreme Court. For example, on June 17, 2021 

the U.S. Supreme Court dismissed a challenge on procedural grounds that argued the ACA is unconstitutional in its entirety 

because the ñindividual mandateò was repealed by Congress. Thus, the ACA will remain in effect in its current form. Further, 

prior to the U.S. Supreme Court ruling on January 28, 2021, President Biden issued an executive order that initiated a special 

enrollment period for purposes of obtaining health insurance coverage through the ACA marketplace, which began on February 

15, 2021 and remained open through August 15, 2021. The executive order also instructed certain governmental agencies to 

review and reconsider their existing policies and rules that limit access to healthcare, including among others, reexamining 

Medicaid demonstration projects and waiver programs that include work requirements, and policies that create unnecessary 

barriers to obtaining access to health insurance coverage through Medicaid or the ACA. It is possible that the ACA will be subject 

to judicial or Congressional challenges in the future. It is unclear how any such challenges and the healthcare reform measures of 

the Biden administration will impact the ACAôs many different provisions affecting the health system, the pharmaceutical sector 

and our business. 
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In addition, drug pricing by pharmaceutical companies in the United States has come under increased scrutiny. Specifically, 

there have been several recent state and U.S. congressional inquiries into pricing practices by pharmaceutical companies.  

In 2020, the Trump Administration advanced its agenda on drug pricing through a series of executive orders. For example, 

on July 24, 2020, President Trump announced several executive orders related to prescription drug pricing that attempt to 

implement several of the Trump Administration proposals, including a policy that would tie both Medicare Part B and Part D drug 

prices to international drug prices, or the ñmost favored nation price,ò the details of which were released on September 13, 2020; 

one that directed HHS to finalize the Canadian drug importation proposed rule previously issued by HHS and makes other 

changes allowing for personal importation of drugs from Canada; one that directed HHS to finalize the rulemaking process on 

modifying the anti-kickback law safe harbors for plans, pharmacies, and PBMs, commonly known as the ñrebate ruleò; and one 

that reduced the cost of insulin and injectable epinephrine to patients acquired through the 340B program. Further, on August 6, 

2020, the Trump administration issued another executive order that instructed the federal government to develop a list of 

ñessentialò medicines and then buy them and other medical supplies from U.S. manufacturers instead of from companies around 

the world. The order was meant to reduce regulatory barriers to domestic pharmaceutical manufacturing and catalyze 

manufacturing technologies needed to keep drug prices low and the production of drug products in the United States. The FDA 

issued the list of ñessentialò medicines pursuant to this order on October 30, 2020. 

In November 2020, CMS issued an interim final rule, or IFR, implementing the Most Favored Nation, or MFN, Model 

basing Medicare Part B reimbursement rates for the top fifty drugs covered by Part B based to the lowest price drug manufacturers 

receive in OECD countries with a similar gross domestic product per capita. The MFN Model mandates participation for 

providers prescribing drugs included on the list and will apply in all U.S. states and territories for a seven-year period that was 

scheduled to begin on January 1, 2021 and end December 31, 2027. As a result of litigation challenging the Most Favored Nation 

model, the IFR was formally rescinded on December 27, 2021. The FDA released a final rule implementing a portion of the 

importation executive order providing guidance for states to build and submit importation plans. Several states have acted to 

implement importation plans or have introduced legislation to do so. FDA also finalized guidance for manufacturers to obtain an 

additional National Drug Code for an FDA-approved drug as part of a process to provide a manufacturer a means to import its 

drugs that were originally intended to be marketed in and authorized for sale in a foreign country. In addition, HHS and FDA are 

in the process of accepting industry proposals to facilitate personal importation of prescription drugs. On November 20, 2020, 

HHS also finalized the ñrebate ruleò regulation by removing safe harbor protection for price reductions from pharmaceutical 

manufacturers to plan sponsors under Part D, either directly or through PBMs, unless the price reduction is required by law. The 

rule also creates a new safe harbor for price reductions reflected at the point-of-sale, as well as a safe harbor for certain fixed fee 

arrangements between PBMs. The implementation of this rule has been delayed until January 1, 2026.  

In July 2021, the Biden Administration released an executive order, ñPromoting Competition in the American Economy,ò 

with multiple provisions aimed at prescription drugs. In the order, the President directed the Federal Trade Commission (FTC) to 

ban ñpay for delayò patent settlement agreements, and to identify and address any efforts that impede generic or biosimilar 

competition. The executive order also directed the FDA to continue to work with states and Indian Tribes to develop importation 

programs in accordance with Section 804 of the FDCA and FDA regulations. The order directed HHS to increase support for 

generic and biosimilar drugs by improving standards for the interchangeability of biologic products, supporting biosimilar 

adoption by increasing education, and facilitating the approval of biosimilars by updating and clarifying existing requirements and 

procedures related to biologics licensing. Finally, the executive order directs HHS to submit a report detailing a comprehensive 

plan within 45 days to fight high prescription drug prices and reduce the amount that the federal government pays for drugs. In 

response to President Bidenôs executive order, on September 9, 2021, HHS released a Comprehensive Plan for Addressing High 

Drug Prices that outlines principles for drug pricing reform. These principles are government drug price negotiations, promoting 

increased competition including changes to supply chains and promoting biosimilars and generics and supporting public and 

private research. The plan sets out a variety of potential legislative policies that Congress could pursue as well as potential 

administrative actions HHS can take to advance these principles. No legislation or administrative actions have been finalized to 

implement the principles. 

Congress continued to seek new legislative and/or administrative measures to control drug costs. Further, on March 11, 

2021, President Biden signed the American Rescue Plan Act of 2021 into law, which eliminates the statutory Medicaid drug 

rebate cap, currently set at 100% of a drugôs average manufacturer price, for single source and innovator multiple source drugs, 

beginning January 1, 2024. Finally, Congress is considering additional health reform measures, including those relating to drug 

pricing, as part of legislation to implement the Biden Administrationôs Build Back Better initiative. This legislation includes 

physical infrastructure improvement and health care proposals and would use drug pricing reform as a budgetary ñpay for.ò This 

legislation is using the budget reconciliation process which requires a majority vote to pass the House and Senate. At present, the 

legislation has not received in the Senate. If it were to pass, it could impact the prices of drugs covered by Medicare. 
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In countries in the EU, legislators, policymakers, and healthcare insurance funds continue to propose and implement cost-

containing measures to keep healthcare costs down, due in part to the attention being paid to healthcare cost containment in the 

EU. Certain of these changes could impose limitations on the prices we will be able to charge for our medicines and any approved 

medicine candidates or the amounts of reimbursement available for these products from governmental agencies or third-party 

payers, may increase the tax obligations on pharmaceutical companies such as ours, or may facilitate the introduction of generic 

competition with respect to our products. 

The implementation of cost containment measures or other healthcare reforms may prevent us from being able to generate 

turnover, attain profitability, or commercialize our current medicines and/or those for which we may receive regulatory approval 

in the future. 

We are subject, directly or indirectly, to federal and state healthcare fraud and abuse, transparency laws and false claims 

laws. Prosecutions under such laws have increased in recent years and we may become subject to such litigation. If we are 

unable to comply, or have not fully complied, with such laws, we could face substantial penalties. 

In the United States, we are subject directly, or indirectly through our customers and other third parties, to various state and 

federal fraud and abuse and transparency laws, including, without limitation, the federal Anti-Kickback Statute, the federal False 

Claims Act, the Civil Monetary Penalties Law prohibiting, among other things, beneficiary inducements, and similar state and 

local laws, federal and state privacy and security laws, such as the Health Insurance Portability and Accountability Act of 1996, as 

amended by the Health Information Technology for Economic and Clinical Health Act, sunshine laws, government price reporting 

laws, and other fraud laws. Some states, such as Massachusetts, make certain reported information public. In addition, there are 

state and local laws that require pharmaceutical representatives to be licensed and comply with codes of conduct, transparency 

reporting, and other obligations. Collectively, these laws may affect, among other things, our current and proposed research, sales, 

marketing and educational programs, as well as other possible relationships with customers, pharmacies, physicians, payers, and 

patients. We are subject to similar laws in the EU/EEA, including the EU General Data Protection Regulation (2016/679), or 

GDPR, under which fines of up to ú20.0 million or up to 4% of the annual global turnover of the infringer, whichever is greater, 

could be imposed for significant non-compliance.  

Compliance with these laws, including the development of a comprehensive compliance program, is difficult, costly and 

time consuming. Because of the breadth of these laws and the narrowness of available statutory and regulatory exemptions, it is 

possible that some of our business activities could be subject to challenge under one or more of such laws. Moreover, state 

governmental agencies may propose or enact laws and regulations that extend or contradict federal requirements. These risks may 

be increased where there are evolving interpretations of applicable regulatory requirements, such as those applicable to 

manufacturer co-pay programs. Pharmaceutical manufacturer co-pay programs, including pharmaceutical manufacturer donations 

to patient assistance programs offered by charitable foundations, are the subject of ongoing litigation, enforcement actions and 

settlements (involving other manufacturers and to which we are not a party) and evolving interpretations of applicable regulatory 

requirements and certain state laws, and any change in the regulatory or enforcement environment regarding such programs could 

impact our ability to offer such programs. Other recent legislation and regulatory policies contain provisions that disincentivizes 

the use of co-pay coupons by requiring their value to be included in average sales price or best price calculations, potentially 

lowering reimbursement for drugs with a high use of copay coupons in Medicare Part B and Medicaid. If we are unsuccessful with 

our co-pay programs, we would be at a competitive disadvantage in terms of pricing versus preferred branded and generic 

competitors, or be subject to significant penalties. We are engaged in various business arrangements with current and potential 

customers, and we can give no assurance that such arrangements would not be subject to scrutiny under such laws, despite our 

efforts to properly structure such arrangements. Even if we structure our programs with the intent of compliance with such laws, 

there can be no certainty that we would not need to defend our business activities against enforcement or litigation. Further, we 

cannot give any assurances that prior business activities or arrangements of other companies that we acquire will not be 

scrutinized or subject to enforcement or litigation. If any such actions are instituted against us, and we are not successful in 

defending ourselves or asserting our rights, those actions could have an impact on our business, including the imposition of 

significant civil, criminal and administrative sanctions, damages, disgorgement, monetary fines, possible exclusion from 

participation in Medicare, Medicaid and other federal healthcare programs, imprisonment, integrity oversight and reporting 

obligations, contractual damages, reputational harm, diminished profits and future earnings, and curtailment or restructuring of 

our operations, any of which could adversely affect our ability to operate our business and our results of operations.  

There has also been a trend of increased federal and state regulation of payments made to physicians and other healthcare 

providers. The ACA, among other things, imposed reporting requirements on drug manufacturers for payments made by them to 

physicians (defined to include doctors, dentists, podiatrists, optometrists and licensed chiropractors), certain other healthcare 

providers (including, for example, physician assistants and nurse practitioners), and teaching hospitals, as well as ownership and 

investment interests held by physicians, and their immediate family members. Failure to submit required information may result in 

significant civil monetary penalties. 

  



 

 DIRECTORSô REPORT (continued)

   

43 
 

We are unable to predict whether we could be subject to other actions under any of these or other healthcare laws, or the 

impact of such actions. If we are found to be in violation of, or to have encouraged or assisted the violation by third parties of any 

of the laws described above or other applicable state and federal fraud and abuse laws, we may be subject to penalties, including 

significant administrative, civil and criminal penalties, damages, fines, withdrawal of regulatory approval, imprisonment, 

exclusion from government healthcare reimbursement programs, contractual damages, reputational harm, diminished profits and 

future earnings, injunctions and other associated remedies, or private ñqui tamò actions brought by individual whistleblowers in 

the name of the government, and the curtailment or restructuring of our operations, all of which could have a material adverse 

effect on our business and results of operations. Any action against us for violation of these laws, even if we successfully defend 

against it, could cause us to incur significant legal expenses and divert our managementôs attention from the operation of our 

business. 

Our medicines or any other medicine candidate that we develop may cause undesirable side effects or have other properties 

that could delay or prevent regulatory approval or commercialization, result in medicine re-labeling or withdrawal from 

the market or have a significant impact on customer demand. 

Undesirable side effects caused by any medicine candidate that we develop could result in the denial of regulatory approval 

by the FDA or other regulatory authorities for any or all targeted indications, or cause us to evaluate the future of our development 

programs. In our Phase 3 clinical trial evaluating TEPEZZA for the treatment of active TED, the most commonly reported 

treatment-emergent adverse events were muscle spasms, nausea, alopecia, diarrhea, fatigue, hyperglycemia, hearing impairment, 

dysgeusia, headache and dry skin. With respect to KRYSTEXXA, the most commonly reported serious adverse reactions in the 

pivotal trial were gout flares, infusion reactions, nausea, contusion or ecchymosis, nasopharyngitis, constipation, chest pain, 

anaphylaxis, exacerbation of pre-existing congestive heart failure and vomiting. With respect to RAVICTI, the most common side 

effects are diarrhea, nausea, decreased appetite, gas, vomiting, high blood levels of ammonia, headache, tiredness and dizziness. 

The most common side effects observed in pivotal trials for ACTIMMUNE were ñflu-likeò or constitutional symptoms such as 

fever, headache, chills, myalgia and fatigue. With respect to UPLIZNA, the most common adverse reactions across both the 

randomized and open-label treatment in our N-MOmentum trial for UPLIZNA were urinary tract infection, nasopharyngitis, 

infusion reaction, arthralgia and headache. The most common infections reported by treated patients in the randomized and open-

label periods included urinary tract infection, nasopharyngitis, upper respiratory tract infection and influenza. In addition, two 

deaths were reported in the ongoing open-label period. One death occurred in a patient experiencing a myelitis attack and was 

considered unrelated to UPLIZNA by the investigator. The second death was due to complications from mechanical ventilator-

associated pneumonia in a patient who developed new neurological symptoms and seizures, the cause of which could not be 

definitively established. The possibility that the death was treatment-related could not be ruled out, and as a result, under the terms 

of the protocol for the trial, the death was assessed as treatment-related. There can be no assurance a foreign regulatory authority 

will agree with the classifications of the deaths made by the investigators or that we will not be required to conduct additional 

clinical trials of UPLIZNA in order to establish an adequate safety database. With respect to PROCYSBI, the most common side 

effects include vomiting, nausea, abdominal pain, breath odor, diarrhea, skin odor, fatigue, rash and headache. The most common 

adverse events reported in a Phase 2 clinical trial of PENNSAID 2% were application site reactions, such as dryness, exfoliation, 

erythema, pruritus, pain, induration, rash and scabbing. The most commonly reported treatment-emergent adverse events in the 

Phase 3 clinical trials with RAYOS included flare in rheumatoid arthritis related symptoms, abdominal pain, nasopharyngitis, 

headache, flushing, upper respiratory tract infection, back pain and weight gain. 

The FDA or other regulatory authorities may also require, or we may undertake, additional clinical trials to support the 

safety profile of our medicines or medicine candidates. 

In addition, we or others may identify undesirable side effects caused by our medicines or any other medicine candidate that 

we may develop that receives marketing approval, or there could be perceptions that the medicine is associated with undesirable 

side effects. As a result of any such events it is possible that: 

¶ regulatory authorities may require the addition of labeling statements, such as a ñblack boxò warning or a 

contraindication; 

¶ regulatory authorities may withdraw their approval of the medicine or place restrictions on the way it is prescribed; 

¶ we may be required to change the way the medicine is administered, conduct additional clinical trials or change the 

labeling of the medicine or implement a risk evaluation and mitigation strategy; and 

¶ we may be subject to increased exposure to product liability and/or personal injury claims. 

If any of these events occurred with respect to our medicines, our ability to generate significant turnover from the sale of 

these medicines would be significantly harmed. 
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We rely on third parties to conduct our pre-clinical and clinical trials. If these third parties do not successfully carry out 

their contractual duties or meet expected deadlines or if they experience regulatory compliance issues, we may not be able 

to obtain regulatory approval for or commercialize our medicine candidates and our business could be substantially 

harmed. 

We have agreements with third-party contract research organizations, or CROs, to conduct our clinical programs, including 

those required for post-marketing commitments, and we expect to continue to rely on CROs for the completion of on-going and 

planned clinical trials. We may also have the need to enter into other such agreements in the future if we were to develop other 

medicine candidates or conduct clinical trials in additional indications for our existing medicines. We also rely heavily on these 

parties for the execution of our clinical studies and control only certain aspects of their activities. Nevertheless, we are responsible 

for ensuring that each of our studies is conducted in accordance with the applicable protocol. We, our CROs and our academic 

research organizations are required to comply with current GCP or ICH regulations. The FDA, and regulatory authorities in other 

jurisdictions, enforce these GCP or ICH regulations through periodic inspections of trial sponsors, principal investigators and trial 

sites. If we or our CROs or collaborators fail to comply with applicable GCP or ICH regulations, the data generated in our clinical 

trials may be deemed unreliable and our submission of marketing applications may be delayed or the FDA, or such other 

regulatory authorities, may require us to perform additional clinical trials before approving our marketing applications. We cannot 

assure that, upon inspection, the FDA, or such other regulatory authorities, will determine that any of our clinical trials comply or 

complied with GCP or ICH regulations. In addition, our clinical trials must be conducted with medicine produced under cGMP 

regulations, and may require a large number of test subjects. Our failure to comply with these regulations may require us to repeat 

clinical trials, which would delay the regulatory approval process. Moreover, our business may be implicated if any of our CROs 

or collaborators violates federal or state fraud and abuse or false claims laws and regulations or privacy and security laws. We 

must also obtain certain third-party institutional review board, or IRB, and ethics committee approvals in order to conduct our 

clinical trials. Delays by IRBs and ethics committees in providing such approvals may delay our clinical trials. 

If any of our relationships with these third-party CROs or collaborators terminate, we may not be able to enter into similar 

arrangements on commercially reasonable terms, or at all. If CROs or collaborators 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 or 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 medicines and medicine candidates. As a result, our results of operations and the commercial prospects for our 

medicines and medicine candidates would be harmed, our costs could increase and our ability to generate turnover could be 

delayed. 

Switching or adding additional CROs or collaborators can involve substantial cost and require extensive management time 

and focus. In addition, there is a natural transition period when a new CRO or collaborator commences work. As a result, delays 

may occur, which can materially impact our ability to meet our desired clinical development timelines. Though we carefully 

manage our relationships with our CROs and collaborators, there can be no assurance that we will not encounter similar 

challenges or delays in the future or that these delays or challenges will not have a material adverse impact on our business, 

financial condition or prospects. In particular, the ability of our CROs to conduct certain of their operations, including monitoring 

of clinical sites, has been limited by the COVID-19 pandemic, and to the extent that our CROs are unable to fulfil their contractual 

obligations as a result of the COVID-19 pandemic or government orders in response to the pandemic, we may have limited or no 

recourse under the terms of our contractual agreements with our CROs.  

Clinical development of drugs and biologics involves 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 testing is expensive and can take many years to complete, and its outcome is uncertain. Failure can occur at any 

time during the clinical trial process. The results of pre-clinical studies and early clinical trials of potential medicine candidates 

may not be predictive of the results of later-stage clinical trials. Medicine candidates in later stages of clinical trials may fail to 

show the desired safety and efficacy traits despite having progressed through pre-clinical studies and initial clinical testing. 

In some instances, there can be significant variability in safety and efficacy results between different clinical trials of the 

same medicine candidate due to numerous factors, including changes in trial protocols, differences in size and type of the patient 

populations, differences in and adherence to the dosing regimen and other trial protocols and the rate of dropout among clinical 

trial participants. Various pipeline programs among our current pipeline are subject to this risk; for example, in a Phase 1b clinical 

trial, Viela observed that dazodalibep (HZN-4920) decreased disease activity in patients with rheumatoid arthritis. Viela 

subsequently initiated a Phase 2 clinical trial for dazodalibep (HZN-4920) in patients with rheumatoid arthritis, a separate Phase 

2b clinical trial for dazodalibep (HZN-4920) in Sjºgrenôs syndrome and a separate Phase 2 clinical trial for dazodalibep (HZN-

4920) in kidney transplant rejection, which clinical trials we have assumed and are conducting. There is no assurance that 

dazodalibep (HZN-4920) will have a similar impact on disease activity in such clinical trials. 
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We may experience delays in clinical trials or investigator-initiated studies. We do not know whether any additional clinical 

trials will be initiated in the future, begin on time, need to be redesigned, enroll patients on time or be completed on schedule, if at 

all. Clinical trials can be delayed for a variety of reasons, including delays related to: 

¶ obtaining regulatory approval to commence a trial; 

¶ reaching agreement on acceptable terms with prospective CROs and clinical trial sites, the terms of which can be 

subject to extensive negotiation and may vary significantly among different CROs and trial sites; 

¶ obtaining IRB or ethics committee approval at each site; 

¶ recruiting suitable patients to participate in a trial; 

¶ having patients complete a trial or return for post-treatment follow-up; 

¶ clinical sites dropping out of a trial; 

¶ adding new sites; or 

¶ manufacturing sufficient quantities of medicine candidates for use in clinical trials. 

Our clinical trials may also be affected by COVID-19. For example, our post-marketing clinical trials for TEPEZZA have 

been delayed due to the impact of the TEPEZZA supply disruption at Catalent. In addition, clinical site initiation and patient 

enrollment may be delayed due to staffing shortages or prioritization of hospital and healthcare resources toward COVID-19 or its 

variants. Current or potential patients in our ongoing or planned clinical trials may also choose to not enroll, not participate in 

follow-up clinical visits or drop out of the trial as a precaution against contracting COVID-19. Further, some patients may not be 

able or willing to comply with clinical trial protocols if quarantines impede patient movement or interrupt healthcare services. 

Some clinical sites in the United States have slowed or stopped further enrollment of new patients in clinical trials, denied access 

to site monitors or otherwise curtailed certain operations. Similarly, our ability to recruit and retain principal investigators and site 

staff who, as healthcare providers, may have heightened exposure to COVID-19, may be adversely impacted. The availability of 

supplies needed for the conduct of preclinical studies and clinical trials may be impacted by COVID-19 supply disruptions. For 

example, we depend on the availability of non-human primates to conduct certain preclinical studies that we are required to 

complete prior to submitting an IND and initiating clinical development. There is currently a global shortage of non-human 

primates available for drug development, due in part to an increase in demand from companies and other institutions developing 

vaccines and treatments for COVID-19. If the shortage continues, this could substantially increase the cost of conducting our 

preclinical development and could also result in delays to our development timelines. These events could delay our clinical trials, 

increase the cost of completing our clinical trials and negatively impact the integrity, reliability or robustness of the data from our 

clinical trials. 

Patient enrollment, a significant factor in the timing of clinical trials, is affected by many factors including the size and 

nature of the patient population, the proximity of patients to clinical sites, the eligibility criteria for the trial, the design of the 

clinical trial, competing clinical trials and cliniciansô and patientsô perceptions as to the potential advantages of the medicine 

candidate being studied in relation to other available therapies, including any new drugs or biologics that may be approved for the 

indications we are investigating. In addition, if patients drop out of our trials, miss scheduled doses or follow-up visits or 

otherwise fail to follow trial protocols, or if our trials are otherwise disputed due to COVID-19 or actions taken to slow its spread, 

the integrity of data from our trials may be compromised or not accepted by the FDA or other regulatory authorities, which would 

represent a significant setback for the applicable program. 

We could encounter delays if prescribing physicians encounter unresolved ethical issues associated with enrolling patients 

in clinical trials of our medicine candidates in lieu of prescribing existing treatments that have established safety and efficacy 

profiles. Further, a clinical trial may be suspended or terminated by us, our collaborators, the FDA or other regulatory authorities 

due to a number of factors, including failure to conduct the clinical trial in accordance with regulatory requirements or our clinical 

protocols, inspection of the clinical trial operations or trial site by the FDA or other regulatory authorities resulting in the 

imposition of a clinical hold, unforeseen safety issues or adverse side effects, failure to demonstrate a benefit from using a 

medicine candidate, changes in governmental regulations or administrative actions or lack of adequate funding to continue the 

clinical trial. If we experience delays in the completion of, or if we terminate, any clinical trial of our medicine candidates, the 

commercial prospects of our medicine candidates will be harmed, and our ability to generate medicine turnover from any of these 

medicine candidates will be delayed or reduced. In addition, any delays in completing our clinical trials will increase our costs, 

slow down our medicine development and approval process and jeopardize our ability to commence medicine sales and generate 

turnover. 

Moreover, principal investigators for our clinical trials may serve as scientific advisors or consultants to us from time to 

time and receive compensation in connection with such services. Under certain circumstances, we may be required to report some 

of these relationships to the FDA. The FDA may conclude that a financial relationship between us and a principal investigator has 

created a conflict of interest or otherwise affected interpretation of the study. The FDA may therefore question the integrity of the 

data generated at the applicable clinical trial site and the utility of the clinical trial itself may be jeopardized. This could result in a 

delay in approval, or rejection, of our marketing applications by the FDA and may ultimately lead to the denial of marketing 

approval of one or more of our medicine candidates. 
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Any of these occurrences may harm our business, financial condition, results of operations and prospects significantly. In 

addition, many of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials may also 

ultimately lead to the denial of regulatory approval of our medicine candidates. 

The sizes of the patient populations suffering from some of the diseases we are targeting are small and based on estimates 

that may not be accurate. 

Because certain of our clinical trials are focused on indications with small patient populations, our ability to enroll eligible 

patients may be limited or may result in slower enrollment than we anticipate. In addition, our projections of both the number of 

people who have some of the diseases we are targeting, as well as the subset of people with these diseases who have the potential 

to benefit from treatment with our medicines and any of our future medicine candidates, are estimates. These estimates have been 

derived from a variety of sources, including scientific literature, surveys of clinics, physician interviews, patient foundations and 

market research, and may prove to be incorrect. Further, new studies may change the estimated incidence or prevalence of these 

diseases. The number of patients may turn out to be lower than expected. Additionally, the potentially addressable patient 

population for our medicines and any future medicine candidates may be limited or may not be amenable to treatment with our 

medicines and any of our medicine candidates, if and when approved. Even if we obtain significant market share for our 

medicines and any of our medicine candidates (if and when they are approved), small potential target populations for certain 

indications means we may never achieve profitability without obtaining market approval for additional indications. 

Business interruptions could seriously harm our future turnover and financial condition and increase our costs and 

expenses. 

Our operations could be subject to earthquakes, power shortages, telecommunications failures, water shortages, floods, 
hurricanes, typhoons, fires, extreme weather conditions, medical epidemics or health pandemics, such as the current COVID-19 
pandemic, and other natural or man-made disasters or business interruptions. While we carry insurance for certain of these events 
and have implemented disaster management plans and contingencies, the occurrence of any of these business interruptions could 
seriously harm our business and financial condition and increase our costs and expenses. We conduct significant management 
operations at both our global headquarters located in Dublin, Ireland and our U.S. office located in Deerfield, Illinois. If our 
Dublin or Deerfield offices were affected by a natural or man-made disaster or other business interruption, our ability to manage 
our domestic and foreign operations could be impaired, which could materially and adversely affect our results of operations and 
financial condition. We currently rely, and intend to rely in the future, on third-party manufacturers and suppliers to produce our 
medicines and third-party logistics partners to ship our medicines. Our ability to obtain commercial supplies of our medicines 
could be disrupted and our results of operations and financial condition could be materially and adversely affected if the 
operations of these third-party suppliers or logistics partners were affected by a man-made or natural disaster or other business 
interruption. The ultimate impact of such events on us, our significant suppliers and our general infrastructure is unknown. 

We are dependent on information technology systems, infrastructure and data, which exposes us to data security risks. 

We generate and store sensitive data, including research data, intellectual property, personal data, and proprietary business 

information owned or controlled by ourselves or our employees, partners and other parties. We manage and maintain our 

applications and data utilizing a combination of our own on-site systems and third-party information technology systems, 

including cloud-based data centers and mobile technology infrastructure, both operated by third parties. We are dependent upon 

such systems, infrastructure and data to operate our business. The multitude and complexity of our computer systems and those of 

our third-party service providers makes them vulnerable to service interruption or destruction, disruption of data integrity, 

inadvertent actions or inactions that expose our data or systems, malicious intrusion, or random attacks. Likewise, data privacy or 

security incidents or breaches caused by employees or others may pose a risk that sensitive data, including our intellectual 

property, trade secrets or personal information of our employees, patients, customers or other business partners may be exposed to 

unauthorized persons or to the public. While to our knowledge, we have not experienced a material information security breach 

nor incurred any penalties or settlements regarding information security, cyber incidents are increasing in their frequency, 

sophistication and intensity.  
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Cyber incidents could include the deployment of harmful malware, ransomware, denial-of-service, supply chain attacks, 

actions or inactions by employees or other third parties with authorized access to our networks that lead to exploitation of 

vulnerabilities, social engineering and other means to exploit our systems and affect service reliability and threaten data 

confidentiality, integrity and availability. Changes in how our employees work and access our systems during the COVID-19 

pandemic could lead to additional opportunities for bad actors to launch cyberattacks or for employees to cause inadvertent 

security risks or incidents. Our business partners, particularly our third-party service providers, face similar risks and any security 

breach of their systems could adversely affect our security and business posture. A security breach or privacy violation that leads 

to disclosure or modification of or prevents access to sensitive information or patient information, including personally 

identifiable information or protected health information, could harm our reputation, compel us to comply with federal and/or state 

breach notification laws and foreign law equivalents, subject us to mandatory corrective action, require us to verify the correctness 

of database contents, and otherwise subject us to litigation or other liability under laws and regulations that protect personal data 

or contractual provisions, any of which could disrupt our business and/or result in increased costs or loss of turnover. The effects 

of a security breach or privacy violation could be further amplified during the COVID-19 pandemic. Moreover, the prevalent use 

of mobile devices that access confidential information increases the risk of data security breaches, which could lead to the loss of 

confidential information, trade secrets or other intellectual property. 

Despite significant efforts to create security barriers to the above described threats, it is impossible for us to entirely mitigate 

these risks. We may be unable to anticipate or prevent techniques used to obtain unauthorized access or to compromise our 

systems because they change frequently and are generally not detected until after an incident has occurred. In addition, a 

cybersecurity event could result in significant increases in costs, including costs for remediating the effects of such an event, fines 

imposed by regulators, lost turnover due to decrease in customer trust and network downtime, increases in insurance premiums 

due to cybersecurity incidents and damages to our reputation because of any such incident. While we have invested, and continue 

to invest, in the protection of our data and information technology infrastructure, there can be no assurance that our efforts will 

prevent service interruptions, or identify vulnerabilities or breaches in our systems, that could adversely affect our business and 

operations and/or result in the loss of critical, sensitive, or personal information, which could result in financial, legal, business or 

reputational harm to us. In addition, we cannot be certain that (a) our liability insurance will be sufficient in type or amount to 

cover us against claims related to security incidents, cyberattacks and other related breaches; (b) such coverage will cover any 

indemnification claims against us relating to any incident, will continue to be available to us on economically reasonable terms, or 

at all; or (c) any insurer will not deny coverage as to any future claim. The successful assertion of one or more claims against us 

that exceed available insurance coverage, or the occurrence of changes in our insurance policies, including premium increases or 

the imposition of large deductible or co-insurance requirements, could adversely affect our reputation, business, financial 

condition and results of operations.  

We are subject to extensive worldwide laws and regulations related to data privacy and cybersecurity, and our failure to 

comply with these laws and regulations could harm our business. 

We are subject to laws and regulations governing data privacy and the protection of personal information. These laws and 

regulations govern our processing of personal data, including the collection, access, use, processing, analysis, modification, 

storage, transfer, security breach notification, destruction and disposal of personal data. There are foreign and state law versions of 

these laws and regulations to which we are currently and/or may in the future, be subject. For example, the collection and use of 

personal health data in the EU is governed by the GDPR (and related legislation). The GDPR, which is wide-ranging in scope, 

imposes several requirements relating to the consent of the individuals to whom the personal data relates, the information 

disclosed to the individuals about our privacy practices, the security and confidentiality of the personal data, data breach 

notification and the use of third-party processors in connection with the processing of personal data. The GDPR also imposes 

strict rules on the transfer of personal data out of the EU to the United States or other jurisdictions not deemed to have adequate 

controls, provides an enforcement authority and imposes potentially large monetary penalties for noncompliance. The GDPR 

requirements apply not only to third-party transactions, but also to transfers of information within our company, including 

employee information. The GDPR and similar data privacy laws of other jurisdictions place significant responsibilities on us and 

create potential liability in relation to personal data that we or our third-party service providers process, including in clinical trials 

conducted in the United States and EU. In addition, we expect that there will continue to be new proposed laws, regulations and 

industry standards relating to privacy and data protection in the United States, the EU and other jurisdictions, and we cannot 

determine the impact such future laws, regulations and standards may have on our business. 

  



 

 DIRECTORSô REPORT (continued)

   

48 
 

The UKôs vote in favor of exiting the EU, often referred to as Brexit, and ongoing developments in the UK have created 

uncertainty with regard to data protection regulation in the UK. As of January 1, 2021, and the expiry of transitional arrangements 

agreed to between the UK and EU, data processing in the UK is governed by a UK version of the GDPR (combining the GDPR 

and the Data Protection Act 2018), exposing us to two parallel regimes, each of which potentially authorizes similar fines and 

other potentially divergent enforcement actions for certain violations. As a result of the expiration of the period specified by the 

Trade and Cooperation Agreement, or TCA, the UK has become a óthird countryô under the GDPR and transfers of data from the 

EEA to the UK now require an ótransfer mechanism,ô such as the standard contractual clauses. On June 28, 2021, the EC 

announced a decision of ñadequacyò concluding that the UK ensures an equivalent level of data protection to the GDPR, which 

removes the need for any additional transfer mechanism to be implemented at present. Some uncertainty remains, however, as this 

adequacy determination must be renewed after four years and may be modified or revoked in the interim. Furthermore, with the 

expiration of the TCA-specified period, there may be an increasing scope for divergence in application, interpretation and 

enforcement of the data protection law as between the UK and EEA. As a result, we may incur liabilities, expenses, costs, and 

other operational losses under GDPR and applicable EU Member States and the UK privacy laws in connection with any 

measures we take to comply with them. We cannot fully predict how the Data Protection Act, the UK GDPR, and other UK data 

protection laws or regulations may develop in the medium to longer term nor the effects of divergent laws and guidance regarding 

how data transfers to and from the UK will be regulated. 

Recent legal developments in Europe have created further complexity and uncertainty regarding transfers of personal data 

from the EU and UK to the United States. On July 16, 2020, the Court of Justice of the European Union, or CJEU, invalidated the 

EU-US Privacy Shield Framework, or Privacy Shield, under which personal data could be transferred from the EU and UK to 

United States entities who had self-certified under the Privacy Shield scheme. Nine of our United States entities have self-certified 

under the Privacy Shield framework and we have entered into the standard contractual clauses within our group for transfers of 

data from the EU and UK to the United States. Based on current EEA and UK law, our transfers of personal data to the United 

States may not comply with European data protection law and may increase our exposure to the GDPRôs heightened sanctions for 

violations of its cross-border data transfer restrictions, including fines of up to the greater of 4% of annual global turnover or 

ú20.0 million and injunctions against transfers. While the CJEU upheld the validity of the standard contractual clauses (a standard 

form of contract approved by the EC as an adequate personal data transfer mechanism, and potential alternative to the Privacy 

Shield), it made clear that reliance on them alone may not necessarily be sufficient in all circumstances. Use of the standard 

contractual clauses must now be assessed on a case-by-case basis taking into account the legal regime applicable in the destination 

country, in particular applicable surveillance laws and rights of individuals and additional measures and/or contractual provisions 

may need to be put in place. The nature of these additional measures, however, remains uncertain. As supervisory authorities issue 

further guidance on personal data export mechanisms, including circumstances where the standard contractual clauses cannot be 

used, and/or start taking enforcement action, we could suffer additional costs, complaints and/or regulatory investigations or fines, 

and/or if we are otherwise unable to transfer personal data between and among countries and regions in which we operate, it could 

affect the manner in which we provide our services, the geographical location or segregation of our relevant systems and 

operations, and could adversely affect our financial results. On June 4, 2021, the EC adopted new standard contractual clauses 

under the GDPR for personal data transfers outside the EEA, which may require us to expend significant resources to update our 

contractual arrangements and to comply with such obligations. 
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Additionally, the California Consumer Privacy Act, or CCPA, went into effect on January 1, 2020. The CCPA has been 

dubbed the first ñGDPR-likeò law in the United States since it creates new individual privacy rights for consumers (as that word is 

broadly defined in the law) and places increased privacy and security obligations on entities handling personal data of consumers 

or households. The CCPA requires covered companies to provide new disclosures to California consumers (as that word is 

broadly defined in the CCPA), provide such consumers new ways to opt-out of certain sales of personal information, and allow for 

a new private right of action for data breaches. It remains unclear how the CCPA will be interpreted, but as currently written, it 

will likely impact our business activities and exemplifies the vulnerability of our business to not only cyber threats but also the 

evolving regulatory environment related to personal data and protected health information. Further, California voters approved a 

new privacy law, the California Privacy Rights Act, or CPRA, in the November 3, 2020 election. Effective starting on January 1, 

2023, the CPRA will significantly modify the CCPA, including by expanding consumersô rights with respect to certain sensitive 

personal information. The CPRA also creates a new state agency that will be vested with authority to implement and enforce the 

CCPA and the CPRA. New legislation proposed or enacted in various other states will continue to shape the data privacy 

environment nationally. Certain state laws, including new laws fashioned after the CCPA and CPRA, may be more stringent or 

broader in scope, or offer greater individual rights, with respect to confidential, sensitive and personal information than federal, 

international or other state laws, and such laws may differ from each other, which may complicate compliance efforts. As we 

expand our operations and trials (both preclinical or clinical), the CCPA and CPRA may increase our compliance costs and 

potential liability. Some observers have noted that the CCPA and CPRA could mark the beginning of a trend toward more 

stringent privacy legislation in the United States. Other states are beginning to pass similar laws, including Virginia (which passed 

the Consumer Data Protection Act, or CDPA, on March 2, 2021), Colorado (which enacted the Colorado Privacy Act, or CPA, 

that takes effect on July 1, 2023), and pending bills in Washington, New York, and Minnesota. Aspects of these state privacy 

statutes remain unclear, resulting in further legal uncertainty and potentially requiring us to modify our data practices and policies 

and to incur substantial additional costs and expenses in an effort to comply. Complying with the GDPR, CCPA, CPRA, CDPA, 

CPA, or other laws, regulations, amendments to or re-interpretations of existing laws and regulations, and contractual or other 

obligations relating to privacy, data protection, data transfers, data localization, or information security may require us to make 

changes to meet new legal requirements, incur substantial operational costs, modify our data practices and policies, and restrict 

our business operations.  

Compliance with these and any other applicable privacy and data security laws and regulations is a rigorous and time-

intensive process, and we may be required to put in place additional mechanisms ensuring compliance with the new data 

protection rules. Any actual or perceived failure by us to comply with any applicable federal, state or similar foreign laws and 

regulations relating to data privacy and security could result in damage to our reputation, as well as proceedings or litigation by 

governmental agencies or other third parties, including class action privacy litigation in certain jurisdictions, which would subject 

us to significant fines, sanctions, awards, penalties or judgments, all of which could have a material adverse effect on our 

business, financial condition, results of operations and prospects. Furthermore, the laws are not consistent, and compliance in the 

event of a widespread data breach is costly. 
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If product liability lawsuits are brought against us, we may incur substantial liabilities and may be required to limit 

commercialization of our medicines. 

We face an inherent risk of product liability claims as a result of the commercial sales of our medicines and the clinical 

testing of our medicine candidates. For example, we may be sued if any of our medicines or medicine candidates allegedly causes 

injury or is found to be otherwise unsuitable during clinical testing, manufacturing, marketing or sale. Any such product liability 

claims may include allegations of defects in manufacturing, defects in design, a failure to warn of dangers inherent in the 

medicine, negligence, strict liability or a breach of warranties. Claims could also be asserted under state consumer protection acts. 

If we cannot successfully defend ourselves against product liability claims, we may incur substantial liabilities or be required to 

limit commercialization of our medicines and medicine candidates. Even a successful defense would require significant financial 

and management resources. Regardless of the merits or eventual outcome, liability claims may result in: 

¶ decreased demand for our medicines or medicine candidates that we may develop; 

¶ injury to our reputation; 

¶ withdrawal of clinical trial participants; 

¶ initiation of investigations by regulators; 

¶ costs to defend the related litigation; 

¶ a diversion of managementôs time and resources; 

¶ substantial monetary awards to trial participants or patients; 

¶ medicine recalls, withdrawals or labeling, marketing or promotional restrictions; 

¶ loss of turnover; 

¶ exhaustion of any available insurance and our capital resources; and 

¶ the inability to commercialize our medicines or medicine candidates. 

Our inability to obtain and retain sufficient product liability insurance at an acceptable cost to protect against potential 

product liability claims could prevent or inhibit the commercialization of medicines we develop. We currently carry product 

liability insurance covering our clinical studies and commercial medicine sales in the amount of $125.0 million in the aggregate. 

Although we maintain such insurance, any claim that may be brought against us could result in a court judgment or settlement in 

an amount that is not covered, in whole or in part, by our insurance or that is in excess of the limits of our insurance coverage. If 

we determine that it is prudent to increase our product liability coverage due to the on-going commercialization of our current 

medicines in the United States, and/or the potential commercial launches of any of our medicines in additional markets or for 

additional indications, we may be unable to obtain such increased coverage on acceptable terms or at all. Our insurance policies 

also have various exclusions, and we may be subject to a product liability claim for which we have no coverage. We will have to 

pay any amounts awarded by a court or negotiated in a settlement that exceed our coverage limitations or that are not covered by 

our insurance, and we may not have, or be able to obtain, sufficient capital to pay such amounts. 

Our business involves the use of hazardous materials, and we and our third-party manufacturers must comply with 

environmental laws and regulations, which can be expensive and restrict how we do business. 

Our third-party manufacturersô activities involve the controlled storage, use and disposal of hazardous materials owned by 

us, including the components of our medicine candidates and other hazardous compounds. We and our manufacturers are subject 

to federal, state and local as well as foreign laws and regulations governing the use, manufacture, storage, handling and disposal of 

these hazardous materials. Although we believe that the safety procedures utilized by our third-party manufacturers for handling 

and disposing of these materials comply with the standards prescribed by these laws and regulations, we cannot eliminate the risk 

of accidental contamination or injury from these materials. In the event of an accident, state, federal or foreign authorities may 

curtail the use of these materials and interrupt our business operations. We currently only maintain Environmental Pollution 

Liability insurance coverage related to our South San Francisco facility and our Rockville, Maryland facility. If we are subject to 

any liability as a result of our third-party manufacturersô activities involving hazardous materials, our business and financial 

condition may be adversely affected. In the future we may seek to establish longer-term third-party manufacturing arrangements, 

pursuant to which we would seek to obtain contractual indemnification protection from such third-party manufacturers potentially 

limiting this liability exposure.   
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Risks Related to our Financial Position and Capital Requirements 

We may not remain profitable in future periods.  

Although we recorded operating income and profit for the last several years, we may incur operating losses in the future. 

Losses in prior periods resulted principally from costs incurred in our development activities for our medicines and medicine 

candidates, commercialization activities related to our medicines and costs associated with our acquisition transactions. Our prior 

losses, combined with possible future losses, have had and may continue to have an adverse effect on our shareholdersô equity and 

working capital. Our ability to maintain profitability will depend on the turnover we generate from the sale of our medicines being 

sufficient to cover our operating expenses. We also expect our operating expenses to increase substantially as a result of 

continuing to develop our pipeline of medicine candidates, which will negatively impact our future profitability until such time, if 

ever, that these potential medicine candidates are approved and successfully commercialized, as well as developing our 

manufacturing and international sales and marketing capabilities. 

We have limited sources of turnover and significant expenses. We cannot be certain that we will sustain profitability, which 

would depress the market price of our ordinary shares and could cause our investors to lose all or a part of their 

investment. 

Our ability to sustain profitability depends upon our ability to generate sales of our medicines. The commercialization of our 

medicines has been primarily in the United States. We may never be able to successfully commercialize our medicines or develop 

or commercialize other medicines in the United States, which we believe represents our most significant commercial 

opportunity. Our ability to generate future turnover depends heavily on our success in: 

¶ continued commercialization of our existing medicines and any other medicine candidates for which we obtain 

approval; 

¶ securing additional foreign regulatory approvals for our medicines in territories where we have commercial rights; 

and 

¶ developing, acquiring and commercializing a portfolio of other medicines or medicine candidates in addition to our 

current medicines. 

Even if we do generate additional medicine sales, we may not be able to sustain profitability on a quarterly or annual basis. 

Our failure to become and remain profitable would depress the market price of our ordinary shares and could impair our ability to 

raise capital, expand our business, diversify our medicine offerings or continue our operations. 

We may need to obtain additional financing to fund additional acquisitions. 

Our operations have consumed substantial amounts of cash since inception. We expect to continue to spend substantial 

amounts to: 

¶ commercialize our existing medicines in the United States, including the substantial expansion of our sales force in 

recent years; 

¶ complete the regulatory approval process, and any future required clinical development related thereto, for our medicines 

and medicine candidates; 

¶ potentially acquire other businesses or additional complementary medicines or medicines that augment our current 

commercial medicine portfolio, including costs associated with refinancing debt of acquired companies;  

¶ satisfy progress and milestone payments under our existing and future license, collaboration and acquisition agreements; 

and 

¶ conduct clinical trials with respect to potential additional indications, as well as conduct post-marketing requirements and 

commitments, with respect to our medicines and medicines we acquire. 

While we believe that our existing cash and cash equivalents, along with future cash flows based on our current expectations 

of continued turnover growth, will be sufficient to fund our operations, we may need to raise additional funds if we choose to 

expand our commercialization or development efforts more rapidly than presently anticipated, if we develop or acquire additional 

medicines or acquire companies, or if our turnover does not meet expectations.  

  



 

 DIRECTORSô REPORT (continued)

   

52 
 

We cannot be certain that additional funding will be available on acceptable terms, or at all. As a result of the COVID-19 

pandemic and actions taken to slow its spread, as well as actual or perceived changes in interest rates and economic inflation, the 

global credit and financial markets have at times experienced extreme volatility and disruptions, including diminished liquidity 

and credit availability, declines in consumer confidence, declines in economic growth, increases in unemployment rates and 

uncertainty about economic stability. If the equity and credit markets deteriorate, it may make any additional debt or equity 

financing more difficult, more costly and more dilutive. If we are unable to raise additional capital in sufficient amounts or on 

terms acceptable to us, we may have to significantly delay, scale back or discontinue the development or commercialization of 

one or more of our medicines or medicine candidates or one or more of our other R&D initiatives, or delay, cut back or abandon 

our plans to grow the business through acquisitions. We also could be required to: 

¶ seek collaborators for one or more of our current or future medicine candidates at an earlier stage than otherwise would 

be desirable or on terms that are less favorable than might otherwise be available; or 

¶ relinquish or license on unfavorable terms our rights to technologies or medicine candidates that we would otherwise 

seek to develop or commercialize ourselves. 

In addition, if we are unable to secure financing to support future acquisitions, our ability to execute on a key aspect of our 

overall growth strategy would be impaired. 

Any of the above events could significantly harm our business, financial condition and prospects. 

We have incurred a substantial amount of debt, which could adversely affect our business, including by restricting our 

ability to engage in additional transactions or incur additional indebtedness, and prevent us from meeting our debt 

obligations. 

As of December 31, 2021, we had $2.6 billion book value, or $2.6 billion aggregate principal amount of indebtedness, 

including $2.0 billion in secured indebtedness. 

This substantial level of debt could have important consequences to our business, including, but not limited to: 

¶ reducing the benefits we expect to receive from our prior and any future acquisition transactions; 

¶ making it more difficult for us to satisfy our obligations; 

¶ requiring a substantial portion of our cash flows from operations to be dedicated to the payment of principal and interest 

on our indebtedness, therefore reducing our ability to use our cash flows to fund acquisitions, capital expenditures, R&D 

and future business opportunities; 

¶ exposing us to the risk of increased interest rates to the extent of any future borrowings, including borrowings under our 

credit agreement, at variable rates of interest; 

¶ making it more difficult for us to satisfy our obligations with respect to our indebtedness, including our outstanding 

notes, our credit agreement, and any failure to comply with the obligations of any of our debt instruments, including 

restrictive covenants and borrowing conditions, could result in an event of default under the agreements governing such 

indebtedness; 

¶ increasing our vulnerability to, and reducing our flexibility to respond to, changes in our business or general adverse 

economic and industry conditions; 

¶ limiting our ability to obtain additional financing for working capital, capital expenditures, debt service requirements, 

acquisitions, and general corporate or other purposes and increasing the cost of any such financing; 

¶ limiting our flexibility in planning for, or reacting to, changes in our business and the industry in which we operate; and 

placing us at a competitive disadvantage as compared to our competitors, to the extent they are not as highly leveraged 

and who, therefore, may be able to take advantage of opportunities that our leverage may prevent us from exploiting; and 

¶ restricting us from pursuing certain business opportunities. 
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Our credit agreement and the indenture governing our 5.5% Senior Notes due 2027, or 2027 Senior Notes, impose, and the 

terms of any future indebtedness may impose, various covenants that limit our ability and/or the ability of our restricted 

subsidiariesô (as designated under such agreements) to, among other things, pay dividends or distributions, repurchase equity, 

prepay junior debt and make certain investments, incur additional debt and issue certain preferred stock, incur liens on assets, 

engage in certain asset sales, consolidate with or merge or sell all or substantially all of our assets, enter into transactions with 

affiliates, designate subsidiaries as unrestricted subsidiaries, and allow to exist certain restrictions on the ability of restricted 

subsidiaries to pay dividends or make other payments to us. 

Our ability to obtain future financing and engage in other transactions may be restricted by these covenants. In addition, any 

credit ratings will impact the cost and availability of future borrowings and our cost of capital. Our ratings at any time will reflect 

each rating organizationôs then opinion of our financial strength, operating performance and ability to meet our debt obligations. 

There can be no assurance that we will achieve a particular rating or maintain a particular rating in the future. A reduction in our 

credit ratings may limit our ability to borrow at acceptable interest rates. If our credit ratings were downgraded or put on watch for 

a potential downgrade, we may not be able to sell additional debt securities or borrow money in the amounts, at the times or 

interest rates or upon the more favorable terms and conditions that might otherwise be available. Any impairment of our ability to 

obtain future financing on favorable terms could have an adverse effect on our ability to refinance any of our then-existing debt 

and may severely restrict our ability to execute on our business strategy, which includes the continued acquisition of additional 

medicines or businesses. 

As a result of the COVID-19 pandemic and actions taken to slow its spread, as well as actual or perceived changes in 

interest rates and economic inflation, the global credit and financial markets have experienced extreme volatility and disruptions, 

including diminished liquidity and credit availability, declines in consumer confidence, declines in economic growth, increases in 

unemployment rates and uncertainty about economic stability. In addition, government efforts to stimulate economic activity in 

the face of the COVID-19 pandemic have caused interest rates to fluctuate and created uncertainty as to future fluctuations. If the 

equity and credit markets deteriorate, it may make any additional debt or equity financing more difficult, more costly or more 

dilutive. 

We may not be able to generate sufficient cash to service all of our indebtedness and may be forced to take other actions to 

satisfy our obligations under our indebtedness, which may not be successful. 

Our ability to make scheduled payments under or to refinance our debt obligations depends on our financial condition and 

operating performance, which is subject to prevailing economic, industry and competitive conditions and to certain financial, 

business and other factors beyond our control. For example, we expect that the COVID-19 pandemic and actions taken to slow its 

spread will continue to have a negative impact on turnover of our medicines, which will in turn negatively impact our cash flows. 

Our ability to generate cash flow to meet our payment obligations under our debt may also depend on the successful 

implementation of our operating and growth strategies. Any refinancing of our debt could be at higher interest rates and may 

require us to comply with more onerous covenants, which could further restrict our business operations. We cannot assure that we 

will maintain a level of cash flows from operating activities sufficient to pay the principal, premium, if any, and interest on our 

indebtedness. 

If our cash flows and capital resources are insufficient to fund our debt service obligations, we may be forced to reduce or 

delay capital expenditures, sell assets or business operations, seek additional capital or restructure or refinance our indebtedness. 

We cannot ensure that we would be able to take any of these actions, that these actions would be successful and permit us to meet 

our scheduled debt service obligations or that these actions would be permitted under the terms of existing or future debt 

agreements, including the indenture that governs the 2027 Senior Notes and our credit agreement. In addition, any failure to make 

payments of interest and principal on our outstanding indebtedness on a timely basis would likely result in a reduction of our 

credit rating, which could harm our ability to incur additional indebtedness. 

If we cannot make scheduled payments on our debt, we will be in default and, as a result: 

¶ our debt holders could declare all outstanding principal and interest to be due and payable; 

¶ the administrative agent and/or the lenders under our credit agreement could foreclose against the assets securing the 

borrowings then outstanding; and 

¶ we could be forced into bankruptcy or liquidation, which could result in you losing your investment. 
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We generally have broad discretion in the use of our cash and may not use it effectively. 

Our management has broad discretion in the application of our cash, and investors will be relying on the judgment of our 

management regarding the use of our cash. Our management may not apply our cash in ways that ultimately increase the value of 

any investment in our securities. We expect to use our existing cash to fund commercialization activities for our medicines, to 

potentially fund additional medicine, medicine candidate or business acquisitions, to potentially fund additional regulatory 

approvals of certain of our medicines, to potentially fund development, life cycle management or manufacturing activities of our 

medicines and medicine candidates, to potentially fund share repurchases, and for working capital, milestone payments, capital 

expenditures and general corporate purposes. We may also invest our cash in short-term, investment-grade, interest-bearing 

securities. These investments may not yield a favorable return to our shareholders. If we do not invest or apply our cash in ways 

that enhance shareholder value, we may fail to achieve expected financial results, which could cause the price of our ordinary 

shares to decline. 

Our ability to use net operating loss carryforwards and certain other tax attributes to offset U.S. income taxes may be 

limited. 

Under Sections 382 and 383 of the Code, if a corporation undergoes an ñownership changeò (generally defined as a greater 

than 50 percent change (by value) in its equity ownership over a three-year period), the corporationôs ability to use pre-change net 

operating loss carryforwards and other pre-change tax attributes to offset post-change income may be limited. Certain net 

operating losses generated before an August 2, 2012 ownership change and federal net operating losses and federal tax credits 

acquired through the Viela acquisition are subject to an annual limitation. The net operating loss carryforward and tax credit 

carryforward limitations are cumulative such that any use of the carryforwards below the limitations in one year will result in a 

corresponding increase in the limitations for the subsequent tax year.  

Following certain acquisitions of a U.S. corporation by a foreign corporation, Section 7874 of the Code limits the ability of 

the acquired U.S. corporation and its U.S. affiliates to utilize U.S. tax attributes such as net operating losses to offset U.S. taxable 

income resulting from certain transactions. Based on the limited guidance available, we expect this limitation is applicable for 

approximately ten years following our merger transaction with Vidara with respect to certain intercompany transactions. As a 

result, we or our other U.S. affiliates may not be able to utilize U.S. tax attributes to offset U.S. taxable income or U.S. tax 

liability respectively, if any, resulting from certain intercompany taxable transactions during such period. Notwithstanding this 

limitation, we expect that we will be able to fully use our U.S. net operating losses and tax credits prior to their expiration. As a 

result of this limitation, however, it may take Horizon Therapeutics USA, Inc. (formerly known as Horizon Pharma USA, Inc. and 

as the successor to HPI) longer to use its net operating losses and tax credits. Moreover, contrary to these expectations, it is 

possible that the limitation under Section 7874 of the Code on the utilization of U.S. tax attributes could prevent us from fully 

utilizing our U.S. tax attributes prior to their expiration if we do not generate sufficient taxable income or tax obligations. 

Any limitation on our ability to use our net operating loss and tax credit carryforwards, including the carryforwards of 

companies that we acquire, will likely increase the taxes we would otherwise pay in future years if we were not subject to such 

limitations. 

Unstable market and economic conditions may have serious adverse consequences on our business, financial condition and 

share price. 

From time to time, including recently as a result of the COVID-19 pandemic and actions taken to slow its spread, global 

credit and financial markets have experienced extreme volatility and disruptions, including severely diminished liquidity and 

credit availability, declines in consumer confidence, declines in economic growth, increases in unemployment rates, and 

uncertainty about economic stability. Our general business strategy may be adversely affected by any such economic downturn, 

volatile business environment and continued unpredictable and unstable market conditions. If the equity and credit markets 

deteriorate, it may make any necessary debt or equity financing more difficult to complete, more costly, and more dilutive. Failure 

to secure any necessary financing in a timely manner and on favorable terms could have a material adverse effect on our growth 

strategy, financial performance and share price and could require us to delay or abandon commercialization or development plans. 

There is a risk that one or more of our current service providers, manufacturers and other partners may not survive an economic 

down-turn, which could directly affect our ability to attain our operating goals on schedule and on budget. 

At December 31, 2021, we had $1.6 billion of cash and cash equivalents consisting of cash, money market funds, time 

deposits and U.S. federal government securities. While we are not aware of any downgrades, material losses, or other significant 

deterioration in the fair value of our cash equivalents since December 31, 2021, no assurance can be given that deterioration in 

conditions of the global credit and financial markets would not negatively impact our current portfolio of cash equivalents or our 

ability to meet our financing objectives. Dislocations in the credit market may adversely impact the value and/or liquidity of 

marketable securities owned by us. 
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The UKôs referendum to leave the EU and the UKôs exit from the EU on January 31, 2020, or ñBrexit,ò has caused and may 

continue to cause disruptions to capital and currency markets worldwide. The full impact of Brexit, however, remains uncertain. 

The TCA, which outlines the trading relationship between the UK and the EU was agreed in December 2020, entered into force 

provisionally on January 1, 2021, and has been permanently applicable since May 1, 2021.  

There remains uncertainty as to the practical impacts of Brexit and, especially in the early stages of the UK and the EU 

operating under different legislation, 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 political uncertainty. Brexit may also have a detrimental effect 

on our customers, distributors and suppliers, which would, in turn, adversely affect our turnover and financial condition. 

While the TCA provides for the tariff-free trade of medicinal products between the UK and the EU there may be additional 

non-tariff costs to such trade which did not exist prior to the TCA coming into force. Further, should the UK diverge from the EU 

from a regulatory perspective in relation to medicinal products, tariffs could be put into place in the future. Any further changes in 

international trade, tariff and import/export regulations as a result of Brexit or otherwise may impose unexpected duty costs or 

other non-tariff barriers on us. 

We could therefore, both now and in the future, face additional expenses (when compared to the position prior to the TCA 

coming into force) to operate our business, which could harm or delay our business. These developments, or the perception that 

any of them could occur, may significantly reduce global trade and, in particular, trade between the impacted nations and the UK. 

If the London Inter-Bank Offered Rate, or LIBOR, is discontinued, interest payments under our credit agreement may be 

calculated using another reference rate. 

In July 2017, the Chief Executive of the United Kingdom Financial Conduct Authority, or FCA, which regulates LIBOR, 

announced that the FCA intends to phase out the use of LIBOR by the end of 2021. However, the cessation date has been deferred 

to June 30, 2023 for the most commonly used tenors in U.S. dollar LIBOR (i.e., overnight and one, three and six months). In 

addition, the U.S. Federal Reserve, in conjunction with the Alternative Reference Rates Committee, a steering committee 

composed of large U.S. financial institutions, is considering replacing U.S. dollar LIBOR with the Secured Overnight Financing 

Rate, or SOFR, a new index calculated by short-term repurchase agreements, backed by Treasury securities. Although there have 

been certain issuances utilizing SOFR, it is unknown whether this or any other alternative reference rate will attain market 

acceptance as a replacement for LIBOR. LIBOR is used as a benchmark rate throughout our credit agreement, and our credit 

agreement does not address all circumstances in which LIBOR ceases to be published. There remains uncertainty regarding the 

future utilization of LIBOR and the nature of any replacement rate, and any potential effects of the transition away from LIBOR 

on us are not known. The transition process may involve, among other things, increased volatility and illiquidity in markets for 

instruments that currently rely on LIBOR and may result in increased borrowing costs, the effectiveness of related transactions 

such as hedges, uncertainty under applicable documentation, including the credit agreement, or difficult and costly processes to 

amend such documentation. As a result, our ability to refinance our credit agreement or other indebtedness or to hedge our 

exposure to floating rate instruments may be impaired, which would adversely affect the operations of our business. We do not 

expect the planned discontinuation of LIBOR to have a material impact on interest payments incurred under our credit agreement. 

Changes in accounting rules or policies may affect our financial position and results of operations. 

Accounting principles generally accepted in the United States, or GAAP, and related implementation guidelines and 

interpretations can be highly complex and involve subjective judgments. Changes in these rules or their interpretation, the 

adoption of new guidance or the application of existing guidance to changes in our business could significantly affect our financial 

position and results of operations. In addition, our operation as an Irish company with multiple subsidiaries in different 

jurisdictions adds additional complexity to the application of GAAP and this complexity will be exacerbated further if we 

complete additional strategic transactions. Changes in the application of existing rules or guidance applicable to us or our wholly-

owned subsidiaries could significantly affect our consolidated financial position and results of operations. 
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Covenants under the indenture governing our 2027 Senior Notes and our credit agreement may restrict our business and 

operations in many ways, and if we do not effectively manage our covenants, our financial conditions and results of 

operations could be adversely affected. 

The indenture governing the 2027 Senior Notes and the credit agreement impose various covenants that limit our ability 

and/or our restricted subsidiariesô ability to, among other things: 

¶ pay dividends or distributions, repurchase equity, prepay, redeem or repurchase certain debt and make certain 

investments; 

¶ incur additional debt and issue certain preferred stock; 

¶ provide guarantees in respect of obligations of other persons; 

¶ incur liens on assets; 

¶ engage in certain asset sales; 

¶ merge, consolidate with or sell all or substantially all of our assets to another person; 

¶ enter into transactions with affiliates; 

¶ sell assets and capital stock of our subsidiaries; 

¶ enter into agreements that restrict distributions from our subsidiaries; 

¶ designate subsidiaries as unrestricted subsidiaries; and 

¶ allow to exist certain restrictions on the ability of restricted subsidiaries to pay dividends or make other payments to us. 

These covenants may: 

¶ limit our ability to borrow additional funds for working capital, capital expenditures, acquisitions or other general 

business purposes; 

¶ limit our ability to use our cash flow or obtain additional financing for future working capital, capital expenditures, 

acquisitions or other general business purposes; 

¶ require us to use a substantial portion of our cash flow from operations to make debt service payments; 

¶ limit our flexibility to plan for, or react to, changes in our business and industry; 

¶ place us at a competitive disadvantage compared to less leveraged competitors; and 

¶ increase our vulnerability to the impact of adverse economic and industry conditions. 

If we are unable to successfully manage the limitations and decreased flexibility on our business due to our significant debt 

obligations, we may not be able to capitalize on strategic opportunities or grow our business to the extent we would be able to 

without these limitations. 

Our failure to comply with any of the covenants could result in a default under the credit agreement or the indenture 

governing the 2027 Senior Notes, which could permit the administrative agent or the trustee, as applicable, or permit the lenders 

or the holders of the 2027 Senior Notes to cause the administrative agent or the trustee, as applicable, to declare all or part of any 

outstanding senior secured term loans or revolving loans, or the 2027 Senior Notes to be immediately due and payable or to 

exercise any remedies provided to the administrative agent or the trustee, including, in the case of the credit agreement proceeding 

against the collateral granted to secure our obligations under the credit agreement. An event of default under the credit agreement 

or the indenture governing the 2027 Senior Notes could also lead to an event of default under the terms of the other agreement. 

Any such event of default or any exercise of rights and remedies by our creditors could seriously harm our business. 
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If intangible assets that we have recorded in connection with our acquisition transactions become impaired, we could have 

to take significant charges against earnings. 

In connection with the accounting for our various acquisition transactions, we have recorded significant amounts of 

intangible assets. Under GAAP, we must assess, at least annually and potentially more frequently, whether the value of goodwill 

has been impaired. Amortizing intangible assets will be assessed for impairment in the event of an impairment indicator. For 

example, during the year ended December 31, 2018, we recorded an impairment of $33.6 million to fully write off the book value 

of developed technology related to PROCYSBI in Canada and Latin America. Such impairment and any reduction or other 

impairment of the value of goodwill or other intangible assets will result in a charge against earnings, which could materially 

adversely affect our results of operations and shareholdersô equity in future periods. 

Risks Related to Our Intellectual Property 

If we are unable to obtain or protect intellectual property rights related to our medicines and medicine candidates, we may 

not be able to compete effectively in our markets. 

We rely upon a combination of patents, trade secret protection and confidentiality agreements to protect the intellectual 

property related to our medicines and medicine candidates. The strength of patents in the biotechnology and pharmaceutical field 

involves complex legal and scientific questions and can be uncertain. The patent applications that we own may fail to result in 

issued patents with claims that cover our medicines in the United States or in other foreign countries. If this were to occur, early 

generic competition could be expected against our current medicines and other medicine candidates in development. There is no 

assurance that all potentially relevant prior art relating to our patents and patent applications has been found, which prior art can 

invalidate a patent or prevent a patent from issuing based on a pending patent application.  

Even if patents do successfully issue, third parties may challenge their validity, enforceability or scope, which may result in 

such patents being narrowed or invalidated. 

Any adverse outcome in these matters or any new generic challenges that may arise could result in one or more generic 

versions of our medicines being launched before the expiration of the listed patents, which could adversely affect our ability to 

successfully execute our business strategy to increase sales of our medicines, and would negatively impact our financial condition 

and results of operations, including causing a significant decrease in our turnover and cash flows. 

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 the patent applications we hold with respect to our medicines fail 

to issue or if their breadth or strength of protection is threatened, it could dissuade companies from collaborating with us to 

develop them and threaten our ability to commercialize our medicines. We cannot offer any assurances about which, if any, 

patents will issue or whether any issued patents will be found not invalid and not unenforceable or will go unthreatened by third 

parties. Since patent applications in the United States and most other countries are confidential for a period of time after filing, 

and some remain so until issued, we cannot be certain that we were the first to file any patent application related to our medicines 

or any other medicine candidates. Furthermore, if third parties have filed such patent applications, an interference proceeding in 

the United States can be provoked by a third-party or instituted by us to determine which party was the first to invent any of the 

subject matter covered by the patent claims of our 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 discovery and development processes that involve proprietary know-how, information or technology that is not covered by 

patents. Although we expect 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. 
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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. For example, if the issuance, in a given country, of a patent to us, covering an invention, is 

not followed by the issuance, in other countries, of patents covering the same invention, or if any judicial interpretation of the 

validity, enforceability, or scope of the claims in, or the written description or enablement in, a patent issued in one country is not 

similar to the interpretation given to the corresponding patent issued in another country, our ability to protect our intellectual 

property in those countries may be limited. Changes in either patent laws or in interpretations of patent laws in the United States 

and other countries may materially diminish the value of our intellectual property or narrow the scope of our patent protection. 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. 

If we fail to comply with our obligations in the agreements under which we license rights to technology from third parties, 

we could lose license rights that are important to our business. 

We are party to a number of technology licenses that are important to our business and expect to enter into additional 

licenses in the future. For example, we rely on a license from Bausch with respect to technology developed by Bausch in 

connection with the manufacturing of RAVICTI. The purchase agreement under which Hyperion Therapeutics, Inc., or Hyperion, 

purchased the rights to RAVICTI contains obligations to pay Bausch regulatory and sales milestone payments relating to 

RAVICTI, as well as royalties on the turnover of RAVICTI. On May 31, 2013, when Hyperion acquired BUPHENYL under a 

restated collaboration agreement with Bausch, Hyperion received a license to use some of the manufacturing technology 

developed by Bausch in connection with the manufacturing of BUPHENYL. The restated collaboration agreement also contains 

obligations to pay Bausch regulatory and sales milestone payments, as well as royalties on turnover of BUPHENYL. If we fail to 

make a required payment to Bausch and do not cure the failure within the required time period, Bausch may be able to terminate 

the license to use its manufacturing technology for RAVICTI and BUPHENYL. If we lose access to the Bausch manufacturing 

technology, we cannot guarantee that an acceptable alternative method of manufacture could be developed or acquired. Even if 

alternative technology could be developed or acquired, the loss of the Bausch technology could still result in substantial costs and 

potential periods where we would not be able to market and sell RAVICTI and/or BUPHENYL. We also license intellectual 

property necessary for commercialization of RAVICTI from an external party. This party may be entitled to terminate the license 

if we breach the agreement, including failure to pay required royalties on turnover of RAVICTI, or we do not meet specified 

diligence obligations in our development and commercialization of RAVICTI, and we do not cure the failure within the required 

time period. If the license is terminated, it may be difficult or impossible for us to continue to commercialize RAVICTI, which 

would have a material adverse effect on our business, financial condition and results of operations. 

We hold an exclusive, worldwide license from Roche to patents and know-how for TEPEZZA. We also have exclusive sub-

licenses for rights licensed to Roche for TEPEZZA by certain third-party licensors. Roche may have the right to terminate the 

license upon our breach, if not cured within a specified period of time. Roche may also terminate the license in the event of our 

bankruptcy or insolvency, or if we challenge the validity of Rocheôs patents. If the license is terminated for our breach or based on 

our challenging the validity of Rocheôs patents, then all rights and licenses granted to us by Roche would also terminate, and we 

may be required to assign and transfer to Roche certain filings and approvals, trademarks, and data in our possession necessary for 

the development and commercialization of TEPEZZA, and assign clinical trial agreements to the extent permitted. We may also 

be required to grant Roche an exclusive license under our patents and know-how for TEPEZZA, and to manufacture and supply 

TEPEZZA to Roche for a transitional period. If one or more of these licenses is terminated, it may be impossible for us to 

continue to commercialize TEPEZZA, which would have a material adverse effect on our business, financial condition and results 

of operations. 

We also hold an exclusive license to patents and technology from Duke University, or Duke, and Mountain View 

Pharmaceuticals, Inc., or MVP, covering KRYSTEXXA. Duke and MVP may terminate the license if we commit fraud or for our 

willful misconduct or illegal conduct. Duke and MVP may also terminate the license upon our material breach of the agreement, if 

not cured within a specified period of time, or upon written notice if we have committed two or more material breaches under the 

agreement. Duke and MVP may also terminate the license in the event of our bankruptcy or insolvency. If the license is 

terminated, it may be impossible for us to continue to commercialize KRYSTEXXA, which would have a material adverse effect 

on our business, financial condition and results of operations. 

We are subject to contractual obligations under our amended and restated license agreement with The Regents of the 

University of California, San Diego, or UCSD, as amended, with respect to PROCYSBI. If one or more of these licenses was 

terminated, we would have no further right to use or exploit the related intellectual property, which would limit our ability to 

develop PROCYSBI in other indications, and could impact our ability to continue commercializing PROCYSBI in its approved 

indications. 



 

 DIRECTORSô REPORT (continued)

   

59 
 

We also license rights to know-how and trademarks for ACTIMMUNE from Genentech Inc., or Genentech. Genentech may 

terminate the agreement upon our material default, if not cured within a specified period of time. Genentech may also terminate 

the agreement in the event of our bankruptcy or insolvency. Upon such a termination of the agreement, all intellectual property 

rights conveyed to us under the agreement, including the rights to the ACTIMMUNE trademark, revert to Genentech. If we fail to 

comply with our obligations under this agreement, we could lose the ability to market and distribute ACTIMMUNE, which would 

have a material adverse effect on our business, financial condition and results of operations. 

Following our acquisition of Viela on March 15, 2021, we are a party to a number of intellectual property license 

agreements including (i) our licenses with Duke University and Dana-Farber Cancer Institute related to UPLIZNA, (ii) our license 

with SBI Biotech Co. Ltd related to daxdilimab (HZN-7734), (iii) our license with MedImmune, LLC, or MedImmune, related to 

dazodalibep (HZN-4920), (iv) our sublicense with MedImmune for its license with Lonza Sales AG, or Lonza, related to 

UPLIZNA and daxdilimab (HZN-7734), (v) our sublicense with MedImmune for its license with BioWa, Inc., or BioWa, related 

to UPLIZNA, and (vi) our sublicense with MedImmune for its license with BioWa and Lonza related to daxdilimab (HZN-7734). 

If we fail to comply with our obligations under these agreements, or we are subject to a bankruptcy, we may be required to make 

certain payments to the licensor, we may lose the exclusivity of our license, or the licensor may have the right to terminate the 

license, in which event we would not be able to develop or market products covered by the license.  

We hold an exclusive license to Vectura Group plcôs, or Vectura, proprietary technology and know-how covering the 

delayed release of corticosteroids relating to RAYOS. If we fail to comply with our obligations under our agreement with Vectura 

or our other license agreements, or if we are subject to a bankruptcy, the licensor may have the right to terminate the license, in 

which event we would not be able to market medicines covered by the license, including RAYOS. 

Some intellectual property has been discovered through government-funded programs and thus may be subject to federal 

regulations such as ñmarch-inò rights, certain reporting requirements and a preference for U.S.-based companies. 

Compliance with such regulations may limit our exclusive rights, and limit our ability to contract with non-U.S. 

manufacturers. 

Some of our intellectual property rights, specifically, intellectual property rights related to UPLIZNA that are in-licensed 

from Duke University, were generated through the use of U.S. government funding and are therefore subject to certain federal 

regulations. As a result, the U.S. government may have certain rights to intellectual property embodied in certain of our current or 

future medicine candidates pursuant to the Bayh-Dole Act of 1980, or the Bayh-Dole Act. These U.S. government rights in certain 

inventions developed under a government-funded program include a non-exclusive, non-transferable, irrevocable worldwide 

license to use inventions for any governmental purpose. In addition, the U.S. government has the right, under certain limited 

circumstances, to require us to grant exclusive, partially exclusive, or non-exclusive licenses to any of these inventions to a third 

party if it determines that: (i) adequate steps have not been taken to commercialize the invention; (ii) government action is 

necessary to meet public health or safety needs; or (iii) government action is necessary to meet requirements for public use under 

federal regulations (also referred to as ñmarch-in rightsò). To our knowledge, however, the U.S. government has, to date, not 

exercised any march-in rights on any patented technology that was generated using U.S. government funds. The U.S. government 

also has the right to take title to these inventions if we or the applicable grantee fail to disclose the invention to the government 

and fail to file an application to register the intellectual property within specified time limits. Intellectual property generated under 

a government funded program is also subject to certain reporting requirements, compliance with which may require us to expend 

substantial resources. In addition, the U.S. government requires that any products embodying the subject invention or produced 

through the use of the subject invention be manufactured substantially in the United States. The manufacturing preference 

requirement can be waived if the owner of the intellectual property can show that reasonable but unsuccessful efforts have been 

made to grant licenses on similar terms to potential licensees that would be likely to manufacture substantially in the United States 

or that under the circumstances domestic manufacture is not commercially feasible. This preference for U.S. manufacturers may 

limit our ability to contract with non-U.S. product manufacturers for products covered by such intellectual property. To the extent 

any of our current or future intellectual property is generated through the use of U.S. government funding, the provisions of the 

Bayh-Dole Act may similarly apply. 
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The patent protection and patent prosecution for some of our medicine candidates is dependent on third parties.  

While we normally seek and gain the right to fully prosecute the patents relating to our medicine candidates, there may be 

times when patents relating to our medicine candidates are controlled by our licensors. This is the case with current patents and 

patent applications licensed from MedImmune related to dazodalibep (HZN-4920), and those licensed from Duke University 

related to inebilizumab. If we, or any of our future licensing partners fail to appropriately file, prosecute and maintain patent 

protection for patents covering any of our medicine candidates, our ability to develop and commercialize those medicine 

candidates may be adversely affected and we may not be able to prevent competitors from making, using, and selling competing 

products. In addition, even where we now have the right to control patent prosecution of patents and patent applications we have 

licensed from third parties, we may still be adversely affected or prejudiced by actions or inactions of our licensors. 

 

Risks Related to Ownership of Our Ordinary Shares 

The market price of our ordinary shares historically has been volatile and is likely to continue to be volatile, and you could 

lose all or part of any investment in our ordinary shares. 

The trading price of our ordinary shares has been volatile and could be subject to wide fluctuations in response to various 

factors, some of which are beyond our control. In addition to the factors discussed in this ñRisk Factorsò section and elsewhere in 

this report, these factors include: 

¶ our failure to successfully execute our commercialization strategy with respect to our approved medicines, 

particularly our commercialization of our medicines in the United States; 

¶ the impact of the COVID-19 pandemic on our business and industry as well as the global economy; 

¶ actions or announcements by third-party or government payers with respect to coverage and reimbursement of our 

medicines; 

¶ disputes or other developments relating to intellectual property and other proprietary rights, including patents, 

litigation matters and our ability to obtain patent protection for our medicines and medicine candidates; 

¶ unanticipated serious safety concerns related to the use of our medicines; 

¶ adverse regulatory decisions; 

¶ changes in laws or regulations applicable to our business, medicines or medicine candidates, including but not limited 

to clinical trial requirements for approvals or tax laws; 

¶ inability to comply with our debt covenants and to make payments as they become due; 

¶ inability to obtain adequate commercial supply for any approved medicine or inability to do so at acceptable prices; 

¶ developments concerning our commercial partners, including but not limited to those with our sources of 

manufacturing supply; 

¶ our decision to initiate a clinical trial, not to initiate a clinical trial or to terminate an existing clinical trial; 

¶ adverse results or delays in clinical trials; 

¶ our failure to successfully develop and/or acquire additional medicine candidates or obtain approvals for additional 

indications for our existing medicine candidates; 

¶ introduction of new medicines or services offered by us or our competitors; 

¶ overall performance of the equity markets, including the pharmaceutical sector, and general political and economic 

conditions; 

¶ failure to meet or exceed turnover and financial projections that we may provide to the public; 

¶ actual or anticipated variations in quarterly operating results; 

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

¶ inaccurate or significant adverse media coverage; 

¶ publication of research reports about us or our industry or positive or negative recommendations or withdrawal of 

research coverage by securities analysts; 

¶ our inability to successfully enter new markets; 

¶ the termination of a collaboration or the inability to establish additional collaborations; 

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

competitors; 
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¶ our inability to maintain an adequate rate of growth; 

¶ ineffectiveness of our internal controls or our inability to otherwise comply with financial reporting requirements; 

¶ adverse U.S. and foreign tax exposure; 

¶ additions or departures of key management, commercial or regulatory personnel; 

¶ issuances of debt or equity securities; 

¶ significant lawsuits, including patent or shareholder litigation; 

¶ changes in the market valuations of similar companies to us; 

¶ sales of our ordinary shares by us or our shareholders in the future; 

¶ trading volume of our ordinary shares; 

¶ effects of natural or man-made catastrophic events or other business interruptions; and 

¶ other events or factors, many of which are beyond our control. 

In addition, the stock market in general, and The Nasdaq Global Select Market and the stock of biotechnology companies in 

particular, have experienced extreme price and volume fluctuations that have often been unrelated or disproportionate to the 

operating performance of these companies. Broad market and industry factors may adversely affect the market price of our 

ordinary shares, regardless of our actual operating performance. 

We have never declared or paid dividends on our share capital and we do not anticipate paying dividends in the foreseeable 

future. 

We have never declared or paid any cash dividends on our ordinary shares. 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, including due to limitations that are currently imposed by our credit agreement and the 

indenture governing the 2027 Senior Notes. Any return to shareholders will therefore be limited to the increase, if any, of our 

ordinary share price.  

Future sales and issuances of our ordinary shares, securities convertible into our ordinary shares or rights to purchase 

ordinary shares or convertible securities could result in additional dilution of the percentage ownership of our shareholders 

and could cause our share price to decline. 

Additional capital may be needed in the future to continue our planned operations. To the extent we raise additional capital 

by issuing equity securities or securities convertible into or exchangeable for ordinary shares, our shareholders may experience 

substantial dilution. We may sell ordinary shares, and we may sell convertible or exchangeable 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 such ordinary shares, convertible 

or exchangeable securities or other equity securities in subsequent transactions, existing shareholders may be materially diluted. 

New investors in such subsequent transactions could gain rights, preferences and privileges senior to those of holders of ordinary 

shares. We also maintain equity incentive plans, including our Amended and Restated 2020 Equity Incentive Plan, as amended, 

Amended and Restated 2018 Equity Incentive Plan, as amended, 2014 Non-Employee Equity Plan, as amended, and 2020 

Employee Share Purchase Plan, and intend to grant additional ordinary share awards under these and future plans, which will 

result in additional dilution to our existing shareholders. 

Irish law differs from the laws in effect in the United States and may afford less protection to holders of our securities. 

It may not be possible to enforce court judgments obtained in the United States against us in Ireland based on the civil 

liability provisions of the U.S. federal or state securities laws. In addition, there is some uncertainty as to whether the courts of 

Ireland would recognize or enforce judgments of U.S. courts obtained against us or our directors or officers based on the civil 

liabilities provisions of the U.S. federal or state securities laws or hear actions against us or those persons based on those laws. We 

have been advised that the United States currently does not have a treaty with Ireland providing for the reciprocal recognition and 

enforcement of judgments in civil and commercial matters. Therefore, a final judgment for the payment of money rendered by any 

U.S. federal or state court based on civil liability, whether or not based solely on U.S. federal or state securities laws, would not 

automatically or necessarily be enforceable in Ireland. 

As an Irish company, we are governed by the Irish Companies Act 2014 (as amended), which differs in some material 

respects from laws generally applicable to U.S. corporations and shareholders, including, among others, differences relating to 

interested director and officer transactions and shareholder lawsuits. Likewise, the duties of directors and officers of an Irish 

company generally are owed to the company only. Shareholders of Irish companies generally do not have a personal right of 

action against directors or officers of the company and may exercise such rights of action on behalf of the company only in limited 

circumstances. Accordingly, holders of our securities may have more difficulty protecting their interests than would holders of 

securities of a corporation incorporated in a jurisdiction of the United States.  



 

 DIRECTORSô REPORT (continued)

   

62 
 

Provisions of our articles of association, and Irish law could delay or prevent a takeover of us by a third party. 

Our articles of association could delay, defer or prevent a third-party from acquiring us, despite the possible benefit to our 

shareholders, or otherwise adversely affect the price of our ordinary shares. For example, our articles of association: 

¶ impose advance notice requirements for shareholder proposals and nominations of directors to be considered at 

shareholder meetings; 

¶ stagger the terms of our board of directors into three classes; and 

¶ require the approval of a supermajority of the voting power of the shares of our share capital entitled to vote generally 

at a meeting of shareholders to amend or repeal our articles of association. 

In addition, several mandatory provisions of Irish law could prevent or delay an acquisition of us. For example, Irish law 

does not permit shareholders of an Irish public limited company to take action by written consent with less than unanimous 

consent. We are also subject to various provisions of Irish law relating to mandatory bids, voluntary bids, requirements to make a 

cash offer and minimum price requirements, as well as substantial acquisition rules and rules requiring the disclosure of interests 

in our ordinary shares in certain circumstances. 

These provisions may discourage potential takeover attempts, discourage bids for our ordinary shares at a premium over the 

market price or adversely affect the market price of, and the voting and other rights of the holders of, our ordinary shares. These 

provisions could also discourage proxy contests and make it more difficult for you and our other shareholders to elect directors 

other than the candidates nominated by our board of directors, and could depress the market price of our ordinary shares. 

Any attempts to take us over will be subject to Irish Takeover Rules and subject to review by the Irish Takeover Panel. 

We are subject to the Irish Takeover Rules, under which our board of directors will not be permitted to take any action 

which might frustrate an offer for our ordinary shares once it has received an approach which may lead to an offer or has reason to 

believe an offer is imminent. 

A transfer of our ordinary shares may be subject to Irish stamp duty. 

In certain circumstances, the transfer of shares in an Irish incorporated company will be subject to Irish stamp duty, which is 

a legal obligation of the buyer. This duty is currently charged at the rate of 1.0 percent of the price paid or the market value of the 

shares acquired, if higher. Because our ordinary shares are traded on a recognized stock exchange in the United States, an 

exemption from this stamp duty is available to transfers by shareholders who hold ordinary shares beneficially through brokers, 

which in turn hold those shares through the Depositary Trust Company, or DTC, to holders who also hold through 

DTC. However, a transfer by or to a record holder who holds ordinary shares directly in his, her or its own name could be subject 

to this stamp duty. We, in our absolute discretion and insofar as the Irish Companies Act 2014 (as amended) or any other 

applicable law permit, may, or may provide that one of our subsidiaries will pay Irish stamp duty arising on a transfer of our 

ordinary shares on behalf of the transferee of such ordinary shares. If stamp duty resulting from the transfer of ordinary shares 

which would otherwise be payable by the transferee is paid by us or any of our subsidiaries on behalf of the transferee, then in 

those circumstances, we will, on our behalf or on behalf of such subsidiary (as the case may be), be entitled to (i) seek 

reimbursement of the stamp duty from the transferee, (ii) set-off the stamp duty against any dividends payable to the transferee of 

those ordinary shares and (iii) claim a first and permanent lien on the ordinary shares on which stamp duty has been paid by us or 

such subsidiary for the amount of stamp duty paid. Our lien shall extend to all dividends paid on those ordinary shares. 

Dividends paid by us may be subject to Irish dividend withholding tax. 

In certain circumstances, as an Irish tax resident company, we will be required to deduct Irish dividend withholding tax 

(currently at the rate of 25%) from dividends paid to our shareholders. Shareholders that are resident in the United States, EU 

countries (other than Ireland) or other countries with which Ireland has signed a tax treaty (whether the treaty has been ratified or 

not) generally should not be subject to Irish withholding tax so long as the shareholder has provided its broker, for onward 

transmission to our qualifying intermediary or other designated agent (in the case of shares held beneficially), or our or its transfer 

agent (in the case of shares held directly), with all the necessary documentation by the appropriate due date prior to payment of 

the dividend. However, some shareholders may be subject to withholding tax, which could adversely affect the price of our 

ordinary shares. 
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General Risk Factors 

We have incurred and will continue to incur significant increased costs as a result of operating as a public company and 

our management will be required to devote substantial time to compliance initiatives. 

As a public company, we have incurred and will continue to incur significant legal, accounting and other expenses. In 

particular, the Sarbanes-Oxley Act of 2000, or the Sarbanes-Oxley Act, as well as rules subsequently implemented by the SEC 

and the Nasdaq Stock Market, Inc., or Nasdaq, impose significant requirements on public companies, including requiring 

establishment and maintenance of effective disclosure and financial controls and changes in corporate governance practices. These 

rules and regulations have substantially increased our legal and financial compliance costs and have made some activities more 

time-consuming and costly. These effects are exacerbated by our transition to an Irish company and the integration of numerous 

acquired businesses and operations into our historical business and operating structure. If these requirements divert the attention of 

our management and personnel from other business concerns, they could have a material adverse effect on our business, financial 

condition and results of operations. The increased costs will continue to decrease our profit or increase our profit, and may require 

us to reduce costs in other areas of our business or increase the prices of our medicines or services. For example, these rules and 

regulations make it more difficult and more expensive for us to obtain and maintain director and officer liability insurance. We 

cannot predict or estimate the amount or timing of additional costs that we may incur to respond to these requirements. The impact 

of these requirements could also make it more difficult for us to attract and retain qualified persons to serve on our board of 

directors, our board committees or as executive officers. If we fail to comply with the continued listing requirements of Nasdaq, 

our ordinary shares could be delisted from The Nasdaq Global Select Market, which would adversely affect the liquidity of our 

ordinary shares and our ability to obtain future financing. 

The Sarbanes-Oxley Act requires, among other things, that we maintain effective internal controls for financial reporting 

and disclosure controls and procedures. In particular, we are required to perform annual system and process evaluation and testing 

of our internal controls over financial reporting to allow management to report on the effectiveness of our internal controls over 

financial reporting, as required by Section 404 of the Sarbanes-Oxley Act, or Section 404. Our independent registered public 

accounting firm is also required to deliver a report on the effectiveness of our internal control over financial reporting. Our testing, 

or the 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. Our compliance with Section 404 requires that we incur substantial expense 

and expend significant management efforts, particularly because of our Irish parent company structure and international 

operations. If we are not able to comply with the requirements of Section 404 or if we or our independent registered public 

accounting firm identify deficiencies in our internal controls over financial reporting that are deemed to be material weaknesses, 

the market price of our ordinary shares could decline and we could be subject to sanctions or investigations by Nasdaq, the SEC or 

other regulatory authorities, which would require additional financial and management resources. 

New laws and regulations as well as changes to existing laws and regulations affecting public companies, including the 

provisions of the Sarbanes-Oxley Act and rules adopted by the SEC and by Nasdaq, would likely result in increased costs as we 

respond to their requirements. 

Securities class action litigation could divert our managementôs attention and harm our business and could subject us to 

significant liabilities. 

The stock markets have from time to time experienced significant price and volume fluctuations that have affected the 

market prices for the equity securities of pharmaceutical companies. These broad market fluctuations may cause the market price 

of our ordinary shares to decline. 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 biotechnology and biopharma 

companies have experienced significant stock price volatility in recent years. For example, following declines in our stock price, 

two federal securities class action lawsuits were filed in March 2016 against us and certain of our current and former officers 

alleging violations of the Securities Exchange Act of 1934, as amended, which lawsuits were dismissed by the plaintiffs in June 

2018. Even if we are successful in defending any similar claims that may be brought in the future, such litigation could result in 

substantial costs and may be a distraction to our management and may lead to an unfavorable outcome that could adversely impact 

our financial condition and prospects.  
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Our employees, independent contractors, principal investigators, consultants, vendors, distributors and CROs may engage 

in misconduct or other improper activities, including noncompliance with regulatory standards and requirements. 

We are exposed to the risk that our employees, independent contractors, principal investigators, consultants, vendors, 

distributors and CROs may engage in fraudulent or other illegal activity. Misconduct by these parties could include intentional, 

reckless and/or negligent conduct or unauthorized activities that violate FDA regulations, including those laws that require the 

reporting of true, complete and accurate information to the FDA, manufacturing standards, federal and state healthcare fraud and 

abuse laws and regulations, and laws that require the true, complete and accurate reporting of financial information or data. In 

particular, sales, marketing and business arrangements in the healthcare industry are subject to extensive laws and regulations 

intended to prevent fraud, misconduct, kickbacks, self-dealing and other abusive practices. These laws and regulations may 

restrict or prohibit a wide range of pricing, discounting, marketing and promotion, sales commission, customer incentive programs 

and other business arrangements. Misconduct by our employees and other third parties may also include the improper use of 

information obtained in the course of clinical trials, which could result in regulatory sanctions and serious harm to our 

reputation. We have adopted a Code of Conduct and Ethics, but it is not always possible to identify and deter misconduct by our 

employees and other third parties, and the precautions we take to detect and prevent this activity may not be effective in 

controlling unknown or unmanaged risks or losses or in protecting us from governmental investigations or other actions or 

lawsuits stemming from a failure to be in compliance with such laws or regulations. If any such actions are instituted against us, 

and we are not successful in defending ourselves or asserting our rights, those actions could have a significant impact on our 

business, including the imposition of significant civil and criminal penalties, damages, fines, the curtailment or restructuring of 

our operations, the exclusion from participation in federal and state healthcare programs and imprisonment. 

Third-party claims of intellectual property infringement may prevent or delay our development and commercialization 

efforts. 

Our commercial success depends in part on us 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 United States Patent and Trademark Office, or the 

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 our collaborators are developing medicine candidates. As the biotechnology and pharmaceutical industries 

expand and more patents are issued, the risk increases that our medicine 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 our medicines and/or any other medicine 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 medicine 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 

medicine candidates, any molecules formed during the manufacturing process or any final medicine itself, the holders of any such 

patents may be able to block our ability to commercialize such medicine candidate unless we obtained 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, processes for manufacture or methods of use, including combination therapy, the holders of 

any such patent may be able to block our ability to develop and commercialize the applicable medicine candidate unless we 

obtained a license or until such patent expires. In either case, such a license may not be available on commercially reasonable 

terms or at all.  
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Parties making claims against us may obtain injunctive or other equitable relief, which could effectively block our ability to 

further develop and commercialize one or more of our medicine 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 

attorneysô fees for willful infringement, obtain one or more licenses from third parties, pay royalties or redesign our infringing 

medicines, 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 or allow commercialization of our 

medicine candidates, and we have done so from time to time. 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 medicine 

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 medicines, 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 patents or the patents of our licensors. To counter infringement or unauthorized use, we may 

be required to file infringement claims, which can be expensive and time-consuming. In addition, in an infringement proceeding, a 

court may decide that one of our patents, or a patent of one of our licensors, is not valid or is unenforceable, or may refuse to stop 

the other party from using the technology at issue on the grounds that our patents do not cover the technology in question. An 

adverse result in any litigation or defense proceedings could put one or more of our patents at risk of being invalidated or 

interpreted narrowly and could put our patent applications at risk of not issuing. 

There are numerous post grant review proceedings available at the U.S. PTO (including inter partes review, post-grant 

review and ex-parte reexamination) and similar proceedings in other countries of the world that could be initiated by a third-party 

that could potentially negatively impact our issued patents. 

Interference proceedings provoked by third parties or brought by us may be necessary to determine the priority of inventions 

with respect to our patents or patent applications or those of our collaborators or licensors. An unfavorable outcome could require 

us to cease using the related technology or to attempt to license rights to it from the prevailing party. Our business could be 

harmed if the prevailing party does not offer us a license on commercially reasonable terms. Our defense of litigation or 

interference proceedings may fail and, even if successful, may result in substantial costs and distract our management and other 

employees. We may not be able to prevent, alone or with our licensors, misappropriation of our intellectual property rights, 

particularly in countries where the laws may not protect those rights as fully as in the United States. 

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. There 

could also be public announcements of the results of hearings, motions or other interim proceedings or developments. If securities 

analysts or investors perceive these results to be negative, it could have a material adverse effect on the price of our ordinary 

shares.  



 

 DIRECTORSô REPORT (continued)

   

66 
 

Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, 

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 noncompliance 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 or licensors that control the 

prosecution and maintenance of our licensed patents fail to maintain the patents and patent applications covering our medicine 

candidates, our competitors might be able to enter the market, which would have a material adverse effect on 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 employeesô 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 even if we are successful, litigation could 

result in substantial cost and be a distraction to our management and other employees. 

Sales of a substantial number of our ordinary shares in the public market could cause our share price to decline. 

If our existing shareholders sell, or indicate an intention to sell, substantial amounts of our ordinary shares in the public 

market, the trading price of such ordinary shares could decline. In addition, our ordinary shares that are either subject to 

outstanding options and restricted stock units or reserved for future issuance under our employee benefit plans are or may become 

eligible for sale in the public market to the extent permitted by the provisions of various vesting schedules and the Securities Act 

of 1933, as amended. If these additional ordinary shares are sold, or if it is perceived that they will be sold, in the public market, 

the trading price of our ordinary shares could decline.  

If securities or industry analysts do not publish research or publish inaccurate or unfavorable research about our business, 

our share price and trading volume could decline. 

The trading market for our ordinary shares will depend in part on the research and reports that securities or industry analysts 

publish about us or our business. If one or more of the analysts who cover us downgrade our rating or publish inaccurate or 

unfavorable research about our business, our share price could decline. If one or more of these analysts cease coverage of our 

company or fail to publish reports on our company regularly, demand for our ordinary shares could decrease, which might cause 

our share price and trading volume to decline. 
 

 

 

 

 

 

 

 

 

 

 

 

 



 

 DIRECTORSô REPORT (continued)

   

67 
 

Research and Development 

Our R&D programs include preclinical and clinical development of new medicine candidates, as well as development 

programs intended to maximize the benefit and value of our existing medicines. We devote significant resources to R&D activities 

that address critical unmet medical needs for people impacted by rare, autoimmune and severe inflammatory diseases. Our 

pipeline includes more than 20 programs, the majority of which were added in 2021. We initiated seven clinical trials in 2021 and 

expect to initiate seven more in 2022, including the HZN-825 IPF clinical trial initiated in January 2022 and the TEPEZZA in 

Japan (OPTIC-J) clinical trial initiated in February 2022. The graphic below summarizes our R&D programs ranging from 

preclinical to Phase 3 as of March 1, 2022. 

 

 

(1) Program expected to initiate in 2022. 

 

We also have four Phase 4 programs: TEPEZZA chronic TED, KRYSTEXXA shorter infusion duration, KRYSTEXXA 

monthly dosing and KRYSTEXXA retreatment. 

UPLIZNA Clinical Programs  

UPLIZNA (inebilizumab-cdon) is an anti-CD19 humanized monoclonal antibody that depletes B cells, including the 

pathogenic cells that produce autoantibodies. UPLIZNA is approved by the FDA for the treatment of NMOSD. We are currently 

evaluating UPLIZNA in three additional indications: myasthenia gravis (a Phase 3 randomized, placebo-controlled clinical trial) 

and IgG4-related disease (a Phase 3 randomized, placebo-controlled clinical trial). 

Daxdilimab (HZN -7734) Clinical Programs 

Daxdilimab, or HZN-7734, is an anti-ILT7 human monoclonal antibody that depletes certain dendritic cells. Depleting these 

cells may interrupt the cycle of inflammation that causes tissue damage in diseases such as lupus, and a variety of other 

autoimmune conditions. We are currently evaluating daxdilimab in a Phase 2 randomized, placebo-controlled clinical trial in 

systemic lupus erythematosus. We expect to initiate four Phase 2 clinical trials in additional potential indications in 2022 ï 

alopecia areata, discoid lupus erythematosus, lupus nephritis and dermatomyositis.  
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Dazodalibep (HZN-4920) Clinical Programs 

Dazodalibep, or HZN-4920, is a CD40 ligand antagonist that blocks T cell interaction with the CD40-expressing B cells, 

disrupting the overactivation of the CD40 ligand co-stimulatory pathway. Several autoimmune diseases are associated with the 

overactivation of this pathway. Clinical trials in three indications are currently underway: a Phase 2b randomized, placebo-

controlled clinical trial in Sjºgrenôs syndrome, a Phase 2 randomized, placebo-controlled clinical trial in rheumatoid arthritis and a 

Phase 2 open-label clinical trial in kidney transplant rejection. We expect to initiate a Phase 2 clinical trial in focal segmental 

glomerulosclerosis in 2022. 

HZN-825 Clinical Programs 

HZN-825 is an oral selective LPAR1 antagonist that prevents gene activation and has demonstrated antifibrotic activity. We 

are pursuing Phase 2b pivotal trials of HZN-825 in two potential indications ï diffuse cutaneous systemic sclerosis and idiopathic 

pulmonary fibrosis.  

TEPEZZA Clinical Programs 

TEPEZZA (teprotumumab-trbw) is an IGF-1R antagonist monoclonal antibody. It is the first and only medicine approved 

by the FDA for the treatment of TED. Two of our three TEPEZZA clinical programs are underway: a Phase 1 pharmacokinetic 

clinical trial for subcutaneous administration of TED and a Phase 1 exploratory clinical trial in diffuse cutaneous systemic 

sclerosis. OPTIC-J, a Phase 3 randomized, placebo-controlled clinical trial for the treatment of moderate-to-severe active TED 

patients in Japan, was initiated in February 2022. 

HZN-1116 Autoimmune Disease Program  

HZN-1116 is a human monoclonal antibody designed to neutralize the FLT3-ligand, thereby reducing both conventional 

and plasmacytoid dendritic cells that play a key role in driving inflammatory processes. We are currently evaluating HZN-1116 in 

a Phase 1 clinical trial for autoimmune diseases. 

Preclinical Programs 

Our agreements with Arrowhead Pharmaceuticals, Inc., or Arrowhead, and HemoShear Therapeutics, LLC are both 

exploring the potential for novel therapeutics to address the unmet need for the more than 500,000 gout patients who do not 

respond to the current standard of conventional care and are not good candidates for KRYSTEXXA. Our preclinical program with 

Alpine Immune Sciences, Inc., or Alpine, is focused on developing novel protein-based therapies for autoimmune and 

inflammatory diseases. We are leveraging external collaborations for our three programs, using their specialized technologies in 

combination with our internal expertise.  

Phase 4 TEPEZZA and KRYSTEXXA Programs 

Additional programs not shown on the pipeline above include our Phase 4 TEPEZZA and KRYSTEXXA programs. Our 

ongoing TEPEZZA Phase 4 randomized, placebo-controlled clinical trial in chronic TED is designed to better inform physicians 

and payers on the safety and efficacy of TEPEZZA in patients with chronic TED. Our three Phase 4 KRYSTEXXA open-label 

clinical trials underway are evaluating KRYSTEXXA plus the immunomodulator methotrexate in a shorter-infusion duration trial; 

a monthly dosing trial; and a retreatment trial for patients who were not complete responders to KRYSTEXXA monotherapy.  

Clinical Programs Completed in 2021 

In 2021, we successfully completed two KRYSTEXXA clinical trials, MIRROR and PROTECT: 

KRYSTEXXA MIRROR: Our Phase 4 randomized, placebo-controlled MIRROR clinical trial evaluated the use of 

KRYSTEXXA plus methotrexate, an immunomodulator frequently used by rheumatologists. The trial results demonstrated that 

71.0 percent (71 of 100) patients randomized to receive KRYSTEXXA plus methotrexate achieved a complete response rate, 

defined as serum uric acid <6 mg/dL at least 80% of the time during Month 6 (p<0.0001), a significant improvement from the 

38.5 percent response rate in patients (20 of 52) who were randomized to receive KRYSTEXXA plus placebo. KRYSTEXXA 

plus immunomodulation is a core element of our strategy to maximize the value of KRYSTEXXA and enable more patients with 

uncontrolled gout to benefit from the medicine. We submitted a supplemental BLA to the FDA in the first quarter of 2022 to 

expand the label for KRYSTEXXA to include co-treatment with methotrexate. In March 2022, we were granted Priority Review 

designation, with the potential for approval in the third quarter of 2022. The Priority Review designation, which the FDA grants to 

applications for medicines that have the potential to provide significant improvements in the treatment of serious conditions, is 

associated with an accelerated six-month review period compared to the standard ten-month review period.   
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KRYSTEXXA PROTECT: Our Phase 4 open-label PROTECT clinical trial evaluated the use of KRYSTEXXA in patients 

with uncontrolled gout who had received a kidney transplant and were treated with two to three immunosuppressive agents to 

prevent organ rejection. Gout is more common and often more severe among patients who have undergone kidney transplantation. 

88.9 percent (16 of 18) of the patients achieved the primary endpoint, defined as sUA <6 mg/dL for at least 80 percent of time 

during Month 6, demonstrating that KRYSTEXXA provided a substantial and sustained decrease in sUA for these patients. 

 

Liquidity, Financial Position and Capital Resources 
 

As of December 31, 2021, we had a profit and loss account surplus of $313.9 million. We expect that our sales and 

marketing expenses will continue to increase as a result of the commercialization of our medicines and global expansion 

initiatives, but we believe these cost increases will be more than offset by higher turnover and gross profits in future periods. 

Additionally, we expect that our R&D costs will increase as we acquire or develop more development-stage medicine candidates 

and advance our candidates through the clinical development and regulatory approval processes. In particular, we expect to incur 

substantial costs in connection with advancing our pipeline of medicine candidates and development programs in on-going and 

planned clinical trials. 

Following the highly successful launch of TEPEZZA, which significantly exceeded our expectations, we are in the process 

of expanding our production capacity to meet anticipated future demand for TEPEZZA. As of December 31, 2021, we had total 

purchase commitments, including the minimum annual order quantities and binding firm orders, with AGC Biologics A/S 

(formerly known as CMC Biologics A/S) for TEPEZZA drug substance of ú122.8 million ($139.2 million converted at a Euro-to-

Dollar exchange rate as of December 31, 2021 of 1.1338), to be delivered through December 2024.   

 We also expect to incur additional costs and to enter into additional purchase commitments in connection with our efforts to 

expand TEPEZZA production capacity in order to meet anticipated increases in demand. 

In July 2021, we completed the purchase of a biologic drug product manufacturing facility from EirGen for $67.9 million. 

Refer to Note 3, Business Acquisitions, Divestitures and Other Arrangements, of the Notes to Consolidated Financial Statements, 

for further details. We expect to incur approximately $35.0 million in capital expenditures through 2022 in order to complete the 

drug product facility. 

In February 2020, we purchased a three-building campus in Deerfield, Illinois, for total consideration and directly 

attributable transaction costs of $118.5 million. The Deerfield campus totals 70 acres and consists of approximately 650,000 

square feet of office space. We made significant capital expenditures during the first quarter of 2021 in order to prepare the 

Deerfield campus for occupancy. Our office employees previously located in Lake Forest, Illinois moved to the Deerfield campus 

in February 2021. Vacating the Lake Forest leased office building in February 2021 represented a triggering event for impairment 

consideration of the right-of-use asset relating to this building. During the first quarter of 2021, we recorded an impairment charge 

of $12.4 million as a result of vacating the Lake Forest office. This charge was reported within impairment of tangible asset in the 

consolidated profit and loss account. In addition, we recorded a liability of $5.6 million during the year ended December 31, 2021 

for maintenance charges as a result of vacating the leased Lake Forest office. In January 2022, we entered a sublease agreement 

for the entire Lake Forest office building for the remaining term of the original lease through March 31, 2031. 

During the first quarter of 2021, under our license agreement with F. Hoffmann-La Roche Ltd and Hoffmann-La Roche 

Inc., or together referred to as Roche, we made a milestone payment of CHF50.0 million ($56.1 million when converted using a 

CHF-to-Dollar exchange rate at the date of payment of 1.1228) in relation to the attainment of TEPEZZA turnover milestones. 

The liability for this milestone payment was recorded during the year ended December 31, 2020. In April 2021, under the 

acquisition agreement for River Vision Development Corp., or River Vision, we made a TEPEZZA turnover milestone payment 

of $67.0 million. The liability for this milestone payment was recorded during the year ended December 31, 2020. There are no 

further TEPEZZA turnover milestone obligations remaining to Roche and the former River Vision stockholders. Our remaining 

obligation to Roche relating to the attainment of various TEPEZZA development and regulatory milestones is CHF43.0 million 

($47.0 million when converted using a CHF-to-Dollar exchange rate at December 31, 2021 of 1.0937). 

During the year ended December 31, 2020, we committed to invest as a strategic limited partner in four venture capital 

funds: Forbion Growth Opportunities Fund I C.V., Forbion Capital Fund V C.V., Aisling Capital V, L.P. and RiverVest Venture 

Fund V, L.P. As of December 31, 2021, the total carrying amount of our investments in these funds was $22.6 million, which is 

included in other assets in the consolidated balance sheet, and our total future commitments to these funds are $42.3 million.  

We have financed our operations to date through equity financings, debt financings and the issuance of convertible notes, along 

with cash flows from operations during the last several years. As of December 31, 2021, we had $1.6 billion in cash and cash 

equivalents and total debt with a book value of $2.6 billion and face value of $2.6 billion. We believe our existing cash and cash 

equivalents and our expected cash flows from our operations will be sufficient to fund our business needs for at least the next 12 

months from the issuance of the financial statements in this Irish Annual Report. We do not have any financial or non-financial 

covenants that we expect to be affected by the economic disruptions and negative effects of the COVID-19 pandemic. 
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We have a significant amount of debt outstanding on a consolidated basis. For a description of our debt agreements, refer to 

Note 17, Debt Agreements, of the Notes to Consolidated Financial Statements. This substantial level of debt could have important 

consequences to our business, including, but not limited to: making it more difficult for us to satisfy our obligations; requiring a 

substantial portion of our cash flows from operations to be dedicated to the payment of principal and interest on our indebtedness, 

therefore reducing our ability to use our cash flows to fund acquisitions, capital expenditures, R&D and future business 

opportunities; limiting our ability to obtain additional financing, including borrowing additional funds; increasing our 

vulnerability to, and reducing our flexibility to respond to, general adverse economic and industry conditions; limiting our 

flexibility in planning for, or reacting to, changes in our business and the industry in which we operate; and placing us at a 

disadvantage as compared to our competitors, to the extent that they are not as highly leveraged. We may not be able to generate 

sufficient cash to service all of our indebtedness and may be forced to take other actions to satisfy our obligations under our 

indebtedness. 

In addition, the indenture governing our 5.5% Senior Notes due 2027 and our Credit Agreement impose various covenants 

that limit our ability and/or our restricted subsidiariesô ability to, among other things, pay dividends or distributions, repurchase 

equity, prepay junior debt and make certain investments, incur additional debt and issue certain preferred stock, incur liens on 

assets, engage in certain asset sales or merger transactions, enter into transactions with affiliates, designate subsidiaries as 

unrestricted subsidiaries; and allow to exist certain restrictions on the ability of restricted subsidiaries to pay dividends or make 

other payments to us. 

During the year ended December 31, 2021, we issued an aggregate of 6.0 million ordinary shares in connection with stock 

option exercises and the vesting of restricted stock units and performance stock units and employee share purchase plan 

purchases. We received a total of $73.1 million in net proceeds in connection with such issuances. During the year ended 

December 31, 2021, we made payments of $166.0 million for employee withholding taxes relating to vesting of share-based 

awards. 
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 Sources and Uses of Cash 

The following table provides a summary of our cash position and cash flows for the years ended December 31, 2021 and 

2020 (in thousands): 

       

  For the Years Ended December 31, 

   2021    2020   

Cash, cash equivalents and restricted cash    $ 1,584,156     $ 2,083,479    

Cash provided by (used in):                  

Operating activities     1,035,271       555,688    

Investing activities     (2,994,111 )     (464,071 )   

Financing activities     1,470,123      904,579   

 

Net Cash Provided by Operating Activities 

Net cash provided by operating activities during the year ended December 31, 2021 of $1,035.3 million was primarily 

attributable to cash collections from gross turnover, partially offset by payments made related to patient assistance costs for our 

medicines and government rebates for our orphan segment medicines, payments related to selling, general and administrative 

expenses, including transaction costs related to the Viela acquisition, and payments related to R&D expenses. 

Net cash provided by operating activities during the year ended December 31, 2020 of $555.7 million was primarily 

attributable to cash collections from gross turnover, partially offset by payments made related to patient assistance costs for our 

inflammation segment medicines and government rebates for our orphan segment medicines, payments related to selling, general 

and administrative expenses and research and development expenses and advanced payments for TEPEZZA stock. 

Net Cash Used in Investing Activities 

Net cash used in investing activities of $2,994.1 million during the year ended December 31, 2021 was primarily 

attributable to payments for acquisitions, net of $2,845.3 million which was primarily attributable to $2.6 billion paid in relation to 

the Viela acquisition, net of acquired cash. In addition, we made a milestone payment of CHF50.0 million ($56.1 million when 

converted using a CHF-to-Dollar exchange rate at the date of payment of 1.1228) under our license agreement with Roche and we 

made a milestone payment of $67.0 million to the former River Vision stockholders during the year ended December 31, 2021. In 

the third quarter of 2021, we completed the purchase of a biologic drug product manufacturing facility from EirGen for $67.9 

million, which included an upfront cash payment of $64.8 million and $3.1 million of additional transaction costs, legal fees and 

liabilities assumed and we paid an upfront cash payment of $40.0 million in relation to the global agreement with Arrowhead in 

July 2021.  

Net cash used in investing activities during the year ended December 31, 2020 of $464.1 million was primarily attributable 

to payments for acquisitions of $262.3 million which consisted of $215.2 million of milestone payments associated with the 

acquisition of River Vision, and our agreements with Roche, with S.R. One, Limited, or S.R. One, and with Lundbeckfond Invest 

A/S, and $45.0 million due to the acquisition of Curzion in the second quarter of 2020. Additionally, $112.5 million was paid in 

the first quarter of 2020 in relation to the purchase of a three-building campus in Deerfield, Illinois. We also paid an upfront cash 

payment of $30.0 million in the fourth quarter of 2020 related to a global agreement entered into with Halozyme, that gives us 

exclusive access to Halozymeôs ENHANZE drug delivery technology for subcutaneous formulation of medicines targeting IGF-

1R. We intend to use ENHANZE to develop a subcutaneous formulation of TEPEZZA.   

Net Cash Provided by Financing Activities 

  Net cash provided by financing activities during the year ended December 31, 2021 of $1,470.1 million was primarily 

attributable to an additional $1.6 billion aggregate principal amount of term loans borrowed pursuant to an amendment to our 

Credit Agreement, the proceeds of which, in addition to a portion of our existing cash on hand, was used to pay the consideration 

for the Viela acquisition, partially offset by $166.0 million payment of employee withholding taxes relating to share-based 

awards. 

Net cash provided by financing activities during the year ended December 31, 2020 of $904.6 million was primarily 

attributable to the issuance of 13.6 million ordinary shares in connection with our underwritten public equity offering in August 

2020. We received net proceeds of approximately $919.8 million after deducting underwriting discounts and other offering 

expenses payable by us in connection with such offering. 
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Off-Balance Sheet Arrangements 

Since our inception, we have not engaged in any off-balance sheet arrangements, including the use of structured finance, 

special purpose entities or variable interest entities, other than the indemnification agreements discussed in Note 20, Commitments 

and Contingencies, of the Notes to Consolidated Financial Statements, included in this report. 

Financial Risk Management  

We are exposed to various market risks, which include potential losses arising from adverse changes in market rates and 

prices, such as interest rates and foreign exchange fluctuations. We do not enter into derivatives or other financial instruments for 

trading or speculative purposes. 

Interest Rate Risk. We are subject to interest rate fluctuation exposure through our borrowings under our Credit Agreement 

and our investment in money market accounts which bear a variable interest rate. Our approximately $418.0 million aggregate 

principal amount of senior secured term loans borrowed under our Credit Agreement in December 2019, or the 2026 Term Loans, 

and loans under our incremental revolving credit facility, or Revolving Credit Facility, bear interest, at our option, at a rate equal 

to the London Inter-Bank Offered Rate, or LIBOR, plus 2.25% per annum (subject to a 0.00% LIBOR floor), or the adjusted base 

rate plus 1.25% per annum with a step-down to LIBOR plus 2.00% per annum or the adjusted base rate plus 1.00% per annum at 

the time our leverage ratio is less than or equal to 2.00 to 1.00. The adjusted base rate is defined as the greatest of (a) LIBOR 

(using one-month interest period) plus 1.00%, (b) the prime rate, (c) the federal funds rate plus 0.50%, and (d) 1.00%. Our 2026 

Term Loans are borrowed in LIBOR. The one-month LIBOR rate as of March 24, 2022, which was the most recent date the 

interest rate on the 2026 Term Loans was fixed, was 0.50%, and as a result, the interest rate on our 2026 Term Loans is currently 

2.50% per annum. Our $1.6 billion aggregate principal amount of senior secured term loans borrowed under our Credit 

Agreement in March 2021, or the 2028 Term Loans, bear interest, at our option, at a rate equal to LIBOR, plus 2.00% per annum 

(subject to a 0.50% LIBOR floor), or the adjusted base rate plus 1.00% per annum with a step-down to LIBOR plus 1.75% per 

annum or the adjusted base rate plus 0.75% per annum at the time our leverage ratio is less than or equal to 2.00 to 1.00. Our 2028 

Term Loans are based on LIBOR. The one-month LIBOR rate as of March 24, 2022, which was the most recent date the interest 

rate on the 2028 Term Loans was fixed, was 0.50%, and as a result, the interest rate on our 2028 Term Loans is currently 2.25% 

per annum. As of December 31, 2021, the Revolving Credit Facility was undrawn. Because the United Kingdom Financial 

Conduct Authority, which regulates LIBOR, intended to phase out the use of LIBOR by the end of 2021, future borrowings under 

our Credit Agreement could be subject to reference rates other than LIBOR. However, the cessation date has been deferred to June 

30, 2023 for the most commonly used tenors in U.S. dollar LIBOR (i.e., overnight and one, three and six months). We do not 

expect the planned discontinuation of LIBOR to have a material impact on interest payments incurred under our Credit 

Agreement. 

An increase in the LIBOR of 100 basis points above the current rate would increase our interest expense related to the 

Credit Agreement by $14.1 million per year. 

The goals of our investment policy are to preserve capital, fulfill liquidity needs and maintain fiduciary control of cash. To 

achieve our goal of maximizing income without assuming significant market risk, we maintain our excess cash and cash 

equivalents in money market funds, time deposits and U.S. federal government securities. Because of the short-term maturities of 

our cash equivalents, we do not believe that a decrease in interest rates would have any material negative impact on the fair value 

of our cash equivalents. 

Foreign Currency Risk. The U.S. dollar is our reporting and functional currency for both our Ireland and U.S.-based 

businesses and the majority of our subsidiaries. Our purchase costs of TEPEZZA drug substance, TEPEZZA drug product with 

our recently approved second drug product manufacturer, Patheon and ACTIMMUNE stock are principally denominated in Euros 

and are subject to foreign currency risk. In addition, we are obligated to pay certain milestones and a royalty on sales of 

TEPEZZA to Roche in Swiss Francs, which obligations are subject to foreign currency risk. We have contracts relating to 

RAVICTI, QUINSAIR and PROCYSBI for sales in Canada which sales are subject to foreign currency risk. We also incur certain 

operating expenses in currencies other than the U.S. dollar in relation to our Irish operations and foreign subsidiaries. Therefore, 

we are subject to volatility in cash flows due to fluctuations in foreign currency exchange rates, particularly changes in the Euro 

and the Swiss Franc. From time to time, we may enter into forward currency contracts to hedge our foreign currency risk 

exposure.  
 

Inflation Risk. We do not believe that inflation has had a material impact on our business or results of operations during the 

periods for which the consolidated financial statements are presented in this report. 

Credit Risk. Historically, our debtors balances have been highly concentrated with a select number of customers, consisting 

primarily of large wholesale pharmaceutical distributors who, in turn, sell the medicines to pharmacies, hospitals and other 

customers. As of December 31, 2021 and 2020, our top four customers accounted for approximately 94% and 93%, respectively, 

of our total outstanding debtors balances. Given the size and creditworthiness of the customers, we have not experienced and do 

not expect to experience material credit related losses with such customers.  
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Future Developments 

Horizon is a leading high-growth, innovation-driven, profitable biotech company. We are focused on the discovery, 

development and commercialization of medicines that address critical needs for people impacted by rare, autoimmune and severe 

inflammatory diseases. Our three strategic goals are to: (i) maximize the benefit and value of our on-market medicines through 

commercial execution and clinical investment; (ii) expand our pipeline through significant investment in R&D and business 

development; and (iii) build a global presence in targeted international markets. Our vision is to build healthier communities, 

urgently and responsibly, supported by our philosophy to make a meaningful difference for patients and communities in need. We 

believe this generates value for our multiple stakeholders, including our shareholders. 

Our commercialization strategy for our on-market rare disease medicines, including our key growth drivers TEPEZZA and 

KRYSTEXXA, includes efforts to increase awareness of the conditions each medicine is designed to treat, enhancing efforts to 

identify target patients and promote earlier treatment; drive awareness of the benefits of the medicines; optimize timely access for 

patients to the medicines; and maximize the value of the medicines through investment in clinical trials. For our key growth driver 

UPLIZNA, which we added to our portfolio with the Viela acquisition, in addition to our overall commercial strategy, our 

commercialization strategy also includes investing in the commercial and clinical support infrastructure as well as increasing 

awareness of what differentiates UPLIZNA from other medicines by generating additional trial data analyses and clinical 

evidence. We are leveraging the successful strategies we have used with TEPEZZA and KRYSTEXXA to support our commercial 

efforts for UPLIZNA.  

Our R&D strategy is to expand our pipeline of preclinical and clinical development programs to drive sustainable growth, as 

well as maximizing the benefit and value of our existing medicines through development programs. Towards expanding our 

pipeline, we are using a balanced approach of internal research and external collaborations while remaining aligned with our core 

focus areas. We are (i) acquiring, licensing and developing medicines for indications that address unmet needs in rare, 

autoimmune and severe inflammatory diseases, particularly those in our therapeutic areas of focus; (ii) leveraging our internal 

research as well as research-based partnerships and collaborations to drive earlier-stage innovation; (iii) maximizing the range of 

potential diseases our pipeline medicine candidates can impact; and (iv) continuing to build out our research capabilities to 

generate earlier-stage candidates internally. The March 2021 acquisition of Viela and the addition of its mid-stage biologics 

pipeline significantly expanded our pipeline and expanded our therapeutic areas of focus to include neuroimmunology, 

dermatology and respiratory, in addition to rheumatology, ophthalmology, nephrology and endocrinology. In the third quarter of 

2021, we announced the addition of five additional Phase 2 development programs in new disease states for two of our pipeline 

candidates. In addition, we expanded our earlier-stage discovery pipeline of novel therapeutic programs in 2021 through global in-

licensing agreements with Arrowhead Pharmaceuticals, Inc., or Arrowhead, and Alpine Immune Sciences, Inc., or Alpine. At the 

end of 2021, our R&D pipeline included more than 20 programs, with 16 of them added during the year. Also in 2021, we 

successfully completed two Phase 4 clinical trials designed to maximize the benefit and value of KRYSTEXXA. 

The aim of our global expansion strategy is to build a global presence in targeted international markets and we made 

significant progress in 2021 in support of this strategy. In November 2021, we announced that the Committee for Medicinal 

Products for Human Use of the European Medicines Agency has adopted a positive opinion recommending grant of a Centralised 

Marketing Authorisation, or CMA, for UPLIZNA as a monotherapy for the treatment of adult patients with neuromyelitis optica 

spectrum disorder, or NMOSD, who are anti-aquaporin-4 immunoglobulin G seropositive (AQP4-IgG+). While the Committee 

for Orphan Medicinal Products did not recommend maintenance of the orphan designation for UPLIZNA following its review, we 

are continuing to invest in our European infrastructure to support a potential European launch of UPLIZNA for NMOSD, which 

we anticipate would begin with Germany in the second quarter of 2022, assuming the grant of a CMA by the EC. We advanced 

our efforts to bring TEPEZZA to patients with TED in targeted markets outside of the United States, including Japan, where we 

initiated a Phase 3 randomized, placebo-controlled clinical trial for the treatment of moderate-to-severe active TED patients. We 

acquired a biologic drug product manufacturing facility in Waterford, Ireland, in the second quarter of 2021, which will support 

growth of our on-market and development-stage biologics as well as our global expansion. Subject to completing the build-out, 

validation and regulatory approval processes, we expect the first medicine manufactured at the facility to be approved for release 

in 2023. 

 

Political Donations 

No political contributions that require disclosure under Irish Law were made during the years ended December 31, 2021 and 

2020.  

Treasury Shares 

At December 31, 2021 and 2020, the total number of treasury shares outstanding was 384,366 ordinary shares of $0.0001 

par value each. This was the maximum number of treasury shares outstanding held at any time during the years ended December 

31, 2021 and 2020.  
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Share Repurchases 

In May 2016, our board of directors authorized a share repurchase program pursuant to which we may repurchase up to 5.0 

million of our ordinary shares. In May 2020, the Companyôs shareholders reauthorized a share repurchase program pursuant to 

which we may repurchase up to approximately 19.0 million of our ordinary shares. Market purchases of our ordinary shares are 

made only at price levels which the board of directors considers to be in the best interest of shareholders generally, after taking 

into account our overall financial position. During the year ended December 31, 2017, we repurchased 100,000 of our ordinary 

shares under the repurchase program which represented approximately 0.06% of our ordinary shares in issue at the time of 

purchase, for total consideration of $1.0 million. The par value method was used to account for the repurchase of ordinary shares 

and shares repurchased were cancelled. The timing and amount of future repurchases, if any, will depend on a variety of factors, 

including the price of our ordinary shares, alternative investment opportunities, our cash resources, restrictions under the Credit 

Agreement and market conditions.  

Dividend Policy  

We have never declared or paid cash dividends on our common equity. We currently intend to retain all available funds and 

any future earnings to support operations and finance the growth and development of our business and do not intend to pay cash 

dividends on our ordinary shares for the foreseeable future. Under Irish law, dividends may only be paid, and share repurchases 

and redemptions must generally be funded only out of, ñdistributable reservesò. In addition, our ability to pay cash dividends is 

currently prohibited by the terms of our credit agreement with Citibank, N.A., as administrative and collateral agent and our 

$600.0 million aggregate principal amount of 5.5% Senior Notes due 2027, subject to customary exceptions. Any future 

determination as to the payment of dividends will, subject to Irish legal requirements, be at the sole discretion of our board of 

directors and will depend on our financial condition, results of operations, capital requirements and other factors our board of 

directors deems relevant. 

 

Non Financial Statement 

Introduction 

 

At Horizon, we are committed to supporting our patients, our employees and the communities where we live and work, as 

well as promoting a sustainable environment.  

 

Environment 

 

It is our objective to conduct our business in a responsible way that minimizes environmental impacts. We made significant 

progress on environmental efforts in 2021, including: 

 

¶ building a team dedicated to developing and managing our global energy and sustainability strategy, practices and 

initiatives. This includes assessing and addressing environmental risks and opportunities, as well as implementing related 

workplace strategies and guidelines; 

¶ implementing a strategy to enhance sustainability reporting; 

¶ relocating our global headquarters in Dublin to a near-zero emission building which was constructed to a LEED Gold 

standard;  

¶ relocating our U.S. operations to a LEED Gold certified campus in Deerfield, Illinois;   

¶ embarking on the process of adopting a sustainability strategy to drive our environmental initiatives and support the 

development of our environmental performance goals and metrics; and 

¶ incorporating, for the first time, environmental and climate-changes risk in our annual enterprise risk management 

assessment. 

 

We remain committed to: 

 

¶ minimizing and eliminating the use of any substance or material, where practicable, that may cause environmental 

damage;  

¶ reducing waste generation and disposing of all waste through safe and responsible methods;  

¶ minimizing environmental risks by employing safe technologies and operating procedures; and  

¶ being prepared to respond appropriately to accidents and emergencies. 
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Social and Employee Matters 

 

At Horizon, our impact goes beyond our medicines. We are proud to devote our time and resources to initiatives that benefit 

our patients, our employees and our communities.   

 

Patients 

 

We believe science and compassion must work together to transform lives. 

 

We are driven to deliver breakthrough medicines to those living with rare, autoimmune and severe inflammatory diseases 

because we uniquely understand the patient journey. Many of us at Horizon know a patient, are a patient or have been deeply 

moved to action through a patient story. This deep appreciation fuels every decision we make and shapes who we are. 

 

Of approximately 7,000 known rare diseases in the world, only five percent have treatments. We want to change those odds. 

Our mission for R&D is clear ï we apply scientific expertise and courage to address the most challenging needs while constantly 

looking through a patient-informed lens. This mission pushes our teams to find new uses and benefits for patients with our current 

portfolio of medicines. It also drives us to apply the latest technologies, while moving urgently and decisively through the clinical 

process, to bring new and novel therapies to patients. Changing the odds in rare disease means delivering on our promise to bring 

meaningful therapies to patients, their families and the physicians who care for them.  

 

We partner with more than 100 patient advocacy groups, from large global and regional umbrella organizations to small, 

local disease-specific groups, addressing the needs of people living with common disorders to those struggling with very rare 

diseases.  

 

In 2021, we were included in PatientViewôs annual survey of 1,920 patient groups worldwide for the first time. In the 

survey, we had top rankings in integrity, patient information and services among patient groups partnering with the company.  

 

Each year, our employees take part in patient advocacy events around the world supporting people living with diseases that 

many of its medicines help treat, including rare, autoimmune and severe inflammatory diseases. Through these interactions, we 

listen, learn and support the creation of new resources that address the most pressing unmet needs for patients, caregivers and 

healthcare professionals. In 2021, we created unique programs, partnerships, and new content to support our disease community. 

Highlights include:  

 

¶ Supported more than 100 gout patient education programs through 70 unique national and local advocacy and 

professional organizations. These live and virtual programs reached more than 10 million viewers and participants in 

2021.  

¶ Connected gout advocacy partners to targeted, at risk patient populations in the Hmong, Korean, Chinese American, 

Pacific Islander and Hispanic communities and supported the creation of unique gout education programs and materials.  

¶ Partnered with TED patient advocacy organizations on inclusive language initiatives including Spanish translation of 

TED disease state educational materials, and provided support for medical translation services for patients. 

¶ Helped address the psycho-social impact of TED and the needs of patients through the support of virtual TED patient 

peer-to-peer support groups. 

¶ Partnered with TED advocacy community to create second annual TED awareness week resulting in media coverage, 

social media donations and events. 

¶ Through ñYear of the Rare Carrier,ò elevated the conversation of the many challenges rare disease carriers face as 

caregivers and patients themselves. A carrier is a person who has a genetic variant, meaning the person has a change in 

their DNA on one of their two copies of a gene. Often, this variant is associated with a rare condition. This variant may 

or may not lead to symptoms of a rare disorder, but it can be passed on to children. 

¶ Through Horizonôs advocacy work, we partnered with the Jeffrey Modell Diagnostic and Research Center to support the 

expansion of two of their centers. The multi-pronged initiative aims to remove diagnostic barriers and increase awareness 

programs for people impacted by Primary Immunodeficiency.  

¶ Partnered with NMOSD advocacy community at a storytelling event that helped NMOSD patients articulate and elevate 

their stories publicly.   

¶ Organized three NMOSD Patient Advisory Board Meetings in partnership with the patient advocacy groups. Gained 

insights into the NMO patient experience, including challenges and unmet needs that Horizon will work to address. 

¶ Identified, connected with and supported more than a dozen new advocacy organizations focused on disease states where 

Horizon is developing new therapies.  

 

Horizon also continued its disease-agnostic awareness program called #RAREisÊ, which is designed to elevate the voices, 

faces and experiences of the rare disease community. Since the initial #RAREis launch on Instagram in 2017, it has evolved from a 

social media campaign to an umbrella brand for all of our work in rare disease. The website, called RAREisCommunity.com, was 

developed in partnership with rare disease community leaders to provide people living with rare diseases, and those who care 

http://www.rareiscommunity.com/
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about them, a platform to share experiences, access resources for managing life transitions, learn about genetic testing and connect 

to advocacy organizations. To date, weôve shared more than 300 photos, blogs and stories submitted by the rare disease 

community, covering more than 70 different rare diseases to create visibility and share the uncensored truth of the rare disease 

journey. We also have featured more than 20 #RAREis Voices videos from leading advocates, patients and researchers sharing 

common experiences many living with rare diseases face. Our goal is to create a space where people in the rare disease 

community can connect and learn from one another and #RAREis helps facilitate that conversation. 

 

To date, we have used the platform to launch several unique partnerships. One of these partnerships is with the Sing Me A 

Story Foundation, or Sing Me A Story, which works with third-party organizations serving children in need ï including those with 

rare diseases ï to use the power of song to tell their stories. With the help of Sing Me A Story, children write or draw their own 

stories and a songwriter turns those personal journeys into songs. Along with Global Genes, a leading rare disease patient 

advocacy organization, Horizon worked with Sing Me A Story to build the #RAREis Playlist, which is a collection of songs from 

children living with rare diseases. To date, more than 50 songs have been featured. 

 

Another partnership, launched with Gift of Adoption, is a life-changing opportunity for children with rare diseases. More 

than 35 percent of the financial grants provided by Gift of Adoption support finalizing adoptions of children with medical needs 

and nearly 40 percent of these adoptions are for children with rare diseases. In addition, many families who have a child with a 

rare disease open their homes again to another child with the same rare disease. To help these families, we established the 

#RAREis Adoption Fund, which provides financial support to complete the final steps of adoption of these children. Our three-

year commitment has supported the adoption of more than 40 children living with rare diseases and will continue for years to 

come. 

 

In 2020, we partnered with the EveryLife Foundation to create the #RAREis Scholarship. This is a $1.0 million commitment 

over five years to support the pursuit of life enrichment activities for adults (17+) living with rare diseases for a variety of 

educational pursuits, including educational courses and obtaining two-and four-year degrees. To date, 96 $5,000 educational 

scholarships have been awarded to adults living with rare diseases. 

 

Each year, our employees take part in patient advocacy events around the world supporting people living with diseases that 

many of its medicines help treat, including rare and rheumatic diseases. Through these interactions, we listen, learn and support 

the creation of new resources that address the most pressing unmet needs for patients, caregivers and healthcare professionals. 

 

Employees 

 

Our human capital resource objectives include identifying, recruiting, retaining, incentivizing and integrating our existing and 

future employees. In addition to competitive base salaries, the other competitive benefits that we provide to all employees include 

annual equity and cash incentive plans, retirement benefits and an employee share purchase plan. The principal purposes of these 

benefits are to attract, retain and reward employees and also, through the granting of share-based and cash-based compensation 

awards, to secure and retain the services of our employees and provide long-term incentives that align the interests of employees 

with the interests of our shareholders.   

 

To help us measure and enhance our employeesô overall engagement and satisfaction with working at Horizon and to 

determine areas for improvement, we continuously seek their feedback and suggestions through periodic pulse surveys. In 2021, 

we conducted multiple surveys to gain feedback on key topics such as well-being, growth and development, manager 

effectiveness and employee engagement. Participation in the surveys is high, with rates typically averaging above 90% for our 

annual surveys ï and the results, based on sentiment indication, generally exceed top-quartile industry benchmarks. The favorable 

results indicate to us that our employees are highly motivated to go above and beyond, that they are highly engaged and that they 

intend to remain at Horizon, an important consideration given the highly competitive nature of our industry. We attribute some of 

the successful results of our surveys to the fact that we act on much of the feedback we receive from our employees. 

 

Our Core Values 

 

Our culture is reflected in our three core values: growth, accountability and transparency. Through these core values, our 

teams of highly engaged employees work to better the lives of patients and the community. This engagement is fostered by our 

strong emphasis on creating a diverse and inclusive culture that drives how we treat employees and expect employees to treat one 

another.  

 

¶ Growth : We are a high-growth organization that values innovation, development and evolution. We are fiercely 

innovating to better our communities, our patients and our employees and place a strong emphasis on personal and 

professional growth. Employees have access to resources to develop their teams and themselves.  

 

https://singmeastory.org/
https://singmeastory.org/
https://singmeastory.org/corporate_sponsors/horizon-pharma-rareis-playlist
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¶ Accountability: We strive to do whatôs right for patients and employees through quality decisions and owning successes 

and failures. Employees hold each other accountable to make quality decisions that keep our company moving forward to 

meet the needs of patients.  

 

¶ Transparency: We value the collaboration that is made possible by employees trusting each other to tackle tough 

challenges and difficult conversations. We are courageous in our decision making, knowing it's necessary to drive our 

business forward. 

 

We continuously strive to maintain an engaged workforce that is ready to serve patients and health care providers. To that 

end, employee development is central to how we improve every day. All our employees are encouraged to participate in ñGrowing 

Your Career at Horizon,ò a series of learning events focused on providing guidance around leadership development. Recently ï 

and to support continuous improvement on key culture initiatives ï these events have focused on such topics as ñinclusive 

conversations,ò ñstrategic mindsetò and ñmanaging ambiguity.ò  Additionally, all our employees have unlimited and seamless 

access to myriad online learning resources. These resources are valuable tools that empower employees to further their 

professional development while contributing to the growth of our company.  

 

As employees progress in their careers, additional opportunities become available to them, including robust programs 

intended to grow early career professionals, people managers and future enterprise leaders.  

 

Our Continued Commitment to Employees During the COVID-19 Pandemic 

   

Our commitment to our employees has been exemplified during the COVID-19 crisis. At the onset of the pandemic, in 

addition to working to support patients, physicians and our communities, we took steps to ensure the health, safety and welfare of 

our employees, including: 

 

¶ Implementing travel restrictions and fostering a flexible work environment; 

¶ Implementing a COVID-19 leave policy with 100 percent pay continuation for U.S. employees affected by the virus or 

needing to care for a family member with the virus, and paid leave for medical professional employees who wished to 

assist with pandemic-related efforts; and 

¶ Making no furloughs or lay-offs as a result of the pandemic. 

 

 

Focus on Employee Benefits  

 

At the center of our employee experience is how we reward our employees for the impact they create. We absorb most of the 

costs for employee medical insurance plans. In addition to medical insurance, we offer a wide variety of benefits that support 

working families. This includes our parental and caregiver programs.  As part of these programs, all caregivers have flexible paid 

options to care for the needs of their families. These benefits are paid at 100 percent salary. For employees pursuing adoption or 

surrogacy as a path to parenthood, we offer competitive reimbursement for costs associated with the legal adoption of a child or 

expenses incurred when using a surrogate. 

 

We offer all full-time employees a ñMake it Personalò account, which provides $500 annually for certain employee personal 

expenses including student loan repayment, contributions to college savings plans, donations to charitable organizations, health 

club memberships or purchases of personal health equipment or home office equipment. In addition, all employees have access to 

an annual ñMake it Personalò day. This is an additional 8 hours of paid time off that employees can use to participate in something 

meaningful or personal to them ï from volunteering at a local charity to spending time caring for a loved one. 

 

We also offer competitive educational benefits for our employees and families. We value and encourage continued growth 

and development of our employees and their families. To support educational goals, we offer several programs to help offset the 

financial burden of college expenses, including tuition reimbursement, an executive scholarship award for graduate school and 

scholarships for dependents of our employees.  

 

Our Commitment to Inclusion and Diversity 

 

We are committed to maintaining a workplace free of discrimination, harassment, intimidation or inappropriate conduct based 

on sex/gender, race, color, religion, national origin, age, disability, veteran status, sexual orientation and/or any other category 

protected by law. We also provide equal opportunity in employment to all employees and applicants. Equal opportunity rights are 

applicable to recruitment, hiring, employment and employment-related decisions. In 2020, we introduced RiSE, a strategic 

program to further embed inclusion, diversity, equity and allyship into the organization. Through RiSE, over 20 volunteer 

employee leaders work together, leading nine diverse working groups, to enhance and promote our approach to diverse 

recruitment, professional development, community involvement and building the overall organizational inclusive culture. 
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Our commitment to inclusion, diversity, equity and allyship is evidenced from the top down. Our CEO, Timothy P. Walbert, 

was one of the first signatories to the CEO Action for Diversity & Inclusion pledge. Our top leaders have gone through in-depth 

assessments to determine their inclusive leadership capabilities, with coaching available for leaders who want to enhance their 

skillset. 

We continue to demonstrate gender and ethnicity pay equity, according to a second study conducted in 2021 by a leading 

third-party compensation consulting firm. The study was a follow-on study to a 2019 study that found no pay discrepancy among 

men, women and those of different ethnic backgrounds. Both studies analyzed employee demographic and pay data and showed 

that we provide equal pay for equal work, regardless of gender or ethnicity. We maintained our gender and ethnicity pay equity 

after our significant growth in the two years since the first study, as well as having completed the acquisition of Viela, which 

included the addition of a significant number of employees. In addition, our percentage of female employees is over 50 percent 

and above industry standards. 
 

We continue to receive multiple workplace recognitions, which we believe is evidence of our commitment to employee 

engagement. In 2021, we received 15 well-known published workplace rankings, two more than in 2020, including four diversity-

related workplace awards:  

 

¶ Crainôs Chicago Business ñBest Place to Work in Chicagoò (#32) ï the sixth consecutive year to be named to the list 

¶ Chicago Tribuneôs Top Workplaces (#5) ï the seventh consecutive year to be named to the list 

¶ Dave Thomas Foundation for Adoption ñBest Adoption-Friendly Workplacesò (#54) ï the third consecutive year to be 

named to the list 

¶ FORTUNE Best Workplaces for MillennialsÊ (#16) ï the second consecutive year to be named to the list 

¶ FORTUNE Best Workplaces for WomenÊ (#36) 

¶ FORTUNE 100 Best Companies to Work For® (#43) 

¶ FORTUNE Best Workplaces in Health Care & BiopharmaÊ (#1) - the fifth consecutive year to be named to the list 

¶ Great Place to Workôs Best Workplaces Ireland ï Best Small (#12) ï the second consecutive year to be named to the list 

¶ Great Place to Workôs Best Workplaces in ChicagoÊ (#13) ï the fifth consecutive year to be named to the list 

¶ Great Place to Workôs Best Workplaces in TexasÊ (#8) 

¶ Great Place to Workôs Best Workplaces for ParentsÊ - the third consecutive year to be named to the list 

¶ PEOPLE Companies that Care® (#82) 

¶ Newsweekôs Most Loved Workplaces (#1) 

¶ San Francisco Bay Areaôs Best and Brightest Companies to Work For (Elite Winner ï Small Business ñBest of the Bestò) 

ï the second consecutive year to be named to the list 

¶ The Best and Brightest Companies to Work for in the Nation ï the second consecutive year to be named to the list 

 

 

Community 

 

Horizon is committed to organizations that share our common purpose: to transform and better the lives of those who need it 

most. We work hand in hand with the community, placing special emphasis on endeavors that fall within our four pillars of 

giving: healthcare, STEAM (science, technology, engineering, arts and mathematics), environmental sustainability and 

innovation. We engage in purposeful giving within these areas through employee service, corporate sponsorships, events, grants 

and other forms of support. In 2021, we donated more than $22.0 million, companywide, in support of the community. 

 

We maintained our commitment to our local and global nonprofit partners in 2021, increasing employee engagement with 

new, meaningful ways for employees to give back. Donation matching increased per employee, with additional matching funds 

available for employees serving on nonprofit boards. We launched a new airline miles donation mechanism to support children 

with rare diseases and bolstered our matching for employee equity donations to nonprofits of employee choice. We continue to 

build upon its culture of giving. 

 

We expanded our existing scholarships for students of color and students with financial hardships by providing $140,000 in 

scholarships to Trinity College and Waterford Institute of Technology in Ireland. These Irish Horizon Scholars will join a global 

cohort of Horizon Scholars in the United States at Lake Forest College and Howard University, as well as at the Asian University 

for Women in Bangladesh. 

 

Additionally, we launched the Horizon Prize, in partnership with MIT SOLVE. Applicants from more than 22 countries 

responded to this yearôs inaugural Horizon Prize challenge question: ñHow can technology help people with rare diseases get the 

right care faster and more accurately?ò. The two winners split $150,000 in prize funding to continue evolving their solutions for 

reducing the time it takes to be diagnosed with a rare disease.  

 

A group of 165 Horizon global employees participated in Focus Irelandôs Next Steps campaign in April 2021. The Next 

Step is Focus Irelandôs Virtual Marathon for which employees had the 30 days of April to walk, jog or run a 42.2km distance. In 
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October 2021, 11 Horizon Ireland employees participated in Focus Irelandôs Shine A Light Night. Referred to as the óSleep Out at 

Workô event, sponsoring companies slept outside for one night with no food or shelter, exposed to the elements, simulating 

homelessness. Focus Ireland, which provides services for people who are homeless and at risk of homelessness, hosted the Shine a 

Light Night to raise funds and educate. In addition, Horizon employees also worked with Focus Ireland in August 2021 to 

procure, pack and distribute activity packs to over 300 children who are living in emergency accommodation in Ireland. These 

activity packs helped to ensure that the kids were both educated and entertained during the Covid-19 pandemic. 

 

 

Human Rights, Bribery and Corruption 

 

It is Horizonôs policy to promote high standards of integrity by conducting our affairs in an honest and ethical manner. Our 

Code of Conduct and Ethics (the ñCodeò) mandates that illegal payments, gifts or entertainment must not be offered as a reward or 

inducement to any business partner and that any payment, gift or entertainment that violates the terms of the Pharmaceutical 

Research and Manufacturers of America Code on interactions with Healthcare Professionals (the PhRMA Code) or the Office of 

Inspector General Compliance Program Guidance for Pharmaceutical Manufacturers must not be offered.   

 

The Code stipulates that all employees are expected to know and comply with the legal and ethical obligations of the 

Company. The Code also provides that in all interactions with those who prescribe, purchase or set prices for the Companyôs 

products, Company employees must observe high standards of integrity. These interactions must be conducted in a fair and ethical 

manner to ensure that purchasing or prescribing decisions are made objectively, based on clinical need, and not on the basis of a 

financial relationship. 

 

Horizon is committed to upholding anti-bribery and anti-money laundering laws in all markets in which we operate and/or 

do business. Horizon employees are required to take all necessary steps to ensure that we do not do business with any entity 

suspected of money laundering. 

 

We actively align our corporate social responsibility (CSR), sustainability and impact programming with 11 of the 17 

United Nations Sustainable Development Goals (UNSDG). The UNSDGs encourage and mobilize international governments, 

nongovernment organizations and the private sector to achieve ambitious goals, focused on ending poverty and tackling climate 

change by 2030. We are using the UNSDGs as a framework for responsible business, measuring our impact against UNSDG 

targets, and seeking opportunities to further our engagement. 

 

In addition, Horizon is committed to strong corporate governance and adheres to best practices, as evidenced by our 

corporate governance practice, described in our Proxy Statement, available on our website at www.horizontherapeutics.com.  

 

Business Model  

 

The Future Developments section on page 73 of this Directorôs Report provides a description of the Companyôs business 

model.   

 

Principal Risks 

 

The principal risks related to the Companyôs business are described in pages 15 to 66 of this Directorôs Report under the 

heading Principal Risks and Uncertainties. 

 

Summary 

 
Our mission at Horizon is simple and powerful: to improve people's lives. Whether weôre developing and marketing 

medicines, supporting patient advocacy efforts, giving back to the community or protecting our environment, itôs personal for 

Horizon employees, and we take that commitment seriously. 
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Directors During the Financial Year 

The names of the persons who were directors of the Company who served as directors during the financial year are: 

 Timothy P. Walbert 

 Michael Grey 

William F. Daniel 

 Jeff Himawan, Ph.D. 

 Susan Mahony, Ph.D. 

 Gino Santini 

James Shannon, M.D. 

 H. Thomas Watkins 

 Pascale Witz 

 

Directorsô and Secretaryôs Interests in Shares 

Except as otherwise disclosed below, no director, the secretary or any member of their immediate families had any 

interest in shares or debentures of any subsidiary. The interests of the Directors and Company Secretary (including those 

of certain family members, where appropriate) who were in office at December 31, 2021, in the ordinary share capital of 

Horizon Therapeutics plc at December 31, 2021 and 2020 are as follows:  

(1) Jennifer Lee served as Company Secretary through October 28, 2021, on which date David Caraher was appointed 

Company Secretary. 
 

Statement of Directorsô Responsibilities for Financial Statements 

The directors are responsible for preparing the directorsô report and the group and company financial statements in 

accordance with Irish law. 

Irish law requires the directors to prepare Group and Parent Company financial statements for each financial year that give a 

true and fair view of the Group and Parent Companyôs assets, liabilities and financial position as at the end of the financial year and 

of the profit or loss of the Group and Parent Company for the financial year. Under that law, the directors have prepared the Group 

financial statements in accordance with U.S. accounting standards, as defined in Section 279(1) of the Companies Act 2014, to the 

extent that the use of those principles in the preparation of the financial statements does not contravene any provision of the 

Companies Act or of any regulations made thereunder and the Parent Company financial statements in accordance with Irish 

Generally Accepted Accounting Practice (accounting standards issued by the UK Financial Reporting Council, including Financial 

Reporting Standard 102 The Financial Reporting Standard applicable in the UK and Republic of Ireland) and Irish law. 

 

  At December 31, 2021  At December 31, 2020 

Directors: Shares  Options and Awards  Shares  Options and Awards 

William F. Daniel 74,467  112,463  66,362  139,338 

Michael Grey 62,290  119,177  62,290  146,052 

Jeff Himawan, Ph.D. 53,979  90,629  42,881  97,504 

Susan Mahony, Ph.D. 14,052  4,223  7,311  11,098 

Gino Santini 70,044  119,177  39,508  126,052 

James Shannon, M.D. 40,345  56,384  33,604  70,491 

H. Thomas Watkins 86,941  159,177  75,843  166,052 

Pascale Witz 41,352  88,616  34,611  95,491 

Timothy P. Walbert 693,717  3,412,562  743,991  3,844,230 

Secretary:            

David Caraher (1) 8,923  20,874  N/A  N/A 

Jennifer Lee (1) N/A  N/A  ð  3,127 
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Under Irish law, the directors shall not approve the financial statements unless they are satisfied that they give a true and fair 

view of the Companyôs assets, liabilities and financial position as at the end of the financial year and the profit or loss of the 

Group and Parent Company for the financial year. 

In preparing these financial statements, the directors are required to: 

¶ select suitable accounting policies and then apply them consistently; 

¶ make judgments and estimates that are reasonable and prudent;  

¶ state whether the financial statements have been prepared in accordance with applicable accounting standards and 

identify the standards in question, subject to any material departures from those standards being disclosed and explained 

in the notes to the financial statements; and 

¶ prepare the financial statements on the going concern basis unless it is inappropriate to presume that the Group and 

Parent Company will continue in business. 

The directors are responsible for keeping adequate accounting records that are sufficient to: 

¶ correctly record and explain the transactions of the Group and Parent Company; 

¶ enable, at any time, the assets, liabilities, financial position and profit or loss of the Group and Parent Company to be 

determined with reasonable accuracy; and 

¶ enable the directors to ensure that the financial statements comply with the Companies Act 2014 and enable those 

financial statements to be audited.   

 

The directors are also responsible for safeguarding the assets of the Company and hence for taking reasonable steps for the 

prevention and detection of fraud and other irregularities. 

 

The directors are responsible for the maintenance and integrity of the corporate and financial information included on the 

Parent Companyôs website. Legislation in Ireland governing the preparation and dissemination of financial statements may differ 

from legislation in other jurisdictions. 

Directorsô Compliance Statement 

We, the directors of Horizon Therapeutics plc, hereby say and affirm: 

 

The directors of the Company acknowledge that they are responsible for securing the Companyôs compliance with its relevant 

obligations (as defined in the Companies Act 2014 (the ñ2014 Actò)) and, as required by Section 225 of the 2014 Act, the directors 

confirm that: 

 

(i) A compliance policy statement setting out the Companyôs policies with regard to complying with the relevant obligations 

under the 2014 Act has been prepared; 

 

(ii) Arrangements and structures have been put in place that we consider sufficient to secure material compliance with the 

Companyôs relevant obligations; and 

 

(iii) A review of the arrangements and structures has been conducted during the financial year to which this directorsô report 

relates. 

Significant Events Since Year End 

Subsequent events have been evaluated through March 31, 2022, the date this report was approved by the board of directors. 

As of March 31, 2022, there have been no material subsequent events to note. 
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Accounting Records 

The measures taken by the directors to secure compliance with the Companyôs obligation to keep adequate accounting 

records are the use of appropriate systems and procedures and employment of competent persons. To achieve this, the directors 

have appointed a Chief Financial Officer who makes regular reports to the board of directors and ensures compliance with the 

requirements of Section 281 of the Companies Act 2014. 

The accounting records are kept at the Companyôs registered office at 70 St. Stephenôs Green, Dublin 2, D02 E2X4, Ireland. 

Audit Committee 

    In accordance with Section 167 of the Companies Act 2014, the directors have established an audit committee which makes 

regular reports to the board of directors. The audit committee oversees financial reporting and related matters.  

Disclosure of Information to Auditors  

The directors in office at the date of this report have each confirmed that: 

 

¶ As far as they are aware, there is no relevant audit information of which the Companyôs auditors are unaware; and 

¶ They have taken all the steps that they ought to have taken as a director in order to make himself aware of any relevant 

audit information and to establish that the Companyôs auditors are aware of that information. 

Auditor s 

The statutory auditors, PricewaterhouseCoopers (PwC), has indicated their willingness to continue in office and a resolution 

that they be re-appointed will be proposed at the Annual General Meeting. 

On behalf of the board 

 

/s/ Timothy P. Walbert   

Timothy P. Walbert 

Director 

 

/s/ William F. Daniel  

William F. Daniel 

Director 

March 31, 2022
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Independent auditorsô report to the members of Horizon 
Therapeutics plc   

Report on the audit of the financial statements  

Opinion  

In our opinion:  

¶ Horizon Therapeutics plcôs consolidated financial statements and parent company financial statements (the 
ñfinancial statementsò) give a true and fair view of the groupôs and the parent companyôs assets, liabilities and 
financial position as of 31 December 2021 and of the groupôs profit and cash flows for the year then ended; 
 

¶ the consolidated financial statements have been properly prepared in accordance with accounting principles 
generally accepted in the United States of America (ñUS GAAPò), as defined in Section 279 of the Companies Act 
2014, to the extent that the use of those principles in the preparation of the consolidated financial statements 
does not contravene any provision of Part 6 of the Companies Act 2014; 
 

¶ the parent company financial statements have been properly prepared in accordance with Generally Accepted 
Accounting Practice in Ireland (accounting standards issued by the Financial Reporting Council of the UK, 
including Financial Reporting Standard 102 ñThe Financial Reporting Standard applicable in the UK and 
Republic of Irelandò and Irish law); and 
 

¶ the financial statements have been properly prepared in accordance with the requirements of the Companies Act 
2014. 

We have audited the financial statements, included within the 2021 Irish Statutory Accounts (ñIrish Annual Reportò), 
which comprise: 

¶ the Consolidated Balance Sheet as of 31 December 2021; 
 

¶ the Parent Company Balance Sheet as of 31 December 2021; 
 

¶ the Consolidated Profit and Loss Account and Consolidated Statement of Comprehensive Income for the year 
then ended; 
 

¶ the Consolidated Statement of Cash Flows for the year then ended; 
 

¶ the Consolidated Statement of Shareholdersô Equity for the year then ended; 
 

¶ the Parent Company Statement of Changes in Equity for the year then ended; and 
 

¶ the notes to the financial statements, which include a description of the significant accounting policies. 

Basis for opinion  

We conducted our audit in accordance with International Standards on Auditing (Ireland) (ñISAs (Ireland)ò) and 
applicable law. Our responsibilities under ISAs (Ireland) are further described in the Auditorsô responsibilities for the 
audit of the financial statements section of our report. We believe that the audit evidence we have obtained is sufficient 
and appropriate to provide a basis for our opinion.  

Independence 

We remained independent of the group in accordance with the ethical requirements that are relevant to our audit of the 
financial statements in Ireland, which includes IAASAôs Ethical Standard as applicable to listed entities, and we have 
fulfilled our other ethical responsibilities in accordance wi th these requirements. 
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Our audit approach  

Overview  

  Materiality  

¶ $25 million (2020: $20 million) ï Consolidated financial statements 

¶ Based on c. 5% of consolidated income before taxation adjusted for 
Viela transaction costs (2020: based on c. 5% of consolidated income 
before taxation). 

¶ $48.5 million (2020: $46.2 million) - Parent company financial 
statements. We used the lower overall consolidated financial 
statements materiality on balances and transactions that do not 
eliminate on consolidation.  

¶ Based on c. 1% of net assets of the parent company.  

  Audit scope 

¶ Our group audit scope focused primarily on the U.S. component, 
where a full scope audit was performed and the Ireland component, 
where specific audit procedures were performed to ensure appropriate 
audit coverage. 

¶ Taken together, the components at which audit work was performed 
accounted for in excess of 95% of consolidated turnover and 
consolidated assets. 

 Key audit matters  

¶ Provision for  Medicaid Rebates. 

¶ Valuation of Developed Technology Asset ï Acquisition of Viela Bio, 
Inc.  

The scope of our audit  

As part of designing our audit, we determined materiality and assessed the risks of material misstatement in the financial 
statements. In particular, we looked at where the directors made subjective judgements, for example in respect of 
significant accounting estimates that involved making assumptions and considering future events that are inherently 
uncertain.  As in all of our audits we also addressed the risk of management override of internal controls, including 
evaluating whether there was evidence of bias by the directors that represented a risk of material misstatement due to 
fraud.  
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Key audit matters  

Key audit matters are those matters that, in the auditorsô professional judgement, were of most significance in the audit of 

the financial statements of the current period and include the most significant assessed risks of material misstatement 

(whether or not due to fraud) identified by the auditors, including those which had the greatest effect on: the overall audit 

strategy; the allocation of resources in the audit; and directing the efforts of the engagement team. These matters, and any 

comments we make on the results of our procedures thereon, were addressed in the context of our audit of the financial 

statements as a whole, and in forming our opinion thereon, and we do not provide a separate opinion on these matters. 

This is not a complete list of all risks identified by our audit.  

Key audit matter  How our audit addressed the key audit matter  

Provision for Medicaid Rebates  

As described in Notes 2 ñSummary of Accounting Policies - 
Government Rebatesò, 2 ñSummary of Accounting Policies 
- Medicine Sales Discounts and Allowancesò and 18 ñTrade 
Discounts and Rebatesò to the consolidated financial 
statements, the Company has accrued estimated Medicaid 
rebates within ñProvision for government rebates and 
chargebacks of $222.6 million as of December 31, 2021. A 
significant portion of this provision relates to the 
Companyôs Medicaid rebates. 

  

Management calculates the provision for Medicaid rebates 
using the expected value method. Management accrues 
estimated rebates based on estimated percentages of 
medicine prescribed to qualified patients, estimated rebate 
percentages and estimated levels of stock in the 
distribution channel that will be prescribed to qualified 
patients and records the rebates as a reduction of revenue. 

  

We determined the provision for Medic aid rebates to be a 
key audit matter due to the significant judgement required 
by management when determining the provision , and in 
particular the significant assumptions related to estimated 
percentages of medicine prescribed to qualified patients, 
estimated rebate percentages and estimated levels of stock 
in the distribution channel that will be prescribed to 
qualified patients.   

  

We assessed the design and tested the effectiveness of 
controls relating to the valuation of the provision for 
Medicaid rebates, including controls over the assumptions 
used to estimate the allowance.  

 

We tested the completeness, accuracy and relevance of the 
underlying data used by management. 

  

We evaluated the significant assumptions used by 
management including estimated percentages of medicine 
prescribed to qualified patients, estimated rebate 
percentages and estimated levels of stock in the 
distribut ion channel that will be prescribed to qualified 
patients.   

 

Evaluating managementôs assumptions involved assessing 
whether the assumptions were reasonable by (i) 
considering the consistency of the assumptions with 
historical trends, (ii) comparing assump tions and inputs to 
government prices, invoices, current payment trends, and 
other third -party data on a test basis where relevant, (iii) 
assessing whether relevant Company and industry specific 
considerations have been appropriately  incorporated into 
the assumptions.  

 

We also developed an independent estimate of the 
provision for Medicaid rebates by utilising third party 
prescription data, the terms of the specific rebate 
programs, and the historical trend of actual rebate claims 
paid and compared the independent estimate to 
managementôs estimate to evaluate the reasonableness of 
managementôs estimate. 

 

We tested rebate claims processed by the Company, 
including evaluating those claims for consistency with the 
terms of the specific rebate programs.  

 

We also evaluated the appropriateness of the disclosures in 
the financial statements.  
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Key audit matter  How our audit addressed the key audit matter  

Valuation of Developed Technology Asset - Acquisition of 
Viela Bio, Inc.  

As described in Notes 1 ñBasis of Presentationò, 2 
ñSummary of Accounting Policies - Business Combinationsò 
and 3 ñBusiness Acquisitions, Divestitures and Other 
Arrangementsò to the consolidated financial statements, 
the Company completed its acquisition of Viela Bio, Inc. 
(ñVielaò) on March 15, 2021 and acquired all of the issued 
and outstanding shares of Vielaôs common stock for 
approximately $3.0 billion. Identifiable assets and 
liabilities of Viela, including identifiable intangible assets, 
were recorded based on their estimated fair values as of the 
acquisition date, which included a developed technology 
intangible asset which was determined to have a fair value 
of $1.5 billion.   

  

Management determined the fair value of developed 
technology using an income approach. Assumptions used 
by management in the development of the asset valuation 
included the estimated net cash flows for each year 
(including turnover, cost of sales, sales and marketing 
costs, and R&D costs) and the discount rate. 

  

We determined the valuation of Developed Technology 
Asset from the acquisition of Viela to be a key audit matter 
due to the significant judgement required by management 
when determining the fair value of the developed 
technology asset acquired and in particular the significant 
assumptions related to turnover, cost of sales, sales and 
marketing costs, and discount rate. 

We read the purchase agreement, tested managementôs 
process for determining the fair value of the developed 
technology asset and evaluated the appropriateness of the 
income valuation approach. 

 

We assessed the design and tested the effectiveness of 
controls relating to the acquisition accounting, including 
controls over managementôs valuation of the developed 
technology asset and controls over the development of 
significant assumptions related to  turnover, cost of sales, 
sales and marketing costs, and discount rate.  

 

We tested the completeness, accuracy and relevance of the 
underlying data used by management for the valuation. We 
evaluated the competence and objectivity of the experts 
engaged by management to determine the valuation of the 
developed technology. 

  

We used PwC experts in assessing (i) the appropriateness 
of the income valuation approach and (ii) the 
reasonableness of the discount rate significant assumption. 
We evaluated the reasonableness of the other significant 
assumptions used by management by (i) considering the 
current and past performance of Viela and (ii) comparing 
the consistency of the assumptions with external market 
and industry data, where available.  

  

We also evaluated the appropriateness of the disclosures in 
the financial statements. 

 

How we tailored the audit scope  

We tailored the scope of our audit to ensure that we performed enough work to be able to give an opinion on the financial 
statements as a whole, taking into account the structure of the group and parent company, the accounting processes and 
controls, and the industry in which the group operates.  

For purposes of our group audit, we identified one financially significant component, being the U.S. and one non-
significant component, being Ireland.  

In determining our group audit scope we determined the type of work that needed to be performed at the reporting 
components by us, as the Irish group engagement team, and PwC US, as the global engagement team. Our scoping 
assessment focused primarily on the U.S. component, where a full scope audit was performed and the Ireland component, 
where specific audit procedures were performed. Where the work was performed by PwC US, we determined the level of 
involvement we needed to have in the audit work to be able to conclude whether sufficient appropriate audit evidence had 
been obtained as a basis for our opinion on the financial statements as a whole. Our group engagement teamôs involvement 
in the work performed by PwC US was performed virtually and included regular meetings, participation in scoping and 
risk assessment procedures, evaluation of the PwC US planned response to significant risks and review of certain audit 
working papers, in addition to attending meetings w ith management. 

Taken together, the components at which audit work was performed accounted for in excess of 95% of consolidated 
turnover and consolidated assets. 
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Materiality  

The scope of our audit was influenced by our application of materiality. We set certain quantitative thresholds for 

materiality. These, together with qualitative considerations, helped us to determine the scope of our audit and the nature, 

timing and extent of our audit procedures on the individual financial statement line items and disclosures and in 

evaluating the effect of misstatements, both individually and in aggregate on the financial statements as a whole.  

Based on our professional judgement, we determined materiality for the financial statements as a whole as follows: 

 Consolidated financial statements  Parent company financial statements  

Overall materiality  $25 million (2020: $20 million).  $48.5 million (2020: $46.2 million).  

 

We used the lower overall consolidated 
financial statements materiality on balances 
and transactions that do not eliminate on 
consolidation.  

How we determined it  2021 materiality is based on c. 5% of 
consolidated income before taxation 
adjusted for Viela transaction costs. 

2020 materiality is based on c. 5% of 

consolidated income before taxation. 

C. 1% of net assets of the parent company. 

Rationale for 
benchmark applied  

Income before taxation is a commonly used 
benchmark for profit -oriented entities. 
Income before taxation is a key performance 
indicator for the group and is also part of the 
key metrics used by the group in the 
assessment of managementôs performance. 
This was adjusted to exclude Viela 
transaction costs which are non recurring 
costs. 

As the parent company is a holding company 
whose main activity is the management of 
investments in subsidiaries, net assets is 
considered the most appropriate 
benchmark.       

 

 

We agreed with the Audit Committee that we would report to them misstatements identified during our audit above $1.35 
million (group audit) (2020: $1 million) and $1.35 million (parent company audit) (2020: $1 million) as well as 
misstatements below that amount that, in our view, warranted reporting for qualitative reasons.  

 

Conclus ions relating to going concern  

Our evaluation of the directorsô assessment of the group and parent companyôs ability to continue to adopt the going 
concern basis of accounting included: 

¶ obtaining managementôs going concern assessment for the going concern period of twelve months from the date 
on which the financial statements are authorised for issue; 

¶ agreeing the underlying base cash flow projections to management approved forecasts and assessing how these 

forecasts are compiled; 

¶ evaluating the Company's historic performance against key assumptions within managementôs forecasts; 

¶ assessing whether the assessment performed by management appropriately considered the potential impact 

which COVID-19 may have on financial performance and liquidity for a period of 12 months from the date on 

which the financial statements are authorised for issue; and 

¶ considering liquidity and available financial resources, including cash at bank and in hand at 31 December 2021 

and the availability of an undrawn revolving credit facility as described in Note 1 7 ñDebt Agreementsò. 

Based on the work we have performed, we have not identified any material uncertainties relating to events or conditions 
that, individually or collectively,  may cast significant doubt on the groupôs or the parent companyôs ability to continue as a 
going concern for a period of at least twelve months from the date on which the financial statements are authorised for 
issue. 
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In auditing the financial statements,  we have concluded that the directorsô use of the going concern basis of accounting in 
the preparation of the financial statements is appropriate.  

However, because not all future events or conditions can be predicted, this conclusion is not a guarantee as to the groupôs 
or the parent companyôs ability to continue as a going concern. 

Our responsibilities and the responsibilities of the directors with respect to going concern are described in the relevant 
sections of this report. 

Reporting on other informatio n  

The other information comprises all of the information in the 2021 Irish Statutory Accounts (ñIrish Annual Reportò) other 
than the financial statements and our auditorsô report thereon. The directors are responsible for the other information. 
Our opinion  on the financial statements does not cover the other information and, accordingly, we do not express an audit 
opinion or, except to the extent otherwise explicitly stated in this report, any form of assurance thereon.  

In connection with our audit of the financial statements, our responsibility is to read the other information and, in doing 
so, consider whether the other information is materially inconsistent with the financial statements or our knowledge 
obtained in the audit, or otherwise appears to be materially misstated. If we identify an apparent material inconsistency or 
material misstatement, we are required to perform procedures to conclude whether there is a material misstatement of the 
financial statements or a material misstatement of the other information. If, based on the work we have performed, we 
conclude that there is a material misstatement of this other information, we are required to report that fact. We have 
nothing to report based on these responsibilities. 

With respect to the Directorsô Report, we also considered whether the disclosures required by the Companies Act 2014 
(excluding the information included in the ñNon Financial Statementò as defined by that Act on which we are not required 
to report) have been included. 

Based on the responsibilities described above and our work undertaken in the course of the audit, ISAs (Ireland) and the 
Companies Act 2014 require us to also report certain opinions and matters as described below: 

¶ In our opinion, based on the work undertaken in the course of the audit, the information given in the Directorsô 
Report (excluding the information included in the ñNon Financial Statementò on which we are not required to 
report) for the year ended 31 December 2021 is consistent with the financial statements and has been prepared in 
accordance with the applicable legal requirements. 

 

¶ Based on our knowledge and understanding of the group and parent company and their environment obtained in 
the course of the audit, we have not identified any material misstatements in the Directorsô Report (excluding the 
information included in the ñNon Financial Statementò on which we are not required to report). 

 
 

Responsibilities for the financial statements and the audit  

Responsibilities of the directors for the fin ancial statements 

As explained more fully in the Statement of Directorsô Responsibilities for Financial Statements set out on pages 80 to 81, 
the directors are responsible for the preparation of the financial statements in accordance with the applicable framework 
and for being satisfied that they give a true and fair view. 

The directors are also responsible for such internal control as they determine is necessary to enable the preparation of 
financial statements that are free from material miss tatement, whether due to fraud or error.  

In preparing the financial statements, the directors are responsible for assessing the groupôs and the parent companyôs 
ability to continue as a going concern, disclosing as applicable, matters related to going concern and using the going 
concern basis of accounting unless the directors either intend to liquidate the group or the parent company or to cease 
operations, or have no realistic alternative but to do so. 
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Auditorsô responsibilities for the audit of the financial statements  

Our objectives are to obtain reasonable assurance about whether the financial statements as a whole are free from material 
misstatement, whether due to fraud or error, and to issue an auditorsô report that includes our opinion. Reasonable 
assurance is a high level of assurance, but is not a guarantee that an audit conducted in accordance with ISAs (Ireland) will 
always detect a material misstatement when it exists. Misstatements can arise from fraud or error and are considered 
material if, individually or in the aggregate, they could reasonably be expected to influence the economic decisions of users 
taken on the basis of these financial statements.  

Our audit testing might include testing complete populations of certain transactio ns and balances, possibly using data 
auditing techniques. However, it typically involves selecting a limited number of items for testing, rather than testing 
complete populations. We will often seek to target particular items for testing based on their size or risk characteristics. In 
other cases, we will use audit sampling to enable us to draw a conclusion about the population from which the sample is 
selected. 

 

A further description of our responsibilities for the audit of the financial statements is loca ted on the IAASA website at: 

https://www.iaasa.ie/getmedia/b2389013-1cf6-458b-9b8f-

a98202dc9c3a/Description_of_auditors_responsibilities_for_audit.pdf 

This description forms part of our auditorsô report. 

 

Use of this report  

This report, including the opinions, has been prepared for and only for the companyôs members as a body in accordance 
with section 391 of the Companies Act 2014 and for no other purpose. We do not, in giving these opinions, accept or 
assume responsibility for any other purpose or to any other person to whom this report is shown or into whose hands it 
may come save where expressly agreed by our prior consent in writing.  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

https://www.iaasa.ie/getmedia/b2389013-1cf6-458b-9b8f-a98202dc9c3a/Description_of_auditors_responsibilities_for_audit.pdf
https://www.iaasa.ie/getmedia/b2389013-1cf6-458b-9b8f-a98202dc9c3a/Description_of_auditors_responsibilities_for_audit.pdf
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Other required reporting  

Companies Act 2014 opinions on other matters  

 We have obtained all the information and explanations which we consider necessary for the purposes of our 
audit . 

 In our opinion the accounting records of the parent company were sufficient to permit the parent company 
financial statements to be readily and properly audited . 

 The Parent Company Balance Sheet is in agreement with the accounting records. 

Other  exception reporting  

Directorsô remuneration and transactions 

Under the Companies Act 2014 we are required to report to you if, in our opinion, the disclosures of directorsô 
remuneration and transactions specified by sections 305 to 312 of that Act have not been made. We have no exceptions to 
report arising from this responsibility .  

Prior financial year Non Financial Statement  

We are required to report if the company has not provided the information required by Regulation 5(2) to 5(7) of the 
European Union (Disclosure of Non-Financial and Diversity Information by certain large undertakings and groups) 
Regulations 2017 in respect of the prior financial year. We have nothing to report arising from this responsibility.  

 

/s/ Paul Barrie 
for and on behalf of PricewaterhouseCoopers 
Chartered Accountants and Statutory Audit Firm  
Dublin  
31 March 2022 
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HORIZON THERAPEUTICS  PLC  

CONSOLIDATED PROFIT AND LOSS ACCOUNT  

  Year Ended December 31, 2021 

(In thousands, except share and per share data)  

 

     For the Years Ended December 31, 

   Notes  2021  2020 
 

 
      

Turnover 2, 18  $       3,226,410          $       2,200,429         

Cost of sales 2  794,512  532,695 

Gross profit   2,431,898  1,667,734 

Research and development 2  431,990  209,364 

Selling, general and administrative   1,446,410  973,227 

Impairment of tangible asset 9  12,371  ð 

Gain on sale of assets 3  (2,000)  (4,883) 

Operating income   543,127  490,026 

Interest payable and similar expenses 4  (81,265)  (95,217) 

Interest receivable and similar income   202  3,745 

Other income    2,635  3,436 

Other expense   (1,872)  (345) 

Income before taxation   462,827  401,645 

(Benefit) expense for income taxes 5  (71,664)  11,849 

Profit for the financial year         $       534,491                 $       389,796            

      
Income per ordinary share ï basic 6            $             2.37                          $             1.91               

      

Weighted average ordinary shares outstanding - basic    225,551,410   203,967,246 

      

Income per ordinary share ï diluted 6            $             2.27                          $             1.81               

      

Weighted average ordinary shares outstanding -diluted   235,680,483  215,308,768 

      

 

The accompanying notes are an integral part of these consolidated financial statements. 
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HORIZON THERAPEUTICS PLC  

CONSOLIDATED STATEMENT OF COMPREHENSIVE  INCOME   

Year Ended December 31, 2021 

(In thousands)  

 

      For the Years Ended December 31, 

   Notes   2021  2020 

         
Profit for the financial year     $       534,491               $       389,796              

Other comprehensive (loss) income for the financial year       

 

Pension and other post-employment benefit plan 

remeasurements 23 

 

 (13,296)  ð 

 Foreign currency translation adjustments    (1,546)  1,760 

 

Other comprehensive (loss) income for the financial 

year  

 

 (14,842)    1,760 

Comprehensive income for the financial year     $       519,649       $       391,556 

 

 

       

 

The accompanying notes are an integral part of these consolidated financial statements. 
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HORIZON  THERAPEUTICS  PLC  

CONSOLIDATED BALANCE SHEET   

As of December 31, 2021 

 (In thousands)  

 

      As of December 31,  

    Notes  2021 
 

2020 

Assets          

Non-current assets      
    Intangible assets:          

  Developed technology and other intangible assets 7  $        2,960,118           $        1,782,962          

  In-process research and development 7  880,000  ð 

          Goodwill 7   1,066,709   413,669 
   Tangible assets:      

      Property, plant and equipment 8   292,298   189,037 

         Right-of-use assets   9  75,714  34,406 

   Other assets:        

          Deferred income taxes due after one year     5   538,098  560,841 

         Other assets    10  65,024    21,293  

      Total non-current assets     5,877,961   3,002,208 

Current assets      
  Stocks 11   225,730   75,283 

 Debtors:      
    Accounts receivable 12   632,775   659,701 
  Prepaid expenses and other current assets 13  357,106  251,945 

  Cash at bank and in hand    1,580,317   2,079,906 

 Restricted cash   3,839  3,573 

    Total current assets   $        2,799,767           $        3,070,408         
           

Liabilities           

Creditors: amounts falling due within one year      
  Accounts payable 14   $             30,125   $             37,710 

 Accrued expenses and other current liabilities 15  523,015  485,567 

 Long-term debt ï current portion 17  16,000  ð 

      Total current liabilities     569,140   523,277 

     Net current assets   2,230,627  2,547,131 

  Total assets less current liabilities    8,108,588   5,549,339 

Creditors: amounts falling due after more than one year      
 Long-term debt, net 17  2,555,233  1,003,379 

 Long-term lease liability 9  93,798  43,227 

  Other long-term liabilities    41,309   33,578 

    Total long-term liabilities     2,690,340   1,080,184 
          

Provisions for liabilities          

 Deferred income taxes 5  381,259  60,068 

  Uncertain tax provisions 5   30,342   31,273 

  Trade discounts and rebates 18   317,431   352,463 

 Post-employment benefits 24  16,823  ð 

      Total provisions for liabilities    745,855  443,804 

Net assets     $        4,672,393           $        4,025,351         
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HORIZON THERAPEUTICS  PLC  

CONSOLIDATED BALANCE SHEET (continued) 

As of December 31, 2021 

(In thousands) 

 

 

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

 

 

On behalf of the board  

 

/s/ Timothy P. Walbert   

Timothy P. Walbert 

Director 

 

/s/ William F. Daniel  

William F. Daniel 

Director 

 

 

    As of December 31, 

  Notes  2021  2020 

 Equity       

  Capital and reserves      

  Called up share capital presented as equity 22  $                       78                           $                       77                          

  Share premium account   4,088,859  4,015,766 

  Other reserves   269,559  230,102 

  Profit and loss account   313,897  (220,594) 

 Total equity   $           4,672,393               $           4,025,351              
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HORIZON THERAPEUTICS  PLC 

CONSOLIDATED STATEMENT OF SHAREHOLDERSô EQUITY  

For the Year Ended December 31, 2021  

(In thousands, except share data)  

 
   Called-up Share Capital          Other Reserves             

    

Ordinary 

Shares   Amount   

Deferred 

Shares   Amount   

Share  

Premium  

Account   Other  

 Accumulated  

Other 

Comprehensive  

Loss   

Profit and 

Loss Account   Total  

Balances at January 1, 2020     188,402,040     $ 19       40,000     $ 55    $ 2,292,775     $ 504,895   $                   (1,905)   $         (610,390)  $ 2,185,449   

Issuance of ordinary shares in conjunction with Exchangeable Senior Notes   13,898,414    1    ð    ð    750,441    (354,770)   ð  ð   395,672  

Issuance of ordinary shares ï public offering     13,570,000    1    ð    ð    919,513    ð   ð  ð   919,514   

Issuance of Horizon Therapeutics plc shares in conjunction with vesting of 

restricted stock units, performance stock units. stock option exercises and 

ESPP program   5,851,220    1    ð    ð    53,037    (66,505)  

 

ð   ð   (13,467)  

Share-based compensation   ð       ð       ð       ð       ð      146,627   ð   ð     146,627  

Currency translation adjustment      ð    ð    ð    ð    ð    ð   1,760  ð   1,760  

Profit for the financial year   ð    ð    ð    ð    ð    ð   ð  389,796   389,796   

Balances at December 31, 2020     221,721,674   $ 22    40,000   $ 55   $ 4,015,766   $ 230,247   $                   (145) $ (220,594)  $ 4,025,351  

Issuance of Horizon Therapeutics plc shares in conjunction with vesting of 

restricted stock units, performance stock units. stock option exercises and 

ESPP program   6,039,262     1    ð    ð    73,093    (165,964)  

 

ð   ð   (92,870)  

Share-based compensation   ð       ð       ð       ð       ð      220,263   ð   ð     220,263  

Pension and other post-employment benefit plan remeasurements   ð       ð       ð       ð       ð      ð   (13,296)   ð     (13,296)  

Currency translation adjustment    ð    ð    ð    ð    ð    ð   (1,546)  ð   (1,546)  

Profit for the financial year   ð    ð    ð    ð    ð    ð   ð  534,491   534,491  

Balances at December 31, 2021   227,760,936   $ 23    40,000   $ 55   $ 4,088,859   $ 284,546   $                 (14,987) $ 313,897  $ 4,672,393  

 

                  

 

 

      

 

        

The accompanying notes are an integral part of these consolidated financial statements. 
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HORIZON THERAPEUTICS  PLC 

CONSOLIDATED STATEMENT OF CASH FLOWS  

 (In thousands) 

For the Year Ended December 31, 2021 

                                              For the Years Ended December 31, 

    2021     2020   

CASH FLOWS FROM OPERATING ACTIVITIES:                  

Profit for the financial year    $ 534,491    $ 389,796  

Adjustments to reconcile net profit to net cash provided by operating 

   activities:                 

Depreciation and amortization expense     353,751      279,451   

Equity-settled share-based compensation     219,086      146,627   

Acquired in-process research and development expense   76,572    77,517  

Impairment of non-current asset   12,371    ð  

Amortization of debt discount and deferred financing costs     5,189       12,640  

Loss on debt extinguishment     ð      31,856    

Gain on sale of assets   (2,000)    (4,883)  

Deferred income taxes     (101,016)      (33,453)  

Foreign exchange and other adjustments     (1,433)      1,812  

Changes in operating assets and liabilities:                

Debtors     34,796      (251,173)  

Stocks     1,267      (21,451)   

Prepaid expenses and other current assets     (88,193)      (114,788)   

Accounts payable     (12,197)      16,015  

Trade discounts and rebates     (36,929)      (113,991)  

Accrued expenses and other current liabilities      50,622       114,621  

Other non-current assets and liabilities     (11,106)      25,092  

Net cash provided by operating activities     1,035,271       555,688   

CASH FLOWS FROM INVESTING ACTIVITIES:                  

Payments for acquisitions, net of cash acquired     (2,845,275)    (262,305)  

Purchases of property, plant and equipment     (76,596)    (169,852)  

Payment related to license agreement     (49,572)     (30,000)  

Payments for long-term investments, net     (24,668)    (13,314)  

Proceeds from sale of assets     2,000    5,400  

Change in escrow deposit for property purchase     ð      6,000  

Net cash used in investing activities     (2,994,111)      (464,071)  

CASH FLOWS FROM FINANCING ACTIVITIES:                  

Net proceeds from term loans     1,574,993      ð   

Repayment of term loans     (12,000)      ð  

Net proceeds from the issuance of ordinary shares     ð      919,786  

Repayment of senior notes     ð       (1,739)   

Proceeds from the issuance of ordinary shares in conjunction with ESPP program     22,528      16,168     

Proceeds from the issuance of ordinary shares in connection with stock option exercises     50,566      36,869    

Payment of employee withholding taxes relating to share-based awards     (165,964)       (66,505)    

Net cash provided by financing activities     1,470,123       904,579    

Effect of foreign exchange rate changes on cash, cash equivalents and restricted cash     (10,606)       7,244   

Net (decrease) increase in cash, cash equivalents and restricted cash     (499,323)      1,003,440   

Cash, cash equivalents and restricted cash, beginning of the year     2,083,479       1,080,039   

Cash, cash equivalents and restricted cash, end of the year   $ 1,584,156     $ 2,083,479   
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HORIZON THERAPEUTICS  PLC 

CONSOLIDATED STATEMENT OF CASH FLOWS (CONTINUED)  

(In thousands) 

For the Year Ended December 31, 2021 

 

 

                                                                                                                                                             For the Years Ended December 31, 

      2021     2020   

Supplemental cash flow information:                  

Cash paid for interest   $ 74,353     $ 51,863   

Cash paid for income taxes, net of refunds received     97,235       15,115   

Cash paid for amounts included in the measurement of lease liabilities     8,868       7,840   

Supplemental non-cash flow information:                 

Lease liabilities arising from obtaining right-of-use assets  $ 62,156   $ ð  

Purchases of acquired in-process research and development included in accrued expenses and 

other current liabilities   25,000    ð  

Purchases of property, plant and equipment included in accounts payable and accrued 

expenses and other current liabilities   9,228    13,430  

Principal amount of 2.5% Exchangeable Senior Notes due 2022 converted into ordinary shares   ð    398,261  

Milestone payments for TEPEZZA intangible asset included in accrued expenses and other 

current liabilities   ð    123,442  

 

 

The accompanying notes are an integral part of these consolidated financial statements. 
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HORIZON THERAPEUTICS  PLC  

NOTES TO CONSOLIDATED FINANCIAL STATEMENTS  

1 Basis of Presentation  

Horizon Therapeutics plc is a public company registered by shares. The Companyôs registered number is 507678 and its 

registered office is 70 St. Stephenôs Green, Dublin 2, D02 E2X4, Ireland. 

The directors have elected to prepare the consolidated financial statements in accordance with Section 279 of the Companies 

Act 2014, which provides that a true and fair view of the state of affairs and profit or loss may be given by preparing the financial 

statements in accordance with accounting principles generally accepted in the United States of America (ñU.S. GAAPò), as defined in 

Section 279 of the Companies Act 2014, to the extent that the use of those principles in the preparation of the financial statements 

does not contravene any provision of the Republic of Irelandôs Companies Act 2014 (the ñCompanies Actò) or of any regulations 

made thereunder. 

The consolidated financial statements have been prepared on the going concern basis of accounting. The directors have 

considered the Company's financial performance and liquidity and are satisfied that the Company has adequate resources to continue 

as a going concern for a period of at least twelve months from the date of approval of these financial statements. 

On March 15, 2021, the Company completed its acquisition of Viela Bio, Inc. (ñVielaò) and acquired all of the issued and 

outstanding shares of Vielaôs common stock for $53.00 per share. The total consideration for the acquisition was approximately $3.0 

billion, including cash acquired of $342.3 million. Following the completion of the acquisition, Viela became a wholly-owned 

subsidiary of the Company. The consolidated financial statements presented herein include the results of operations of the acquired 

business from the date of acquisition. 

These consolidated financial statements were prepared in accordance with Irish Company Law, to present to the shareholders of 

the Company and file with the Companies Registration Office in Ireland. Accordingly, these financial statements include disclosures 

required by the Companies Act in addition to those required under U.S. GAAP. The consolidated financial statements include the 

accounts of subsidiaries, after elimination of intercompany accounts and transactions. The consolidated financial information 

presented herein reflects all financial information that, in the opinion of management, is necessary for a fair statement of financial 

position, profit and loss and cash flows for the periods presented.  

Unless otherwise indicated or the context otherwise requires, references to the ñCompanyò, ñweò, ñusò and ñourò refer to Horizon 

Therapeutics plc and its consolidated subsidiaries.  

Since January 1, 2020, the Company completed the following acquisitions and divestitures: 

¶ In July 2021, the Company completed the purchase of a biologic drug product manufacturing facility from EirGen Pharma 

Limited (ñEirGenò), a subsidiary of OPKO Health, Inc., in Waterford, Ireland. 

¶ In March 2021, the Company completed the acquisition of Viela, in which the Company acquired all of the issued and 

outstanding shares of Vielaôs common stock. 

 

¶ In October 2020, the Company sold its rights to develop and commercialize RAVICTI® and BUPHENYL® in Japan to 

Medical Need Europe AB, part of the Immedica Group (ñImmedicaò). We have retained the rights to RAVICTI and 

BUPHENYL in North America. 

 

¶ In April 2020, the Company acquired Curzion Pharmaceuticals, Inc. (ñCurzionò), a privately held development-stage 

biopharma company, and its development-stage oral selective lysophosphatidic acid 1 receptor (LPAR1) antagonist, 

CZN001 (renamed HZN-825), for an upfront payment with additional payments contingent on the achievement of 

development and regulatory milestones. 
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Overview 

Horizon is focused on the discovery, development and commercialization of medicines that address critical needs for people 

impacted by rare, autoimmune and severe inflammatory diseases. The Companyôs pipeline is purposeful: it applies scientific expertise 

and courage to bring clinically meaningful therapies to patients. Horizon believes science and compassion must work together to 

transform lives. The Company has two reportable segments, the orphan segment and the inflammation segment, and its commercial 

portfolio is currently composed of 12 medicines in the areas of rare diseases, gout, ophthalmology and inflammation.  

As of December 31, 2021, the Companyôs commercial portfolio consisted of the following medicines: 

 

Orphan 

TEPEZZA® (teprotumumab-trbw), for intravenous infusion 

KRYSTEXXA® (pegloticase injection), for intravenous infusion 
RAVICTI (glycerol phenylbutyrate) oral liquid 
PROCYSBI® (cysteamine bitartrate) delayed-release capsules and granules, for oral use 
ACTIMMUNE ® (interferon gamma-1b) injection, for subcutaneous use 
UPLIZNA® (inebilizumab-cdon) injection, for intravenous use 
BUPHENYL (sodium phenylbutyrate) tablets and powder, for oral use 

QUINSAIRÊ (levofloxacin) solution for inhalation 

Inflammation 
PENNSAID® (diclofenac sodium topical solution) 2% w/w, or PENNSAID 2%, for topical use 

DUEXIS® (ibuprofen/famotidine) tablets, for oral use 

RAYOS® (prednisone) delayed-release tablets, for oral use 
VIMOVO® (naproxen/esomeprazole magnesium) delayed-release tablets, for oral use 

The Company is a public limited company formed under the laws of Ireland. The Company operates through a number of 

international and U.S. subsidiaries with principal business purposes to either perform research and development or manufacturing 

operations, serve as distributors of the Companyôs medicines, hold intellectual property assets or provide services and financial 

support to the Company.  

 

2 Summary of Accounting Policies  

Principles of Consolidation 

The consolidated financial statements include the Companyôs accounts and those of its wholly owned subsidiaries. All 

intercompany accounts and transactions have been eliminated.  

Segment Information 

The Companyôs reportable segments, which are the orphan segment and the inflammation segment, are reported in a manner 

consistent with the internal reporting provided to the Companyôs chief operating decision maker (ñCODMò). The Companyôs CODM 

has been identified as its chief executive officer. The Company has no transactions between reportable segments.  

Use of Estimates 

The preparation of the accompanying consolidated financial statements in conformity with GAAP requires management to make 

certain estimates and assumptions that affect the reported amounts of assets and liabilities, disclosure of contingent liabilities at the 

date of the financial statements and reported amounts of turnover and expenses during the reporting period. Actual results could differ 

from those estimates. 

Foreign Currency Translation and Transactions 

The reporting currency of the Company and its subsidiaries is the U.S. dollar. 



 

100 
 

 

The U.S. dollar is the functional currency for the Companyôs Ireland and United States-based businesses and the majority of its 

subsidiaries. The Company has foreign subsidiaries that have the Euro and the Canadian Dollar as their functional currency. Foreign 

currency-denominated assets and liabilities of these subsidiaries are translated into U.S. dollars based on exchange rates prevailing at 

the end of the period, turnover and expenses are translated at average exchange rates prevailing during the corresponding period, and 

shareholdersô equity accounts are translated at historical exchange rates as of the date of any equity transaction. The effects of foreign 

exchange gains and losses arising from the translation of assets and liabilities of those entities where the functional currency is not the 

U.S. dollar are included as a component of accumulated other comprehensive loss (ñAOCIò). 

Gains and losses resulting from foreign currency transactions are reflected within the Companyôs results of operations. 

Revenue Recognition 

In the United States, the Company sells its medicines primarily to wholesale distributors and specialty pharmacy providers. In 

other countries, the Company sells its medicines primarily to wholesale distributors and other third-party distribution partners. These 

customers subsequently resell the Companyôs medicines to health care providers and patients. In addition, the Company enters into 

arrangements with health care providers and payers that provide for government-mandated or privately negotiated discounts and 

allowances related to the Companyôs medicines. Revenue is recognized when performance obligations under the terms of a contract 

with a customer are satisfied. The majority of the Companyôs contracts have a single performance obligation to transfer 

medicines. Accordingly, revenues from medicine sales are recognized when the customer obtains control of the Companyôs 

medicines, which occurs at a point in time, typically upon delivery to the customer. Revenue is measured as the amount of 

consideration the Company expects to receive in exchange for transferring medicines and is generally based upon a list or fixed price 

less allowances for medicine returns, rebates and discounts. The Company sells its medicines to wholesale pharmaceutical distributors 

and pharmacies under agreements with payment terms typically less than 90 days. The Companyôs process for estimating reserves 

established for these variable consideration components does not differ materially from the Companyôs historical practices.   

Medicine Sales Discounts and Allowances 

The nature of the Companyôs contracts gives rise to variable consideration because of allowances for medicine returns, rebates 

and discounts. Allowances for medicine returns, rebates and discounts are recorded at the time of sale to wholesale pharmaceutical 

distributors and pharmacies. The Company applies significant judgments and estimates in determining some of these allowances. If 

actual results differ from its estimates, the Company will be required to make adjustments to these allowances in the future. The 

Companyôs adjustments to gross turnover are discussed further below.  

Commercial Rebates 

The Company participates in certain commercial rebate programs. Under these rebate programs, the Company pays a rebate to 

the commercial entity or third-party administrator of the program. The Company calculates accrued commercial rebate estimates using 

the expected value method. The Company accrues estimated rebates based on contract prices, estimated percentages of medicine that 

will be prescribed to qualified patients and estimated levels of stock in the distribution channel and records the rebate as a reduction of 

turnover. Accrued commercial rebates are included in ñTrade discounts and rebatesò within ñProvisions for liabilitiesò on the 

consolidated balance sheet. 

Distribution Service Fees 

The Company includes distribution service fees paid to its wholesalers for distribution and stock management services as a 

reduction to turnover. The Company calculates accrued distribution service fee estimates using the most likely amount method. The 

Company accrues estimated distribution fees based on contractually determined amounts, typically as a percentage of turnover. 

Accrued distribution service fees are included in ñTrade discounts and rebatesò within ñProvisions for liabilitiesò on the consolidated 

balance sheet. 
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Co-pay and Other Patient Assistance Programs 

The Company offers discount card and other programs such as its HorizonCares program to patients under which the patient 

receives a discount on his or her prescription. In certain circumstances when a patientôs prescription is rejected by a managed care 

vendor, the Company will pay for the full cost of the prescription. The Company reimburses pharmacies for this discount through 

third-party vendors. The Company reduces gross turnover by the amount of actual co-pay and other patient assistance in the period 

based on invoices received. The Company also records an accrual to reduce gross turnover for estimated co-pay and other patient 

assistance on units sold to distributors that have not yet been prescribed/dispensed to a patient. The Company calculates accrued co-

pay and other patient assistance costs using the expected value method. The estimate is based on contract prices, estimated 

percentages of medicine that will be prescribed to qualified patients, average assistance paid based on reporting from the third-party 

vendors and estimated levels of stock in the distribution channel. Accrued co-pay and other patient assistance costs are included in 

ñTrade discounts and rebatesò within ñProvisions for liabilitiesò on the consolidated balance sheet. 

Sales Returns 

Consistent with industry practice, the Company maintains a return policy that allows customers to return certain medicines 

within a specified period prior to and subsequent to the medicine expiration date. Generally, medicines may be returned for a period 

beginning six months prior to its expiration date and up to one year after its expiration date. The right of return expires on the earlier 

of one year after the medicine expiration date or the time that the medicine is dispensed to the patient. The majority of medicine 

returns result from medicine dating, which falls within the range set by the Companyôs policy, and are settled through the issuance of a 

credit to the customer. The Company calculates sales returns using the expected value method. The estimate of the provision for 

returns is based upon the Companyôs historical experience with actual returns. The return period is known to the Company based on 

the shelf life of medicines at the time of shipment. The Company records sales returns in ñaccrued expenses and other current 

liabilitiesò and as a reduction of turnover. 

Prompt Pay Discounts 

As an incentive for prompt payment, the Company offers a 2% cash discount to most customers. The Company calculates 

accrued prompt pay discounts using the most likely amount method. The Company expects that all eligible customers will comply 

with the contractual terms to earn the discount. The Company records the discount as an allowance against ñaccounts receivableò and 

a reduction of turnover. 

Government Rebates 

The Company participates in certain government rebate programs such as Medicare Coverage Gap and Medicaid. The Company 

calculates accrued government rebate estimates using the expected value method. A significant portion of these accruals relates to the 

Companyôs Medicaid rebates. The Company accrues estimated rebates based on estimated percentages of medicine prescribed to 

qualified patients, estimated rebate percentages and estimated levels of stock in the distribution channel that will be prescribed to 

qualified patients and records the rebates as a reduction of turnover. Accrued government rebates are included in ñTrade discounts and 

rebatesò within ñProvisions for liabilitiesò on the consolidated balance sheet. 

Chargebacks 

The Company provides discounts to government qualified entities with whom the Company has contracted. These entities 

purchase medicines from the wholesale pharmaceutical distributors at a discounted price and the wholesale pharmaceutical 

distributors then charge back to the Company the difference between the current retail price and the contracted price that the entities 

paid for the medicines. The Company calculates accrued chargeback estimates using the expected value method. The Company 

accrues estimated chargebacks based on contract prices, sell-through sales data obtained from third-party information and estimated 

levels of stock in the distribution channel and records the chargeback as a reduction of turnover. Accrued chargebacks are included in 

ñTrade discounts and rebatesò within ñProvisions for liabilitiesò on the consolidated balance sheet.  

Allowance for Credit Losses  

The Companyôs medicines are sold to wholesale pharmaceutical distributors and pharmacies. The Company monitors its 

accounts receivable balances to determine the impact, if any, of such factors as changes in customer concentration, credit risk and the 

realizability of its accounts receivable, and records an allowance for credit losses when applicable.  
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Stocks 

Stocks are stated at the lower of cost or net realizable value, using the first-in, first-out convention. Stocks consist of raw 

materials, work-in-process and finished goods. The Company has entered into manufacturing and supply agreements for the 

manufacture or purchase of raw materials and production supplies. The Companyôs stocks include the direct purchase cost of materials 

and supplies and manufacturing overhead costs. The Company reviews its stock balance and purchase obligations to assess if it has 

obsolete or excess stock and records a charge to ñcost of salesò when applicable. 

Stocks acquired in business combinations are recorded at their estimated fair values. ñStep-upò represents the write-up of stock 

from the lower of cost or net realizable value (the historical book value as previously recorded on the acquired companyôs balance 

sheet) to fair market value at the acquisition date. Stock step-up expense is recorded in the consolidated profit and loss account based 

on actual turnover, or usage, using the first-in, first-out convention. 

Stocks exclude medicine sample inventory, which is included in other current assets and is expensed as a component of ñselling, 

general and administrativeò expense when shipped to sales representatives.  

Pre-launch Inventories 

The Company capitalizes stock costs associated with its medicine candidates prior to regulatory approval when, based on 

management judgment, future commercialization is considered probable and future economic benefit is expected to be realized. A 

number of factors are taken into consideration by management, including the current status of the regulatory approval process and any 

potential impediments to the approval process such as safety or efficacy. If future commercialization and future economic benefit is no 

longer considered probable, the capitalized pre-launch stock would be expensed. 

Cost of Sales 

The Company recognizes cost of sales in connection with its turnover of each of its distributed medicines. Cost of sales includes 

all costs directly related to the acquisition of the Companyôs medicines from its third-party manufacturers, including freight charges 

and other direct expenses such as insurance and supply chain costs. Cost of sales also includes amortization of intellectual property as 

described in the intangible assets accounting policy below, stock step-up expense, drug substance harmonization costs, share-based 

compensation, charges relating to discontinuation of clinical trials, royalty payments to third parties and loss on stock purchase 

commitments. 

Pre-clinical Studies and Clinical Trial Accruals 

The Companyôs pre-clinical studies and clinical trials have historically been conducted by third-party contract research 

organizations and other vendors. Pre-clinical study and clinical trial expenses are based on the services received from these contract 

research organizations and vendors and are charged to R&D expense as incurred. Payments depend on factors such as the milestones 

accomplished, successful enrollment of certain numbers of patients and site initiation. In accruing service fees, the Company estimates 

the time period over which services will be performed and the level of effort to be expended in each period. If the actual timing of the 

performance of services or the level of effort varies from the estimate, the Company adjusts the accrual accordingly.  

Income per ordinary share 

Basic income per ordinary share is computed by dividing income for the financial year by the weighted-average number of 

ordinary shares outstanding during the period. Diluted earnings per share (ñEPSò) reflects the potential dilution beyond shares for 

basic EPS that could occur if securities or other contracts to issue ordinary shares were exercised, converted into ordinary shares, or 

resulted in the issuance of ordinary shares that would have shared in the Companyôs earnings.  

Cash and Cash Equivalents 

The Company considers all highly liquid investments, readily convertible to cash, that mature within three months or less from 

date of purchase to be cash equivalents. Cash and cash equivalents primarily consist of cash balances and money market funds. The 

Company generally invests excess cash in money market funds and other financial instruments with short-term durations, based upon 

operating requirements. 

Restricted Cash 

Restricted cash consists primarily of balances in interest-bearing money market accounts required by a vendor for the 

Companyôs sponsored employee business credit card program and collateral for a letter of credit.  
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Fair Value of Financial Instruments 

The carrying amounts of the Companyôs financial instruments, including cash and cash equivalents, restricted cash, debtor, 

accounts payable and accrued expenses and other current liabilities, approximate their fair values due to their short maturities. 

Investments 

Investments consist primarily of equity securities, bank time deposits and money market funds. Investments in publicly traded 

equity securities are reported at fair value determined using quoted market prices in active markets. Changes in the fair value of these 

investments are included in other income, net in the consolidated profit and loss account. 

Equity Method Investments 

Investments in companies over which the Company has significant influence but not a controlling interest are accounted for 

using the equity method, with the share of earnings or losses reported in other income, net.   

Concentration of Credit Risk and Other Risks and Uncertainties 

Financial instruments that potentially subject the Company to concentrations of credit risk consist of cash, cash equivalents and 

investments. The Companyôs investment policy permits investments in time deposits, U.S. federal government and federal agency 

securities, corporate bonds or commercial paper, money market instruments, certain qualifying money market mutual funds, certain 

repurchase agreements, and tax-exempt obligations of municipalities and places restrictions on credit ratings, maturities, and 

concentration by type and issuer. The Company is exposed to credit risk in the event of a default by the financial institutions holding 

the Companyôs cash, cash equivalents and investments to the extent recorded on the balance sheet. 

The purchase cost of TEPEZZA drug substance, TEPEZZA drug product with the Companyôs recently approved second drug 

product manufacturer, Patheon Pharmaceuticals Inc. (ñPatheonò) (contract development and manufacturing organization services of 

Thermo Fisher Scientific). and ACTIMMUNE stock are principally denominated in Euros and are subject to foreign currency risk. In 

addition, the Company is obligated to pay certain milestones and a royalty on sales of TEPEZZA to F. Hoffmann-La Roche Ltd and 

Hoffmann-La Roche Inc. (together referred to as ñRocheò) in Swiss Francs, which obligations are subject to foreign currency risk. The 

Company has contracts relating to RAVICTI, QUINSAIR and PROCYSBI for sales in Canada which are subject to foreign currency 

risk. The Company also incurs certain operating expenses in currencies other than the U.S. dollar in relation to its Irish operations and 

foreign subsidiaries. Therefore, the Company is subject to volatility in cash flows due to fluctuations in foreign currency exchange 

rates, particularly changes in the Euro and the Swiss Franc. From time to time, the Company may enter into forward currency 

contracts to hedge its foreign currency risk exposure. 

Historically, the Companyôs debtor balances have been highly concentrated with a select number of customers consisting 

primarily of large wholesale pharmaceutical distributors who, in turn, sell the medicines to pharmacies, hospitals and other 

customers. As of December 31, 2021 and 2020, the Companyôs top four customers accounted for approximately 94% and 93%, 

respectively, of the Companyôs total outstanding debtor balances. Given the size and creditworthiness of the customers, we have not 

experienced and do not expect to experience material credit related losses with such customers.   

The Company depends on single-source suppliers and manufacturers for certain of its medicines, medicine candidates and their 

active pharmaceutical ingredients. 

Business Combinations 

The Company accounts for business combinations in accordance with the guidance in Accounting Standards Codification Topic 

805, Business Combinations (ñASC 805ò) under which acquired assets and liabilities are measured at their respective estimated fair 

values as of the acquisition date. The Company may be required, as in the case of intangible assets to determine the fair value 

associated with these amounts by estimating the fair value using an income approach under the discounted cash flow method, which 

may include turnover projections and other assumptions made by the Company to determine the fair value.  
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Provision for Income Taxes 

The Company accounts for income taxes based upon an asset and liability approach. Deferred tax assets and liabilities represent 

the future tax consequences of the differences between the financial statement carrying amounts of assets and liabilities versus the tax 

basis of assets and liabilities. Under this method, deferred tax assets are recognized for deductible temporary differences, and 

operating loss and tax credit carryforwards. Deferred tax liabilities are recognized for taxable temporary differences. Deferred tax 

assets are reduced by a valuation allowance when, in the opinion of management, it is more likely than not that some portion or all of 

the deferred tax assets will not be realized. Significant judgment is required in determining whether it is probable that sufficient future 

taxable income will be available against which a deferred tax asset can be utilized. In determining future taxable income, the Company 

is required to make assumptions including the amount of taxable income in the various jurisdictions in which the Company operates. 

These assumptions require significant judgment about forecasts of future taxable income. Actual operating results in future years 

could render our current assumption of recoverability of deferred tax assets inaccurate. The impact of tax rate changes on deferred tax 

assets and liabilities is recognized in the period that the change is enacted. From time to time, the Company executes intercompany 

transactions in response to changes in operations, regulations, tax laws, funding needs and other circumstances. These transactions 

require the interpretation and application of tax laws in the applicable jurisdiction to support the tax treatment taken. The valuations 

which support the tax treatment of the transactions require significant estimates and assumptions within discounted cash flow models. 

The Company also accounts for the uncertainty in income taxes by utilizing a comprehensive model for the recognition, measurement, 

presentation and disclosure in financial statements of any uncertain tax positions that have been taken or are expected to be taken on 

an income tax return. Deferred tax assets and deferred tax liabilities are netted by each tax-paying entity within each jurisdiction on 

the Companyôs consolidated balance sheets. 

Property, Plant and Equipment 

Land is stated at cost. Property, plant and equipment, other than land, are stated at cost less accumulated depreciation. 

Depreciation is recognized using the straight-line method over the estimated useful lives of the related assets for financial reporting 

purposes and an accelerated method for income tax reporting purposes. Upon retirement or sale of an asset, the cost and related 

accumulated depreciation and amortization are removed from the balance sheet and the resulting gain or loss is reflected in operations. 

Repair and maintenance costs are charged to expenses as incurred and improvements are capitalized. 

Leasehold improvements are amortized on a straight-line basis over the term of the applicable lease, or the useful life of the 

assets, whichever is shorter. 

Depreciation and amortization periods for the Companyôs property, plant and equipment are as follows: 

  
Buildings   40 years 

Land improvements   10 years 

Machinery and equipment   5 to 7 years 

Furniture and fixtures   3 to 5 years 

Computer equipment   3 years 

Software   3 years 

Trade show equipment   3 years 

 

The Company capitalizes software development costs associated with internal use software, including external direct costs of 

materials and services and payroll costs for employees devoting time to a software project. Costs incurred during the preliminary 

project stage, as well as costs for maintenance and training, are expensed as incurred. 

Software includes internal-use software acquired and modified to meet the Companyôs internal requirements. Amortization 

commences when the software is ready for its intended use. 
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Intangible Assets 

Definite-lived intangible assets are amortized over their estimated useful lives. The Company reviews its intangible assets when 

events or circumstances may indicate that the carrying value of these assets is not recoverable and exceeds their fair value. The 

Company measures fair value based on the estimated future discounted cash flows associated with these assets in addition to other 

assumptions and projections that the Company deems to be reasonable and supportable. The estimated useful lives, from the date of 

acquisition, for all identified intangible assets that are subject to amortization are between five and thirteen years. 

Indefinite-lived intangible assets consist of capitalized in-process research and development (ñIPR&Dò). IPR&D assets 

represent capitalized incomplete research projects that the Company acquired through business combinations. Such assets are initially 

measured at their acquisition date fair values and are tested for impairment, until completion or abandonment of research and 

development (ñR&Dò) efforts associated with the projects. An IPR&D asset is considered abandoned when R&D efforts associated 

with the asset have ceased, and there are no plans to sell or license the asset or derive value from the asset. At that point, the asset is 

considered to be impaired and is written off. Upon successful completion of each project, the Company will make a determination 

about the then remaining useful life of the intangible asset and begin amortization. The Company tests its indefinite-lived intangibles, 

including IPR&D assets, for impairment annually during the fourth quarter and more frequently if events or changes in circumstances 

indicate that it is more likely than not that the asset is impaired. 

Goodwill 

Goodwill represents the excess of the purchase price of acquired businesses over the estimated fair value of the identifiable net 

assets acquired. Goodwill is not amortized but is tested for impairment at least annually at the reporting unit level or more frequently 

if events or changes in circumstances indicate that the asset might be impaired. Impairment loss, if any, is recognized based on a 

comparison of the fair value of the asset to its carrying value, without consideration of any recoverability. The Company tests 

goodwill for impairment annually during the fourth quarter and whenever indicators of impairment exist by first assessing qualitative 

factors to determine whether it is more likely than not that the fair value is less than its carrying amount. If the Company concludes it 

is more likely than not that the fair value of a reporting unit is less than its carrying amount, a quantitative impairment test is 

performed. If the Company concludes that goodwill is impaired, it will record an impairment charge in its consolidated profit and loss 

account.  

Irish Company Law requires goodwill and indefinite lived intangible assets to be amortized. However, the Company does not 

believe this gives a true and fair view, as not all goodwill and intangible assets decline in value. In addition, since goodwill that does 

decline in value rarely does so on a straight-line basis, straight-line amortization of goodwill and indefinite lived intangible assets over 

an arbitrary period does not reflect the economic reality. Therefore, goodwill and indefinite lived intangible assets are not amortized. 

 

Research and Development Expenses 

R&D expenses include, but are not limited to, payroll and other personnel expenses, consultant expenses, expenses incurred 

under agreements with contract research organizations to conduct clinical trials, expenses incurred to manufacture clinical trial 

materials and acquired IPR&D assets. R&D expenses were $432.0 million and $209.4 million for the years ended December 31, 2021 

and 2020, respectively. 

Advertising Expenses 

The Company expenses the costs of advertising as incurred. Advertising expenses were $288.8 million and $114.4 million for 

the years ended December 31, 2021 and 2020, respectively. 

Deferred Financing Costs 

Costs incurred in connection with debt financings have been capitalized to ñLong-term debt, netò in the Companyôs consolidated 

balance sheets as deferred financing costs, and are charged to interest expense using the effective interest method over the terms of the 

related debt agreements. These costs include document preparation costs, commissions, fees and expenses of investment bankers and 

underwriters, and accounting and legal fees. 
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Comprehensive Income 

Comprehensive income is composed of profit and other comprehensive (loss) income (ñOCIò). OCI includes certain changes in 

shareholdersô equity that are excluded from profit, which consist of foreign currency translation adjustments and pension and other 

post-employment benefit plan remeasurements. The Company reports the effect of significant reclassifications out of accumulated 

OCI on the respective line items in profit if the amount being reclassified is required under GAAP to be reclassified in its entirety to 

profit.  

Share-Based Compensation 

The Company accounts for employee share-based compensation by measuring and recognizing compensation expense for all 

share-based payments based on estimated grant date fair values. The Company uses the straight-line method to allocate compensation 

cost to reporting periods over each awardeeôs requisite service period, which is generally the vesting period. Forfeitures are estimated 

based on historical experience at the time of grant and revised in subsequent periods if actual forfeitures differ from those estimates. 

Post-employment Benefits 

The Company records annual expenses relating to its defined benefit U.S. retiree medical plan based on calculations which 

utilize various actuarial assumptions, including discount rates, health care cost trend rates, turnover rates, and retirement rates. The 

Company reviews its actuarial assumptions on an annual basis and makes modifications to the assumptions based on current rates and 

trends. Prior service costs and credits from plan amendments, including initiation of a plan, are deferred in AOCI, net of tax and 

amortized at an equal amount in each remaining year of service until the full eligibility date of employees active as of the amendment 

date. Actuarial gains and losses are deferred in AOCI, net of tax and amortized over the remaining service attribution periods of the 

employees under the corridor method.  

Royalties 

The Company records royalty expense based on each periodsô turnover as part of cost of sales. 

Leases 

On January 1, 2019, the Company adopted Accounting Standards Update (ñASUò) 2016-02, Leases. Under ASU No. 2016-02, 

an entity is required to recognize right-of-use lease assets and lease liabilities on its balance sheet and disclose key information about 

leasing arrangements. The Company adopted this standard on January 1, 2019, using a modified retrospective approach at the 

adoption date through a cumulative-effect adjustment to retained earnings. The Company applied the new guidance to all operating 

leases within the scope of the standard that were in effect on January 1, 2019, or entered into after, the adoption date The adoption did 

not have a material impact on the Companyôs consolidated profit and loss account. However, the new standard established $38.0 

million of liabilities and corresponding right-of-use assets of $36.0 million on the Companyôs consolidated balance sheet for leases, 

primarily related to operating leases on rented office properties, that existed as of the January 1, 2019, adoption date.  

The Companyôs leases primarily relate to operating leases of rented office properties. For contracts entered into on or after 

January 1, 2019, at the inception of a contract the Company assesses whether the contract is, or contains, a lease. The Companyôs 

assessment is based on: (1) whether the contract involves the use of a distinct identified asset, (2) whether the Company obtains the 

right to substantially all the economic benefit from the use of the asset throughout the period, and (3) whether the Company has the 

right to direct the use of the asset. At inception of a lease, the Company allocates the consideration in the contract to each lease 

component based on its relative stand-alone price to determine the lease payments. 

For leases with terms greater than 12 months, the Company records the related asset and obligation at the present value of lease 

payments over the term. The right-of-use lease asset represents the right to use the leased asset for the lease term. The lease liability 

represents the present value of the lease payments under the lease. 

The right-of-use lease asset is initially measured at cost, which primarily comprises the initial amount of the lease liability, plus 

any initial direct costs incurred. All right-of-use lease assets are reviewed for impairment. The lease liability is initially measured at 

the present value of the lease payments, discounted using the interest rate implicit in the lease or, if that rate cannot be readily 

determined, the Companyôs secured incremental borrowing rate for the same term as the underlying lease.  

The Company identified and assessed the following significant assumptions in recognizing the right-of-use lease assets and 

corresponding liabilities. 
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Expected lease term ï The expected lease term includes both contractual lease periods and, when applicable, cancelable option 

periods. When determining the lease term, the Company includes options to extend or terminate the lease when it is reasonably certain 

that the Company will exercise that option.  

Incremental borrowing rate ï As the Companyôs leases do not provide an implicit rate, the Company obtained the incremental 

borrowing rate (ñIBRò) based on the remaining term of each lease. The IBR is the rate of interest that a lessee would have to pay to 

borrow on a collateralized basis over a similar term an amount equal to the lease payments in a similar economic environment.   

The Company has elected not to recognize right-of-use lease assets and lease liabilities for short-term leases that have a term of 

12 months or less.  

The Company reports right-of-use lease assets within ñTangible assetsò in its consolidated balance sheet. The Company reports 

the current portion of lease liabilities within ñAccrued expenses and other current liabilitiesò and long-term lease liabilities within 

ñOther long-term liabilitiesò in its consolidated balance sheet. 

Contingencies 

From time to time, the Company may become involved in claims and other legal matters arising in the ordinary course of 

business. The Company records accruals for loss contingencies to the extent that it concludes that it is probable that a liability has 

been incurred and the amount of the related loss can be reasonably estimated. Legal fees and other expenses related to litigation are 

expensed as incurred and included in ñselling, general and administrativeò expenses.  

Recent Accounting Pronouncements 

From time to time, the Company adopts new accounting pronouncements issued by the Financial Accounting Standards Board 

(ñFASBò) or other standard-setting bodies.  

In December 2019, the FASB issued Accounting Standards Update No. 2019-12, Income Taxes (Topic 740): Simplification and 

reduce the cost of accounting for income taxes (ñASU 2019-12ò), which was effective for the Company as of January 1, 2021. The 

adoption of ASU 2019-12 did not have a material impact on the Companyôs consolidated financial statements and related disclosures. 

Other recent authoritative guidance issued by the FASB (including technical corrections to the Accounting Standards 

Codification) (ñASCò), the American Institute of Certified Public Accountants, and the Securities and Exchange Commission (ñSECò) 

did not, or are not expected to, have a material impact on the Companyôs consolidated financial statements and related disclosures. 

3 Business Acquisitions, Divestitures and Other Arrangements 

Acquisition of biologic drug product manufacturing facility 

In July 2021, the Company completed the purchase of a biologic drug product manufacturing facility from EirGen, a subsidiary 

of OPKO Health, Inc. in Waterford, Ireland for $67.9 million, which included an upfront cash payment of $64.8 million and $3.1 

million of additional transaction costs, legal fees and liabilities assumed. The facility, which is located in an Industrial Development 

Agency Ireland (ñIDA Irelandò) business park, includes a filling line and lyophilizer, or freeze dryer, that can be used for both the 

Companyôs commercial medicines, including its rare disease biologics TEPEZZA, KRYSTEXXA and UPLIZNA, and certain of its 

medicine candidates in development, following build-out, validation and regulatory approval processes. In addition, there is adjacent 

IDA Ireland land available for further manufacturing and development expansion. The Company accounted for the transaction as an 

asset acquisition. 
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The following table summarizes fair values of assets acquired as of the acquisition date (in thousands): 

 

Construction in process   $ 22,736   

Buildings     21,550   

Furniture and fixtures     1,089   

Definite-lived intangible assets     21,794   

Other     775   

Total consideration   $ 67,944   

 

Acquisition of Viela 

On March 15, 2021, the Company completed its acquisition of Viela and acquired all of the issued and outstanding shares of 

Vielaôs common stock for $53.00 per share. The acquisition added an additional rare disease medicine, UPLIZNA, to the Companyôs 

commercial medicine portfolio. The Viela acquisition also provides multiple opportunities to drive long-term growth and solidify the 

Companyôs future as an innovation-driven biotech company. Vielaôs mid-stage biologics pipeline, R&D team and on-market medicine 

UPLIZNA, made it a complementary strategic fit with the Companyôs pipeline, commercial portfolio and therapeutic areas of focus. 

Following completion of the acquisition, Viela became a wholly-owned subsidiary of the Company. The Company financed the 

transaction through cash on hand and $1.6 billion of aggregate principal amount of term loans pursuant to the Companyôs existing 

credit agreement, as described in Note 17.  

The total consideration for the acquisition was approximately $3.0 billion, including cash acquired of $342.3 million, and was 

composed of the following (in thousands): 

 

Equity value (54,988,820 shares at $53.00 per share)   $ 2,914,407   

Net settlements on the exercise of stock options     78,554   

Consideration for exchange of Viela stock options     1,130   

Total consideration   $ 2,994,091   

During the year ended December 31, 2021, the Company incurred $28.6 million in Viela transaction costs, including advisory, 

legal, accounting, valuation and other professional and consulting fees, which were accounted for as ñSelling, General and 

Administrative Expensesò in the consolidated profit and loss account. 

Pursuant to ASC 805, the Company accounted for the Viela acquisition as a business combination using the acquisition method 

of accounting. Identifiable assets and liabilities of Viela, including identifiable intangible assets, were recorded based on their 

estimated fair values as of the date of the closing of the acquisition. The excess of the purchase price over the fair value of the net 

assets acquired was recorded as goodwill. While all amounts were subject to adjustments, the areas subject to the most significant 

potential adjustments were stocks, intangible assets, IPR&D and deferred income taxes. As a result, the Company recorded 

preliminary estimates for the fair value of assets acquired and liabilities assumed as of the acquisition date. Such preliminary valuation 

required estimates and assumptions including, but not limited to, estimating future cash flows and direct costs in addition to 

developing the appropriate discount rates and current market profit margins. The Companyôs management believes the fair values 

recognized for the assets acquired and the liabilities assumed are based on reasonable estimates and assumptions. 

During the year ended December 31, 2021, the Company recorded measurement period adjustments related to deferred tax 

liabilities, accrued expenses and other current liabilities, accrued trade discounts and rebates, debtors, prepaid expenses and other 

current assets and stocks, which resulted in a net reduction in goodwill of $9.7 million. 
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The following table summarizes the fair values assigned to the assets acquired and the liabilities assumed by the Company along 

with the resulting goodwill before and after the measurement period adjustments (in thousands): 

 

    Before   Adjustments   After      

Deferred tax liabilities, net   $ (457,928 ) $ 6,589   $ (451,339 )   

Accrued expenses and other current liabilities     (73,401 )   (335 )   (73,736 )   

Other long-term liabilities     (22,631 )   ð     (22,631 )   

Accounts payable     (4,768 )   ð     (4,768 )   

Accrued trade discounts and rebates     (1,492 )   (373 )   (1,865 )   

Marketable securities     400     ð     400     

Property, plant and equipment     1,747     ð     1,747     

Other assets     3,253     1,613     4,866     

Debtors     8,053     (267 )   7,786     

Prepaid expenses and other current assets     16,444     152    16,596     

Stocks     149,348     2,300     151,648     

Cash and cash equivalents     342,347     ð     342,347     

In-process research and development     910,000     ð     910,000     

Developed technology     1,460,000     ð     1,460,000     

(Liabilities assumed) and assets acquired     2,331,372     9,679     2,341,051     

Goodwill     662,719     (9,679 )   653,040     

Fair value of consideration paid   $ 2,994,091   $ ð   $ 2,994,091     

Stocks acquired included raw materials, work in process and finished goods for UPLIZNA. Stocks were recorded at their 

estimated fair values. The fair value of finished goods has been determined based on the estimated selling price, net of selling costs 

and a margin on the selling activities. The fair value of work in process has been determined based on estimated selling price, net of 

selling costs and costs to complete the manufacturing, and a margin on the selling and manufacturing activities. The fair value of raw 

materials was estimated to equal the replacement cost. A step-up in the value of stock of $149.3 million was originally recorded in 

connection with the acquisition, which was composed of $10.1 million for raw materials, $119.0 million for work-in-process and 

$20.2 million for finished goods. During the year ended December 31, 2021, the step-up in the value of stock was increased to $151.6 

million following the recording of $2.3 million in measurement period adjustments which was composed of $1.9 million for work-in-

process and $0.4 million for finished goods. During the year ended December 31, 2021, the Company recorded stock step-up expense 

of $27.6 million related to UPLIZNA based on the acquired units sold during the period. 

Other tangible assets and liabilities were valued at their respective carrying amounts as management believes that these amounts 

approximated their acquisition-date fair values. 

Developed technology is an intangible asset that reflects the estimated fair value of the rights to UPLIZNA in the United States. 

The estimated fair values of the developed technology represent valuations performed with the assistance of an independent appraisal 

firm based on managementôs estimates, forecasted financial information and reasonable and supportable assumptions. The fair value 

of developed technology was determined using an income approach. The income approach explicitly recognizes that the fair value of 

an asset is premised upon the expected receipt of future economic benefits such as earnings and cash inflows based on current sales 

projections and estimated direct costs for UPLIZNA. Indications of value were developed by discounting these benefits to their 

acquisition-date fair value at a discount rate of 11.5% that reflects the return requirements of the market. Some of the most significant 

assumptions inherent in the development of the asset valuation include the estimated net cash flows for each year (including turnover, 

cost of sales, sales and marketing costs and R&D costs) and the discount rate. The fair value of the UPLIZNA developed technology 

was capitalized as of the Viela acquisition date and is subsequently being amortized over approximately 14 years.  
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IPR&D is related to R&D projects including:  

 

(i) Potential regulatory approval of UPLIZNA for neuromyelitis optica spectrum disorder (ñNMOSDò) outside of the 

United States and certain other indications worldwide. As of the date of the acquisition, UPLIZNA had not been granted 

regulatory approval in any territory outside the United States or for any indications other than NMOSD in the United 

States. On March 23, 2021, the Companyôs strategic partner, Mitsubishi Tanabe Pharma Corporation, received 

manufacturing and marketing approval for UPLIZNA in Japan. Refer to Note 7 for further details. 

 

(ii)  Daxdilimab (HZN-7734), an investigational human monoclonal antibody designed to deplete plasmacytoid dendritic 

cells (pDCs), a cell type believed to be critical to the pathogenesis of multiple autoimmune diseases. 

 

(iii)  Dazodalibep (HZN-4920), an investigational fusion protein designed to block a key co-stimulatory pathway involved in 

many autoimmune and inflammatory diseases. 

Each IPR&D asset is considered separable from the business as each project could be sold to a third party. The fair value of each 

IPR&D asset was determined using an income approach. The income approach explicitly recognizes that the fair value of an asset is 

premised upon the expected receipt of future economic benefits such as earnings and cash inflows based on sales projections and 

estimated direct costs. Indications of value are developed by discounting these benefits to their present value at a discount rate of 

12.5% that reflects the return requirements of the market. Some of the most significant assumptions inherent in the development of the 

asset valuations include the estimated net cash flows for each year (including turnover, cost of sales, sales and marketing costs and 

R&D costs), the discount rate, the assessment of each assetôs life cycle and the potential regulatory and commercial success risk. The 

fair value of the various IPR&D assets was recorded as an indefinite-lived intangible asset and will be tested for impairment until 

completion or abandonment of R&D efforts associated with the project. The Company reviews amounts capitalized as acquired 

IPR&D for impairment annually and whenever events or changes in circumstances indicate that the carrying value of the assets might 

not be recoverable. 

Deferred tax assets and liabilities arise from acquisition accounting adjustments where book values of certain assets and 

liabilities differ from their tax bases. Deferred tax assets and liabilities are recorded at the currently enacted rates which will be in 

effect at the time when the temporary differences are expected to reverse in the country where the underlying assets and liabilities are 

located. The developed technology, IPR&D assets and stocks acquired through the Viela acquisition were located in the United States 

as of the acquisition date, where a U.S. tax rate of 23.8% is being utilized and a significant deferred tax liability of $451.3 million was 

recorded.  

Goodwill represents the excess of the total consideration over the estimated fair value of net assets acquired and was recorded in 

the consolidated balance sheet as of the acquisition date. The goodwill was primarily attributable to the establishment of a deferred tax 

liability for the developed technology intangible asset and the IPR&D intangible assets. Vielaôs mid-stage biologics pipeline, R&D 

team and on-market medicine UPLIZNA, made it a complementary strategic fit with the Companyôs pipeline, commercial portfolio 

and therapeutic areas of focus. The Company does not expect any portion of this goodwill to be deductible for tax purposes. 
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The following table presents the pro forma combined results of the Company and Viela for the year ended December 31, 2021 

and 2020 as if the acquisition of Viela had occurred on January 1, 2020 (in thousands): 

    For the Year Ended December 31,   

    2021     2020   

    As reported     

Pro forma 

adjustments     Pro forma     As reported     

Pro forma 

adjustments     Pro forma   

Turnover   $ 3,226,410     $ 10,588     $ 3,236,998     $ 2,200,429     $ 11,652     $ 2,212,081   

Profit     534,491       (30,804 )     503,687       389,796       (291,730 )     98,066  

The pro forma combined financial information was prepared using the acquisition method of accounting and was based on the 

historical financial information of the Company and Viela. In order to reflect the pro forma information as if the acquisition occurred 

on January 1, 2020 as required, the pro forma financial information includes adjustments to reflect incremental amortization expense 

to be incurred based on the current fair values of the identifiable intangible assets acquired; the incremental cost of products sold 

related to the fair value adjustments associated with acquisition date stock; the additional interest expense associated with the issuance 

of debt to finance the acquisition; and the reclassification of transaction costs incurred during the year ended December 31, 2021 to the 

year ended December 31, 2020. Significant non-recurring pro forma adjustments include transaction costs of $86.6 million which 

were assumed to have been incurred on January 1, 2020 and were recognized as if incurred during the year ended December 31, 2020. 

The pro forma financial information is not necessarily indicative of what the consolidated results of operations would have been had 

the acquisition actually been completed on January 1, 2020. In addition, the pro forma financial information is not a projection of 

future results of operations of the combined company nor does it reflect the expected realization of any synergies or cost savings 

associated with the acquisition. 

Acquisition of Curzion Pharmaceuticals, Inc. 

On April 1, 2020, the Company acquired Curzion, a privately held development-stage biopharma company, and its 

development-stage oral selective lysophosphatidic acid 1 receptor (LPAR1) antagonist, CZN001 (renamed HZN-825).  

Under the terms of the acquisition agreement, the Company acquired Curzion for a $45.0 million upfront cash payment with 

additional payments contingent on the achievement of development and regulatory milestones. Pursuant to ASC 805 (as amended by 

ASU No. 2017-01, Business Combinations (Topic 805): Clarifying the Definition of a Business (ñASU No. 2017-01ò)), the Company 

accounted for the Curzion acquisition as the purchase of an IPR&D asset and, pursuant to ASC Topic 730, Research and Development 

(ñASC 730ò), recorded the purchase price as R&D expense during the year ended December 31, 2020. HZN-825 was originally 

discovered and developed by Sanofi-Aventis U.S. LLC, which is eligible to receive contingent payments upon the achievement of 

development and commercialization milestones and royalties based on turnover thresholds. A member of the Companyôs board of 

directors was also a member of the board of directors of, and held a beneficial interest in, Curzion. This related party transaction was 

conducted in the normal course of business on an armôs length basis. 

Sale of RAVICTI and BUPHENYL Rights in Japan 

On October 27, 2020, the Company sold its rights to develop and commercialize RAVICTI and BUPHENYL in Japan to 

Medical Need Europe AB, part of the Immedica Group, for $5.4 million and recorded a gain of $4.9 million on the sale in the fourth 

quarter of 2020. The Company has retained the rights to RAVICTI and BUPHENYL in North America. 

Sale of MIGERGOT rights 

During the year ended December 31, 2021, gain on sale of assets represents a $2.0 million contingent consideration payment 

related to the sale of our rights to MIGERGOT in 2019 to Cosette Pharmaceuticals, Inc. 

Acquisition of River Vision 

On May 8, 2017, the Company acquired 100% of the equity interests in River Vision Development Corp. (ñRiver Visionò) for 

upfront cash payments totaling approximately $150.3 million, including cash acquired of $6.3 million, with additional potential future 

milestone and royalty payments contingent on the satisfaction of certain regulatory milestones and sales thresholds. Pursuant to ASU 

No. 2017-01, the Company accounted for the River Vision acquisition as the purchase of an IPR&D asset (teprotumumab, now known 

as TEPEZZA) and, pursuant to ASC 730, recorded the purchase price as R&D expense during the year ended December 31, 2017. 

Under the acquisition agreement for River Vision, the Company agreed to pay up to $325.0 million upon the attainment of 

various milestones, composed of $100.0 million related to U.S. Food and Drug Administration (ñFDAò) approval and $225.0 million 

related to turnover thresholds for TEPEZZA. The agreement also includes a royalty payment of 3 percent of the portion of annual 
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worldwide turnover exceeding $300.0 million. The Company made the milestone payment of $100.0 million related to FDA approval 

during the first quarter of 2020 which is now capitalized as a finite-lived intangible asset representing the developed technology for 

TEPEZZA.  

Additionally, under the Companyôs license agreement with Roche, the Company made a milestone payment of CHF5.0 million 

($5.2 million when converted using a CHF-to-Dollar exchange rate at the date of payment of 1.0382), during the first quarter of 2020 

which the Company also capitalized as a finite-lived intangible asset representing the developed technology for TEPEZZA. 

In April 2020, a subsidiary of the Company entered into an agreement with S.R. One, Limited (ñS.R. Oneò) and an agreement 

with Lundbeckfond Invest A/S (ñLundbeckfondò) pursuant to which the Company acquired all of S.R. Oneôs and Lundbeckfondôs 

beneficial rights to proceeds from certain contingent future TEPEZZA milestone and royalty payments in exchange for a one-time 

payment of $55.0 million to each of the respective parties. The total payments of $110.0 million were capitalized as a finite-lived 

intangible asset representing the developed technology for TEPEZZA during the second quarter of 2020.  

In addition, during the year ended December 31, 2020, the Company recorded $120.8 million as a finite-lived intangible asset 

representing the developed technology for TEPEZZA, composed of $67.0 million in relation to the expected future attainment of 

various turnover milestones payable under the acquisition agreement for River Vision and CHF50.0 million ($53.8 million when 

converted using a CHF-to-Dollar exchange rate as of the date the intangible asset was recorded) in relation to the expected future 

attainment of various turnover milestones payable to Roche. The liabilities relating to these TEPEZZA turnover milestones were 

recorded in accrued expenses and other current liabilities on the consolidated balance sheet as of December 31, 2020. The Company 

paid such TEPEZZA turnover milestones to Roche in February 2021 and to the former River Vision stockholders in April 2021 and, 

following such payments, there are no further TEPEZZA turnover milestone obligations remaining to Roche and the former River 

Vision stockholders. The Companyôs remaining obligation to Roche relating to the attainment of various TEPEZZA development and 

regulatory milestones is CHF43.0 million ($47.0 million when converted using a CHF-to-Dollar exchange rate at December 31, 2021 

of 1.0937). 

Refer to Note 20 for further detail on TEPEZZA milestone payments. 

 

 

Other Arrangements 

Alpine Immune Sciences, Inc. 

On December 15, 2021, the Company entered into an exclusive license agreement with Alpine Immune Sciences, Inc. 

(ñAlpineò) for the development and commercialization of up to four preclinical candidates generated from Alpineôs unique discovery 

platform. The agreement includes licensing of a lead, potential first-in-class preclinical candidate, as well as a research partnership to 

jointly generate additional novel candidates. These candidates include previously undisclosed multi-specific fusion protein-based 

therapeutic candidates for autoimmune and inflammatory diseases.  

In connection with the execution of the license agreement, the Company entered into a stock purchase agreement with Alpine to 

purchase a minority stake of 951,980 shares of Alpineôs common stock in a private placement. 

Under the terms of the agreements, the Company paid Alpine $15.0 million in the fourth quarter of 2021 and paid $25.0 million 

in the first quarter of 2022. The shares of Alpineôs common stock were purchased at a premium to their fair value at the transaction 

closing date. The premium consisted of acquiring the shares at a price above the fair value based on a premium to the 30-day volume-

weighted average share price prior to entering into the agreement. The Company recorded an asset of $11.9 million in other assets in 

our consolidated balance sheet reflecting the fair value of the common stock. In addition, we recorded a charge of $28.1 million to 

R&D expense in our consolidated profit and loss account for the year ended December 31, 2021, of which $25.0 million relates to the 

upfront payment and $3.1 million relates to the premium paid for shares of Alpineôs common stock. The $28.1 million was accounted 

for as the acquisition of an IPR&D asset during the year ended December 31, 2021. 

In addition, Alpine is eligible to receive up to $381.0 million per program, or approximately $1.52 billion in total, in future 

success-based payments related to development, regulatory and commercial milestones. Additionally, Alpine is eligible to receive 

tiered royalties from a mid-single digit percentage to a low double-digit percentage on global turnover. Alpine will advance candidate 

molecules to pre-defined preclinical milestones, and the Company will be responsible for the costs. The Company will then assume 

responsibility for development and commercialization activities and costs.  
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Arrowhead Pharmaceuticals, Inc. 

On June 18, 2021, the Company entered into a global agreement with Arrowhead Pharmaceuticals, Inc. (ñArrowheadò) for 

ARO-XDH, a previously undisclosed discovery-stage investigational RNA interference (ñRNAiò) therapeutic being developed by 

Arrowhead as a potential treatment for uncontrolled gout. Arrowhead granted the Company a worldwide exclusive license to develop, 

manufacture and commercialize products based on the RNAi therapeutic. Arrowhead will conduct all research and preclinical 

development activities for the RNAi therapeutic products. The Company must use commercially reasonable efforts in, and will be 

responsible for, clinical development and commercialization of the RNAi therapeutic products. Under the terms of the agreement, the 

Company paid Arrowhead an upfront cash payment of $40.0 million in July 2021 and agreed to pay additional potential future 

milestone payments of up to $660.0 million contingent on the achievement of certain development, regulatory and commercial 

milestones, and low to mid-teens royalties on worldwide calendar year turnover of licensed products. The $40.0 million upfront 

payment was accounted for as the acquisition of an IPR&D asset and was recorded as a R&D expense in the consolidated profit and 

loss account during the year ended December 31, 2021. 

Halozyme Therapeutics, Inc. 

On November 21, 2020, the Company entered into a global agreement with Halozyme Therapeutics, Inc. (ñHalozymeò) that 

gives the Company exclusive access to Halozymeôs ENHANZE® drug delivery technology for subcutaneous (ñSCò) formulation of 

medicines targeting IGF-1R. The Company is using ENHANZE to develop a SC formulation of TEPEZZA, indicated for the 

treatment of thyroid eye disease, a serious, progressive and vision-threatening rare autoimmune disease, potentially shortening drug 

administration time, reducing healthcare practitioner time and offering additional flexibility and convenience for patients. Under the 

terms of the agreement, the Company paid Halozyme an upfront cash payment of $30.0 million in December 2020, with additional 

potential future milestone payments of up to $160.0 million contingent on the satisfaction of certain development and sales thresholds. 

Halozyme will also be entitled to receive mid-single digit royalties on sales of commercialized medicines using the ENHANZE 

technology. The $30.0 million upfront payment was accounted for as the acquisition of an IPR&D asset and was recorded as a R&D 

expense in the consolidated profit and loss account during the year ended December 31, 2020. 

HemoShear Therapeutics, LLC 

On January 3, 2019, the Company entered into an agreement with HemoShear Therapeutics, LLC (ñHemoShearò), a 

biotechnology company, to discover novel therapeutic targets for gout. The agreement provides the Company with an opportunity to 

address unmet treatment needs for people with gout by evaluating new targets for the control of serum uric acid levels. Under the 

terms of the agreement, the Company paid HemoShear an upfront cash payment of $2.0 million with additional potential future 

milestone payments upon commencement of new stages of development, contingent on the Companyôs approval at each stage. In June 

2019, a $4.0 million progress payment became due, which the Company subsequently paid in July 2019. In June 2020, a $3.0 million 

progress payment became due, which the Company subsequently paid in July 2020. Progress payments of $7.0 million became due 

and were paid during the year ended December 31, 2021. 

 

4 Interest Payable and Similar Expenses 

Interest payable and similar expenses for the financial years ended December 31, 2021 and 2020 were comprised of the 

following (in thousands): 

 

 For the Years Ended December 31, 

 2021  2020 

Interest expense on debt $            (81,265)  $            (63,361) 
Loss on debt extinguishment                      ð                (31,856)                  
Interest expense and similar expenses $            (81,265)  $            (95,217) 
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5 Income Taxes 

The Companyôs income before taxation by jurisdiction for the years ended December 31, 2021 and 2020 is as follows (in 

thousands): 
             For the Years Ended December 31, 

    2021     2020   

Ireland   $ 177,063    $ 94,527  

United States     35,711      (13,716 ) 

Other foreign     250,053      320,834  

Income before taxation    $ 462,827    $ 401,645  

 

The components of the (benefit) expense for income taxes were as follows for the years ended December 31, 2021 and 2020 (in 

thousands): 
            For the Years Ended December 31, 

    2021     2020   

Current expense (benefit) provision                 

Ireland   $ (5,368 )    $ 14,413   

U.S. - Federal and State     44,382       18,418   

Other foreign     892       1,597   

Total current expense provision     39,906       34,428   

Deferred benefit provision                 

Ireland   $ 22,801    $ (15,844 ) 

U.S. - Federal and State     (120,532 )     (824 ) 

Other foreign     (13,839 )      (5,911 ) 

Total deferred benefit       (111,570)      (22,579 ) 

Total (benefit) expense for income taxes   $ (71,664 )   $ 11,849  

 

Total benefit for income taxes was $71.7 million for the year ended December 31, 2021 and total expense for income taxes was 

$11.8 million for the year ended December 31, 2020. The current tax expense of $39.9 million for the year ended December 31, 2021 

was primarily attributable to the U.S. federal tax liability arising on U.S. taxable income generated from an intercompany transfer and 

license of intellectual property from a U.S. subsidiary to an Irish subsidiary. Due to the restrictions imposed by Section 7874 of the 

Code, the Company could not utilize its tax attributes such as net operating losses and tax credits to reduce its U.S. federal tax liability 

below the minimum tax required under Section 7874, therefore the Company recorded a U.S. federal tax provision of $48.0 million in 

relation to the intercompany transfer and license of intellectual property. The deferred tax benefit of $111.6 million for the year ended 

December 31, 2021, was primarily attributable to a tax benefit of $49.2 million recognized due to a reduction in the state tax rate 

expected to apply to the reversal of temporary differences between the book values and tax bases of certain assets acquired through the 

Viela acquisition and tax benefit recognized on intercompany stock transfers of $13.9 million.   
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A reconciliation between the Irish income tax statutory rate to the Companyôs effective tax rate for 2021 and 2020 is as follows 

(in thousands): 

 
                         For the Years Ended December 31, 

    2021     2020 

Irish income tax at statutory rate (12.5%)   $ 57,853    $ 50,206  

Share-based compensation   (71,151 )     (23,793 )  

Change in U.S. state effective tax rate   (49,388 )     (1,737 )  

Foreign tax rate differential     (44,650 )      (46,382 )  

Intercompany stock transfers     (13,869 )     (5,918 ) 

U.S. federal and state tax credits     (11,551 )     (13,809 ) 

U.S state income taxes   (6,798 )     724  

Uncertain tax positions   (5,150 )     1,593   

Notional interest deduction     ð      ð  

Disallowed interest     ð       236   

Non-deductible in-process research and development costs   ð    9,475   

Write-off of U.S. deferred tax asset related to interest 

expense due to Anti-Hybrid Rules   ð    15,250  

Change in valuation allowances     1,667       4,183  

Other non-deductible expenses   4,880    ð  

Intercompany transfer of IP assets     18,700      5,193  

Disqualified compensation expense     47,050       14,601   

Other, net     743       2,027  

(Benefit) expense for income taxes   $ (71,664 )   $ 11,849  

Effective income tax rate     (15.4) %     3.0 % 

  

The overall effective income tax rate for 2021 of (15.4)% was a lower rate than the Irish statutory rate of 12.5% primarily 

attributable to the excess tax benefits recognized on share-based compensation of $71.2 million, a tax benefit of $49.4 million 

recognized due to a reduction in the state tax rate expected to apply to the reversal of temporary differences between the book values 

and tax bases of certain assets acquired through the Viela acquisition, a tax benefit of $44.7 million recognized on the pre-tax income 

and losses generated in jurisdictions with statutory tax rates different than the Irish statutory tax rate, a $13.9 million tax benefit 

recognized on intercompany stock transfers, and $11.6 million of U.S. Federal and state tax credits generated during the year. These 

tax benefits are partially offset by an increase of $47.1 million in non-deductible officersô compensation and a tax expense of $18.7 

million generated from an intercompany transfer and license of intellectual property from a U.S. subsidiary to an Irish subsidiary. 

The overall effective income tax rate for 2020 of 3.0% was a lower rate than the Irish statutory rate of 12.5% primarily 

attributable to a tax benefit of $46.4 million recognized on the pre-tax income and losses generated in jurisdictions with statutory tax 

rates different than the Irish statutory tax rate, the excess tax benefits recognized on share-based compensation of $23.8 million and 

$13.8 million of U.S. Federal and state tax credits generated during the year. These tax benefits are partially offset by tax expense of 

$15.2 million recorded following the publication by the United States Department of Treasury and the Internal Revenue Service of the 

Final Regulations on the Anti-Hybrid Rules to write off a deferred tax asset related to certain interest expense accrued to a foreign 

related party, a tax expense of $14.6 million on non-deductible officersô compensation and tax expense of $9.5 million on non-

deductible IPR&D expenses recorded in connection with the acquisition of Curzion. 



 

116 
 

 

The change in the effective income tax rate in 2021 compared to that in 2020 was primarily due to an increase in excess tax 
benefits recognized on share-based compensation, a tax benefit of $49.4 million recognized during the year ended December 31, 2021 
due to a reduction in the state tax rate expected to apply to the reversal of temporary differences between the book values and tax 
bases of certain assets acquired through the Viela acquisition and an increase in tax benefit recognized on intercompany stock 
transfers. These increases in benefit were partially offset by an increase in tax expense on non-deductible officersô compensation and a 
decrease in the tax benefit recognized on the pre-tax income and losses generated in jurisdictions with statutory tax rates different than 
the Irish statutory tax rate.  

Significant components of the Companyôs net deferred tax assets and liabilities, are as follows (in thousands): 

 
   As of December 31,   

    2021     2020   

Deferred tax assets:                 

Intangible assets   $ ð     $ 362,599   

Net operating loss carryforwards     75,431       34,258   

Intercompany interest     34,777       42,239   

Accrued compensation     60,827       54,770   

Accruals and reserves     37,175       18,267   

U.S. federal and state credits     56,618       24,409   

Other     6,680       1,035   

Total deferred tax assets     271,508       537,577   

Valuation allowance     (37,672 )     (33,985 ) 

Deferred tax assets, net of valuation allowance   $ 233,836     $ 503,592   

Deferred tax liabilities:                 

Intangible Assets   $ 67,321     $ ð   

Debt discount    1,062      1,271  

Property, plant and equipment   8,614       1,438  

Other   ð     110  

Total deferred tax liabilities     76,997       2,819   

Net deferred income tax (asset) liability    (156,839 )    (500,773 ) 

Deferred income taxes due after one year   538,098              560,841  

Provision for deferred income taxes   $ 381,259      $        60,068  
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No provision has been made for income taxes on undistributed earnings of subsidiaries because it is the Companyôs intention to 
indefinitely reinvest outside of Ireland undistributed earnings of its subsidiaries. In the event of the distribution of those earnings to 
Ireland in the form of dividends, a sale of the subsidiaries, or certain other transactions, the Company may be liable for income taxes 
in Ireland. The cumulative unremitted earnings of the Company as of December 31, 2021, were approximately $4.6 billion, and the 
Company estimates that it would incur approximately $179.4 million of additional income tax on unremitted earnings were they to be 
remitted to Ireland.  

   
As of December 31, 2021, the Company had net operating loss carryforwards of approximately $223.5 million for U.S. federal, 

$32.6 million for various U.S. states and $6.2 million for non-U.S. losses. Net operating loss carryforwards for U.S. federal income 
tax purposes that were generated prior to January 1, 2018, have a twenty-year carryforward life and the earliest layers will begin to 
expire in 2031. U.S. state net operating losses will start to expire in 2023 for the earliest net operating loss layers to the extent there is 
not sufficient state taxable income to utilize those net operating loss carryovers. Irish net operating losses may be carried forward 
indefinitely and therefore have no expiration. Utilization of the U.S. net operating loss carryforwards may be subject to annual 
limitations as prescribed by federal and state statutory provisions. The imposition of the annual limitations may result in a portion of 
the net operating loss carryforwards expiring unused.   

Utilization of certain net operating loss and tax credit carryforwards in the United States is subject to an annual limitation due to 
ownership change limitations provided by Sections 382 and 383 of the Internal Revenue Code. Certain net operating losses generated 
before an August 2, 2012 ownership change and federal net operating losses and federal tax credits acquired through the Viela 
acquisition are subject to an annual limitation. The U.S. federal net operating loss carryforward and U.S. federal tax credit 
carryforward limitation is cumulative such that any use of the carryforwards below the limitation in a particular tax year will result in 
a corresponding increase in the limitation for the subsequent tax year. 

At December 31, 2021, the Company had $37.8 million and $19.2 million of U.S. federal and state income tax credits, 
respectively, to reduce future tax liabilities. The federal income tax credits consisted primarily of R&D credits. The U.S. state income 
tax credits consisted primarily of California R&D credits and the Illinois Economic Development for a Growing Economy (ñEDGEò) 
tax credits. The U.S. federal R&D credits have a twenty-year carryforward life and will begin to expire in 2038. The California R&D 
credits have indefinite lives and therefore are not subject to expiration. The EDGE credits have a five-year carryforward life following 
the year of generation and will begin to expire in 2022. 

A reconciliation of the beginning and ending amounts of valuation allowances for the years ended December 31, 2021 and 2020 
is as follows (in thousands): 
                    

Valuation allowances at January 1, 2020   $ (29,268 ) 

Increase for 2020 activity     (8,841 ) 

Release of valuation allowances     4,124  

Valuation allowances at December 31, 2020   $ (33,985 ) 

Increase for 2021 activity     (5,181 ) 

Release of valuation allowances     1,494  

Valuation allowances at December 31, 2021   $ (37,672 ) 

 

Deferred tax valuation allowances increased by $3.7 million and $4.7 million during the years ended December 31, 2021 and 

2020, respectively. For the year ended December 31, 2021, the net increase in valuation allowances resulted primarily from additional 

U.S. state tax credits, state net operating losses and a non-U.S. capital loss which are unlikely to be realized in the foreseeable future, 

partially offset by the release of a portion of the valuation allowance with respect to Illinois EDGE tax credits which expired unused. 

The Company continues to carry its deferred tax asset established in Ireland, which was recognized at the end of 2019, pursuant to an 

intercompany transfer of intellectual property assets. The Company has evaluated the need for a valuation allowance with respect to 

this deferred tax asset, and as part of that analysis, the Company reviewed its projected earnings in the foreseeable future. Based upon 

all available evidence, it is more likely than not that the Company would be able to fully realize the tax benefit on the deferred tax 

asset resulting from the intercompany transfer of intellectual property assets. 
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A reconciliation of the movement in the deferred income tax provision between the beginning and ending amounts for the years 

ended December 31, 2021 and 2020 is as follows (in thousands):        

               

                      

Deferred tax provision at January 1, 2020    77,783  

Benefit during the year     (16,853 ) 

Other     (862 )  

Deferred tax provision at December 31, 2020   $ 60,068  

Benefit during the year     (126,608 ) 

Other     447,799  

Deferred tax provision at December 31, 2021  $ 381,259  

 

The Company is required to recognize the financial statement effects of a tax position when it is more likely than not, based on 

the technical merits, that the position will be sustained upon examination. The Company accounts for the uncertainty in income taxes 

by utilizing a comprehensive model for the recognition, measurement, presentation and disclosure in financial statements of any 

uncertain tax positions that have been taken, or are expected to be taken, on an income tax return. The changes in the Company's 

uncertain income tax positions for the years ended December 31, 2021 and 2020, including interest and penalties, consisted of the 

following (in thousands):  

 

  For the Years Ended December 31,  

    2021     2020   

Beginning balance ï uncertain tax positions   $ 31,273    $ 29,639   
Tax positions in the year:                 

Additions     3,838      3,837   
Acquired uncertain tax positions     4,220       ð   

Tax positions related to prior years:                 
Additions     ð      ð   
Settlements and lapses     (8,989 )     (2,203 ) 

Ending balance- uncertain tax positions  $ 30,342   $ 31,273 

 

For the year ended December 31, 2021, the net decrease in uncertain tax positions was primarily attributable to lapses in statute 

for a portion of uncertain tax positions in jurisdictions outside of the United States, uncertain tax positions relating to U.S. federal 

R&D and orphan drug credits and uncertain tax positions in relation to U.S. state tax filings. These decreases were partially offset by 

uncertain tax positions related to U.S. federal R&D and orphan drug credits acquired as part of the Viela acquisition and additional 

uncertain tax positions recognized on U.S. federal R&D and orphan drug credits generated during the year.  

At December 31, 2021, penalties of $0.3 million and interest of $1.4 million are included in the balance of the uncertain tax 

positions and penalties of $0.3 million and interest of $1.5 million were included in the balance of uncertain tax positions at December 

31, 2020. The Company classifies interest and penalties with respect to income tax liabilities as a component of income tax expense. 

The Company assessed that its liability for uncertain tax positions will not significantly change within the next twelve months. If these 

uncertain tax positions are released, the impact on the Companyôs tax provision would be a benefit of $29.7 million, including interest 

and penalties. 

The Company files income tax returns in Ireland, in the United States for federal and various states, as well as in certain other 

jurisdictions. At December 31, 2021, open tax years in U.S. federal and certain state jurisdictions date back to 2007 due to the taxing 

authoritiesô ability to adjust operating loss carryforwards. In Ireland, the statute of limitations expires five years from the end of the 

tax year or four years from the time a tax return is filed, whichever is later. Therefore, the earliest year open to examination is 2017 

with the lapse of statute occurring in 2022. No changes in settled tax years have occurred to date.  
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6 Income Per Share  

The following table presents basic and diluted income per share for the financial years ended December 31, 2021 and 2020 (in 

thousands, except share and per share data): 

  For the Years Ended December 31, 

   2021   2020  

Basic income per share calculation:         

Numerator - profit for the financial year  $ 534,491   $ 389,796  

Denominator - weighted average of ordinary shares outstanding   225,551,410    203,967,246   

Basic income per share  $ 2.37   $ 1.91  

 

  For the Years Ended December 31, 

   2021   2020  

Diluted income per share calculation:         

Numerator - profit for the financial year   $ 534,491    $ 389,796  

Denominator - weighted average of ordinary shares outstanding   235,680,483    215,308,768   

Diluted income per share  $ 2.27   $ 1.81  

 

Basic income per share is computed by dividing the profit for the financial year by the weighted-average number of ordinary 

shares outstanding during the year. Diluted EPS reflects the potential dilution beyond shares for basic EPS that could occur if 

securities or other contracts to issue ordinary shares were exercised, converted into ordinary shares, or resulted in the issuance of 

ordinary shares that would have shared in the Companyôs earnings. 

The outstanding securities listed in the table below were excluded from the computation of diluted income per share for the 

financial years ended December 31, 2021 and 2020 due to being anti-dilutive: 

 

 
 For the Years Ended December 31,  

   2021   2020  

Stock options   397,576    44,670  

Restricted stock units   1,557,405    2,398,710  

Performance stock units   791,747    790,949  

Employee stock purchase plans   295,050    18,618  

2.50% Exchangeable Senior Notes due 2022   ð    6,862,376  

   3,041,778    10,115,323  

 

 Beginning in the fourth quarter of 2019, with the Companyôs ordinary share price significantly above the $28.66 exchange 

price, the Company decided that it no longer had the intent to settle the Companyôs 2.50% Exchangeable Senior Notes due 2022 (the 

ñExchangeable Senior Notesò) for cash and, as a result, began to prospectively apply the if-converted method to the Exchangeable 

Senior Notes when determining the diluted net income per share. By August 3, 2020, the Exchangeable Senior Notes were fully 

extinguished through exchanges for ordinary shares or cash redemption. 
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7        Goodwill and Intangible Assets  

Goodwill  

 
The table below presents goodwill for the Companyôs reportable segments as of December 31, 2021 (in thousands): 

 

  Orphan      Inflammation      Total   

Balance at January 1, 2021 $ 357,498     $ 56,171     $ 413,669   
Goodwill recognized on acquisition of Viela  662,719       ð       662,719 

 

Adjustment relating to the acquisition of Viela  (9,679 )     ð       (9,679) 
 

Balance at December 31, 2021 $ 1,010,538     $ 56,171     $ 1,066,709 
 

In March 2021, the Company recognized goodwill with a preliminary value of $662.7 million in connection with the Viela 

acquisition, which represented the excess of the purchase price over the fair value of the net assets acquired. During the year ended 

December 31, 2021, the Company recorded measurement period adjustments related to deferred tax liabilities, accounts receivable, 

prepaid expenses and other current assets, accrued expenses and other current liabilities and accrued trade discounts and rebates, 

which resulted in a net decrease in goodwill of $9.7 million, to $653.0 million. Refer to Note 3 for further details.  

As of December 31, 2021, there were no accumulated goodwill impairment losses. 

At September 30, 2021, the Company determined that there was an indicator to trigger an interim impairment analysis of the 

inflammation reporting unitôs goodwill. The indicator was the August 2021 launch of a generic version of DUEXIS in the United 

States, resulting in a decrease in future expected turnover. As of September 30, 2021, the Company performed a quantitative 

assessment to determine if it was more likely than not that the fair value of the inflammation reporting unit exceeds its carrying value, 

including goodwill. The fair value of the inflammation reporting unit exceeded its carrying value by more than 30%, resulting in no 

impairment. 

The Company determined the fair value of the inflammation reporting unit using accepted valuation methods, including the use 

of discounted cash flows that incorporate the use of projected financial information and a 7% discount rate developed using market 

participant-based assumptions. The cash-flow projections are based on a five-year financial forecast developed by management that 

includes turnover projections, which are updated annually and reviewed by management. The selected discount rate considered the 

risk and nature of the inflammation reporting unitôs cash flows and the rates of return market participants would require to invest their 

capital in the Companyôs reporting unit. 

In addition, the Companyôs annual goodwill impairment test in the fourth quarter of 2021 did not indicate an impairment. While 

no impairment was recognized during the year ended December 31, 2021, the Company anticipates that an impairment of the 

inflammation reporting unitôs goodwill could occur in the next 12 to 18 months if the reporting unit does not achieve currently 

forecasted turnover and profitability estimates. These forecasts and estimates could be impacted by factors outside of the Companyôs 

control, such as increased competition from RAYOS generic entrants, which may result in an impairment.  

Intangible Assets 

As of December 31, 2021, the Companyôs finite-lived intangible assets consisted of developed technology related to 

ACTIMMUNE, BUPHENYL, KRYSTEXXA, PROCYSBI, RAVICTI, RAYOS, TEPEZZA and UPLIZNA as well as customer 

relationships for ACTIMMUNE. The intangible assets related to PENNSAID 2% and VIMOVO developed technology were fully 

amortized as of December 31, 2020. 

In July 2021, in connection with the purchase of a biologic drug product manufacturing facility from EirGen, the Company 

capitalized $21.8 million of intangible assets which are being amortized over a weighted-average estimated useful life of 16 years. 

Refer to Note 3 for further details. 

On March 15, 2021, in connection with the acquisition of Viela, the Company capitalized $1,460.0 million of developed 

technology related to UPLIZNA. Refer to Note 3 for further details. 

In connection with the acquisition of River Vision, the Company capitalized payments of $336.0 million related to TEPEZZA 

developed technology during the year ended December 31, 2020. See Note 3 for further details on the River Vision acquisition. 
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As of December 31, 2021, amortizable intangible assets consisted of the following (in thousands): 

 Developed Technology 

 In-process 

research and 

development (1) 

 Customer 

Relationships and 

Other Intangibles  Total 

Cost        

At January 1, 2021            $      3,086,162  $                ð      $             8,100    $   3,094,262 

Acquisitions during the year 1,460,000  910,000  21,794  2,391,794 

Transfers 30,000  (30,000)  ð  ð 

Capitalized milestone payments during the 

year 3,629 

 

ð 

 

ð  3,629 

Impairments (1,990)  ð  ð  (1,990) 

At December 31, 2021 4,577,801  880,000  29,894          5,487,695 

        

Accumulated amortization        

At January 1, 2021                 (1,306,210)  ð                        (5,090)      (1,311,300) 

Amortization expense (334,847)  ð       (1,430)         (336,277) 

At December 31, 2021 (1,641,057)  ð                     (6,520)                      (1,647,577) 

        

Net book value        
At January 1, 2021 1,779,952  ð  3,010  1,782,962 

At December 31, 2021     $        2,936,744      $        880,000  $            23,374  $     3,840,118 

 

 

(1) The Company acquired IPR&D of $910.0 million relating to the Viela acquisition. On March 23, 2021, the Companyôs 
strategic partner, Mitsubishi Tanabe Pharma Corporation, received manufacturing and marketing approval of UPLIZNA in 

Japan. As a result, the Company transferred $30.0 million of IPR&D to developed technology. As of December 31, 2021, the 

remaining IPR&D relating to the Viela acquisition was $880.0 million.  

 

Amortization expense for the years ended December 31, 2021 and 2020 was $336.3 million and $255.1 million, respectively. As 

of December 31, 2021, estimated future amortization expense was as follows (in thousands): 

 

 

2022   $ 360,120 

2023     353,121 

2024     352,894 

2025     352,311 

2026     297,049 

Thereafter     1,244,623 

Total   $ 2,960,118 
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8 Property, Plant and Equipment  

 

Property, plant and equipment consisted of the following (in thousands):  

 Buildings  

Land and 

Land 

Improvements  

Construction 

in Process  

Leasehold 

improvements  

Furniture and 

fixtures  

Machinery and 

equipment  Software 

 

Other Total 

Cost       
 

     
   

 

At January 1, 2021 $          80,341  $       38,076  $          63,656  $             26,323  $           5,973  $           4,695  $              14,618 
 

$               3,146 $         236,828 

Additions 21,551  545  72,793  17,746  2,217  1,770  208 
 

1,819 118,649 

Acquisitions ð  ð  ð  258  285  1,204  ð 
 

ð 1,747 

Transfers 72,317  1,847  (108,239)  299  15,870  11,174  ð 
 

6,732 ð 

Disposals/impairments ð  ð  ð  (20,825)  (5,027)  (453)  (1,438) 
 

(1,279) (29,022) 

At December 31, 2021 $          174,209  $       40,468  $          28,210  $             23,801  $           19,318  $           18,390  $              13,388 
 

$               10,418 $         328,202 

          
 

   
 

  

Accumulated Depreciation              
 

  

At January 1, 2021 $          (1,757)  $         (205)  $            ð  $          (20,043)  $         (5,080)  $         (3,937)  $            (14,408) 
 

$             (2,361) $        (47,791) 

Depreciation expense (2,559)  (350)  ð  (6,545)  (3,709)  (2,109)  (107) 
 

(1,700) (17,079) 

Disposals/impairments ð  ð  ð  20,825  5,027  454  1,394 
 

1,266 28,966 

At December 31, 2021 $          (4,316)  $         (555)  $            ð  $          (5,763)  $         (3,762)  $         (5,592)  $            (13,121) 
 

$             (2,795) $        (35,904) 

              
 

  

Net Book Value              
 

  

At January 1, 2021 $            78,584  $       37,871  $          63,656  $               6,280     $              893       $              758   $                   210 
 

$                   785 $         189,037 

At December 31, 2021 $          169,893  $       39,913  $          28,210  $              18,038     $              15,556       $             12,798   $                   267 
 

$                   7,623 $         292,298 
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Depreciation expense for property, plant and equipment for the years ended December 31, 2021 and 2020 was $17.1 million and 

$24.3 million, respectively. 

In July 2021, the Company completed the purchase of a biologic drug product manufacturing facility from EirGen. Refer to 

Note 3 for further details. 

In February 2020, the Company purchased a three-building campus in Deerfield, Illinois for total consideration and directly 

attributable transaction costs of $118.5 million. The Deerfield campus totals 70 acres and consists of approximately 650,000 square 

feet of office space. The Companyôs office employees previously located in Lake Forest, Illinois moved to the Deerfield campus in 

February 2021. In January 2022, the Company entered into a sublease agreement for the entire Lake Forest office building for the 

remaining term of the original lease through March 31, 2031. The increase in amount classified as buildings and the decrease in 

amount classified as construction in process is primarily due to the Deerfield campus becoming operational in February 2021. 

9 Lease Assets and Obligations  

As of December 31, 2021, the Company had the following office space lease agreements in place for real properties: 

 
Location   Approximate Square Feet     Lease Expiry  Date 

Dublin, Ireland (St. Stephenôs Green) (1)     63,000     May 4, 2041 

Lake Forest, Illinois     160,000     March 31, 2031 

South San Francisco, California     20,000     January 31, 2030 

Rockville, Maryland (2)     24,500     August 31, 2023 to April 30, 2026 

Chicago, Illinois   9,200   December 31, 2028 

Gaithersburg, Maryland (2)   7,200   June 30, 2022 

Washington, D.C.     6,000     September 30, 2024 

Mannheim, Germany   4,800   December 31, 2022 

 

(1) In October 2019, the Company entered into an agreement for lease relating to approximately 63,000 square feet of office 

space under construction on St. Stephenôs Green in Dublin, Ireland. In May 2021, the construction of the office was 

completed by the lessor and the lease became effective. As a result, the Company recognized $60.9 million as a right-of-use 

asset and a corresponding lease liability on the consolidated balance sheet. The lease is due to expire in May 2041. The 

Company incurred leasehold improvement costs during 2021 in order to prepare the building for occupancy. On November 

1, 2021, the Company moved its Connaught House office employees to the St. Stephenôs Green office. In July 2021, the 

Company entered into an agreement to assign the Connaught House lease to a third party and the lease assignment became 

effective on November 1, 2021. 

 

(2) On March 15, 2021, the Company completed its acquisition of Viela. As part of the acquisition, the Company assumed two 

leases in Rockville, Maryland for both office and laboratory space and a lease in Gaithersburg, Maryland for office space. 

On March 18, 2021, the Company entered into a third lease in Rockville, Maryland for office and laboratory space, with a 

lease commencement date of April 1, 2021. 

The above table does not include details of an agreement to lease entered into in November 2021 relating to approximately 

192,000 square feet of office and laboratory space under construction in Rockville, Maryland. Lease commencement will begin when 

construction of the building is completed by the lessor and the Company has access to begin the construction of leasehold 

improvements. The Company expects to receive access to the office and laboratory space and commence the related lease in the first 

half of 2023 and incur leasehold improvement costs through 2024 in order to prepare the building for occupancy. In addition, effective 

January 1, 2022, the South San Francisco, California office lease was amended to include an additional suite with approximately 

20,000 square feet and the lease term on the existing lease was extended to December 31, 2031. 

As of December 31, 2021 and 2020, the Company had right-of-use lease assets of $75.7 million and $34.4 million, respectively; 

current lease liabilities included in accrued expenses and other current liabilities of $3.6 million and $4.1 million, respectively; and 

non-current lease liabilities included in other long-term liabilities of $93.8 million and $43.2 million, respectively, in its consolidated 

balance sheets. 
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In February 2021, the Company vacated the Lake Forest leased office building. As a result of the Company vacating the Lake 

Forest office, the Company recorded an impairment charge of $12.4 million during the year ended December 31, 2021, using an 

income approach based on market prices for similar properties provided by a third-party. This charge was reported within impairment 

of tangible asset in the consolidated profit and loss account. In January 2022, the Company entered a sublease agreement for the entire 

Lake Forest office building for the remaining term of the original lease through March 31, 2031. 

Right-of-use lease assets as of December 31, 2021 consisted of the following (in thousands): 

 

Recognized at January 1, 2021  $ 34,406   

Additions   65,026   

Impairment charge  (12,371)  

Depreciation charge   (11,347)   

Translation adjustment   ð   

Closing net book value $ 75,714   

 

The Company recognizes rent expense on a monthly basis over the lease term based on a straight-line method. Rent expense 

was $9.6 million and $6.7 million for the years ended December 31, 2021 and 2020, respectively. 

The table below reconciles the undiscounted cash flows for each of the first five years and total of the remaining years to the 

operating lease liabilities recorded on the Companyôs consolidated balance sheet as of December 31, 2021 (in thousands): 

 

2022 $ 6,269   

2023   9,986   

2024   10,677   

2025   10,414   

2026   10,273   

Thereafter   85,081   

Total lease payments   132,700   

Imputed interest   (35,299 ) 

Total operating lease liabilities $ 97,401   

The weighted-average discount rate and remaining lease term for operating leases as of December 31, 2021 was 4.79% and 

14.97 years, respectively.   

 

10 Other Assets  

Other assets as of December 31, 2021 and 2020 consisted of the following (in thousands): 

  

    As of December 31,   

    2021     2020   

Long-term investments (1)   $ 38,614    $ 13,803   

Other long-term assets     26,410      7,490   

Other assets   $ 65,024    $ 21,293   

 

(1) Long-term investments primarily includes $22.6 million of investments in the Companyôs four venture capital funds: 

Forbion Growth Opportunities Fund I C.V., Forbion Capital Fund V C.V., Aisling Capital V, L.P. and RiverVest Venture 

Fund V, L.P, and $13.2 million of investments in equity securities related to Alpine.  
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11  Stocks  

 The components of stocks as of December 31, 2021 and 2020 consisted of the following (in thousands): 

 

    As of December 31,   

    2021     2020   

Raw materials   $ 43,366     $ 11,760   

Work-in-process     101,719       33,167   

Finished goods     80,645       30,356   

Stocks, net   $ 225,730     $ 75,283   

During the year ended December 31, 2021, as part of the Viela acquisition, a step-up in the value of stock of $151.6 million was 

recorded, which was composed of $10.1 million for raw materials, $120.9 million for work-in-process and $20.6 million for finished 

goods. Refer to Note 3 for further details. The Company recorded $27.6 million of UPLIZNA stock step-up expense in cost of sales 

during the year ended December 31, 2021. 

Because stock step-up expense is related to an acquisition, will not continue indefinitely and has a significant effect on the 

Companyôs gross profit, gross margin percentage and profit for all affected periods, the Company discloses balance sheet and profit 

and loss amounts related to stock step-up within the Notes to Consolidated Financial Statements. 

There were no significant differences at December 31, 2021, between the replacement cost of raw materials, work-in-progress 

and finished goods when compared to their carrying amounts.  

 

12 Accounts receivable  

Accounts receivable as of December 31, 2021 and 2020 consisted of the following (in thousands): 

  

    As of December 31,   

    2021     2020   

Gross accounts receivable   $ 639,614    $ 664,953   

Allowances     (6,839)      (5,252 )  

Accounts receivable   $ 632,775    $ 659,701   

 

 

13 Prepaid Expenses and Other Current Assets  

Prepaid expenses and other current assets as of December 31, 2021 and 2020 consisted of the following (in thousands): 

 
   As of December 31,   

    2021     2020   

Advance payments for stock   $ 160,103     $ 137,680   

Deferred charge for taxes on intercompany profit     66,175       52,306   

Prepaid income taxes and income tax receivable     36,388       102  

Rabbi trust assets     26,519       18,423   

Other prepaid expenses and other current assets     67,921       43,434   

Prepaid expenses and other current assets   $ 357,106     $ 251,945   

 

Advance payments for stock as of December 31, 2021 and 2020, primarily represented payments made to the contract 

manufacturer of TEPEZZA drug substance. 

 

14 Accounts Payable 

Accounts payable as of December 31, 2021 and 2020 consisted of amounts owing to third parties under credit terms granted in 

the normal course of business.  
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15 Accrued Expenses and Other Current Liabilities   

Accrued expenses and other current liabilities as of December 31, 2021 and 2020 consisted of the following (in thousands): 

 
   As of December 31,   

      2021       2020   

Payroll-related expenses   $ 140,164   $ 115,976  

Accrued royalties     108,215       68,006  

R&D and manufacturing programs   54,076    17,289  

Accrued milestone payments    35,100    123,442  

Allowances for returns     33,881       40,918  

Consulting and professional services     33,334       21,893  

Pricing review liability     21,075       16,046   

Advertising and marketing   16,930    12,428  

Refund liability    16,711    ð  

Accrued interest   14,989    14,207   

Accrued social security and payroll taxes   7,275    5,601  

Accrued income taxes   372    13,583  

Accrued excise taxes   229    230  

Accrued other     40,664       35,948   

Accrued expenses and other current liabilities   $ 523,015     $ 485,567   

Creditors for tax and social insurance are payable in the timeframe set down in the relevant legislation in accordance with 

Section 58 (2) of the Companies Act 2014. 

 

16 Fair Value Measurements 

The following tables and paragraphs set forth the Companyôs financial instruments that are measured at fair value on a recurring 

basis within the fair value hierarchy. Assets and liabilities measured at fair value are classified in their entirety based on the lowest 

level of input that is significant to the fair value measurement. The Companyôs assessment of the significance of a particular input to 

the fair value measurement in its entirety requires management to make judgments and consider factors specific to the asset or 

liability. The following describes three levels of inputs that may be used to measure fair value: 

Level 1ðObservable inputs such as quoted prices in active markets for identical assets or liabilities. 

Level 2ðObservable inputs other than Level 1 prices such as quoted prices for similar assets or liabilities, quoted prices in 

markets that are not active, or other inputs that are observable or can be corroborated by observable market data for substantially the 

full term of the assets or liabilities; and 

Level 3ðUnobservable inputs that are supported by little or no market activity and that are significant to the fair value of the 

assets or liabilities. 

As of December 31, 2021, the Companyôs cash and cash equivalents included bank time deposits which were measured at fair 

value using Level 2 inputs and their carrying values were approximately equal to their fair values. Level 2 inputs, obtained from 

various third-party data providers, represent quoted prices for similar assets in active markets, or these inputs were derived from 

observable market data, or if not directly observable, were derived from or corroborated by other observable market data. 

The Company utilizes the market approach to measure fair value for its money market funds. The market approach uses prices 

and other relevant information generated by market transactions involving identical or comparable assets or liabilities. 

Other current assets and other long-term liabilities recorded at fair value on a recurring basis are composed of investments held 

in a rabbi trust and the related deferred liability for deferred compensation arrangements. Quoted prices for this investment, primarily 

in mutual funds, are available in active markets. Thus, the Companyôs investments related to deferred compensation arrangements and 

the related long-term liability are classified as Level 1 measurements in the fair value hierarchy. 
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Assets and liabilities measured at fair value on a recurring basis 

The following table sets forth the Companyôs financial assets and liabilities at fair value on a recurring basis as of December 31, 

2021 and December 31, 2020 (in thousands): 

  

   December 31, 2021   

    Level 1     Level 2     Level 3     Total   

Assets:                                 

Bank time deposits   $ ð     $ 11,867     $ ð     $ 11,867   

Money market funds     1,367,500       ð       ð       1,367,500   

Equity securities (1)     13,185       ð       ð       13,185   

Other current assets     26,519       ð       ð       26,519   

Total assets at fair value   $ 1,407,204     $ 11,867     $ ð     $ 1,419,071   

Liabilities:                                 

Other long-term liabilities     (26,519 )     ð       ð       (26,519 ) 

Total liabilities at fair value   $ (26,519 )   $ ð     $ ð     $ (26,519 ) 

 

(1) The Company held investments in equity securities with readily determinable fair values of $13.2 million as of December 

31, 2021 which are included in other assets in the consolidated balance sheet. For the year ended December 31, 2021, the 

Company recognized net unrealized gains of $1.3 million due to the change in fair value of these securities. There were no 

sales of equity securities for the year ended December 31, 2021. 
 

    December 31, 2020   

    Level 1     Level 2     Level 3     Total   

Assets:                                 

Money market funds   $ 1,906,000     $ ð     $ ð     $ 1,906,000   

Other current assets     18,423       ð       ð       18,423   

Total assets at fair value   $ 1,924,423     $ ð     $ ð     $ 1,924,423   

Liabilities:                                 

Other long-term liabilities     (18,423 )     ð       ð       (18,423 ) 

Total liabilities at fair value   $ (18,423 )   $ ð     $ ð     $ (18,423 ) 

 

 

17 Debt Agreements  

The Companyôs outstanding debt balances as of December 31, 2021 and 2020 consisted of the following (in thousands): 

 

    As of December 31,   

    2021     2020   

Term Loan Facility due 2028   $ 1,588,000     $ ð   

Term Loan Facility due 2026    418,026      418,026  

Senior Notes due 2027   600,000       600,000   

Total face value     2,606,026       1,018,026   

Debt discount     (12,164 )     (10,061 ) 

Deferred financing fees     (22,629 )     (4,586 ) 

Total long-term debt   $ 2,571,233     $ 1,003,379   

Less: current maturities   16,000       ð  

Long-term debt, net of current maturities  $ 2,555,233     $ 1,003,379  

 

 




