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DI RECTORS®6 REPORT

The directors present their report and the audited financial stateofiéimésCompany (as defined belofey the financial
year ended December 31,220

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 orimganufactur
operations,seer as di stributors of the Companydéds medicines, hold
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 financi al statements in accordance with accounting p
G A A P as)defined in Section 279 of the Companies Act 2014, to the extent that the use of those principles in the preparation |
the financi al statements does not contravene any pravi si

any regulations made thereunder.
The reporting currency of the company and its subsidiaries is the U.S. dollar.

Principal Activities

Unl ess otherwise indicated or the context otherwise reE€
fi 0 u r oto HMoazbreTherapeutics 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. Qegppurposeful: we apply scientific expertise and
courage to bring clinically meaningful therapies to patients. We believe science and compassion must work togetheanto transfo
lives. We have two reportable segments, the orphan segment and the atflamsagment, 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 purchasa biologic drug product manufacturing facility from EirGendPima Limited, or
EirGen, a subsidiary of OPKO Health, Inc., in Waterford, Ireland for $67.9 miliefer toNote 3, Businesd\cquisitions,
Divestitures and Other Arrangements the Notes to Consolidated Financial Statements

In March2021, we completed the acquisition of Viela Bio, Inc., or Viela. The acquisition expanded our commercial
medicine portfolio by adding an additional rare disease medicine, UPL3Zddur orphan segmerithe Viela acquisitioralso
provides multiple opportities to drive longerm growth and solidify our future as an innovaitbiven biotech
companyV i e | a-étage biologics pipelinegsearch and development, or R&Bam and omarket medicine UPLIZNA,
made it a complementary strategic fit with oysgdine, commercial portfolio and therapeutic areas of fdRater to Note3,
Busines#\cquisitions, Divestitures ardther Arrangementsof the Notes to Consolidated Financial Statements

As of Decembel, 2021, our commercial portfolio consisted loé following medicines:

Orphan

TEPEZZA® (teprotumumakrbw), for intravenous infusion

KRYSTEXXA® (pegloticase injection), for intravenous infusion

RAVICTI® (glycerol phenylbutyrate) oral liquid

PROCYSB? (cysteamine bitartrate) delayeelease capsules and granules, for oral use

ACTIMMUNE® (interferon gammd.b) injection, for subcutaneous use

UPLIZNA (inebilizumabcdon) injection, for intravenous use

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

QUI NSAI RE (levofloxacin) solution for inhalation
Inflammation

PENNSAID®( di cl of enac sodium topical solution) 2% w/w, (AP

DUEXISP® (ibuprofen/famotidine) tablets, for oral use

RAYOS® (prednisone) delayegklease tablets, for oral use

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

Since January 1, 20, we completed the following acquisitions and divestitures:

1 In July 2021, we completed the purchase bicdogic drug product manufacturing facility from EirGen in Waterford,
Ireland for $67.9 million.

q In March2021, we completed the acquisition of Vielawihich we acquired all of the issued and outstanding shares
of Vielads common st ock tbtal conshl&alion@Dthemaguisitienhvasragproxinmtelg a s
$3.0 billion, including cash acquired of $342.3 million.

i In October 2020, we kbour 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.

i In April 2020, we acquired Curzion Pharmaceuticals, brcGurzion, a privately held developmestage biopharma
company, and its developmestige oral selective lysophosphatidic acid 1 receptor (LPAR1) antagonist, CZNOO1
(renamed HZNB25), for an upfront cash payment of $45.0 million with additional payneentingent 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 spre:
of the COVID-19 pandemic, including limiting neessential gatherings of people, ceasing allessential travel, ordering
certain bsinesses and government agenciestoceasesos e nt i al operations at pihhylsacad
orders which directed individuals to shelter at their places of residence (subject to limited exceptions). Similasly, the Iri
governmat limited gatherings of people and encouraged employees to work from their homes. Vaccines and treatments have r
enabled a resumption of more normal business practices and initiatives in many countries, including the United Stited.and Ire
While ourfinancial results during the year ended December 31, 2021 were strong and we continue to have a significant amoun
available liquidity, the COVIBL9 pandemic may continue to have a negative impattiranverduring 2022, including due to
the emergencef 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 COWIpandemic as referred to below.

Economic and health conditions in the United States and across most of the world are continuing to change rapidly becat
of the COVID-19 pandemic. Although COVI29 is a global issue that is altering business and consumer activity, the
pharmaceutical indiry is considered a critical and essential industry in the United States and many other countries and, therefo
we do not currently expect any governminposed extended shut downs of suppliers or distribution channels, although our
suppliers and othehird parties on which we rely could be impacted by employee absences due to-COMHasses. In respect
of our medicines, we believe we have sufficigtioicks of raw materials and finished goods and we expect patients to be able to
continue to receivéheir medicines at a site of care, for our infused medicines, and from their current pharmacies, alternative
pharmacies or, if necessary, by direct shipment from ourglairty 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 anc
Drug Administration, or FDA, on January 21, 2020, significantly exceeded our expectations. In early 2019, we initiaged our pr
launch disease awareness, market development and market access efforts witimctiolial fieldbased teams beginning to
enga@ with key stakeholders in July 2019. We believe theséaprech 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 nevpatients in 2020 than our initial estimates, the impact from C@GMBlowed the generation of TEPEZZA patient
enroliment forms, which drive new patient starts.

In December 2020, pursuant to the Defense Production Act of 1950, or DPA, Catalent Ind@&nar, Catalent, was
ordered to prioritize certain COVHD9 vaccine manufacturing, resulting in the cancellation of previously guaranteed and
contracted TEPEZZA drug product manufacturing slots, which were required to maintain TEPEZZA supply. To offdetctok
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 danuary 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 FDApapval 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 thatameur contract manufacturers for TEPEZZA is manufacturing an
adjuvant for a COVIB19 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 tactrtipasupply 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 suppl
chain for our medicines that are being utilized for the manufactwacoines for COVIBL9. 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 arrEQdired postnarketing study to evaluatafety
of TEPEZZA in a larger patient population and retreatment rates relative to how long patients receive the medicine- The FDA
required postnarketing 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 cutaiséems sy
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-C®VID
pandemic. While the vast majority of patients on therapy mardaherapy, many new patients delayed infusions due to shelter
in-place guidelines and patients voluntarily delaying visits to healthcare providers and infusion centers. While theretoontinues
be some impact on demand for KRYSTEXXA, we have seen imprents 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 acqusition 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 systenastbave ade
cope with the pademic 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 therefitieat for patients to maintain therapy. Patient motivation to continue
treatment is high, and therefdtegnoverfor these three medicines were stable during 2020 and 2021, with less impact from
COVID-19 compared to our other medicines.

In regard to thénflammation segment, the impact of COVIM has significantly waned as healthcare systems have
adapted to cope with the pandemic and vaccines have been widely administered in the United States, thereby faciitatimg the r
to mainly inperson engagemehy 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
medi ci nes ar e dsébdniethmugle rdail or tocalacoupes tiepending én the participating pharmacy.

Clinical trials

Our clinical trials have been and may in the future be affected by CQVYI@r 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 additioh, clinica
site hitiation and patient enrollment may be delayed due to staffing shortages or prioritization of hospital and healthaa® resour
toward COVIDB19. Current or potential patients in our ongoing or planned clinical trials may also choose to not enroll, not
paticipate in followrup clinical visits or drop out of the trial as a result of, or a precaution against, contracting-Q@VID
Further, some patients may not be able or willing to comply with clinical trial protocols if quarantines impede patiemmovem
or interrupt healthcare services. Some clinical sites in the United States have slowed or stopped further enrolimerttesftaew pa
in clinical trials, denied access to site monitors or otherwise curtailed certain operations. Similarly, our abiliyt tanekcetain
principal investigators and site staff who, as healthcare providers, may have heightened exposure 109C@¥{be adversely
impacted. These events could delay our clinical trials, increase the cost of completing our clinical trie¢gmawnelynimpact 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 C&@¥9Ipandemic, including the emergence of new
variants of the virus, and may takether 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 thenduration a
potential impact of the COVIEL9 pamemic. This means that our results could change at any time and the contemplated impact ¢
the COVID-19 pandemic on our business results and outlook represents our estimate based on the information available as of 1
date of this Irish Annual Report.

KeyPerformance Indicators

Our consolidated results of operations for the financial years ended Decembe213dn@@@0 were as follows (in
thousands):

For the Years
Ended December 31,

2021 2020 Change
(in thousands)
Turnover $ 3,226,41( $ 2,200429 $ 1,025981
Cost of sles 794512 532695 261817
Gross profit 2,431,89i 1,667,734 764164
Operating expenses:
Research and development 431,990 209364 222626
Selling,general and administrative 1,446410 973227 473,18:
Impairment oftangible asset 12,371 o} 12,371
Gainon sale of assets (2,000 (4,883 2,88¢
Total operating expenses 1888771 1,177708 711,06
Operating income 543,12} 490,026 53,101
Other expense, net:
Interestexpense, nép (81,067) (59,616) (21,447)
Loss on @bt extinguishmerit) ) (31,856) 31,85¢
Foreign echange los& (1,02¢) (297) (731)
Otherincome net® 1,791 3,38¢ (1,597
Total other expense, net (80,300) (88,38)) 8,081
Income before taxation 462,82 401,64¢ 61,182
(Benefit) expense for income taxes (71,662 11,84¢ (83,513
Income for the financial year $ 534,49 $ 389,79¢ $ 144,69t
(1) These items are grouped toget heandiad sntfelrretser e setc ep avyaaht lee

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

20 AForeignl exs & aaincdmefmedt teare g r o u Pathdrintomg' antfitod rh ea s undeptleen s e 0
required Irish Companies Acts format in the consolidated profit and loss account.

Turnover Netturnoverincreased $,026.0million, or 47%, to $3,226.4 million during the year ended December 31220
from $2,200.4 million during the year ended December 312@0 he increase in nétirnoverduring the year ended December
31, 2020 wagprimarily due to an increase farnoverin our orphan segment &1,107.9 million Growth was primarily due to an
increase in TEPEZZA nétirnoverof $841.3 million, an increase in KRYSTEXXA rternoverof $159.6 million andurnover
generated by UPLIZNA of $60.8 million, partially offset by a decrease iturradverin our inflammation segment of $81.9
million when compared to the year ended December 31, 2020.



DI RECTORSs (CREMER T

The following table presents a summary of total turnover attribotgddgraphic sources for the years eridedembeB1,
2021 and 2@0 (in thousandsexcept percentages

Year Ended December31,2021 Year Ended December31,2020

% of Total % of Total
Amount Net Turnover Amount Net Turnover
United States $ 3,210020 100% $ 2191111 100%
Rest of world 16,390 * 9,318 *
Total turnover $ 3,226,410 $ 2,200429

*Less than 1%

The following table reflects the components of turnover for the years wtexinbe1, 2@1 and 2@0 (in thousands
except percentages

Year Ended Decerber 31, Change Change
2021 2020 $ %
TEPEZZA $ 1,661,29¢$ 820,00¢$ 841,291 103%
KRYSTEXXA 565,45: 405,84¢ 159,60t 39%
RAVICTI 291,94 261,61¢ 30,33( 12%
PROCYSBI 189,96¢ 170,10z 19,86: 12%
ACTIMMUNE 117,16¢ 118,83¢ (1,670) (1)%
UPLIZNA 60,80¢ o} 60,80¢ 100%
BUPHENYL 7,86( 10,54¢ (2,689) (25)%
QUINSAIR 1,02¢ 698 330 47%
Orphan segmentturnover $ 2,895518% 1,787655% 1,107,86: 62%
PENNSAID 2% 191,621 178,01! 13610 8%
DUEXIS 74,02: 125,33 (51,308) (41)%
RAYOS 56,851 71,811 (14,960) (21)%
VIMOVO 8,397 37,621 (29,224) (78)%
Inflammation segmentturnover $ 330892% 412774% (81,882) (20)%
Total turnover $ 3,226,410 % 2,200429$ 1,025981 47%

OrphanSegment

TEPEZZATurnoverincreased $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, ZD@Gwoverprimarily increased due to volume growth of
approximately $830.3 milliorin December 202, pursuant to thBPA, Catalentwas ordered to prioritize certain COHUL®
vaccine manufacturing, resulting in the cancellation of previously guaranteed and contracted TEPEZZA drug product
manufacturing slots in December 2020, which were required taamaiREPEZZA supplyln March 2021, the FDA, approved a
prior approval supplement to the TEPEZBRA (which was previously approved in January 2020), giving us authorization to
manufacture more TEPEZZA drug product in a batch resulting incaeased number of vials with each manufacturing et
commenced resupply of TEPEZZA to the market in April 2@2fer to thelmpact of COVID19 sectionabovefor further
information.

KRYSTEXXATurnoverincreased $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, ZD2Goverincreased by approximately $106.2 million due to
volume growth and $53.4 million due to higmet pricing.

RAVICTI.Turnoverincreased $33 million, or 12%, to $21.9 million during the year ended December 31, 2G&m
$261.6 million during the year ended December 312@0urnoverincreased by approximately $32.3 million due to volume
growth partially offset by a decrease of approximately $2.0 million due to lower net pricing.

PROCYSBITurnoverincreased $9.9 million, or 12%, to $20.0 million during the year ended December 31, RG&bm
$170.1 million during the year ended December 312@0urnoverincreased by approximately $12.0 million due to higher net
pricing and $7.9 million due to volume growth
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ACTIMMUNE Turnoverdecreasedl1.7 million, or 1%, to $117.1 million during the year en@etember 31, 2021, from
$118.8 million during the year ended December 31, Z0@thoverdecreased 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. Turnovergenerated by UPLIZNA during the year ended December 31, 2021 were $60.8 million. We began
recognizing UPLIZNAturnoverfollowing our acquisition of Viela on March 15, 2021.

InflammationSegment

At September 30, 2021, we determined thate was an indicator to trigger an interim impairment analysis of the
inflammation reporting unités $56.2 million goodwill bal
carrying value by more than 30% as of September 30, 2021interim 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% decireésie value would reduce the headroom between the reporting
unités fair value and its carrying value to approxi mat el

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 i mpairmenttoof t
18 months ifthe reporting unit does not achieve currently forecastembverand profitability estimates. These forecasts and
estimates could be impacted by factors outside of our control, such as increased competition from RAYOS generic eafrants, wi
may result iran impairment.

PENNSAID 2%Turnoverincreased $3.6 million, or 8%, to $191.6 million during the year ended December 31,202
from $1780 million during the year ended December 312@0urnoverincreased byapproximately $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 Turnoverdecreased $1.3 million, or 41%, to &4.0 million during the year ended December 31, 2Gm
$125.3 million during the year ended December 312@0 urnoverdecreased by approximately&0 million resulting from
lower sales volume, primarily due to the impact of generic competition on DUYBKtEa 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 Lab@satdnc., 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 DUEXi8verwill continue to decrease in future periods.

RAYOSTurnoverdecrease®14.9 million, or 21%, to $66.9 million during the year ended December 31,208m $7..8
million during the year ended December 312@0 urnoverdecreased by approximatelyX4 million due to lower sales volume
and $3.5 million resultingrom lower net pricing.

We have an exclusive license to U.S. patents and patent applications from Vectura covering RAYOS. Under our settleme
agreement with TevPharmaceuticals Industries Limited (formerly known as Actavis Laboratories FL, Inc., which itself was
formerly known as Watson Laboratories, Indzlorida), or Teva, Teva may enter the market on December 23, 2022, or earlier
under certain circumstancess a result, we expect oturnoverfor RAYOS to decline in future periods.

VIMOVO. Turnoverdecreased 0.2 million, or 78%, to $8.4 million during the year ended December 31, 2Gbm $37.6
million during the year ended December 312@0d urnoverdecreased by approximatel2458 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 grassetturnover for the years ended December 32120hd 2@0 (in millions, except
percentages

Year Ended Year Ended
December 31, 202 December 31, 220
% of % of
Gross Gross
Amount Turnover Amount Turnover
Grossturnover $ 4903.€ 100% $ 4,0394 100%
Adjustments to grossirnover
Prompt pay discounts (46.0) (0.9)% (52.3) (13)%
Medicine returns (17.¢) (0.9)% (16.4) (04)%
Co-pay and other patient assistance (599.9) (122)% (877.3) (217)%
Commercial rebates and wholesaler fees (278.¢) 5.71% (304.2) (7.5)%
Government rebates and chargebacks (734.9 (15.0)% (588.8) (14.6)%
Total adjustments (1,677.2) (34.2)% (1,8390) (455)%
Turnover $ 3,226.4 658% $ 2,2004 54.5%

During the year ended December 31, Ba@-pay and other patient assistance costs, as a percentage of gross turnover,
decreased t0212% from 21.7% during the yeaended December 31, 20) primarily due to a decreased proportion of
inflammation segment medicines sold, including the impact of generic competition on DUEXIS and VIMOVO sales

On aquarterto-quarter basis, ouurnoverhas 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 oftauspareach year. This is due to annual managed
care plan changes and thesedting ofpatet s & medi c al insurance deductibles at t
co-pay and other patient assistance costs as patients meet their annual medical insurance deductibles during the fidst and secc
guarters, and highéarnoverin the seond half of the year after patients meet their deductibles and healthcare plans reimburse a
greater portion of the total cost of our medicines.

Cost ofSales Cost ofsalesincreased $618 million to $794.5 million during the year ended December 31, 20m
$5327 million during the year ended Deceml3dr, 2®0. The increase in cost eélesduring 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 incltyase in royz
expense, an increase in amortization expense and the recordingkstepup expense during the year ended December 31,
2021. Royalty expense increased by $112.9 million primarily due to royalties paydbtemrerof TEPEZZA, which increased
sigrificantly 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 tratfirst qu
of 2021and we recordestockstepup expense of $27.6 million related to UPLIZNA based on the acquired usttsckfold
during the year ended December 31, 2021. In addition, we recorded a $8.7 million D&l&eKi®serve due to the impact of
generic competitin on DUEXIS sales. As a percentagéushover cost ofsaleswas 25% during the year ended December 31,
2021, compared to 24% during the year ended December 31, 2020. The increase isedestnd percentage birnoverwas
primarily due to a change in the mix of medicines sold.

Research and Development Expen&&D expenses increase@22.6 million to $4320 million during the year ended
December 31, 202 from £094 million during the year ended December 312@0he 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 developmenttso®flecting increased activity in oR&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 $9.1 milli
in employeerelated costs. In addition, dugrihe 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
Al pinebs common st oc k withAlpineeThiswas mantiallyt ofisetdytme $46.9 mibian opéront payment
for the acquisition of Curzion, which was expensed gudcess research and development, or IPR&D, during the year ended
December 31, 2020.

We expect ouR&D expenseso increas significantly in future periods as a result of owgming 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 Expensgalling, general anddministrative expenses increasdd %2 million to
$1,4464 million during the year ended December 31, 2G8m $8732 million during the year ended December 312@0 he
increase was primarily attributable to costs associated with the Viela acquisikitarch 2021 and an increase in TEPEZZA
commercial activities. These include an increase of $150.9 million in emplelged costs, an increase of $194.8 million in
marketing program costs and an increase of $57.4 million in consulting costs, grielatéd 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 expecour selling, general and administrative expenses to increase sigihyficefuture periodgrimarily due to
continued support for our U.S. commercial and fiséded organization and global expansion activities.

Impairment otangibleassetDuring the year ended December 31, 2021, we recorded an impairment charge of $12.4
million as a result of vacating the Lake Forest offiRefer to Note9 of the Notes to Consolidated Financial Statements, for
further details

Gainon sale of asset®uring the year ended December 31, 2@@ain on sale of assets represents a $2.0 million contingent
consideration payment related to the salewfrights toMIGERGOT in 201%0 Cosette Pharmaceuticals, .Inc

Duringthe year ended December 31, 2020, we completed the sale of rights to RAVU#BUWBRENYL in Japan for cash
proceeds of $5.4 million, and we recorded a gain of $4.9 million osetlke

Interest Expense, Ndnterest expense, natcreased $25 million to $81.1 million during the year ended December 31,
2021, from $59.6 million during the year ended December 312@0heincrease was primarily due ta ancrease in interest
expense of $7.8 million, primarily related tan additional $1.6 billion aggregate mippal amount of term loans borrowed
pursuant to an amendment to our Credit Agreemenaatetrease in interest income of $3.7 milli@efer to Notel7 of the
Notes to Consolidated Financial Statemefatisfurther details.

Loss on DebExtinguishmentDuring the year ended December 31, 2020, we recorded a loss on debt extinguishment of
$31.9million in theconsolidategrofit and loss accounivhich reflects the exchange of ®ib% Exchangeable Senior Notes due
2022, or theexchangeabl&enior Notes. During the year ended December 31, 2@R0,&million in aggregate principal amount
of Exchangeable Senior Notes were exchanged for ordinary shares and cash payments.

(Benefit) Expense for Income TaxBsring the year ended December 3021, we recorde@ benefit for income taxes of
$71.7 million ancan expense for income taxes of $11.8 million during the year ended Decem®@2@The benefit for income
taxes recorded during the year ended December 31, 2021 resulted primarily from tax expenstaxdnqmee and losses at the
Irish statutory tax rate of $57.9 million as offset by tax benefits recognized orbstsa® compensatiaf $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 reversalgf tempora
differences between the book values and tax bases of certain assets acquired through the Vieteaédaisitienefit of $44.7
million was recognized on the ptax 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 intercorsfmkyransfers ad $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 @r$47.1 mill
attributable to disall owed of fi dngernal Revanoode efi%86, asiamanded, ordhe r
Codeand a tax expense of $18.7 million generated from an intercompany transfer and license of intellectual property from a U.:
subsidiary to an Irish subsidiary.

The expense for income taxes recorded during the yeadddecember 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 thetylirid Rulkes. 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 assetodlageiiterest 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 attributablé tbdiswe d of f i cer s 6
under Section 162(m) of the Code of $14.6 million, disalloliRRE.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 intetcansfemngf
intellectual property from a U.S. subsidiary to an Irish subsidiary during the year ended December 31, 2020 of $1&&dnillion
changes in valuation allowances of $4.2 million. These expenses were partially offset by tax benefits recoginéazetdased
compensation of $23.8 million, additional U.S. Federal and state tax credits of $13.8 million and the recognition etiaaleferr
asset in the Irish subsidiary resulting from the intercompany transfer of intellectual property of $6.0 million

10



DI RECTORSs (CREMER T

Non-GAAP Financial Measures

EBITDA, or earnings before interest, taxes, depreciation and amortization, adjusted EBITE@AAGNet incomeand
nonGAAP earnings per share are used and provided by us &A8R financial measures. These ABAAP financial
measures are intended to provide additional information on our performance, operations and profitability. Adjustments to our
GAAP figuresas well as EBITDA exclude acquisition/divestituedated costs, manufacturing plant stgstcosts, drug substance
harmonization costs, fees related to refinancing activities, restructuring and realignment costs and litigation setdeneirds,
non-cash items such as shdr@sed compensatiostockstepup expense, depreciation and amortization;cesh interest
expensetangibleassets impairment charges, loss on debt extinguishments, gain on sale of assets, gain on equity security
investments andther norcash 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 thaguides the determination of what costs will be excluded irRG®AAP 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 performea The nofGAAP 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 neBAAP financial neasures are among the indicators our management uses for planning and forecasting
purposes and measuring our performance. Thes&A&P financial measures should be considered in addition to, and not as a
substitute for, or superior to, financial measwasulated in accordance with GAAP. The fBAAP financial measures used by
us may be calculated differently from, and therefore may not be comparable-teAAdhfinancial measures used by other
companies.

Beginning in the fourth quarter of 2021, faling 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 AGAAP financial measureand its lindtem components. For purposes of comparability,
non-GAAP financial measures for the year ended December 31, 2020 have been updated to reflect thishehapigent and
milestone payments related to license and collaboration agreemetimsiedn be excluded from our segment operating income
and from certain measures contained in our credit agreement that are relevant to, among other things, the calculatenestf the
rate.

Reconciliations of reported GAABYofit to EBITDA, adjusted BITDA and nonGAAP net incomeandthe 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 $ 534491 $ 389,79¢
Depreciatiorf? 17,475 24,30¢
Amortization and stepp:
Intangible amortization expen&g 336277 255,14¢
Stock stepup expensé) 27,572 )
Interest expense, net (including amortization of debt discount and
deferred financing costs) 81,06: 59,61¢
(Benefit) expense for income taxes (71,664) 11,84¢
EBITDA 925214 740,71z
Other norRGAAP adjustments:
Sharebased compensatiéh 219086 146,627
Acquisition/divestiturerelated cost$) 95,929 49,19¢
Restructuring and realignment co$ts 26,30¢ (141)
Impairment oftangibleasset$” 12,371 1,71z
Litigation settlement) 5,00C o)
Manufacturing plant stawp cost$? 3,627 8
Fees related to refinancing activitié 0 54
Loss on debt extinguishmef? d 31,85¢
Drug substance harmonization cdts 8 542
Gain on equity security investmerttd (1,257) )
Gainon sale of asset¥) (2,000 (4,889
Total of other non-GAAP adjustments 1°) 359,06( 224,964
Adjusted EBITDA (9 $ 1,284274 $ 965,67€
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For the Years Ended December 31,

2021 2020
GAAP profit for the financial year $ 534491 $ 389796
Non-GAAP adjustments:
Depreciatiorf!) 17,475 24,303
Amortization and stejpip:
Intangible amortization expen&e 336277 255,148
Stock stepup expensé) 27,572 3
Amortization of debt discount and deferred financing
costs® 5,18¢ 12,640
Sharebased compensatidh 219086 146,627
Acquisition/divestiturerelated cost$) 95,929 49,19
Restructuring and realignment co$ts 26,30¢ (141)
Impairment oftangible asset® 12,371 1,717
Litigation settlement$) 5,00C )
Manufacturing plant stauip costs® 3,622 3
Fees related to refinancing activitié® o] 54
Loss on debt extinguishmef? o 31,85¢
Drug substance harmonization cdéts ) 542
Gain on equity security investmerttd (1,257) o)
Gain on sale of asseid (2,000 (4,88%)
Total pre-tax non-GAAP adjustments (9 745,57¢ 517,055
Income tax effect of preax NOoRGAAP adjustment&9 (169,554) (98,628)
Other noAGAAP income tax adjustmenfs) (20.800) 20,541
Total non-GAAP adjustments (19 555,21¢ 438,96¢
Non-GAAP Net Income@®) $ 1,089710 $ 828,764
Non-GAAP Earnings Per Share:
Weighted average ordinary share§ Basic 225,551,410 203,967,244
Non-GAAP Earnings Per Sharei Basic
GAAP profit per share- Basic $ 237 $ 1.91
Non-GAAP adjustment§9 2.46 2.15
Non-GAAP earnings per sharei Basic(!) $ 483 $ 4.06
Non-GAAP Net Income@9) $ 1,089,71( $ 828,764
Effect of assumed conversion of Exchangeable Senior Notes, netsf d 3,78¢
Numerator - non-GAAP Net Income®9 $ 1,089710 $ 832,553
Weighted average ordinary share$ Diluted
Weighted average ordinary shareBasic 225,551,410 203,967,24
Ordinary share equivalents 10,129,073 18,203,89
Denominator - weighted average ordinary share§ Diluted 235,680483 222,171,14.
Non-GAAP Earnings Per Sharei Diluted
GAAP profit per sharei Diluted $ 227 $ 1.81
Non-GAAP adjustment§ 2.35 1.94
Non-GAAP earnings per sharei Diluted @9 $ 462 $ 3.75

(1) Representdepreciation 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 relatedtBPEZZA, KRYSTEXXA, RAVICTI, PROCYSBI, ACTIMMUNE, UPLIZNA,
BUPHENYL, PENNSAID 2%andRAYOS.

(3) During the year ended December 31, 2021, we recognized in cades$27.6 million forstockstepup expense related to
UPLIZNA stockrevalued in connection with the Viela acquisiti®efer toNote 11, Stocls, of the Notes to Consolidated
Financial Statemenfsr furtherdetail

(4) Represents shatemsed compensation expense associated with our stock option, restricted stock unibemdmrfstock
unit grants to our employees and reamployee directors and our employee share purchase plan.
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(5) Primarily represents transaction and integration costs, including, advisory, legal, consulting and certain-eelgiegee
costs, incurred in conngon 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 Decembelr, 2020 amounts include the Curzion acquisition payment of $45.0 million, which was recorded as
a R&D expense.

(6) Since 2020we have been working to expand our TEPEZZA drug substance manufacturing capacity in the external
Copenhagen, DenmarRpulder, 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
million to R&D expense related toanufacturing 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 mee
our future needs. In addition, rent and mainteearharges 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 aofigise asset impairment charge of $12.4 million as a result of
vacating tie 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 yiear ended December 31, 2021 for litigation settlements.

(9) During the year ended December 31, 2021, we recorded $3.6 million of manufacturing plam stets related to the
purchase of a biologic drug product manufacturing facility from EirGen in2D2y.

(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 reflbetektinguishment 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
gammalb, marketed as IMUKIN in an estimated thirty countries primarily in EurogaerenMiddle East, or the IMUKIN
purchase agreement. We already owned the rights to interferon ghimmarketed as ACTIMMUNE in the United States,
Canada and Japan. In connection with the IMUKIN purchase agreement, we also committed to pay our contazttirea
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 commitmenas made, we had anticipated achieving certain benefits should the Phase 3 clinical trial
evaluating ACTI MMUNE f or t hbe sutcessfd.if thesuty hadfbeelr suécessful and ifcUhSO s
marketing approval had subsequently beaniobd, we had forecasted significant increases in demand for the medicine and
the harmonization program would have resulted in sbsgni
ataxia program, we determined that certain assetsiding 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 expense
incurred.

(13)We held investments in equity securities with rgadéterminable 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 recogniz
net unrealized gains of $1.3 million due to the change in faiewail these securities.

(14)Gain on sale of assets during the year ended December 31, 2021, represents a $2.0 million contingent consideration paym
related to thesale ofour rights to MIGERGOT in 2019 to Cosette Pharmaceuticals, Inc

During the year endddecember 31, 2020, we completed the sale of rights to RAVICTB&IRHENYL 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 assotrated debt.

(16)Income tax adjustments on pgx NoRGAAP adjustments represent the estimated income tax impact of eaelx pier
GAAP adjustment based on the statutory income tax rate of the applicable jurisdictions for e@éfARbadjustment.

(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 ofet by the recognition of a deferred tax asset in the Irish subsidiary, resulting hG@AASNtax
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 bealues 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-@#/Priax
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 thetytirid Rules on April 8, 2020, we recorded a woftéof a

deferred tax aset related to certain interest expense accrued to a foreign related party during the year ended December 31,
2019 and recognized a corresponding-time tax provision, resulting in a nEBAAP tax adjustment of $15.2 million. We

also recognized a U.S. fexdl tax liability on U.S. taxable income generated frormsercompanytransfer of intellectual

property from a U.S. subsidiary to an Irish subsidiary, which was partially offset by the recognition of a deferreditex asset
the Irish subsidiary, resutty in a noARGAAP 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 w
fully extinguished and exchanged for ordinary shares or cash.

(19)As discussed abovigllowing 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 agreem
from our noRGAAP financial measuseand its lindtem components. Adjusted EBITDA and RGAAP net incomdor 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, respectiege 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, th
calculation of the interest rate.
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Principal Risks and Uncertainties

Summary

We face many risks and uncertainties, aPBrindpalRisksdnd | | vy de
Uncertaintes 0 Some of these risks and uncertainties arokthesummar
information that may be important to you, and you should read this summary together with the more detailed discussion of thes
risks and uncertainties containeelow.

i The COVID-19 global pandemic may continue to adversely impact our businesslimgcthe commercialization of
our medicines, our supply chain, our clinical trials, our liquidity and access to capital markets and our business
development activities.

1 Our ability to generatiuirnoverfrom our medicines is subject to attaining significaxairket acceptance among
physicians, patients and healthcare payers.

i 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 adverselyt mpdinancial condition and prospects.

i 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.

i Coverage anteimbursement 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 atd#ional regulatory approvals for our
medicines.

i We are subject to ongoing obligations and continued regulatory review by the FDA and equivalent foreign
regulatory agencies, and weay be subject to penalties and litigation and large incremental expenses if we fail to
comply with regulatory requirements or experience problems with our medicines.

1 We rely on third parties to manufacture commercial supplies of all of our medicinese andrently 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.

i We face significant competition from other biotechnology and pharmacettitgdanies, including those marketing
generic medicines and our operating results will suffer if we fail to compete effectively.

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

and results ofarlier 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 laweguidtions and implementation or changes to such

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

1 If we are unable to obtain or protect intellectual property rights related to our medicines and medicimgesandid
we may not be able to compete effectively in our markets.

= =

Principal Risks and Uncertainties

Thisreportc o nt ai n sl ofiof koi rnwga rsdt that i® stademénss retated to future, not past, ederds defined in
Section21E of the U.S. SecurieExchange Act of 1934, as amended, that reflect our current expectations regarding our future
growth, results of operationsysiness strategy and plans, financial condittash flows, performanceevelopment plans and
timelines,business prospectsnd opportunities, as well as assumptions made by, and information currently available to, our
management. Forwaidoking statements include any statement that does not directly relate to a current or historical fact.
Forwardlooking statementgenerallycan be identifiedy words sucha8 b el i eve, 06 fAmay, 06 fAcoul d, o
Acontfiamti ciiipnattees,ddk 00 A pl an, 0 A e xq snilar expresBiens. dhesedtatémerfitsraccu | d 0
based orturrent expectations ardsumptions thatre subject to riskanduncertaintiesnherent in our business, whicbuld
cause our actual results to differ materially from thodeated in the forwardboking statement&xcept as expressly required
by the federal securities lawse 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 othel
reason.

Certainfactors mayhave 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 followinghdiscussio
risk factors in its etirety, 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 COVID19 global pandemic may continue to adverselgact 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, 202ahe World Health Organization made theesssnent that a novel strain of coronavirus, which causes
the COVID19 disease, was a pandemic. The President of the United States declared thel@@#itidemic a national
emergency and many states and municipalities in the United States took aggréissiseéceduce the spread of the disease,
including limiting noressential gatherings of people, ceasing altlessential travel, ordering certain businesses and government
agenciestoceasenens senti al operations at ltepihglsacad dmodeants owlsi amdd
shelter at their places of residence (subject to limited except®ing)arly, the Irish government has limited gatherings of people
and encouraged employees to work from their homes, and may implement more aggressive policies in Wechtihag and
treatments have enabled a resumption to more normal business practidaitiatives in many countries, including the United
States and Ireland. Restrictions in response to C@M[Oncluding new variants of the virus, may continue to fluctuate in U.S.
states and other geographies and we cannot guarantee that addit®orsthtes that have previously reduced restrictions will not
reimplement them or that other states will reduce restrictions in théemgarThe effects of government actions and our policies
and those of third parties to reduce the spread of C&Mbay 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 tolexecute
business development strategy. These and other disrsiiionir 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 byt €endctions
taken to slow itspread. For example, patients have postponed visits to healthcare provider facilities, certain healthcare providel
have temporarily closed their offices or are restricting patient visits, healthcare provider employees may become generally
unavailable anthere 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 tolpatditen, due to reduced willingness
of paients 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 additionQ2arthg 2
impact from COVID19 and the TEPEZZA supply disruption slowed the generation of TEPEZZA patient enrollment forms,
which drive new patientstaris.t i s al so possi bl e t fingptl ac ePpr wiradreg esd amdr isodt
behaviors and #hassociated 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 presiabshed physician
relationships. We c¢mot predict how long the COVHD9 pandemic will continue to negatively impact sales of our medicines and
we expect that even after governmardndated restrictions are lifted, our sales force activities, healthcare provider operations an
pat i en gness towisit hdalthcare facilities will continue to be limii&@. also cannot predict how effective any of our
virtual patient, physician and partner support initiatives will be with respect to marketing and supporting the admiaistratio
reimbursemst of our medicines.
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Quarantinesshelterin-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 d®\Hbther infectious diseases could impact
personnel at thirgharty 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 ingiens that have been subject to COVIBrelated 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 thaye 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 oul
medicine candidates may becommpaired. For examplén December 2020, pursuant to the DPA, Catalent was ordered to
prioritize certain COVIB19 vaccine manufacturing, resulting in the cancellation of previously guaranteed and contracted
TEPEZZA drug product manufacturing slots in Debem2020, which were required to maintain TEPEZZA sugdpiiMarch
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 prodwbaich resulting in an increased number of vials with
each manufacturing slot. We commenced resupply of TEPEZZA to the market in Aprikzdgdver, our ability to continue
TEPEZZA supply is dependent on future committed manufacturing slots for TEPEZD&ingtcancelled and being run
successfully, which could be impacted by additiggmlernmenimandated COVIBL9 vaccine productioarders and other risks
associated with our reliance on our thrarty manufacturers discussed below. If we were to experimather disruption of
TEPEZZA supply, it wouldhavea material adverse effect on our operating results and ability to achieve our financial projections
in 2022Refer to thdmpact of COVIB19 section in thidrish Annual Report for further informatiort this time, we consider
medicine stocken hand to be sufficient to meet our commercial requirements.

Our clinical trials may be affected by COWD®. As describedn thelmpact of COVIDB19 section in thidrish Annual
Report certainclinical trials for TEPEZZAweredelayed due to the impact of the TEPEZZA supply disruption at Cathdent.
addition, clinical site initiation and patient enrollment may be delayed due to staffing shortages or prioritizatioriad&lnaspi
healthcare resources toward COVID. Current or potential patients in our ongoing or planned clinical trials may also choose to
not enroll, not participate in followp clinical visits or drop out of the trial as a precaution against contractingfzO3/I
Further, some patients may not be able or willing to comply with clinical trial protocols if quarantines impede patiermmnovem
or interrupt healthcare services. Some clinical sites in the United States have slowed or stopped further enr@dimpatients
in clinical trials, denied access to site monitors or otherwise curtailed certain operations. Similarly, our abilitjt i oetain
principal investigators and site staff who, as healthcare providers, may have heightened exposurB1C®¥y be adversely
impacted. These events could delay our clinical trials, increase the cost of completing our clinical trials and negzetttelyeim
integrity, reliability or robustness of the data from our clinical trials.

The spread of COVIEL9 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, includg 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 additmlebt or equity financing more difficult, more costly or more dilutive. While the potential
economic impact brought by, and the duration of, CO¥fDmay be difficult to assess or predict, there could be a significant
disruption of global financial markg 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 COXLEDmay impact the commertiztion of our
medicines, our supply chain, our clinical trials, our access to capital and our business development activities, wothdepend
future developments, which are highly uncertain and cannot be predicted with confidence, such as the witjraptéqspread
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 generatéurnoverfrom ou 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 mark

acceptancamong physicians, patients, healthcare payers or the medical comrSonity.of our medicine# particular

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

attempt to increase ourarket sharéVe believe that the degree of market acceptance and our ability to géneraterfrom
our medicines will depend on a number of factors, including:

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

efficacyand 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 applicablespecialists;

availability of, and ability to maintaingoverage 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 easgmwinistration;

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 aantinuous supply of our medicines for commercial sale;

the effect of current and future healthcare laws;

the extent and duration of the COVII 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 cents, are reduced;

i the performance of thirgarty distribution partners, over which we have limited control; and

1 medicine labeling or medicine insert requirements of the FDA, or other regulatory authorities.
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With respect to TEPEZZA, sales will depend orrkefacceptance and adoption by physicians and healthcare payers, as
well as the ability and willingness of physicians who do not hadmirse infusion capability to refer patients to infusion sites of
care.With respect to KRYSTEXXA, our ability to grogales will be affected by the success of our sales, marketing and clinical
strategies, which are intended to expand the patient population and usage of KRY STHEi6{Acludes our marketing efforts in
nephrology and our studies designed to improve thporse rate to KRYSTEXXA, to evaluate a shorter infusion time, and to
evaluate the use of KRYSTEXXA in kidney transplant patiénish respect to RAVICTI, which is approved to treat a very
limited patient population, our ability to grow sales will depanthrge 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 RAVICTpthenae initiatedWith respect to PROCYSBI, which
is also approved to treat a very limited patient population, our ability to grow sales will depend in large part ortyotar abili
transition patients from the firgfeneration immediateelease cysteamiritberapy to PROCYSBI, to identify additional patients
with nephropathic cystinosis and to educate patients and physicians on the benefits of continuing therapy onc@ittitiated.
respect to ACTIMMUNE, while it is the only FDApproved treatment for chrigrgranulomatous 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 edatetggand physicians on the benefits of
continuing treatment once initiatéd/ith 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 whioadke ir#iouse infusion capability
to refer patients to infusion sites of cardith 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 liroit &glqutysicians, patients
and healthcare payei§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 signtficanterto sustain profitability, whih would have a material
adverse effect on our business, results of operations, financial condition and prospects (including, possibly, theivalue of o
ordinary shares).
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Our future prospects are highly dependent on our ability to successfully develepesute commercialization strategies
for each of our medicineFailure 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 mediciternoverand to achieve commercial success in the-texan will initially depend almost entirely on
our abilty 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 tr
enhancing effds 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 comprehesaiwecpost
commercal 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 delap 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 ideatification
time to treatment through our digl and broadcast marketing campaigns; (iv) enhancing the patient journey with etoudgh
patientcentric model as well as support for the patient anebsitare referral processes; and (v) pursuing more timely access to
TEPEZZA for TED patients. @r 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 methotrexahd to shorten the infusion time. With respect to RAVICTI and PROCYSBI,
our strategy includes accelerating the transition of patients frorgérstration therapies, increasing the diagnosis of the
associated rare conditions through patient and physititreach; 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 treatmenirgesdehcouraging use of ACTIMMUNE in CGD patients
prior to bone marrow transplant and in symptomatic carrierdiokgd CGD and increasing compliance rates overall. With
respect to our strategy for UPLIZNA, which leverages the successful strategiasenentiployed with TEPEZZA and
KRYSTEXXA, our aim is to (i) increase physician awareness of the benefits of UPLIZNA for the treatrN&MO&D and what
differentiates UPLIZNA from other medicines by generating additional trial data analyses and clidieatey({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 resaurédSPEZZA, and we believe our ability to
grow our longtermturnovert and a significant portion of the value of our company, relates to our ability to successfully
commerciake TEPEZZA in the United States. As a medicine laeddor a disease that had no previowgiproved treatments,
successful commercialization of TEPEZZA is subject to many risks. There are numerous examples of failures to meet high
expectations of markgiotential, including $ 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 tnder to con
successfully commerdiaing 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 b
the FDA for the treatment of TED, itess peci al |y di fficult to estimate TEPEZZA
increase patient and physician awareness of TED and change current treatment paradigms. In addition, some physicians that ¢
potential prescribers of TEPEZZA do n@Me the necessary infusion capabilities to administer the medicine and may not
otherwise be able or willing to refer their patients to tpiadty infusion centers, which may discourage them from treating their
patients with TEPEZZA. The commercial succesSEPEZZA 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 owedte 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 TEEEA 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 governrmanthted COVID19 vaccine production orders and
other risks associated with our reliance on our thatty manufacturers discussed below. We also have limited information
regarding how physicians, patients and payers will respond to the pricing of TEPEZ&kKidts may not prescribe TEPEZZA
and patients may be unwilling to use TEPEZZA if coverage is not provided or reimbursement is inadequate to cover & significal
portion of the cost. Thus, significant uncertainty remains regarding the commercial pofeRE&RIEZZA. If the continued
commercialization of TEPEZZA becomes unsuccessful or perceived as disappointing, the price of our ordinary shares could
decline significantly and lonterm success of the medicine and our company could be harmed.
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With respetto 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 ensuril
patient assistance to this n@de 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 feesdotai 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, atlaFor 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 commerc
payers, the expense we incur through our patient assgtaogram 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 reimbursemeritiagd net pr
of inflammation segment medicines.

In addition, our stragy 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 SIitE, 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 medicinegigr@verand to sustain profitdlity 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 Bember 31, 2021, four wholesale distributors accounted for substantially all of our sales in the
United States. If one of our significant wholesale distributors encounters financibeodificulties, such distributor may
decrease the amount of busmésat it does with us, and we may be unable to collect all tharamthat 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 madicines, 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 no
able to successfully commercialize our medicines in the United States or in any other territories where we have coghiteercial ri
In order to commercialize any approved medicines, we must continue to build our sales, marketing, distribution, madagerial an
other nortechnical capabilities. As of December 31, 2021, we had approximately 480 sales representatives in the field, consisti
of approximately 280 orphan segment sales representatives and 200 inflammation segment sales representatives. We currentl
have limited resources compared to some of our competitors, and the continued development of our own commercial organiza
to maket our medicines and any additional medicines we may acquire will be expensive aodrtsuming. We also cannot be
certain that we will be able to continue to successfully develop this capability.

As we continue to add medicines through developmentieffmd 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 acqui r aided matitines, wednrmy notdbé seicessdfubim cordiruingte p r
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 Ma@&1, 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 dispensiedicines. In addition, we must train our
sales force to ensure that a consistent and appropriate message about our medicines is being delivered to our potergtial custo
Our sales representatives may also experience challenges promoting médmes when we call on physicians and their
office staff. We have experienced, and may continue to experience, turnover of the sales representatives that wel hired or wil
requiring us to train new sales representatives. If we are unable to aactuétain qualified personnel outside of the United
States, we may not be able to execute our global expansion strategy successfully. If we are unable to effectivelalgain our s
force and equip them with effective materials, including medical and i&ieture 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 rejpopardy, 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 firing sale
representd@ves 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 prict 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 recruihire, train and retain commercial personnel. To the extent we rely on additional third parties to
commercialize any approved medicines, we may receivedessverthan if we commercialized these medicines ourselves. In
addition, we may have little or remntrol 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 witrtg third
sales and marketing organizatj 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 makddifficult 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 a
may be affected by future healthcare reform measures, both in the Btated and other key international mark8tsccessful
commercialization of our medicines will depend in part on the availability of governmental ardattirghayer reimbursement
for the cost of our medicine&overnment health administration authostiprivate health insurers and other organizations
generally provide reimbursement for healthctwgarticular, in the United States, private health insurers and otheptuind
payers often provide reimbursement for medicines and services basedesella¢ which the government (through the Medicare
or Medicaid programs) provides reimbursement for such treatnherte United States, the European Union, or EU, and other
significant or potentially significant markets for our medicines and medieingidates, government authorities and tpiacty
payers are increasingly attempting to limit or regulate the price of medicines and services, particularly for new aiveéinnovat
medicines and therapies, which has resulted in lower average selling fpuither, 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 smarkgiut additional pressure on medicine
pricing, reimbursement and usage, which may adversely affect our medicine sales and results of opkestopessures can
arise from rules and practices of managed care groups, judicial decisions and gotaiame and regulations related to
Medicare, Medicaid and healthcare reform, pharmaceutical reimbursement policies and pricing inTdesrgiressures may
create negative reactions to any medicine price increases, or limit the amount by whichlveeail@yto 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 increiag 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 collectely 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 discounfgrogram.
concerns continue to grow ovéietneed for tighter oversight, there remains the possibility that the Health Resources and Service
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 drpe changes to the 340B program through legislation. For example, a bill was introduced in
2018 that would require hospitals to report their-lasome utilization of the program. Further, the Centers for Medicare &
Medicaid Services, or CMS, issued adfinule in 2018 that implemented/il monetary penalties for manufacturers who
exceeded the ceiling price methodology for a covered outpatient drug when selling to a 340B covered entity. Pursuaat to the f
rule, after January 1, 2019, manufacturerstroakulate 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 respectto KRYSTEXX t he fiaddi ti onal rebated m
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 presinis (normally in the range of low to midens
percent) are written by healthcare providers that are eligible for 340B drug pricing and therefore the reduction iniB4Q@8& gric
penny has negatively impacted aumoverof KRYSTEXXA. The CMS previous revised the Medicare hospital outpatient
prospective payment system by creating a new, significantly reduced reimbursement methodology for drugs purchased under t
340B program for Medicare patients at hospital and other settings. These reductcumseatty 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 signific:
portion of the cost of our medicines. Thipdrty payers may limit coverage to specific medicines on an approved list, also known
asa formulary, which might not include all of the FEapproved medicines for a particular indication. Moreover, a-fairtly
payerd6s decision to provide coverage for a medicine does
Additionally, onethirdparty payer és decision to cover a particular me
coverage for the medicine, or will provide coverage at an adequate reimbursement rate. Even though we have contraets with s
PBMs in tre United States, that does not guarantee that they will perform in accordance with the contracts, nor does that preclu
them from taking adverse actions against us, which could materially adversely affect our operating results. In addition, the
existencof such PBM contracts does not guarantee coverage by
to their respective providers for our medicines. For example, some PBMs have placed some of our medicines on their exclusiol
lists from time o time, which has resulted in a loss of coverage for patients whose healthcare plans have adopted these PBM lis
Additional healthcare plan formularies may also exclude our medicines from coverage due to the actions of certain RBMs, futur
price increasewe may implement, our use of the HorizonCares program or other free medicine programs whereby we assist
qualified patients with certain cof-pocket expenditures for our medicine, including donations to patient assistance programs
offered by charitabléoundations, or any other g@ay 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 prescriptionfor 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 thady payers, we cannot be sure that coverage and reimbutseithbe
available for any of our medicines in any additional markets or for any other medicine candidates that we may develep. Also,
cannot be sure that reimbursement amounts will not reduce the demand for, or the price of, our medicines. landverage
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 antb@segres
generic drugs that contain the active ingredients found in our medicines or any other medicine candidates that we nay develog
acquire. If we fail to successfully secure and maintain coverage and adequate reimbursement for our mediciigrsfaraautey
delayed in doing so, we will have difficulty achieving market acceptance of our medicines and exprotentand profitability
which would have a material adverse effect on our business, results of operations, financial condition ects.prosp

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 anypathg@ragrams. Certain state
and federaénforcement authorities and members of Congress have initiated inquiries apaytassistance programs. Some
state legislatures have implemented or have been considering implementing laws to restrict-@alyasoapons for branded
drugs. For exampléegislation was signed into law in California that would limit the use gfaycoupons in cases where a
lower cost generic drug is available and if individual ingredients in combination therapies are available over the edonter at
cost. It is posible 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 theiatent assistance programs and support. If we are unsuccessful with our HorizonCares program or ar
other cepay programs, or we alternatively are unable to secure expanded formulary access through additional arrangements w
PBMs or other payers, we walibe 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 investismént leve
areas such as managed care cohtebates, HorizonCares and other access tools.

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

Theclinical development, manufacturing, labeling, packaging, storagerdkeeping, advertising, promotion, export,
marketing and distribution and other possible activities relating to our medicines and our medicine candidates arkeand will
subject to extensive regulation by the FDA and other regulatory agenciese kaib@mply 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 curiigtuire collaborators must comply with
numerous and varying regulatory and compliance related requirements of other cdemtegample, we are pursuing a global
expansion strategy, which includes bringing TEPEZZA to patients with TED outside ofited BtatesJapan is one of the
countries we are pursuirand in February 2022, we initiated a Phase 3 randomized, plaxetimlled clinical trial for the
treatment of moderat®-severe active TED patients in JapBarthermorein November 2021, wensmounced that the Committee
for Medicinal Products for Human Uséthe EMA, adopted a positive opinion recommendjrant of a Centralised dketing
Authorisation, or CMA, for UPLIZNA as a monotherapy for the treatment of adult patients with NMOSD wlsmtajuaporin
4 immunoglobulin G seropositive (AQR4G+). 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
infrastructre 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 Commids{onn addition, on March 23, 2021,
our strategic partmeMitsubishi 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 addiibmedicine testing and additional administrative review periods, including obtaining
reimbursement and pricing approval in select marléts.time required to obtain approval in other countries might differ from
that required to obtain FDA approva@heregulatory 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 falor 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 EcondmArea (which consists of the Member States of the EU, Iceland, Liechtenstein and Norway), or EEA, must
be supported by extensive clinical and-pliaical data, as well as extensive information regarding chemistry, manufacturing and
controls, or CMC, talemonstrate the safety and effectiveness of the applicable medicine candidate. The number and types of pi
clinical studies and clinical trials that will be required for regulatory approval varies depending on the medicine ctredidate
disease or the cdition that the medicine candidate is designed to target and the regulations applicable to any particular medicin
candidate. Despite the time and expense associated witirpoal and clinical studies, failure can occur at any stage, and we
could encounter problems that cause us to repeat or perform additionalipieal studies, CMC studies or clinical trials.

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

1 may not deem a ndécine candidate to be adequately safe and effective;

1 may not find the data from pinical studies, CMC studies and clinical trials to be sufficient to support a claim of
safety and efficacy;

1 may interpret data from prdinical studies, CMGtudies and clinical trials significantly differently than we do;

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

1 may conclude that we have not sufficiently demonstratedtemg stability of thdormulation for which we are seeking
marketing approval;

T may change approval policies (including with respect

regulations; or
1 may not accept a submission due to, among other reasons, the cofgematting of the submission.

Even if we believe that data collected from ourglirical studies, CMC studies and clinical trials of our medicine
candidates are promising and that our information and procedures regarding CMC are sufficient, our miattdensyfficient 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 n
be approved foall 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 sigricant 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 @hour medicines in additional indications or geographies is subject

to substantial uncertainty. Failure to gain additional regulatory approvals would limit the pdtentiaerand 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
the devéopment, 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 oyproducts in the EEA, should any development or manufacture of these products take place in the UK.

Great Britain is no longer covered by the EU6s prdcedu
covered by the centralizedtaorization 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 separatarketing 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 pfexantrus
delay us commercializing onnedicine candidates in the UK and/or the EEA and restrict our ability to geherateerand
achieve and sustain profitability. If any of these outcomes occur, we may be forced to restrict or delay efforts tdaeek regu
approval in the UK and/or EEfor 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 capac
by the respective UK and EU customeages that may delay tirsensitive 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 pezskind litigation and large incremental expenses if we fail to comply with
regulatory requirements or experience problems with our medicines.

Our current FDAapproved 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, packagingdistribution, storage, adverse event monitoring and reporting, dispensation, advertising, promotion and
recordkeeping. These requirements include submissions of safety and otheap@ting information and reports, ongoing
maintenance of medicine regiion and continued compliance with current good manufacturing practices, or cGMPs, good
clinical practices, or GCPs, International Council for Harmonisation, or ICH, guidelines, good pharmacovigilance pradtice, go
distribution practices and good labtmg 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 condueaposival.

Later discovery of previously unknown problems with a medicirmaeticine candidate, including adverse events of
unanticipated severity or frequency, or with our tipadty manufacturers or manufacturing processes, or failure to comply with
regulatory requirements, may result in, among other things:

1 injunctions or retrictions 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
medicine reimbursement;

i issuance of warning letters, show cause notices or untitled letters describing alleged violations, which may be publicly
available;

i suspension of any ongoing clinical trials or delay or prevention of the initiation of clinical trials;
i delay or refusal to approve pend applications or supplements to approved applications we have filed;

i refusal to permit drugs or precursor or intermediary chemicals to be imported or exported to or from the United
States;

i medicine seizure or detention, refusal to permit the impakport of medicines, or voluntary or mandatory
medicine recalls;

i suspension, restrictions or additional requirements on operations, including costly new manufacturing quality or
pharmacovigilance requirements; and/or

i criminal investigations angrosecutions, 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 bietalibjgations on
the approved indicated uses and patient populations for which our medicines may be marketed, the conditions of approval,
requirements for potentially costly, pasarket testing, including Phase 4 clinical trials, and requirementarfiggiance 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-lalwéf. Positive clinical trial results in any @fir medicine
development programs increase the risk that approved pharmaceutical forms of the same active pharmaceutical ingredients, ol
APIs, may be used offibel in those indications. A significant number of pharmaceutical companies have been tioé target
inquiries and investigations by various U.S. federal and state regulatory, investigative, prosecutorial and adminigtiestive en
connection with the promotion of medicines for-lafibel uses and other sales practices. These investigations legeel al
violations of various U.S. federal and state laws and regulations, including claims asserting antitrust violationss wbthgon
Food, Drug and Cosmetic Act, or FDCA, akittkback laws, and other alleged violations in connection with the promot
medicines for unapproved uses, pricing and Medicare and/or Medicaid reimbursement. If we are found to have improperly
promoted offlabel uses of approved medicines, we may be subject to significant sanctions, civil and criminal fines and
injunctionsprohibiting us from engaging in specified promotional conduct.

In addition, engaging in improper promotion of our medicines fotadi€l uses in the United States can subject us to false
claims litigation under federal and state statutes. These falses dtatutes 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 teipresich 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 penaltement 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 haage 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 posapproval activities. For example, there remains a substantialdmiouncertainty 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 adtitan,ie 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 woulg materiall
adversely affect our business, results of operations and financial condition.

We haveights 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 sé 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 Europkliddle 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 commerciai@abf 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 developmen
and commercialization of UPLIZNA for NMOSD as well@ber 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 aneduhat 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 licensesitditibn 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 | mmedicads activitiescavi tdvares@licdsitds Racd1il iC
PROCYSBI in the EMEA, over MTPCO6s or Hansoho6s activities
Miravobs or its existing and fut ur e SAID 2oatside iofahe Uritead Statese r s 6
even though those activities could impact our ability to successfully commercialize these medicines. For example, Imtsedica or
assignees, Chiesi or its assignees, MTPC or Hansoh or their respective assigneeoarMgassignees 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|csdll 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 $ddtesmcour
commercialization strategy in the United States. In addition, medicine recalls or safety issues with these medicirteg outside
United States, even if not related to the commercial medicine we sell in the United States, could result dassaigeiso the

brand in the United States and impair our ability to successfully market them. We also rely on Immedica, Chiesi, MTPC, Hanso
and Miravo, or their assignees to provide us with timely and accurate safety information regarding the usmetlitiess

outside of the United States, as we have or will have limited access to this information ourselves.

25



DI RECTORSs (CREMER T

Werely on third parties to manufacture commercial supplies of all of our medicines, and we currently intend to rely, in
whole or in part, on tind 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 medicoreail to do so at acceptable quality levels or prices or fail to maintain or
achieve satisfactory regulatory compliance.

The facilities used by our thirgarty manufacturers to manufacture our medicines and medicine candidates must be
approved by the ggticable regulatory authoritiegVe do not control the manufacturing processes of-fatly manufacturers and
are currently completely dependent on our Hmiatty manufacturing partners.

We rely on AGC Biologics A/S (formerly known as CMC Biologics A/&)AGC Biologics, as our exclusive manufacturer
of the TEPEZZA drug substance and CatalentRettieonas our manufacturers for TEPEZZA drug product. In December 2020,
pursuant to the DPA, Catalent was ordered to prioritize certain CQ9laccine marfacturing, 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 acceleratediptarade 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 produchinesiiéibg
in an increased number of vials with each manufacturing slot. We commenced resupply of TEPEZZA to the market in April 202
but we cannot guarantee thatr futurecontracted TEPEZZA manufacturing slots at Catalent will naebeheduled or canceled
as a result of additional U.S. governmemndated COVIBL9 vaccine production orderin December 2021, we received FDA
approval for our second drug product filling site at Patheon, on lines where GCMbBbducts are not filled tensure more
reliable and consistent supply of TEPEZZ3uring the thid quarter of 2021, we were informed that one of our contract
manufacturers for TEPEZZA is manufacturing an adjuvant for a C@\Daccine. The adjuvant is being manufactured on a
different line to the line used to maaature our medicine. We do not expect the manufacturing of this adjuvant to impact the
supply of our mediciné/Vhile we are not currently aware of any manufacturing facilities, other than Catalent and the other
previousy mentioned contract manufacturtitat are part of the supply chairr fuur medicines that are being utilized for the
manufacture of vaccines for COVAD®, similar circumstances could arise in the future and could result in supply disruption to
our othemedicinesFurther, following the highly successful launch of TEPEZi&hjch significantly exceeded our expectations,
we began the process of expanding production capacity in 2020 to meet anticipated future demand for TEPEZZA. If AGC
Biologics fails tosupply TEPEZZA drug substance or if Catalent fails to supply TEPEZdé 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 &l to further TEPEZZA supply consints.

We rely on NOF Corporation, or NOF, as our exclusive supplier of the PEGylation agent that is a critical raw material in tk
manufacture of KRYSTEXXA. If NOF fails to supply such PEGylation agent, it may lead ¥YSKRXXA 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 substantiagafle. 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 storeltiple vials of the master cell bank. In the event of catastrophic loss at our or Boehringer
Il ngel heim Biopharmaceutical sd storage facility, itingis po
capacity of ACTIMMUNE severelimpacted 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 othreedicine 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 ar
additional source of manufacturing to supplement the capabilities of aduptmity drug product manufacturers. We are in the
process of completing the buittit 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 &asein 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 medicire¥\&ténford facility for commercial sale once
we receive the required regulatory approvals, we expect to remain dependent on -@arthiddug product filling manufacturing
partners in the nedgerm and to a lesser extent in the medium/longer termyéuian to always dual source our strategic
products.
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If we or any of our thireparty manufacturers cannot successfully manufacture material that conforms to our specifications
and the applicabl e r egu lreguirements, c passhegulatoty inspection, we or urpliry r e gu | a
manufacturers will not be able to secure or maintain regulatory approval for the manufacturing facilities. In additiee,nee ha
direct control over the ability of thirgarty manufactums 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 o
medicines or if they withdraw any such approval infthare, or if our suppliers or thirdarty 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 ajpiti develop, obtain regulatory approval for or market our
medicines. To the extent our manufacturing facility of that of any-frarty manufacturers that we engage with respect to our
medicines are different from those currently being used for comrhsugiply 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 manufacture
may not perform as agreed or may terminate their agreements with us. We currently rely on single source suppliers for certain c
our medicines. If our manufacturers terminate their agreements with us, we may have to qualify ngwrbaclfacturers. We
rely on safety stock to mitigate the risk of our current suppliers electing to cease producing bulk drug product or ceasing to do s
at acceptable prices and quality. However, we can provide no assurance that such safety stocks would be sufficienppldyavoid s
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 advanc
manufacturing techniques and process contromfacturers of medicines often encounter difficulties in production, particularly
in scaling up and validating initial production. These problems include difficulties with production costs and yielgs, qualit
control, including stability of the medicinguality 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 anedistov
the medicines or in the manufacngifacilities 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 issuesieelating to t
manufacture of any of our medicinedl not occur in the future. Additionally, we or our thiphrty manufacturers may
experience manufacturing difficulties due to resource constraints or as a result of labor disputes or unstable potiticaé eisvi
If we or our thirdparty manufacturerwere to encounter any of these difficulties, or our thady manufacturers otherwise fail
to comply with their contractual obligations, our ability to commercialize our medicines or provide any medicine candidates t
patients in clinical trials woulle jeopardized.

Any delay or interruption in our ability to meet commercial demand for our medicines will result in the loss of potential
turnoverand could adversely affect our ability to gain market acceptance for these medicines. In addition, amy delay
interruption in the supply of clinical trial supplies could delay the completion of clinical trials, increase the coitsedasib
maintaining clinical trial programs and, depending upon the period of delay, require us to commence new diinital tria
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 businessl@ay or impede the development and commercialization
of any of our medicines or medicine candidates and could have a material adverse effect on our business, resultssyf operation
financial condition and prospects.

We face significant competition frasther biotechnology and pharmaceutical companies, including those marketing
generic medicines and our operating results will suffer if we fail to compete effectively.

Thebiotechnology and pharmaceutical industries are intensely compaéfitereave compébrs both in the United States
and international markets, including major multinational pharmaceutical companies, biotechnology companies and universities
and other research institutioddany of our competitors have substantially greater financial, teahsind other resources, such as
larger R&D, staff, experienced marketing and manufacturing organizations arektedllished sales forcesdditional
consolidations in the biotechnology and pharmaceutical industries may result in even more resowgycesitentrated in our
competitors and we will have to find new ways to compete and may have to potentially merge with or acquire other boisinesses
stay competitiveCompetition may increase further as a result of advances in the commercial appliobtglitynologies and
greater availability of capital for investment in these industfes.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 thg underly
diseaseand carry with them significant side effects, theirlaffiel 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 hurfaaRamti
monoclonaant i body candidate for the treatment of active TED,
Immunovant announced a voluntary pause in the clinical dosing of the candidate due to elevated total cholesterdéasitylow
lipoprotdn levels in patients treated with the candidate. Immunovant has indicated it intends to continue developing the candids
but did not provide an estimate of when the dosing might resume. Viridian Therapeutics, Inc. is pursuing developmemti-of two a
IGF-1R monoclonal antibodies for TED and has initiated a Phase 1/2 trial in the fourth quarter of 202KRYBIREXXA
faces limited direct competition, a number of competitors have medicines in clinical trials, including Selecta Bioscigmres In
Selectawhich has initiated a Phase 3 clinical program of a candidate for the treafnosbrnic refractory gout. In September
2020, Selecta announced topline clinical data that did not meet the primary endpoint or demonstrate statistical supiésiority f
Phase 2 trial that compared its candidate, which includes an immunomodulator, to KRYSTEXXA alone. In July 2020, Selecta at
Swedish Orphan Biovitrum AB, or Sobi, entered into a strategic licensing agreement under which Sobi will assume rgsponsibili
for cetain development, regulatory, and commercial activities for this candidate. In December 2021, Selecta and Sobi announc
the completion of enroliment for DISSOLVE |, the first of two clinical studies of the Phase 3 DISSOLVE development program
of SEL-212 for chronic refractorygout. SER 12 i s a combination of Selectads | mmT
therapeutic uricase enzyme (pegadricaB&VICTI could face competition from a few alternative medicine and treatment
options that are in developmeintcluding a geng¢herapy candidate by Ultragenyx Pharmaceutical Inc., a generigriasted
formulation option of sodium phenylbutyrate by ACER Therapeutics Inc., an enzyme replacement for a specific UCD subtype
(ARG) by Aeglea Bio Therapeutics Inc. am@nRNAbased therapeutic for a specific UCD subtype (OTC) by Arcturus
Therapeutics Holdings Inc. PROCYSBI faces competition from Cys@gommediaterelease cysteamine bitartrate capsules) for
the treatment of cystinosis, Cystadr@p&ysteamine ophthalmisolution) for the treatment of corneal cystine crystal deposits and
CystaraifM (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 af cystinos
UPLIZNA faces compiition from eculizumab, marketed as Sof®iby AstraZeneca plc, or AstraZeneca, and satralizumab,
marketed as Enspryimiyl by Chugai Pharmaceuticals Co., Ltd., a subsidiafy. éfoffmannLa Roche Ltdgach for the treatment
of patients with NMOSD. AstraZeca is also conducting a Phase 3 trial with Ultor®irisavulizumab) 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 fory&atreat 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 sygnificantl
less than the price we charge for PENNSAID IZ%e 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 pamsacist di
an available generic equivalent when fillingrascription for a branded medicine, in the absence of specific instructions from the
prescribing physician. Because pharmacists often have economic and other incentives to prescibstigemrerics, if
physicians prescribe PENNSAID 2%, those presioniig 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 PEAIN 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 tddiStates, subject to the terms of such agreements. We grantedgichasive
licenses to manufacture and commercialize generic versions of PENNSAID 2% in the United States aftet D@0B&r (ii)a
non-exclusive license to manufacture and comnadire 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, 2025and (iv) norexclusive license to mafacture 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 Cadifbelaware, 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 promotiontd pffeviously directed to DUEXIS to the
other inflammation segment medicines and expect that our DUEXiBverwill continue to decrease in future periods.
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ACTIMMUNE is the only medicine currently approved by the FDA specifically for the treatm&@®bfand SMO. While
there are additional or alternative approaches used to treat patients with CGD and SMO, there are currently no méwgicines on t
market that compete directly with ACTIMMUNE. A widely accepted protocol to treat CGD in the United Sthtesss of
concomitant Atriple prophylactic therapyo comprising ACT
However,the FDAappr oved | abeling for ACTI MMUNE does not discuss
choo® 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 marnotv transpl:
which, if sucessful, 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 actverse eff
on sales of ACTIMMWNE and its profitability. We are aware of a number of research programs investigating the potential of gen
therapy as a possible cure for CGD. Additionally, other companies may be pursuing the development of medicines and treatme
that target the samésgases 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. paits 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@D or SMO could have a material adverse effect on sales of ACTIMMUNE and
its profitability.

BUPHENYLO®s composition of matter patent protection and
has no regulatory exclusivity or listed patents,dtismothing 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 mayldebiat 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 fpayments
Bausch Health Companies Inc. (formerly Ucyclyd Pharma, lacBausch, 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 encepdthlgpor 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 prestridtemedicines offabel for UCD or

HE. We are also aware that Recordati S.p.A (formerly known as Orphan Europe SARL), or Recordati, received FDA approval i
January 2021 for carglumic acid for the treatment of acute hyperammonemia due to propionia acidesthylmalonic

acidemia. Carglumic acid, sold under the name Carbaglu, is also approved for chronic and acute hyperammonermia due to N
acetylglutamate synthase deficiency, a rare UCD subtype. RAVICTI may face additional competition from this compound.

The availability and price of our competitorsé medicir
medicines. We will not successfully execute on our business objectives if the market acceptance of our medicines tsyinhibited
price competition, if physicians are reluctant to switch from existing medicines to our medicines, or if physicians stbigrh to
new medicines or choose to reserve our medicines for use in limited patient populations.

In addition, established pharmaceaticompanies 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 competitordeglend 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 avatketing 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 commeraidlisation
medicine candidates.

= =4 =4 -4 A

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, or 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 interchangeabbiological 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 refelagicalbio
product was approved under afBLThe 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 megerial adv
effect on the future commercialgspects 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 fgetrepgiod
of exclusivity available to reference biological products. However, therask 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 prodardtopursu
its interpretation of the exclusivity provisions of the BPCIA for conmggproducts, 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 sintiladittonal generic substitution for ndoiological
products is not yet clear, and will depend on a number of marketplace and regulatory factors that are still develowigg includ
whether a future competitor seeks an interchangeability designatiobifisimilar of one of our medicines. Under the BPCIA as
well as state pharmacy laws, only interchangeable biosimilar products are considered substitutable for the referemte biologic
product without the intervention of the health care provider who presktite original biological product. However, as with all
prescribing decisions made in the contextofapapentovi der r el ati onship and a pati ent
providers are not restricted from prescribing biosimilar products offdabel 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 licemsure afte
completing its own preclinical studies and clinical trials. In saesktuation, 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 biosimilartpnogisuant to a set of general and
product classpecific 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 dpprove

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
interchangeablayith the attendant competitive pressure and potential adverse consequences. Such competitive products may &
able to immediately compete with us in each indication for which our medicine candidates may have received approval.

If we are unable to maintaior realize the benefits of orphan drug exclusivity, we may face increased competition with
respect to certain of our medicines.

Underthe Orphan Drug Act of 1983, tié&A 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 FDAoapproval
a designated orphan drug for the specifa@ 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 receivesten 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 extiusivity, u
December 22, 2024, for patients one year oftadess than two years of age as an orphanidrtige United StateSEPEZZA
has been granted orphan drug excl us i wphthaymopathywhich weexpgecnwiln t o
provide orphan drugnarketing exclusivity in th&nited 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 extyyshe 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 efédets/e or
a major contribution to patient care, and orphan exclusiatybe 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 conditiaru@rphan
exclusivity may also be lost if the FDA later deternsitieat 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 drugl@sivity is lost and we were unable to successfully enforce any
remaining patents covering the applicable medicine, we could be subject to generic competitiomoaedrom the medicine
could decrease materially.

In addition, if a subsequent drugapproved 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 fo
our medicines in the face of increasing pressure to reduce the price of medications, the adoption of our medicines by
physicians, patiestand payers may decline.

Therecontinues to be immense pressure from healthcare payers, PBMs and others to use less expensive or generic
medicines or ovethe-counter brands instead of certain branded medicines. For example, some PBMs have placeti@martain
medicines on their exclusion lists from time to time, which has resulted in a loss of coverage for patients whose pkealthcare
have adopted these PBM lists. Additional healthcare plans, including those that contract with these PBMs larease diff
formularies, may also choose to exclude our medicines from their formularies or restrict coverage to situations whererm gener
overthe-counter medicine has been tried first. Many payers and PBMs also require patients to-pekeaeamts for braded
medicines, including many of our medicines, in order to incentivize the use of generic or othqriceealternatives instead.
Legislation enacted in most states in the United States allows, or in some instances mandates, that a pharmasiandispense
available generic equivalent when filling a prescription for a branded medicine, in the absence of specific instructibas from
prescribing physician. Because our medicines (other than BUPHENYL, DUEXIS and VIMOVO) do not currently have FDA
approvedyeneric 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 disbatigfied
with the outof-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 flissuaded
writing prescriptions for our medicines in the first place in order to avoid potential patienbmptiance or dissatisfaction over
medication costs, or to avoid spending the time and effort of responding to pharmacy requests to switch prescriptions.

Partof 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 prescriptigins th
independent pdrmacies participating in our HorizonCares patient assistance program, including shipment of prescriptions to
patients. We also have contracted with a tpiadty prescription clearinghouse that offers physicians a single point of contact for
processing m@scriptions 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 magiie avail
toreducee | i gi bl e -ofad d leentt sddo otus f or prescriptions fi |-bfepatket Be c
cost for our medicines when dispensed through HorizonCares may be significantly lower than such costs when our medicines :
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 patrticipating in our
HorizonCaregrogram, 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 thegmebgrams,
we do not control whetr 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 healttare 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, whic
generally require us to pay admin&ive 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 Carerhask, as we
rebate agreements with other PBMad 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 agireements 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 ¢lontract wi
PBMs with which we have agreements do not adoptttamn 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 hig
rebates for prescriptions covered under plans that adoptladdBsen 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 healfflaasethat have PBMhosen formularies versus custom
formularies. If we are unable to realize the expected benefits of our contractual arrangements with the PBMs we mdg continue
experience reductions tarnoverfrom our inflammation segment medicireasd/or reductions in net pricing for our inflammation
segment medicines due to increasing patient assistance costs. If we are unable to increase adoption of Horizon®ares for filli
prescriptions of our medicines and to secure formulary status and reémiauntsthrough arrangements with PBMs and other
payers, particularly with healthcare plans that use custom formularies, our ability to agmevergrowth 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 specialt
pharmacies and drug pricing. Our patient assistance programg areateed 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 tise@mpatient
they prescribe one for an eligible patient, financial assistareey be avai |l abl e t-a-pocketdosts. h t he |
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 purchasenarship stake in any pharmacy that distributes our
medicines, and our relationship with each pharmacy isengnc | usi ve and armés | ength. Al
pharmacies independent of us. Despite this, the negative publicity andtifitem® Congress and enforcement authorities
regarding specialty pharmacies may result in physicians being less willing to participate in our patient assistanceaptbgrams
thereby limit our ability to increase patient assistance and adoption of oulinmaedic

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
pre<riptions 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
prescriptiors 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 advee events at any of those HorizonCares participating pharmacies. For example, pharmacies that dispens
our medicines could lose contracts that they currently maintain with managed care organizations, or MCOs, including PBMs.
Pharmacies often enter intoragments 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 asssjesTes pr
like ours. Failure to comply ith 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 forcdumedicines.

The HorizonCares program may implicate certain federal and state laws related to, among other things, unlawful scheme
defraud, excessive fees for services, healthcare kickbacks, tortious interference with patient contracts andrstatatoono
law fraud. We have a comprehensive compliance program in place to address adherence with various laws and regulgtions rel
to the selling, marketing and manufacturing of our medicines, as well as certaipatttyradelationships, including pimacies.
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, adjudicptiactieed
are consistent with our compliance policies and guidance. Despite our compliance efforts, to the extent the Horizon@ares prog
is found to be inconsistent with applicable laws or the pharmacies that participate in our patient assistancedoogtam
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 progriacreases relative to our sai@sover we could be forced to
reduce the amount of patient financial assistance that we offer or otherwise scale back or eliminate such programddvhich cou
turn have a negative I mpaetscomnbphwpsidcipans@&nwisldl wndghesngnte
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 thereforease payer reimbursement and lower our cost of providing patient
assistance programs, these arrangements generally require us to pay administrative and rebate payments to the PBafis and/or
payers and their effectiveness will ultimately depend togelaktent upon individual healthcare plan formulary decisions that are
beyond the control of the PBMSs. If our arrangements with PBMs and other payers do not result in increased prescriptions and
reductions in our costs to provide our patient assistanggegims 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 adoptiorebig @atd physicians of any

approved medicines through our sales, marketing and commercialization efforts, then we will not be able to generate sustainab
turnoverfrom 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 ma
be costly and timeonsuming and could materially and adversely impact our financial position and results of operations.

Operatingn the pharmaceutical industry, particularly the commercialization of medicines, involves numerous commercial
relationships, complex contractual arrangements, uncertain intellectual property rights, potential product liability aspleatise
that creatédneightened risks of disputes, claims and lawsuits. In particular, we may face claims related to the safety of our medicine
intellectual property matters, employment matters, tax matters, commercial disputes, competition, sales and marketing practic
ervironmental matters, personal injury, insurance coverage and acquisition or diveskiig® matters. Similarly, from time to time
we are involved in disputes with distributors, PBMs and licensing partners regarding our rights and performancearfsoltigat
contractual arrangements. Any commercial dispute, clwai m ¢
may incur significant expenses in addressing or defending any commercial dispute, claim or lawsuit, and we oiegdide pery
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 andd¢mnsuming and could materially and adverselyaichur 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 amautiple 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 3wasdh placebaontrolled clinical trial for the treatment of
moderateto-severe active TED patients in Japan. Furthermore, we are investing in our European infrastructure to support the
potential firsthalf 2022 approval of UPLIZNA by the EMA for NMOSD. &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:

1 compliance with Irish laws and the maintenance of our Irish tax residency with respect to our overall corporate structur
and administrative operations, including the need to generally hold meetings of our board of directors and make decisic
in Ireland,which may make certain corporate actions more cumbersome, costly arabtimaning;
difficulties in staffing and managing foreign operations;
foreign government taxes, regulations and permit requirements;
U.S. and foreign government tariffs, trade resits, 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 iy &teliticular
foreign countries;
1 fluctuations in currency exchange rates, which could result in increased operating expenses antireduegdnd
other obligations related to doing business in another country;
1 compliance with tax, employment, immégion 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 isdagapply 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 intellectyabperty 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 sirbldlemytior anticorruption laws,
regulations or rules of other countries in which we operate. Th&RGE similar antcorruption laws generally prohibit offering,
promising, giving, or authorizing others to give anything of value, either directly or indirectly, 4d.8ogovernment officials in
order to improperly influence any act or decision, seangeother 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 systemroéirgecounting controls. As described above, our business is
heavily regulated and therefore involves significant interaction with public officials, including officials-tf.8oigovernments.
Additionally, in many other countries, the health care prergdvho prescribe pharmaceuticals are employed by their government,
and the purchasers of pharmaceuticals are government entities; therefore, any dealings with these prescribers anchayrchasers
be subject to regulation under the FCPA. Recently the ®dGh& U.S. Department of Justice, or DOJ, have increased their
FCPA enforcement activities with respect to pharmaceutical companies. In addition, under fifer&®dddvall Street Reform
and Consumer Protection Act, private individuals who report to tidiginal 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 caimpliance v
these laws, including due diligence, training, policies, procedumagsnternal controls. However, there is no certainty that all
employees and thirgdarty business partners (including our distributors, wholesalers, agents, contractors, and other partners) will
comply with antibribery laws. In particular, we do not caritthe actions of manufacturers and other tipiagty agents, although
we may be liable for their actions. Violation of these laws may result in civil or criminal sanctions, which could inaletiyno
fines, criminal penalties, and disgorgement of pesitg, 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 aAtfhimsglus.
we believe our tax positions are readnaathe final determination of tax audits could be materially different from our recorded
income tax provisions and accrudle ultimate results of an audit could have a material adverse effect on our operating results
or cash flows in the period or peds 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 medicinesioe medic
candidates in addition to our current medicines, through business or medicine acquBstianse we do not engage in
proprietary drug discovery, the success of this strategy depends in large part upon the combination of our deuskipryent
and commercial capabilities and expertise and our ability to identify, select and acquire approved or clinically enatited medi
candidates for therapeutic indications that complement or augment our current medicines, or that otherwigerfit int
development or strategic plans on terms that are acceptablddeniffying, selecting and acquiring promising medicines or
medicine candidates requires substantial technical, financial and human resources eifertsstn do so may not restuh the
actual acquisition or license of a particular medicine or medicine candidate, potentially resulting in a diversion of our
management 6s time and the expendi tifweaeeunabletoidentifyrselectandmme s w
suitable medicines or medicine candidates from third parties or acquire businesses at valuations and on other termscacceptabl
us, or if we are unable to raise capital required to acquire businesses or new medicines, our business and grospieciteeil

Moreover, any medicine candidate we acquire may require additionalgdinseming development or regulatory efforts
prior to commercial sale or prior to expansion into other indications, includirgjipieal studies if applicable, and ertave
clinical testing and approval by the FDA and applicable foreign regulatory authdkltiegdicine candidates are prone to the
risk of failure that is inherent in pharmaceutical medicine development, including the possibility that the mediaiagéecarid
not be shown to be sufficiently safe and/or effective for approval by regulatory authbriteslition, we cannot assure that any
such medicines that are approved will be manufactured or produced economically, successfully commerciadield or w
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 likelihoed that w

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 aexpanded 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 progragompany acquisitions.

As of DecembeBl, 2013, we employed approximately 300-fithe employees as a consolidated entity. As of December
31, 2021, we employed approximately 1,890-futle employees, including approximately 480 sales representatpessenting
a substantial change to the size of our organization. We have also experienced, and may continue to experience,hernover of t
sales representatives that we hired or will hire in connection with the commercialization of our medicinesy negjtortrire 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 futurerdpetttbion 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 needitaiedotrecruit and train sales and marketing
personnel. In addition, as we build our R&D and manufacturing capabilities, we will need to continue to recruit andifieih qua
individuals in these areas. Our ability to manage any future growth effgatiasi 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 resaes;

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 ouinternal development efforts effectively while complying with our contractual obligations to licensors,
licensees, contractors, collaborators, distributors and other third parties.
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Our acquisitions have resulted in many changes, including significanteshamtihhe corporate business and legal entity
structure, the integration of other companies and their personnel with us, and changes in systems. We may encounter unexpec
difficulties or incur unexpected costs, including:

difficulties in achieving growtlprospects from combining thiplarty 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 statementsrapdrting 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

1 challenges in attracting and retaining key personnel.
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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, growtlttsrasdeanticipated tax synergies from
combining the businessda.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 inogring 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 Endcomplexities. 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 greathr costs wi
respect to our ek).S. commercial operations.
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We have also broadened our acquisition strategy to include develogtagrtassets 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 materi
amourts of our capital and other resources evaluating, acquiring and developing medicines that ultimately do not provide a retu
on our investmeniVe have less experience evaluating developisigte assets and may be at a disadvantage compared to other
entiies pursuing similar opportunitieRegardless, developmestiage programs generally have a high rate of failure and we
cannot guarantee that any such programs will ultimately be succ#ghfld.we have significantly enhancedr R&D function
in recentyears, we may need to enhance our clinical development and regulatory functions to properly evaluate and develop
earlierstage opportunities, which may include recruiting personnel that are knowledgeable in therapeutic areas we have not ye!
pursuedlf we are unable to acquire promising developmstiaige 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 investexanple,
acorestrategic rationale for the Viela acquisition was Viel
experience clinical failures with respect to Vielabés med
do nototherwise result in marketed medicines, we will not realize the expected benefits from our substantial investment in the
acquisition and subsequent development of the Viela pipdiseur R&D plans and strategies continue to develop, including as
a resut 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 frowagegctivities and
toward managing these growth and integratictivdies. 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 effectizgly man
growth could have a material adverse effect anbmsiness, 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 reallzenéfits of such transactions or attempts to engage in
such transactions

We havecompleted multiple medicine and company acquisitions, and our strategy is to engage in additional strategic
transactions with third parties, such as acquisitions of companidivisions 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
variety of other business arrangements, including-sfig) strate@ partnerships, joint ventures, restructurings, divestitures,
business combinations and other investments. Any such transaction may require us to inecumiog and other charges,
increase our near and lotgrm expenditures, pose significant inteéigna challenges, create additional tax, legal, accounting and
operational complexities in our business, require additional expertise, result in dilution to our existing shareholdgztptadrd
management and business, which could harm our operatidrisyancial results.

We face significant competition in seeking appropriate strategic transaction opportunities and the negotiation process for
any strategic transaction can be tinmsuming and complex. In addition, we may not be successful in our efforts to engage in
certan strategic transactions because our financial resources may be insufficient and/or third parties may not view our commer:
and development capabilities as being adequate. Further, increasing regulatory scrutiny of acquisitions may limit @ur ability
pursue certain acquisitions where we have potentially competing products or clinical programs. We may not be able ta expand
business or realize our strategic goals if we do not have sufficient funding or cannot borrow or raise additional eapisahol h
assurance that following any of our recent acquisition transactions or any other strategic transaction, we will achieve the
anticipatedurnover profit or other benefits that we believe justify such transactions. In addition, any failures orinlelatgsing
into strategic transactions anticipated by analysts or the investment community could seriously harm our consolidased busines
financial condition, results of operations or cash flow.
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We may not be able to successfully maintaincomrent 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 maintaireddridand inmultiple otherjurisdictions
We are able to achieve a favorable tax rate through the performance of certain functions and ownership of certaiaxassets in t
efficient jurisdictions, including Ireland and Bermuda, together with the use of intesiogrsprvice and transfer pricing
agreements, each on an armdés |l ength basis. Our effextive
factors including, changes to the tax laws of jurisdictions that we operate in, the enatime@ntax treaties or changes to
existing tax treaties, changes in the mix of our profitability from jurisdiction to jurisdiction, the implementation bf AraiE
Tax Avoidance Directive (see further discussion below), the implementation of the Berommtaric 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 differgefrimuas periods or
our current expectation¥axing 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\vid@sgpgct that thesanallenges will
continue as a result of the recent increase in scrutiny and political attention on corporate tax sthetiiR&s and/or the Irish
tax authorities may challenge our structure and transfer pricing arrangements through an audit oR&spsuitling to or
defending such a challenge could be expensive and consum
from operating our businesa/e cannot predict whether taxing authorities will conduct an audit or file a lavastlligrging this
structure, the cost involved in responding to any such audit or lawsuit, or the oufoemare unsuccessful in defending such a
challenge, we may be required to pay taxes for prior periods, as well as interest, fines or penaltig penobiigated to pay
increased taxes in the future, any of which could require us to reduce our operating expenses, decrease efforts iasupport of
medicines or seek to raise additional funds, all of which could have a material adverse effecusimess tinancial 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 thieadsses of Horizon Pharma, Inc., or HPI, our predecessor,
and Vidara Therapeutics International Public Limited Company, or Vidara.

Althoughour 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 to78@é4tmfrthe Internal Revenue Code
of 1986, as amended, or the Collecorporation is generally considered a tax resident in the jurisdiction of its organization o
incorporation for U.S. federal income tax purpo&ecause our parent company is an Irish incorporated entity, it would generally
be classified as a foreign corporation (and, therefore, aJn®ntax resident) under these general ridestion7874 ofthe 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 forfé#l&al income tax purposes is affected by Section
7874, though the IRS may disagree.

Recent and future changes to U.S. and-dd®. tax laws could materially adversely affect our company.

Undercurrent law, we expect our parent company to be treatedaasign corporation for U.S. federal income tax
purposesHowever, changes to the rules in Secfi@74 of the Code or regulations promulgated thereunder or other guidance
issued by the U.S. Department of the Treasury, or the U.S. TreasuryJRBttas | d adversely affect ou
status as a foreign corporation for U.S. federal income tax purposes or the taxation of transactions between membeup of our g
and any such changes could have prospective or retroactive applifatiorparat 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, ri¢¢cBasd Erosion and
Profit Shifting project final report on October 5, 20This report provides the basis for international standards for corporate
taxation that are designed to prevent, among other things, the artificial shifting of income to texamal/Ewtax 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 jurisdictidiegislation to adopt these standards has been er@ddurrently under
consideration in a number of jurisdictio@n June 7, 2017, several countries, including many countries that we operate and have
subsidiaries in, participated in the signiopenetBakFBeatyny ad
Related Measures to Prevent Base Erosion and Profit Shifting, commonly referred to as thieeMllLI came into effect on
July1,2018l n January 2019, Ilreland deposited t hethé@ECDIrruanearid &
MLI came into force on May 1, 2019, however the provisions in respect of withholding taxes and other taxes levied lojdreland
not come into effect for us until January 1, 2020 (with application also depending on whether the Midrhiaified in other
jurisdictions whose tax treaties with Ireland are affectedg. MLI may modify affected tax treaties making it more difficult for
us to obtain advantageoustagaty benefitsThe number of affected tax treaties could eventually ltee thousand#\s a result,
our income may be taxed in jurisdictions where ita$ 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 Anfiax Avoidance Directive, oATAD, was formally adopted by the Economic and Financial
Affairs Council of the EUThe stated objective of the ATAD is to provide for the effective and swift coordinated implementation
of antibase erosion and profit shifting measures at EU |eug. dl 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 eeklitisn, the ATAD
contains a number of optional provisions that present an elementicé etsato how it will be implemented into la@n
December 25, 2018, the Finance Act 2018 was signed into Irish law, which introduced certain elements of the ATAD, such as t
Controlled Foreign Company, or CFC, regime, into Irish [alae CFC regime becaareffective as of January 1, 20The
ATAD also set out a higkevel framework for the introduction of Arliybrid provisionsFinance Act 2019 introduced Anti
hybrid legislation in Ireland with effect from January 1, 2@6ance Act 2021 introduced ther ATAD measures, such as the
interest limitation rules and a#ttiybrid rules to neutralize reverbgbrid 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 thecitirodéithese provisions.

On December 22, 2017, Uu.s. federal i ncome tax | egislat
reconciliation pursuant to titles |1 and V of \tHledtheTaxn cur
Cuts and Jobs Act, or the Tax Act) that significantly revised the Code in the United Biatdsx Act, among other things,
contained significant changes to corporate taxation, including reduction of the corporate tax rate from ginapratarof 35%
to a flat rate of 21%, limitation of the tax deduction for interest expense to 30% of adjusted earnings (except fonakrtain s

businesses), implemenaluotsent ®afoawlibalser equisi kematieen$i corp
determination of taxable income without regard to tax deductions for certain payments to affiliates, and taxation méreertain

U.S. corporationsd earnings considered to be figlalangame i nt
tax |l aw resulting in additional taxes owed by U.S. tehare
attribution rules related to ficontrolled foreigA0%cobr por a

greater of our outstanding ordinary shares, which other shareholders may have viewed as beneficial or may otherwige negative
impact the trading price of our ordinary shares.

On March 27, 2020, H.R.748, the Coronavirus Aid, Relief, and Econoroizi§eAct was enacted in the United States,

which provides temporary relief from certain aspects of the Tax Act that had imposed limitations on the utilizatiomof certai
losses, interest expense deductions, and the timing of refunds of alternativermtaixredits.

38



DI RECTORSs (CREMER T

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 Statenmt. The Inclusive Framework Statement sets out the key terms for an agreement -gillarta@lution to
address the tax challenges arising from the digitalization of the economy. Pillar One focuses on nexus and profitaaltbcation
Pillar Two providesdr a global minimum effective corporate tax rate of 15 percent. The Inclusive Framework Statement provide
that Pillar One would apply to multinational enterprises with annual globalverabove 20 billion euros and profitability above
10 percent, witltheturnoverthreshold 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 detailec
rules which defie the scope and set out the mechanism for introducing the Pillar Two global minimum effective tax rate propose
Although it is difficult at this stage to determine with precision the impact the Pillar Two proposals would have, their
implementation could aterially increase our effective tax rate.

The Biden administration and Congress have proposed various changes to the U.S. federal taGen¢gimet these
proposals include, among other things, eliminating or modifying some of the provisions ém#wée@iax Act, a new alternative
minimum tax on book income and changes in the taxation efbh8nincome. While these proposals have not yet been enacted
and it is unclear whether these proposals or similar changes will ultimately ever be enacteskabe pof 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 efdaiaxdeferr
assets, could result in significant etime charges, and could increase our future U.Sexprnse.

We are unable to predict what tax laws may be proposed or enacted in the future or what effect such changes would have
our business. To the extent new tax laws are enacted, or new guidance released, this could have an adverse effee on our futu
effective tax rate. It could also lead to an increase in the complexity and cost of tax compliance. We urge our shi@mreholders
consult with their legal and tax advisors with respect to the potential tax consequences of investing in or holdingugur ordin
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 constiytt least 10% of the value or voting
power of our ordinary shares, such person may be t regmated
corporationdo in our group (if any) idiarke cedain®four nel.5. supsidatiep | n
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 maybedeq report annually and include in its
U.S. taxable income its pro rata s-haxedofnidSwmbparanH 1ng
property by controlled foreign corporations, regardless of whether we make any distsbAn individual that is a United States
shareholder with respect to a controlled foreign corporation generally would not be allowed certain tax deductions tixforeign
credits that would be allowed to a U.S. corporation that is a United Statesodthar&¥ith 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 startingwitt s pect t o such sh
federal income tax return for the year for which reporting was due. We cannot provide any assurances that we willséssst inve
in determining whether any of our n@hS. subsidiaries is treated as a controlled forebrporation or whether any investor is
treated as a United States shareholder with respect to any such controlled foreign corporation or furnish to any Wnited State
shareholders information that may be necessary to comply with the aforementionedgepartax paying obligations. A United
States investor should consult its advisors regarding the potential application of these rules to an investment impur ordina
shares.

If we are not successful in attracting and retaining highly qualifiexsonnel, 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, manufi@mg, scientific and medical personnéle are highly dependent on our
management, sales and marketing and scientific and medical personnel, including our executiveroffidersto retain
valuable employees at our company, in addition to salargandal 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, stacil option
restricted stock units, or RSUs, that vest over time sulgjexdritinued service3he 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 canigs.
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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 gener:
provide for atwill employment, which means that our employees can leave our employment at any time, with or without notice.
The loss oflte services of any of our executive officers or other key employees and our inability to find suitable replacements
could potentially harm our business, financi al condd tion
lives of theg individuals or the lives of any of our other employees. Our success also depends on our ability to continue to attras
retain and motivate highly skilled junior, mievel, and senior managers as well as junior;lexel, 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 inutsteyitidan we do. They also may provide
more diverse opportunities and better chances for career advancement. Some of these characteristics may be more appealing
high quality candidates than that which we have to offer. If we are unable to contitinedivaad 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 implementdtargesdo 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 thealthcare system in ways that could impact profitabilitghe United States and abroad there is
significant interest in implementing regulations and legislation with the stated goals of containing healthcare costsy improv
quality, and/or expandingceessThe pharmaceutical industry has been a focus of these efforts and has been significantly affecte
by major legislative initiatives, particularly in the United States.

The healthcare system is highly regulated in the United States and, as a lwotpahycthat participates in government
regulated healthcare programs, we are subject to complex laws and regulations. Violation of these laws, or any othrer federal
state regulations, may subject us to significant administrative, civil and/or crimiredtipe, damages, disgorgement, fines,
exclusion, imprisonment, additional reporting requirements, and/or oversight from federal health care programs thatioeuld req
the restructuring of our operations. Any of these could have a material adversereffactbusiness and financial results. Any
action against us for violation of these laws, even if we ultimately are successful in our defense, will cause usgoificant si
|l egal expenses and divert our maraegbasness.t s attention awa

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 t
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
legislatian, 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, théotesed shared responsibility payment imposed by the ACA to $0. Commonly referred
t o axdtihve diuial mandate, 0 this provision imposed a fine on
coverage for all or part of the year. In addition, Congress increased the manufacturer coverage gap discount that is owed by
pharmaceutical mamacturers 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. Suprem&&@aexample, 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 Aindividual nildusdhe ACAWIll veman irrefepténdtd careent forFurti@g ngr e s
prior to the U.SSupreme 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 Februan
15, 2021 and remainegben through August 15, 20ZIhe 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 projectachwaiver programs that include work requirements, and policies that create unnecessary
barriers to obtaining access to health insurance coverage through Medicaid or tHei@dssible that the ACA will be subject
to judicial or Congressional challeeg)in the futurelt is unclear how any such challenges and the healthcare reform measures of
the Biden administration wil| i mpact the ACAds manyordi f f
and our business.
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In addition, dug pricing by pharmaceutical companies in the United States has come under increasedSuestiioally,
there have been several recent state and U.S. congressional inquiries into pricing practices by pharmaceutical companies.

In 2020, the Trump Admistration 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 Adnisiration proposals, including a policy that would tie both Medicare Part B and Part D drug
prices to international drug prices, or the fAmost 202&vor e
one that directed HHS to finalizee 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 antikickback law safe harborefr pl ans, phar macies, and PBMs, commo.]
that reduced the cost of insulin and injectable epinephrine to patients acquired through the 340B program. Further,6on August
2020, the Trump administration issued another @tkez order that instructed the federal government to develop a list of
Afessential 0 medicines and then buy them and other medica
the world. The order was meant to reduce regulatory batoelsmestic pharmaceutical manufacturing and catalyze
manufacturing technologies needed to keep drug prices low and the production of drug products in the United States. The FDA
i ssued the |list of fiessential 0,208di cines pursuant to thi

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 drugeranufactu
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 forgesevmeriod that was
scheduled tdegin on January 1, 2021 and end December 31, 2027. As a result of litigation challenging the Most Favored Natio
model, the IFR was formally rescinded on December 27, 2021. The FDA released a final rule implementing a portion of the
importation executiverder 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 manufacturersaio obtain
additional National Drugode for an FDAapproved 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, HHSaned FDA
in the process of acceptimyustry proposals to facilitate personal importation of prescription drugs. On November 20, 2020,
HHS al so finalized the Arebate ruled regul ation by remov
manufacturers to plan sponsorgler Part D, either directly or through PBMs, unless the price reduction is required birdaw.
rule also creates a new safe harbor for price reductions reflected at thefgszild, as well as a safe harbor for certain fixed fee
arrangements between MB. The implementation dhis rule hadveen delayed until January2026

In July 2021, the Biden Administration released an exe
with multiple provisions aimed at prescription drugs. In tlien the President directed the Federal Trade Commission (FTC) to
ban fipay for delayod patent settlement agreements, and to

competition. The executive order also directed the FDA to cantmwork 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 interchalityeatbiologic products, supporting biosimilar

adoption by increasing education, and facilitating the approval of biosimilars by updating and clarifying existing retguinesnen
procedures related to biologics licensing. Finally, the executive omgetslHHS 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 paydtor drugs.
response to President Bideno6s eeleasedatConyweheonsivalPéan for AddressiBgeHigh e m
Drug Prices that outlines principles for drug pricing reform. These principles are government drug price negotiatiosy promot
increased competition including changes to supply chains and promotingilsissand generics and supporting public and
private research. The plan sets out a variety of potential legislative policies that Congress could pursue as wedllas potenti
administrative actions HHS can take to advance these principles. No legisla@mioistrative actions have been finalized to
implement the principles.

Congress continued to seek new legislative and/or administrative measures to control drigrtiostsorMarch11,
2021, President Biden signed the American Rescue Plan R6Rdfinto law, which eliminates the statutory Medicaid drug

rebate cap, currently set at 100% of a drugds avergsge ma
beginning January 1, 202Binally, Congress is considering addité health reform measures, including those relating to drug
pricing, as part of Il egislation to i mpl eThetfegislatiohiacludds den A

physical infrastructure improvement and health care proposals@ndiwd use drug pricing Wmhisf orm
legislation is using the budget reconciliation process which requires a majority vote to pass the House ard Sesata, the
legislation has not received in the SenHtit.were to passit 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 imptement cost
containing measures to keep healthcare costs down, due in part to thereltteiny 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 appro\
medicine candidates or the amounts of reimbursement available for thdaetpifrom governmental agencies or thedty
payers, may increase the tax obligations on pharmaceutical companies such as ours, or may facilitate the introducimn of gene
competition with respect to our products.

The implementation of cost containmieneasures 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 ondlirectly, 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 sucHhflitwgadien.
unable to comply, or have not fully cpled, 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 vaaaods state
federal fraud and abuse and transparency laws, including, withmitattion, the federal AntKickback 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, sucle &tetiith Insurance Portability and Accountability Act of 1996, as
amended by the Health Information Technology for Economic and Clinical Health Act, sunshine laws, government price reportil
laws, andbther fraud laws. Some states, such as Massachusakts certain reported information public. In addition, there are
state and local lawthat requie pharmaceutical representatives to be licensed and comply with codes of conduct, transparency
reporting, and other obligations. Collectively, these laws miagtafamong other things, our current and proposed research, sales,
marketing and educational programs, as well as other possible relationships with customers, pharmacies, physiciand, payers, &
patients. We are subject to similar laws in the EU/EEApiolg the EU General Data Protection Regulation (2016/679), or
GDPR, wunder which fines of wup t o tir@0erofthemmiringeriwhicheveris greater, t o
could be imposed for significant n@ompliance.

Compliance wih these laws, including the development of a comprehensive compliance program, is difficult, costly and
time consumingBecause of the breadth of these laws and the narrowness of available statutory and regulatory exemptions, it is
possible that some of bbusiness activities could be subject to challenge under one or more of sudiidass.er, state
governmental agencies may propose or enact laws and regulations that extend or contradict federal reduesaergks may
be increased where there asmlving interpretations of applicable regulatory requirements, such as those applicable to
manufacturer cgpay programsPharmaceutical manufacturer-pay programs, including pharmaceutical manufacturer donations
to patient assistance programs offergdharitable 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 applicabig regula
requirements and certain state laarsgd any change in the regulatory or enforcement environment regarding such programs could
impact our ability to offer such progran@ther recent legislation and regulatory policies contain provisions that disincentivizes
the use of cgay coupons by requmg 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 Médveagtle unsuccessful with
our cepay programs, we would bé @ competitive disadvantage in terms of pricing versus preferred branded and generic
competitors, or be subject to significant penalti¥s. are engaged in various business arrangements with current and potential
customers, and we can give no assuranaesiich arrangements would not be subject to scrutiny under such laws, despite our
efforts to properly structure such arrangemesgt®n if we structure our programs with the intent of compliance with such laws,
there can be no certainty that we wontt need to defend our business activities against enforcement or litigratitrer, 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 oghtiion.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 administrativeanctions, 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, dilvei 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 stateloagaflgayments made to physicians and other healthcare
providers. The ACA, among other things, imposed reporting requirements on drug manufacturers for payments made by them 1
physicians (defined to include doctors, dentists, podiatrists, optometuslisemsed chiropractors), certain other healthcare
providers (including, for example, physician assistants and nurse practitioners), and teaching hospitals, as well @samanershi
investment interests held by physicians, and their immediate family m&nfladlure to submit required information may result in
significant civil monetary penalties.
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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 action#f 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 petaliies, inclu
significant administrativesivil and criminal penalties, damages, fines, withdrawal of regulatory approval, imprisonment,
exclusion from government healthcare reimbursement programs, contractual damages, reputational harm, diminished profits au
future earnings, injunctions andothe associ ated remedies, or private Aqui tart
the name of the government, and the curtailment or restructuring of our operations, all of which could have a material advers
effect on our business and result®pérationsAny action against us for violation of these laws, even if we successfully defend
against it, could cause us to incur significant | ergal ex
business.

Our medicines or any o#h medicine candidate that we develop may cause undesirable side effects or have other propertie
that could delay or prevent regulatory approval or commercialization, result in mediclabeting or withdrawal from
the market or have a significant impan customer demand.

Undesirable side effects caused by any medicine candidate that we develop could result in the denial of regulatory appro
by the FDA or other regulatory authorities for any or all targeted indications, or causevaiie the future of our development
programs. In our Phase 3 clinical trial evaluating TEPEZZA for the treatment of active TED, the most commonly reported
treatmentemergent adverse events were muscle spasms, nausea, alopecia, diarrhea, fatigyeehyipetgtaring 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, nasopharyngipiaticonshest pain,
anaphylaxis, exacerbation of pegisting 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, healtiedseanid dizziness.

The most common side effects obser vieidk @dn opri vecootnaslt ittrutail osn e
fever, headache, chills, myalgia and fatigue. With respect to UPLIZNA, the most common adverse reactiorslathess b
randomized and opédabel treatment in our fMOmentum 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 op
label periods included urinary tract infection, nasopharyngitis, upper respiratory tract infection and influenza. In telition,
deaths were reported in the ongoing ofadrel 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 egablished. The possibility that the death was treatrredated could not be ruled out, and as a result, under the terms
of the protocol for the trial, the death was assessed as treagtatatl. 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 conduat addition
clinical trials of UPLIZNA in order to establish an adequate safety database. With respect to PROCYSBI, the most common sid
effects include vomiting, nausea, abdominal pain, breath odor, diarrhea, skin odor, fatigue, rash and headache. The most comr
adverse events reported in a Phase 2 clinical trial of PENNSAID 2% were application site reactions, such as drynéss, exfoliat
erythema, pruritus, pain, induration, rash and scabbing. The most commonly reported treaisrgent adverse events in the

Phase 3 clinical trials with RAYOS included flare in rheumatoid arthritis related symptoms, abdominal pain, nasopharyngitis,
headach, 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 tl
we may develop that receives marketing approval, or there could be perceptions that the medicine is associated with undesirak
side efects. As a result of any such events it is possible that:

i regul atory authorities may require the addition of
contraindication;

regulatory authorities may withdraw their approval of the medicineameplestrictions 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

i we may besubject to increased exposure to product liability and/or personal injury claims.

f
f

If any of these events occurred with respect to our medicines, our ability to generate signifiasmtrfrom the sale of
these medicines would be significantly harmed.
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We rely on third parties to conduct our peénical 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 ab
to oktain regulatory approval for or commercialize our medicine candidates and our business could be substantially
harmed.

We have agreements with thighrty contract research organizations, or CROSs, to conduct our clinical programs, including
those requireddr postmarketing commitments, and we expect to continue to rely on CROs for the completiegadgmand
planned clinical trials. We may also have the need to enter into other such agreements in the future if we were tddevelop ot
medicine candidates 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. Neverthelesesp@naible
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 authomies in oth
jurisdictions, enforce these GCP or ICH regulations through periodic inspections of trial sponsors, principal investigators and tri
sites. If we or our CROs or collaborators fail to comply with applicable GCP or ICH regulations, the data generateihicabur cl
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 applicatamde
assureghat, upon inspection, the FDA, or such other regulatory authorities, will determine that any of our clinical trials comply o
complied with GCP or ICH regulations. In addition, our clinical trials must be conducted with medicine produced under cGMP
reguktions, and may require a large number of test subjects. Our failure to comply with these regulations may requiretus to rep
clinical trials, which would delay the regulatory approval process. Moreover, our business may be implicated if any ©sour CR
or collaborators violates federal or state fraud and abuse or false claims laws and regulations or privacy and setMgty laws.
must also obtain certain thihrty 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 thipérty CROs or collaborators terminate, we may not be able to enter into similar
arrangements on oamercially 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 thatalthienl d
obtain is compromised due to the failure to adhere to our clinical protocols or regulatory requirements or for atiseotgaso
clinical trials may be extended, delayed or teaed and we may not be able to obtain regulatory approval for or sucgessfull
commercialize our medicines and medicine candidates. As a result, our results of operations and the commercial pmspects for
medicines and medicine candidates would be harmed, our costs could increase and our ability tauyeoeesteuld be
delayed.

Switching or adding additional CROs or collaborators can involve substantial cost and require extensive management tim
and focus. In addition, there is a natural transition period when a new CRO or collaborator commences work. As ayssult, dela
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 days 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, incladiogngo
of clinical sites, has been limited by the COVID pandemic, and to the extent that our CROs are unable to fulfil their contractual
obligations as a result of the COUI® pandemic or government orders in response to the pandemic, we may have limited or no
recoursaunder 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 tréailte

Clinical testing issxpensive and can take many years to complete, and its outcome is uncertain. Failure can occur at any
time during the clinical trial process. Thesults of preclinical studies and early clirattrials of potential medicine cdidates
may not be predictive of the results of lasésige clinical trials. Medicine candidates in later stages of clinical trials may fail to
show the desired safety and efficacy traits despite having progressed threatyhigabstudies and initiallimical testing.

In some instances, there can be significant variability in safety and efficacy results between different clinicaheials of t
same medicine candidate due to numerous factors, including changes in trial protocols, differences itype @bt patiet
populations, differences in and adherence to the dosing regimen and other trial protocols and the rate of dropout eahong clini
trial participants. Various pipeline programs among our current pipeline are subject to this esknfae, in a Phase 1b clinical
trial, Viela observed that dazodalibep (H4920) decreased disease activity in patients with rheumatoid arthritis. Viela
subsequently initiated a Phase 2 clinical trial for dazodalid&iN¢4920) in patients with rheumatoid laritis, a separate Phase
2b clinical trial for dazodalibep (HZM 920) i n Sj°grenédés syndrome and a separat
4920) in kidney transplant rejection, which clinical trials we have assumed and are conducting. idhassisance that
dazodalibep (HZN4920) will have a similar impact on disease activity in such clinical trials.

44



DI RECTORSs (CREMER T

We may experience delays in clinical trials or investigatitiated studiesWe 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 completedlenitahe
all. Clinical trials can be delayed for a variety of reasons, includiays related to:

i obtaining regulatory approval to commence a trial;

1 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 amongetiff@ROs 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 posatment followup;

clinical sites dropping out of a trial;

adding new sites; or

manufacturing sufficient quantities of medicine candidates for use in clinical trials.

=4 =4 =4 -8 -89

Our clinical trials may also be affected by COVID. For example, our poestarketing clinical trials for TEPEZZA have
been delayed due to the impactied TEPEZZA supply disruption at Catalent. In addition, clinical site initiation and patient
enroliment may be delayed duestaffing shortages qrioritization of hospital and healthcare resources toward CEMIDr its
variants. Current or potentiaafpents 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 GO8/IBurther, some patients may not be
able or willing to complywith 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 tria#s;adssied
to site monitors ootherwise curtailed certain operations. Similarly, our ability to recruit and retain principal investigators and site
staff who, as healthcare providers, may have heightened exposure to @9Miidy be adversely impacted. The availability of
supplies neded for the conduct of preclinical studies and clinical trials may be impacted by CT\3Dpply disruptions. For
example, we depend on the availability of #fmmman primates to conduct certain preclinical studies that we are required to
complete prior tesubmitting an IND and initiating clinical development. There is currently a global shortage-lofimam
primates available for drug development, due in part to an increase in demand from companies and other institutiong developin
vaccines and treatmerfts 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 oualslinical t
increase the cost abmpleting 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 thel size an
nature of the patient population, the proximity of patients to clinical sites, the eligibility criteria for the triakitire afehe
clinical trial, competing clinical trial s andtheanedicmé ci ans
candidate being studied in relation to other available therapies, including any new drugs or biologics that may be ap®ved f
indications we are investigating. In addition, if patients drop out of our trials, miss scheduled dodew-apfeisits or
otherwise fail to follow trial protocols, or if our trials are otherwise disputed due to CQ¥YI@ actions taken to slow its spread,
the integrity of data from our trials may be compromised or not accepted by the FDA or other reguthtmities, which would
represent a significant setback for the applicable program.

We could encounter delays if prescribing physicians encounter unresolved ethical issues associated with enrolling patient
in clinical trials of our medicine candidatedigu 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 regulaitigsauth
due to a number of factors, includingldiae 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 resthigng in
imposition of a clinical hold, nforeseen 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 dys 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 nuedaiegrom any of these
medicine candidates will be ldged 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 gener
turnover.

Moreover, principal imestigators 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 te report s
of these relationships tbhe 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 thefittegrit
data generated #te 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
approvalof 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 commencemenileti@omf 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 estimat
that may nobe accurate.

Because certain of our clinical trials are focused on indications with small patient populations, our ability to ebtell eligi
patients may be limited or may result in slower enrollment than we anticipate. In additipngjeations 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 kial/e the pot
to benefit from treatment with our medicines and any of our future medicine candidagsdimaa¢es. These estimates have been
derived from a variety of sources, including scientific literature, surveys of clinics, physician interviews, patieniciosi adal
market research, and may prove to be incorrect. Further, new studies may chasti@#tedeincidence 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 mayanwriable 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 taegietysdior certain
indications means we may never achieve profitability without obtaining market approval for additional indications.

Business interruptions could seriously harm our futuraoverand financial condition and increase our costs and
experses.

Ouroperations 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 currgat COVID
pandemt, and other natural or manade 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 ¢
seriougy 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, ldinois. If
Dublin or Deerfield offices were affected by a natural or masde 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 aperations
financid condition. We currently rely, and intend to rely in the future, on {pardy manufacturers and suppliers to produce our
medicines and thirgarty logistics partners to ship our medicines. Our ability to obtain commercial supplies of our medicines
couldbe disrupted and our results of operations and financial condition could be materially and adversely affected if the
operations of these thiphlrty suppliers or logistics partners were affected by ammate or natural disaster or other business
interrugtion. 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 stosensitive 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 utilizingc@mbination of our own egite systems and thuplarty information technology systems,
including cloudbased data centers and mobile technology infrastructure, both operated by third parties. We are dependent upot
such systems, infrastructure and datapgerate our business. The multitude and complexity of our computer systems and those of
our thirdparty service providers makes them vulnerable to service interruption or destruction, disruption of data integrity,
inadvertent actions or inactions that esp@ur 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 infation of our employees, patients, customers or other business partners may be exposed 1
unauthorized persons or to the public. While to our knowledge, we have not experienced a material information security breach
nor incurred any penalties or settlenserggarding 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;afeseabice, supply chain attacks,
actions or inactionby 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, integrityand availability. Changes in how our employees work and access our systems during thelQOVID
pandemic could lead to additional opportunities for bad actors to launch cyberattacks or for employees to cause inadvertent
security risks or incidents. Our basss partners, particularly our thipdrty 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 viddatitsn that
to disclosure or modifid@n 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 federatated/or
breach notification laws arfdreign law equivalents, subject us to mandatory corrective action, require us to verify the correctnes
of database contents, and otherwise subject us to litigation or other liability under laws and regulations that protdcgiarso
or contractual pvisions, any of which could disrupt our business and/or result in increased costs otuossvet The effects
of a security breach or privacy violation could be further amplified during the CQ9Ipandemic. Moreover, the prevalent use
of mobile deices that access confidential information increases the risk of data security breaches, which could lead to the loss
confidential information, trade secrets or other intellectual property.

Despite significant efforts to create security barriers t@bwowe 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 generallyeaiedetntil after an incident has occurred. In addition, a
cybersecurity event could result in significant increases in costs, including costs for remediating the effects of satHfiaeev
imposed by regulators, logtrnoverdue 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 investedgand conti
to invest, in the protection of our da&ind 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 ssiiandsine
operations and/or result in thess 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 typenttamo
cover us againstlaims 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 reasmsable te
at all; or(c) any insurer will not deny coverage as to any future claim. The successful assertion of one or more claims against u:
that exceed available insurance coverage, or the occurrence of changes in our insurance policies, including premiuam increases
the inposition of large deductible or éosurance 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 cybersexldty failure to
comply with these laws and regulations could harm our business.

We aresubject to laws and regulations governing data privacy and the protection of personal information. These laws and
regulations govern our processing of personal, dattuding the collection, access, use, processing, analysis, modification,
storage, transfer, security breach notification, destruction and disposal of personal data. There are foreign ancestaiadaw v
these laws and regulations to which weamgently 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 G@R&related legislationThe GDPR, which is wideanging in scope,
imposes several requirements relating toctiesent 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 thingiarty processors iconnection 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 juristittieesed to have adequate
controls, provides an enforcement authority and sep@otentially large monetary penalties for noncompliance. The GDPR
requirements apply not only to thighrty transactions, but also to transfers of information within our company, including
employee information. The GDPR and similar data privacy laveshafr jurisdictions place significant responsibilities on us and
create potential liability in relation to personal data that we or ourplairty service providers process, including in clinical trials
conducted in the United States and EU. In additimexpect 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, ant we canno
determine the impact such future laws, regulationtsstandards may have on our business.
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The UK6s vote in favor of exiting the EU, often referr
uncertainty with regard to data protection regulation in the UK. As of January 1, 2021, ardith®f 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 potertiatlgesusimilar fines and
other potentially divergent enforcement actions for certain violations. As a result of the expiration of the period bpé¢h#ied
Trade and Cooperation Agreement, or TCA, transfertJddata fiosnthe e c o
EEA to the UK now require an O6transfer mechanism, 6 such
announced a decision of fiadequacyo concl udi ng GDPRawhich he U
removes the need for any additional transfer mechanism to be implemented at present. Some uncertainty remains, hvever, a:
adequacy determination must be renewed after four years and may be modified or revoked in the interim. Fuvtitarthere,
expiration of the TCAspecified 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, expensed, costs, an
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 oregulations may develop in the medium to longer term nor the effects of divergent laws and guidance regardin
how data transfers to and from the UK will be regulated.

Recent legal developments in Europe have created further complexity and uncertaiatiypgemgansfers 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 t
EU-US Privacy Shield Framework, or Privacy Shield, under which personal data could beredrfsfen the EU and UK to
United States entities who had sedfrtified under the Privacy Shield scheme. Nine of our United States entities havertHiedi
under the Privacy Shield framework and we have entered into the standard contractual clawnsesngitoup 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 dat a preaghtenedtsancions fora w
violations of its cros®order data transfer restrictions, including fines of up to the greater of 4% of annuatgiotwadror
020.0 million and injuncti ons aaidity ofiteetstartdardmnracfua clasises (&\dtandard t
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 alltamcamdJse of the standard
contractual clauses must now be assessed on-dyga@sse basis taking into account the legal regime applicable in the destination
country, in particular applicable surveillance laws and rights of individuals and additioralresand/or contractual provisions
may need to be put in place. The nature of these additional measures, however, remains uncertain. As supervisorisaughorities
further guidance on personal data export mechanisms, including circumstances wharelthvd sbntractual clauses cannot be
used, and/or start taking enforcement action, we could suffer additional costs, complaints and/or regulatory investfgasns o
and/or if we are otherwise unable to transfer personal data between and amongscandtregions 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 #&@ aduapstandard contractual clauses
under the GDPR for personal data transfers outside the EEA, which may require us to expend significant resources to update ¢
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 thelfkeétl a&DPR the United States since it create
broadly cfined in the law) and places increased privacy and security obligations on entities handling personal data of consume
or households. The CCPA requires covered companies to provide new disclosures to California consumers (as that word is
broadly definedn the CCPA), provide such consumers new ways teapbf 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 curremtlyy writte
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 votedsaapprove
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, inclu
personainformation. 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 natiorlly. 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 informatderilan f
international or dter 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 obseers 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 Virginfraésait
the Consumer Data Protection Aat,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 furtlegral 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, amendmeatsr reinterpretations of existing laws and regulations, and contractual or other
obligations relating to privacy, data protection, data transfers, data localization, or information security may reqmiskes t
changes to meet new legal requiremeintsyr 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, amnee 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 foreigd laws
regulations relating to data p&cy 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, whicubjeatd
us to significant fing, 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 ioaimpliance
event of a widespreathta 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 ofdh@mercial 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 cat
injury or is found to be otherwise unsuitable during clinical testing, meanufag, 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 etst be asserted under state consumer protection acts.
If we cannot successfully defend ourselves against product liability claims, we may incur substantial liabilities ordaetoequi
limit commercialization of our medicines and medicine candidate=n B successful defense would require significant financial
and management resources. Regardless of the merits or eventual outcome, liability claims may result in:

1 decreased demand for our medicines or medicine candidates that we may develop;

injury to ou reputation;

withdrawal of clinical trial participants;

initiation of investigations by regulators;

costs to defend the related litigation;

a diversion of management 6s time and resources,;
substantial monetary awards to trial participants or patients;

mediine recalls, withdrawals or labeling, marketing or promotional restrictions;

loss ofturnover

exhaustion of any available insurance and our capital resources; and

= -4 -4 -4 -4 -2 -2 -8 -8 -2

the inability to commercialize our medicines or medicine candidates.

Our inability to obtan 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 coveringur 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 origettlement
an amount that is not coest, 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 teghmgrtommercialization of our current
medicines in the Uniéd 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 insi@snce polic
also have various exgions, 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 aremot covered
our insurance, and weay not have, or be able to obtain, sufficient capital to pay such amounts

Our business involves the use of hazardous materials, and we and otpaftiyrdnanufacturers must comply with
environmental laws and regulations, which can be expensive amdtrasiv we do business.

Ourthirdparty manufacturersd6 activities involve the contrc
us, including the components of our medicine candidates and other hazardous compounds. We and our ensuanéestinject
to federd state and local as well as foreign laws and regulations governing the use, manufacture, storage, handling and dispos
these hazardous materials. Although we believe that the safety procedures utilized by-partthimthniacturers for handling
ard disposing of these materials comply with the standards prescribed by these laws and regulations, we cannobelirsinate t
of accidental contamination or injury from these materials. In the event of an accident, statepfd¢dex@n 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, Marglhtyd fave are subject to
any liability asaresultofourthtpgar t y manuf acturersé activities involving
condition may be adversely affected. In the future we may seek to establishtEmyénirdparty manufacturing arrangements,
pursuant to which we would seek to obtain contractual indemnification protection from sugbatityrchanufacturers potentially
limiting this liability exposure.
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Risks Related to our Financial Position and Capital Requirenets

We may not remain profitable in future periods.

Although we recorded operating income amdfit for the last several years, we may incur operdtiages in the future.
Losses in prior periods resudt@rincipally from costs incurred in odevelopmat activities for our medicines and medicine
candidates, commercialization activities related to our medicines and costs associated with our acquisition transagtions. Our
losses, combined with possible future losses, have had and mayeontnw have an adverse effect
working capital. Our ability to maintain profitability will depend on tbenoverwe generate from the sale of our medicines being
sufficient to cover our operating expenses. We also expecpeuating expenses to increase substantially as a result of
continuing to develop our pipeline of medicine candidates, which will negatively impact our future profitability untifreydh t
ever, that these potential medicine candidates are approved@essfully commercialized, as well as developing our
manufacturing and international sales and marketing capabilities.

We have limited sourcesmirnoverand significant expenses. We cannot be certain that we will sustain profitability, which
would depess 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 o
medicines habeen primarily in the United Stat®8e 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 b generate futureirnoverdepends heavily on our success in

1 continued commercialization of our existing medicines and any other medicine candidates for which we obtain
approval,

i securing additional foreign regulatory approvals for our medicines irotéegtwhere we have commercial rights;
and

i 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 ahktdm 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 impayrtour abilit
raise capital, expand our business, diversify our medicine offerirgmtinue 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:

1 commercialize our existingnedicines in the United States, including the substantial expansion of our sales force in
recent years;

1 complete the regulatory approval process, and any future required clinical development related thereto, for our medicin
and medicine candidates;

1 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;

1 satisfy progress and milestopayments under our existing and future license, collaboration and acquisition agreements;
and

1 conduct clinical trials with respect to potential additional indications, as well as conduntgr&sting requirements and
commitments, with respect to our meidies and medicines we acquire.

While we believe that our existing cash and cash equivalents, along with future cash flows based on our current expectati
of continuedurnovergrowth, will be sufficient to fund our operations, we may need to raisé@udifunds if we choose to
expand our commercialization or development efforts more rapidly than presently anticipated, if we develop or acquigd additio
medicines or acquire companies, or if tumnoverdoes not meet expectations.
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We cannot be caxin that additional funding will be available on acceptable terms, or at all. As a result of the-COVID
pandemic and actions taken to slow its spread, as well as actual or perceived changes in interest rates and ecomgrttie inflatio
global credit andinancial 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 ecomic 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 amoants o
terms acceptable to use 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 backmor abando
our plans to grow the bumess through acquisitions. We also could be required to:

1 seek collaborators for one or more of our current or future medicine candidates at an earlier stage than otherwise woul
be desirable or on terms that are less favorable than might otherwiselableyvar

1 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 acquisitiorahitityrto 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 adverssy @fif 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 aggrpgacipal 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:
1 reducing the benefits we expect to receive from our pndrany future acquisition transactions;
1 making it more difficult for us to satisfy our obligations;
1 requiring a substantial portion of our cash flows from operations to be dedicated to the payment of principal and interes
on our indebtedness, therefeeglucing our ability to use our cash flows to fund acquisitions, capital expendRées,

and future business opportunities;

1 exposing us to the risk of increased interest rates to the extent of any future borrowings, including borrowings under ou
credit agreement, at variable rates of interest;

1 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 amydgbt instruments, including
restrictive covenants and borrowing conditions, could result in an event of default under the agreements governing suc
indebtedness;

1 increasing our vulnerability to, and reducing our flexibility to respond to, changes lousiness or general adverse
economic and industry conditions;

1 limiting our ability to obtain additional financing for working capital, capital expenditures, debt service requirements,
acquisitions, and general corporate or other purposes and incresagt of any such financing;

1 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 thesdmgiy leveraged
and who, therefore, may be able to take advantage of opportunities that our leverage may prevent us from exploiting; &

9 restricting us from pursuing certain business opportunities.
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Our credit agreement and the indenture goveraings.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
subsidiariesd (as desi gn atthedthings pag dividendsohdistabgtiors eap@andse equity, o ,
prepay junior debt and make certain investments, incur additional debt and issue certain preferred stock, incur liens on asse
engage in certain asset sales, consolidate with or mergé alt selsubstantially all of our assets, enter into transactions with
affiliates, designate subsidiaries as unrestricted subsidiaries, and allow to exist certain restrictions on the ailitiedf re
subsidiaries to pay dividends or make other paysients.

Our ability to obtain future financing and engage in other transactions may be restricted by these covenants. In gddition,
credit ratings will impact the cost and availability of future borrowings and our cost of capital. Our ratingsraeamyl tieflect
each rating organizationés then opinion of our finomsncial
There can be no assurance that we will achieve a particular rating or maintain a particular ratingureth® fetuction in our
credit ratings may limit our ability to borrow at acceptable interest rates. If our credit ratings were downgraded watmlt fam
a potential downgrade, we may not be able to sell additional debt securities or borrow mbaenounts, at the times or
interest rates or upon the more favorable terms and conditions that might otherwise be available. Any impairment tyf tour abili
obtain future financing on favorable terms could have an adverse effect on our ability taceefingrof our theexisting debt
and may severely restrict our ability to execute on our business strategy, which includes the continued acquisitionalf additi
medicines or businesses.

As a result of the COVIEL9 pandemic and actions taken to slowiiead, as well as actual or perceived changes in
interest rates and economic inflation, the global credit and financial markets have experienced extreme volatility towksdisrup
including diminished liquidity and credit availability, declines in consuceafidence, declines in economic growth, increases in
unemployment rates and uncertainty about economic stability. In addition, government efforts to stimulate economig activity i
the face of the COVIEL9 pandemic have caused interest rates to fluctunatereated uncertainty as to future fluctuations. If the
equity and credit markets deteriorate, it may make any additional debt or equity financing more difficult, more cosdy or mor
dilutive.

We may not be able to generate sufficient cash to serviokalr 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 finanaial andditi
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- CTIPADIemic and actions taken to sltsv
spread will continue to have a negative impactusnoverof 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 cannotwassure tha
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 forcee ¢o redu
delay capital expenditures, sell assets or business operations, seek additional capital or restructure or refinantadoesémdeb
We cannot ensure that we would be able to take any of these actions, that these actions would be successiulisibal et
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 additiaw, teny kit
payments of interest and principal on our outstanding indebtedness on a timely basis would likely result in a reduction of ou
credit rating, which could harm our ability to incur additional indebtedness.

If we cannot make scheduled payment®ondebt, we will be in default and, as a result:

i our debt holders could declare all outstanding principal and interest to be due and payable;

i the administrative agent and/or the lenders under our credit agreement could foreclose againstibeuansspthe
borrowings then outstanding; and

i 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.

Ourmanagementds 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 valu
any investment in our seqties. 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 oumedicines, 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 paynients, capita
expenditures and general porate purposes. We may also invest our cash in-gront investmengrade, interesbearing
securities. These investments may not yield a favorable return to our shareholders. If we do not invest or apply awysash in
that enhance shareholder valwe, 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.
UnderSectims 382 and 383 of the Code, if a corporation und:«
than 50 percent change (by value) in its equity ownership overaytheear per i od) , t he c echapgeneat i o

operating lossarryforwards and other phange tax attributes to offset pasiange income may be limited. Certain net

operating losses generated before an August 2, 2012 ownership change and federal net operating losses and federal tax credi
acquired through thei®la 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 viillaesult
corresponding increadn 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. takia#s 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 &pplicable
approximately ten years following our merger transaction with Vidatarespect 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 incomeavor U.S.
liability respectively, if any, resulting from certain intercompanyatd® 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 theimeXsrati
result of this limitation, however, it may take Horizon Thetdjes 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 expgctations, it
possible that the limitation under Section 7874 of the Codbeontilization 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 obligation

Any limitation on our ability to use our net operating losd 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 sutfject to su
limitations.

Unstable market and economic conditions may have seaduverse consequences on our business, financial condition and
share price.

Fromtime to time, including recently as a result of the COMMDpandemic and actions taken to slow its spread, global
credit and financial markets have experieneeileme volatility and disruptions, inclng) 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 bssirstrategy 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 finamong 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 bn our grow
strategy, financial performance and share price and couliteass 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 surviveé@an econom
down-turn, which could directly affect our ability to attayar 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 downgtilied |osses, or other significant
deterioration in the fair value of our cash equivalents since December 31, 2021, no assurance can be given that deterioration
conditions of the global credit and financial markets would not negatively impact oemtgportfolio of cash equivalents or our
ability to meet our financing objectives. Dislocations in the credit market may adversely impact the value and/or fiquidity o
marketable securities owned by us.
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The UKO6s referendum toiteavemthbeEBUand thaubKgs3ax 2
continue to cause disruptions to capital and currency markets worldwide. The full impact of Brexit, however, remains uncertai
The TCA, which outlines the trading relationship betweenJkend 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 fayanterest
exchange rate and other market and economic volatility, as well as political uncertainty. Brexit may also have a detrgoental eff
on our customers, distributors and suppliers, which would, in turn, adversely affeotrmwerand financial condition.

While the TCA provides for the tariffee trade of medicinal products between the UK and the EU there may be additional
nontariff 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 i
international trade, tariff and import/export regulations as a result of Brexit or otherwise may impose unexpected duty costs
other nontariff 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 devethepexception that
any of them could occur, may significantly reduce global trade and, in particular, trade between the impacted natidd& and the

If the London InteiBank Offered Rate, or LIBOR, is discontinued, interest payments under our gregirent may be
calculated using another reference rate.

In July 2017the 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 20B%eHdhe 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 ReferenceCRatmsttee, a steering committee
composed of large U.S. financial institutions, is considering replacing U.S. dollar LIBOR with the Secured OvernighgFinancin
Rate, or SOFR, a new index calculated by stesrh repurchase agreements, backed by Treasumitses 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 credittagneoue credit
agreement does not address all circumstances in which LIBOR ceases to be published. There remains uncertainty regarding tt
future utilization of LIBOR and the nature of any replacement rate, and any potential effects of the traveitisora LIBOR
on us are not known. The transition process may involve, among other things, increased volatility and illiquidity irfonarkets
instruments that currently rely on LIBOR and may result in increased borrowing costs, the effectivenessl afaetgtctions
such as hedges, uncertainty under applicable documentation, including the credit agreement, or difficult and costlygrocesses
amend such documentation. As a result, our ability to refinance our credit agreement or other indebtednedgeotir
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 g@reeraditta

Changes in accounting rules or policies may affect our financial position and results of operations.

Accountingprinciples generally accepted in the United States, or GAAP, and related implementation guidelines and
interpretations can be highlpmplex 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 aff@atialr fi
position and results of opeians. 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 transactio@hanges 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 28&iior 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.

Theindenture governing the 205&nior Notes and the credit agreement impose various covenants that limit our ability

and/ or our restricted subsidiaries6é ability to, among ot

1 pay dividends or distributions, repurchase equity, prepay, redeem or repurchase certain debt eadaimake
investments;

9 incur additional debt and issue certain preferred stock;

91 provide guarantees in respect of obligations of other persons;

9 incur liens on assets;

1 engage in certain asset sales;

1 merge, consolidate with or sell all or substantially abaf assets to another person;

1 enter into transactions with affiliates;

1 sell assets and capital stock of our subsidiaries;

1 enter into agreements that restrict distributions from our subsidiaries;

1 designate subsidiaries as unrestrictelsidiaries; and

1 allow to exist certain restrictions on the ability of restricted subsidiaries to pay dividends or make other payments to us.

These covenants may:

T limit our ability to borrow additional funds for working capital, capital expendituresiisitiqns or other general
business purposes;

1 limit our ability to use our cash flow or obtain additional financing for future working capital, capital expenditures,
acquisitions or other general business purposes;

1 require us to use a substantial portibar cash flow from operations to make debt service payments;

1 limit our flexibility to plan for, or react to, changes in our business and industry;

1 place us at a competitive disadvantage compared to less leveraged competitors; and

1 increase our vulnerdiy 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 del

obligations, we may not be able to capitalize on strategic opptiegior 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 pedais the len

or the tolders of the 2027 Senior Notes to cause the administrative agent or the trustee, as applicable, to declare all gr part of a
outstanding senior secured term loans or revolving loans, or the 2027 Senior Notes to be immediately due and payable or to
exercse any remedies provided to the administrative agent or the trustee, including, in the case of the credit agreemegt procee
against the collateral granted to secure our obligations under the credit agreement. An event of default under threeanedit agr

or the indenture governing the 2027 Senior Notes could also lead to an event of default under the terms of the othér agreemen
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 hav
to take significant charges against earnings.

In connection with the accounting for our various acquisition transactions, we have reggmiiedust amounts of
intangible asset&Jnder GAAP, we must assess, at least annually and potentially more frequently, whether the value of goodwill
has been impairedmortizing intangible assets will be assessed for impairment in the event of an iemamdicatorFor
example, during the year ended December 31, 2018, we recorded an impairment of $33.6 million to fully write off theéook valu
of developed technology related to PROCYSBI in Canada and Latin Am@uch.impairment and any reductionodher
impairment of the value of goodwill or other intangible assets will result in a charge against earnings, which coully material
adversely affect our results of operations and sharehol d

Risks Related to Ourlntellectual 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.

Werely upon a combination of patents, trade secret proteahd confidentiality agreements to protect the intellectual
property related to our medicines and medicine candidates. The strength of patents in the biotechnology and pharrelteutical fi
involves complex legal and scientific questions and can betaintefhe 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#slpccur
generic competition could be expected against our curredicines 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, ahiclrmprior
invalidate a patent or prevent a patent from issuirsgdb@n a pending patent application.

Even if patents do successfully issue, third parties may challenge their validity, enforceability or scope, which nray result
such patents being narrowed or invalidated.

Any adverse outcome in these matters or amy 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 affegt twur abilit
successfully execute our business strategy to incesdeg of our medicines, and would negatively impact our financial condition
and results of operations, including causing a significant decreaseturmawverand cash flows.

Furthermore, even if they are unchallenged, our patents and patent applivayonst adequately protect our intellectual
property or prevent others from designing around our claims. If the patent applications we hold with respect to our faiédicines
to issue or if their breadth or strength of protection is threatened, it dsalthde 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 nfdraeable or will go unthreatened by third
parties. Since patent applications in the United States and most other countries are confidential for a period ofitintg after
and some remain so until issued, we cannot be certain that we were thdifestrg patent application related to our medicines
or any other medicine candidates. Furthermore, if third parties have filed such patent applications, an interferenog pmoceedi
the United States can be provoked by a thady or instituted by uto 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 agreemeits to prote
proprietary knowhow 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 proprietaryHowwnformation or technology that is not covered by
patens. Although we expect all of our employees to assign their inventions to us, and all of our employees, consultants, advisor
and any third parties who have access to our proprietary-kiowy information or technology to enter into confidentiality
agreemets, we cannot provide any assurances that all such agreements have been duly executed or that our trade secrets and
confidential proprietary information will not be disclosed or that competitors will not otherwise gain access to oucregglerse
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
laws of the United States. As a result, we may enteowignificant 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, coveringnamsinvent
not followed by the issuance, in other caigt, 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 intignis ootin
similar to the interpretation gan 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 thetdrited
and other countries may mesially diminish the value of our intellectual property or narrow the scope of our patent protection. If
we are unable to prevent material disclosure of thepad@nted intellectual property related to our technologies to third parties,
and there is nouarantee 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 opérations a
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 thenanufacturing 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 ométurnoverof RAVICTI. On May31, 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 manufactuim)JPHENYL. The restated collaboration agreement also contains
obligations to pay Bausch regulatory and sales milestone payments, as well as royaltiesvenof BUPHENYL. If we fail to
make a required payment to Bausch and do not cure the failinia Wié 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 methamuiédicture could be developed or acquired. Even if
alternative technology could be developed or acquired, the loss of the Bausch technology could still result in sulsssaantidl co
potential periods where we would not be able to market and sell RA\ARIFor BUPHENYL. We also license intellectual
property necessary for commercialization of RAVICTI from an external party. This party may be entitled to terminatesthe licen
if we breach the agreement, including failure to pay required royaltiesrmove 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 usntince 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 andkoavior TEPEZZA. We also have exclusive sub
licenses for rights licensed to Roche for TEPEZZA by certain-fiartly 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 thmuevent of
bankruptcy or insolvency, or if we challenge the basdandi t
our challenging the validity of Rochebds patents, andwen al
may be required to assign and transfer to Roche certain filings and approvals, trademarks, and data in our possesgitor necesse
the development and commercialization of TEPEZZA, and assign clinical trial agreements to the extent permittgdalte m
be required to grant Roche an exclusive license under our patents artidsndor 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
cortinue to commercialize TEPEZZA, which would have a material adverse effect on our business, financial condition and resu
of operations.

We also hold an exclusive license to patents and technology from Duke University, or Duke, and Mountain View
Pharmacsticals, 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 adgreement
not cured withm 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 beavipossible 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 agiidetemiRegents 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 wawdrlizbility to
develop PROCYSBI in other indications, and could impact our ability to continue commercializing PROCYSBI in its approved
indications.
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We also license rights to knelmow and trademarks for ACTIMMUNE from Genentech Inc., or Genentech. Gehanay
terminate the agreement upon our material default, if not cured within a specified period of time. Genentech may atso termina
the agreement in the event of our bankruptcy or insolvency. Upon such a termination of the agreement, all inteletyal p
rights conveyed to us under the agreement, including the rights to the ACTIMMUNE trademark, revert to Genentech.df we fail t
comply with our obligations under this agreement, we could lose the ability to market and distribute ACTIMMUNE, widch wou
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 witbKe University and Dankarber Cancer Institute related to UPLIZNA, (i) our license
with SBI Biotech Co. Ltd related @axdilimab (HZN7734) (iii) our license with Medimmune, LLC, or Medimmune, related to
dazodalibep (HZN4920) (iv) our sublicense witMedImmune for its license with Lonza Sales AG, or Lonza, related to
UPLIZNA anddaxdilimab (HZN7734) (v) our sublicense with Medimmune for its license with BioWa, Inc., or BioWa, related
to UPLIZNA, and (vi) our sublicense with Medimmune for its licewsth BioWa and Lonza related ttaxdilimab (HZN7734)

If we fail to comply with our obligations under these agreements, or we are subject to a bankruptcy, we may be reqk&ed to ma
certain payments to the licensor, we may lose the exclusivity of emsks 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 Vectur a -owoouepngtht c6s, ¢
delayed release of corticosteroids relating to RAYOS. If we fail to comply with our obligations under our agreement with Vect
or our other license agreements, or if we are subject to a bankruptcy, the licensor may have the righate teenticense, in
which event we would not be able to market medicines covered by the license, including RAYOS.

Some intellectual property has been discovered through goverfiamel®d programs and thus may be subject to federal
regul ati onghisnudc hr iagsh tfismarcert ain report i nbgsedcenpanies.e ment s
Compliance with such regulations may limit our exclusive rights, and limit our ability to contract wih.8on

manufacturers.

Some of our intellectugdroperty rights, specifically, intellectual property rights related to UPLIZNA that dreeinsed
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 &l government may have certain rights to intellectual property embodied in certain of our current or
future medicine candidates pursuant to the Bagle Act of 1980, or the Baybole Act. These U.S. government rights in certain
inventions developed undargovernmenfunded program include a naxclusive, nortransferable, 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 grarclusive, partially exclusive, or naxclusive licenses to any of these inventions to a third
party if it determines that: (§dequate steps have not been taken to commercialize the inventigoyéiihment action is
necessary to meet public heatthsafety needs; or (iigovernment action is necessary to meet requirements for public use under
feder al regul ationsi  arlisphtred)er read dwr akn diwaeg cdie, howevel
exercised any marein rights an any patented technology that was generated using U.S. government funds. The U.S. governmer
also has the right to take title to these inventions if we or the applicable grantee fail to disclose the inventione¢otne o
and fail to file an applicéin 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 expel
substantial resourseln 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 waiveftthe 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 id theatdsite
or that under the @umstances domestic manufacture is not commercially feasible. This preference for U.S. manufacturers may
limit our ability to contract with no#tJ.S. product manufacturers for products covered by such intellectual property. To the extent
any of our currentr future intellectual property is generated through the use of U.S. government funding, the provisions of the
BayhDole Act may similarly apply.
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The patent protection and patent prosecution for some of our medicine candidates is dependent on éisird parti

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 currant patents
patent applications licensed from Medimmune related to dazodalibep-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 maémiain pa
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 competir
products. In adition, 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 Owneship of Our Ordinary Shares

The market price of our ordinary shares historically has been volatile and is likely to continue to be volatile, anddyou coul
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. I n eeedndi t i
this reportthese factors include:

i 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 COVIEL9 pandemic oour business and industry as well as the global economy;
actions or announcements by thpadrty or government payers with respect to coverage and reimbursement of our
medicines;
i disputes or other developments relating to intellectual property and otipeiepary rights, including patents,

litigation matters and our ability to obtain patent protection for our medicines and medicine candidates;

f
f

i unanticipated serious safety concerns related to the use of our medicines;

i adverse regulatory decisions;

i changesn laws or regulations applicable to our business, medicines or medicine candidates, including but not limitec
to clinical trial requirements for approvals or tax laws;

1 inability to comply with our debt covenants and to make payments as they become due;

i inability to obtain adequate commercial supply for any approved medicine or inability to do so at acceptable prices;

i developments concerning our commercial partners, including but not limited to those with our sources of
manufacturing supply;

1 ourdecision to initiate a clinical trial, not to initiate a clinical trial or to terminate an existing clinical trial;

i adverse results or delays in clinical trials;

i our failure to successfully develop and/or acquire additional medicine candidates or gintawalafor additional
indications for our existing medicine candidates;

i introduction of new medicines or services offered by us or our competitors;

i overall performance of the equity markets, including the pharmaceutical sector, and general politoahamice
conditions;

i failure to meet or exceddrnoverand financial projections that we may provide to the public;

i actual or anticipated variations in quarterly operating results;

i failure to meet or exceed the estimates and projections of the investmentnity;

i inaccurate or significant adverse media coverage;

i publication of research reports about us or our industry or positive or negative recommendations or withdrawal of
research coverage by securities analysts;

i our inability to successfully enter namarkets;

i the termination of a collaboration or the inability to establish additional collaborations;

i announcements of significant acquisitions, strategic partnerships, joint ventures or capital commitments by us or oul

competitors;
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our inability tomaintain 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 tegutgersonnel;
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 mamade catastrophic events or other business interruptions; and
other events or factors, many of which are beyond our control.

=4 =4 =4 -840 _8_9_9_9_-49

In addition, the stock market in general, and The Nasdaq Glolest 8arket 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 iaayoaslversely 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 foreseea
future.

We have nevedeclared or paid any cash dividends on our ordinary shares. We currently anticipate that we will retain futur
earnings for the development, operation and expansion of our business and do not anticipate declaring or paying any cash
dividends for the foresable 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, ifrany, of o
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 shareholder
and could case our share price to decline.

Additional capital may be needed in the future to continue our planned operations. To the extent we raise additional capite
by issuing equity securities or securities convertible into or exchangeable for ordinary shagleareholders may experience
substantial dilution. We may sell ordinary shares, and we may sell convertible or exchangeable securities or otheutigsty sec
in one or more transactions at prices and in a manner we determine from time to timellswehsordinary shares, convertible
or exchangeable securities or other equity securities in subsequent transactions, existing shareholders may be n=rially dil
New investors in such subsequent transactions could gain rights, preferences ageprdéhior to those of holders of ordinary
shares. We also maintain equity incentive plans, including our Amended and Restated 2020 Equity Incentive Plan, as amendet
Amended and Restated 2018 Equity Incentive Plan, as amended, 20Efigtoyee Equity RiIn, 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 inethUnited 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 statecurities lawsln 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 civ
liabilities provisions of the U.S. federal state securities laws or hear actions against us or those persons based on thé&e laws.
have been advised that the United States currently does not have a treaty with Ireland providing for the reciprocahrandgniti
enforcement of judgments in ddnd commercial matter$herefore, 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 securitieslthngt, w
automatically or necessaribe 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 otherggittmg to
interested director and officer transactions and shareholder laviskiéwise, the duties of directors and officers of an Irish
company generally are owed to the company diareholders of Irish companies generally do not have a perggriaf
action against directors or officers of the company and may exercise such rights of action on behalf of the compamyitdy in |
circumstancesAccordingly, holders of our securities may have more difficulty protecting their interests thithhetders of
securities of a corporation incorporated in a jurisdiction of the United States.
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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,atedr prevent a thirgparty 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:
i impose advance notice requirementssioareholder proposals and nominations of directors to be considered at
shareholder meetings;
i stagger the terms of our board of directors into three classes; and
i require the approval of a supermajority of the voting power of the shares of our shareenéédito 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 shareholderfsan 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, requireraleats to m
cash offer and minimum priceqeirements, 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 spamasush aver the
market price or adversely affect the market price of, and the voting and other rights of the holders of, our ordinafhesares.
provisions could also discourage proxy contests and make it more difficult for you and our other shareheldet 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 PFakebver

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 offesamtoas rea
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 disty, whict
a legal obligation of # 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 highéBecause our ordinary shares are traded on a recognized stock exchange in the United States, an
exemption from thistamp 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 acd holder who holds ordinary shares directly in his, her or its own name could be subject
to this stamp dutyWe, in our absolute discretion and insofar as the Irish Companies Act 2014 (as amended) or any other
applicable law permit, may, or may provithat 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 stiatasap duty resulting from the transfer of ordinary shares
which would otherwise be payable by thensferee 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 entileH to (i)
reimbursement of the stamp duty from the trarest, (ii)setoff the stamp duty against any dividends payable to the transferee of
those ordinary shares and (gipim a first and permanent lien on the ordinary shares on which stamp duty has been paid by us ol
such subsidiary for the amount of stadyty 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 lIrish tax resident company, we will be required to deduct Irish diitfdeiding tax
(currently at the rate of 25%) from dividends paid to our sharehoBeaseholders that are resident in the United States, EU
countries (other than Ireland) or other countries with which Ireland has signed a tax treaty (whethey thestiesgn 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 lpgr&ficial or its transfer
agent (in the case of shares held directly), with all the necessary documentation by the appropriate due date priarab paymen
the dividendHowever, some shareholders may be subject to withholding tax, which could adaéfesgithe 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 tinsentpliance initiatives.

As apublic company, we have incurred and will continue to incur significant legal, accounting and other expenses. In
particular, the Sarban&xley Act of 2000, or the Sarban@xley Act, as well as rules subsequently implemengethé SEC
and the Nasdaqg Stock Market, Inc., or Nasdag, impose significant requirements on public companies, including requiring
establishment and maintenance of effective disclosure and financial controls and changes in corporate governancehpsactices. |
rules and regulations have substantially increased our legal and financial compliance costs and have made some activities mot
time-consuming and costly. These effects are exacerbated by our transition to an Irish company and the integration of numerot
acquired businesses and operations into our historical business and operating structure. If these requirements eintenm thie att
our management and personnel from other business concerns, they could have a material adverse effect on ourdngaiess, fi
condition and results of operations. The increased costs will continue to decreasdibor increase ouprofit, and may require
us to reduce costs in other areas of our business or increase the prices of our medicines or services. Ftresamjds and
regulations make it more difficult and more expensive for us to obtain and maintain director and officer liability ingveance.
cannot predict or estimate the amount or timing of additional costs that we may incur to respond touineserds. The impact
of these requirements could also make it more difficult for us to attract and retain qualified persons to serve onajur board
directors, our board committees or as executive officers. If we fail to comply with the continueddigtimgments 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 Sarbane®xley Act requires, among othdrinigs, 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 evalgtitign and te
of our internal controls over financial reportitmallow management to report on the effectiveness of our internal controls over
financial reporting, as required by Section 404 of the Sarb@rkey Act, or Section 404. Our independent registered public
accounting firm is also required to deliver aogen 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 contnodsoiar fi
reporting that are deemed to be el 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 comphtiwihe 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 materiabegakne
the market price of our ordinary shares dodécline and we could be subject to sanctions or investigations by Nasdaq, the SEC o
other regulatory authorities, which would require additional financial and management resources.

New laws and regulations as well as changes to existing laws andieguédtecting public companies, including the
provisions of the Sarban&xley 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 divertcum nagement 6 s attention and harm ou
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 bBpmaceutical companiebhese broad market fluctuations may cause the market price
of our ordinary shares to declida.the past, securities class action litigation has often been brought against a company following
a decline in the market price of itscairities.This risk is especially relevant for us because biotechnology and biopharma
companies have experienced significant stock price volatility in recent ffeamsxample, following declines in our stock price,
two federal securities class actiowfaiits 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 plamgiffs in Ju
2018.Even if we are successful in @efding 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 adaxtersely ir
our financial condition and prosgsc
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Our employees, independent contractors, principal investigators, consultants, vendors, distributors and CROs may engag
in misconduct or other improper activities, including noncompliance with regulatory standards and requirements.

We are exposed the risk that our employees, independent contractors, principal investigators, consultants, vendors,
distributors and CROs may engage in fraudulent or other illegal acMiggonduct by these parties could include intentional,
reckless and/or negligenvreduct 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 healthoare fraud
abuse laws and regulat®rand laws that require the true, complete and accurate reporting of financial informationlor data.
particular, sales, marketing and business arrangements in the healthcare industry are subject to extensive laws asd regulatio
intended to prevent fraiy misconduct, kickbacks, selealing and other abusive practicésese laws and regulations may
restrict or prohibit a wide range of pricing, discounting, marketing and promotion, sales commission, customer inceming prog
and other business arrangams.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
reputationWe have adopted a Code abritiuct 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 agdes or in protecting us from governmental investigations or other actions or
lawsuits stemming from a failure to be in compliance with such laws or reguldfiang.such actions are instituted against us,
and we are not successful in defending oursebreasserting 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 iggtofictur
our operations, the exclusion from partitipa 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 infringeifrthiet 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 industrieslimgpatent infringement lawsuits,
interferences, oppositions and inter party reexamination proceedings before the United States Patent and TradematkeOffice, or
U.S. PTONumerous U.S. and foreign issued patents and pending patent applicationsretiamed by third parties, exist in
the fields in which our collaborators are developing medicine candidetdlse biotechnology and pharmaceutical industries
expand and more patents are issued, the risk increases that our medicine candidates fjeay toectaims of infringement of
the patent rights of third parties.

Third parties may assert that we are employing their proprietary technology without authorizagienmay be thirgharty
patents or patent applications with claims to materials, flations, methods of manufacture or methods for treatment related to
the use or manufacture of our medicines and/or any other medicine candidatasse patent applications can take many years to
issue, there may be currently pending patent applicatidrish 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 thes
patentsif any third-party patents were held by awt 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 holdeichof any s
patents may be able to block our ability to coencialize such medicine candidate unless we obtained a license under the
applicable patents, or until such patents ex@nailarly, if any thirdparty patent were held by a court of competent jurisdiction
to cover aspects of our formulations, proce$semanufacture 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 expimesither 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 oun ability t
further develop and commercializeeoar more of our medicine candidatBefense of these claims, regardless of their merit,
would involve substantial litigation expense and would be a substantial diversion of employee resources from ouirbtisiness.
event of a successful claim of infgement against us, we may have to pay substantial damages, including treble damages and
attorneysd fees for willful infringement, obtainngnge or
medicines, which may be impossiblerequire substantial time and monetary expendide cannot predict whether any such
license would be available at all or whether it would be available on commercially reasonablEuettmesmore, even in the
absence of litigation, we may need to @biacenses from third parties to advance our research or allow commercialization of our
medicine candidates, and we have done so from time to\tif@enay fail to obtain any of these licenses at a reasonable cost or
on reasonable terms, if at dil. thatevent, we would be unable to further develop and commercialize one or more of our medicine
candidates, which could harm our business significaWly cannot provide any assurances that tpady patents do not exist
which might be enforced against auedicines, 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 oumpgiter the patents of our licensors, which could be expensive,
time consuming and unsuccessful.

Competitors may infringe our patents or the patents of our liceAsmmunter infringement or unauthorized use, we may
be required to file infringement clagnwhich can be expensive and tio@sumingln 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, oe noastopfus
the other party from usingéhtechnology at issue on the grounds that our patents do not cover the technology in durestion.
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 pour patent applications at risk of not issuing.

There are numerous post grant review proceedings available at the U.S. PTO (including inter partes regiamt post
review and exparte reexamination) and similar proceedings in other countries of tkeethatr could be initiated by a thigharty
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 inventic
with respect to our patenbr patent applications or those of our collaborators or licersorsnfavorable outcome could require
us to cease using the related technology or to attempt to license rights to it from the prevaili@updiginess could be
harmed if the prevailig party does not offer us a license on commercially reasonable @umdefense of litigation or
interference proceedings may fail and, even if successful, may result in substantial costs and distract our managéraent and ot
employeesWe may not be db 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 ofwksg 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 [itigatgon.
could also be public announcements of the results oingsamotions or other interim proceedings or developmHrgscurities
analysts or investors perceive these results to be negative, it could have a material adverse effect on the pricaarfour ordi
shares.
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Obtaining and maintaining our pateptotection depends on compliance with various procedural, document submission,
fee payment and other requirements imposed by governmental patent agencies, and our patent protection could be reduc
or eliminated for norcompliance 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 sever.
stages over the lifetime of the patéfite U.S. PTO and various foreign governmental patent agencies require compliance with a
numberof procedural, documentary, fee payment and other similar provisions during the patent applicationvidhileess.
inadvertent lapse can in many cases be cured by payment of a late fee or by other means in accordance with the agplicable rul
there aresituations 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 jurisdidion-compliance events that could result in abandonment or
lapse & a patent or patent application include, but are not limited to, failure to respond to official actions within preseeibed ti
limits, nonpayment of fees and failure to properly legalize and submit formal docurtiemsor 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 aur business

We may b subject to claims that our employees, consultants or independent contractors have wrongfully used or disclose
confidential information of third parties.

We employ individuals who were previously employed at other biotechnolggyaomaceutical companiésd/e may be
subject to claims that we or our employees, consultants or independent contractors have inadvertently or otherwise used or
di sclosed confidential iinformation of Weuayambp subjectdoeckmis f or
that former employers or other third parties have an ownership interest in our patigiation may be necessary to defend
against these claim$here is no guarantee of success in defending these claims, and even ifueassful, 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 sharehodds 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 rested stock units or reserved for future issuance under our employee benefit plans are or may becorr
eligible for sale in the public market to the extent permitted by the provisions of various vesting schedules and ths Sefcurit
of 1933, as amended.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 inaccuratearanable 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 induastry analy
publish about us or our businedne or more of the analysts who cover us downgrade our rating or publish inaccurate or
unfavorable research about our business, our share price could déolireeor more of these analysts cease coverage of our
company or fail to publish reports on our quany regularly, demand for our ordinary shares could decrease, which might cause
our share price and trading volume to decline.
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Research and Development

OurR&D programs include preclinical and clinical development of new medizindidates, as well as development
programs intended to maximize the benefit and value of our existing medicines. We devote significant resources to R&D activit
that address critical unmet medical needs for people impacted by rare, autoimmune aridfizeweratory diseases. Our
pipeline includes more than 20 programs, the majority of which were added in 2021. We initiated seven clinical triasnd 2021
expect to initiate seven more in 2022, including the FB2S IPF clinical trial initiated in Janua2022 and the TEPEZZA in
Japan (OPTIQ)) 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.

Medicine/Candidate Program/Potential Indication Preclinical Phase 1 Phase 2 Phase 3
Myasthenia Gravis (MG) —
UPLIZNA
IgG4-Related Disease (IgG4-RD) 4
Systemic Lupus Erythematosus (SLE) _
Alopecia Areata (AA)!1) _
&a;ﬂil;;naadl:; Discoid Lupus Erythematosus (DLE)® _
Lupus Nephritis (LN)® 4
Dermatomyositis (DM){1) _
sjogrens syndrome <
Dazodalibep Rheumatoid Arthritis _
(HZN-4920) Kidney Transplant Rejection -
Focal Segmental Glomerulosclerosis (FSGS)™ g
H7NE2E Diffuse Cutaneous Systemic Sclerosis (dcS5Sc) _
Idiopathic Pulmonary Fibrosis (IPF) _
TED in Japan (0PTICH) T
TEPEZZA Subcutaneous Administration —
Diffuse Cutaneous Systemic Sclerosis (dcSSc) -
HZN-1116 Autoimmune Diseases _
ARO-XDH Uncontrolled Gout -
HemoShear Novel Gout Targets -
Alpine Autoimmune Diseases -
(1) Program expected to initiate in 2022. B New programs added in 2021

. Existing programs from 2020

We also havéour Phase 4 programs: TEPEZZA chronic TED, KRYSTEXXA shorter infusion duration, KRYSTEXXA
monthly dosing and KRYSTEXXA retreatment.

UPLIZNA Clinical Programs

UPLIZNA (inebilizumabcdon) is an atCD19 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 intiree additional indications: myasthenia gravis (a Phase 3 randomized, gtao#iodied clinical trial)
and IgG4related disease (a Phase 3 randomized, plazetunolled clinical trial).

Daxdilimab (HZN -7734) Clinical Programs

Daxdilimab, or HZN7734, isan ant#lLT7 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 currerglyaluating daxdilimab in a Phase 2 randomized, placehtrolled clinical trial in
systemic lupus erythematosus. We expect to initiate four Phase 2 clinical trials in additional potential indication in 2022
alopecia areata, discoid lupus erythematosymis nephritis and dermatomyositis.
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Dazodalibep (HZN-4920) Clinical Programs

Dazodalibep, or HZNI920, is a CD40 ligand antagonist that blocks T cell interaction with the -€kgtessing B cells,
disrupting the overactivation of the CD40 ligaswstimulatory 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 tr i2eahdomized, Bacebmntraled&liwicaktnalrindtrewnateid artlxitisRrida s e
Phase 2 opelabel 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 LPARNtagonist that prevents gene activation and has demonstrated antifibrotic activity. We
are pursuing Phase 2b pivotal trials of HARb in two potential indicatiorisdiffuse cutaneous systemic sclerosis andpdibic
pulmonary fibrosis.

TEPEZZA Clinical Programs

TEPEZZA (teprotumumalkrbw) is an IGF1R 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 dezway: a Phase 1 pharmacokinetic
clinical trial for subcutaneous administration of TED and a Phase 1 exploratory clinical trial in diffuse cutaneous systemic
sclerosis. OPTI€], a Phase 3 randomized, placebatrolled clinical trial for the treatment nfoderateto-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 theligangl, thereby reducing both conventional
and plasmacytoid dentid cells that play a key role in driving inflammatory processes. We are currently evaluatingyIJHBNh
a Phase 1 clinical trial for autoimmune diseases.

Preclinical Programs

Our agreements with Arrowhead Pharmaceutjdats, or Arrowhead, anHemoSheaTherapeutics, LLG@re 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 KRYSTEXXAli@iaalpeogram with
Alpine Immune Sciences, Inc., or Alpine, is focused on developing novel phatséd therapies for autoimmune and
inflammatory diseases. We are leveraging external collaborations for our three programs, using their specialipggie®ahnno
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, plaeetwatrolled cinical 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 KRYSTEXAalpen
clinical trials underway are evaluating KRYSTEXXA plus the immunomatdulmethotrexate in a shori@fusion 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 KRMSXXA clinical trials, MIRROR and PROTECT:

KRYSTEXXA MIRRORDur Phase 4 randomized, placatmmtrolled MIRROR clinical trial evaluated the use of
KRYSTEXXA plus methotrexate, an immunomodulator frequently used by rheumatologists. The trial resultsrdteddhst
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
385 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 witt
uncontrolled gout to beefit from the medicine. We submitted a supplemeBital to the FDA in the first quarter of 2022 to
expand the label for KRYSTEXXA to include-teeatment with methotrexatltn March2022, we were grantdeiority Review
designation, with the potential fapproval in thehird quarter of 2022The Priority Review designation, which the FDA grants to
applications for medicines that have the potential to provide significant improvements in the treatment of serious cisnditions
associated with an accelemt&x-month review period compared to the standarehtenth review period.
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KRYSTEXXA PROTECUOur Phase 4 opeabel PROTECT clinical trial evaluated the use of KRYSTEXXA in patients
with uncontrolled gout who had received a kidney transplantene 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 transplanta
88.9 percent (16 of 18) of the patients achieved the primary endpsfingdias 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 thesse patient

Liquidity, Financial Position and Capital Resources

As of December 31, 2021, weadha profit and loss account surplo§$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 increasdish@imore than offset by higharrnoverand gross profits in future periods.
Additionally, we expect that olR&D costs will increase as we acquire or develop more developsteaye medicine candidates
and advance our candidates through the clinicalldpreent and regulatory approval processes. In particular, we expect to incur
substantial costs in connection with advancing our pipeline of medicine candidates and development progrgonsgraod
planned clinical trials.

Following the highly succesdflaunch of TEPEZZA, which significantly exceededr expectations, we are in the process
of expanding our production capacity to meet anticipated future demand for TEPEZZADAsevhber 312021, we had total
purchase commitments, including the minimammual order quantities and binding firm orders, with AGC Biologics A/S
(formerly known as CMC Bi ol ogi c 228alilli&)$130.2millio dorvéttgdadEurdto-u g s
Dollar exchange rate as of December 31, 20f21.1338), to bedelivered through December 202

We also expedb incur additional costs and to enter into additional purchase commitments in connection with our efforts t
expand TEPEZZA production capacity in order to meet anticipated increases in demand.

In July 2021, we completed the purchase of a biologic drodugt manufacturing facility from EirGen for $67.9 million.
Refer toNote 3, Busines#\cquisitions, Divestitures ardther Arrangementsof the Notes to Consolidated Financial Statements
for further detailsWe expect to incur approximately $35.0 millimncapital expenditures through 2022 in order to complete the
drug product facility.

In February 2020ye purchased a thrdmiilding campus in Deerfield, lllinois, 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. Wade 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, lllinois moved to the Deerfisld campt
in February 2021. Vacating the Lakerest leased office building in February 2021 represented a triggering event for impairment
consideration of the righdf-use asset relating to this building. During the first quarter of 2021, we recorded an impairment charge
of $12.4 million as a resulif vacating the Lake Forest office. This charge was reported within impairmiamigifleasset in the
consolidated profit and loss accouint addition, we recorded a liability of $5.6 million during the year ended December 31, 2021
for maintenance chges as a result of vacating the leased Lake Forest office. In January 2022, we entered a sublease agreemel
for the entire Lake Forest office building for the remaining term of the original lease through March 31, 2031.

During the first quarter of 202inder our license agreement withHaffmannLa Roche Ltd and Hoffmarha Roche
Inc., or together referred to as Roche, we made a milestone payment of CHF50.0 million ($56.1 million when converted using &
CHFto-Dollar exchange rate at the date of paynudrit. 1228) in relation to the attainment of TEPEZ#Z®novermilestones.
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., veRVision, we made a TEPEZZ#Mrnovermilestone payment
of $67.0 million. The liability for this milestone payment was recorded during the year ended December 31, 2020. There are no
further TEPEZZAturnovermilestone obligations remaining to Roche andftimmer 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 Citti-Dollar exchange rate at December 31220f 1.0937).

During the year ended December 31, 2026 committed to invest as a strategic limited partner in four venture capital
funds: Forbion Growth Opportunities Fund | C.V., Forbion Capital Fund V C.V., Aisling Capital V, L.P. and RiverVestVentur
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 operationgitite 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
equvalents and total debt with a book value of $2.6 billion and face value of $2.6 billion. We believe our existing cash and ca
equivalents and our expected cash flows from our operations will be sufficient to fund our business needs for at @4 the ne
months from the issuance of the financial statenientss Irish Annual ReportVe do not have any financial or nfinancial
covenants that we expect to be affected by the economic disruptions and negative effects of th& vz mic.
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We have a&ignificant amount of debt outstanding on a consolidated basis. For a description of our debt agre¢endats,
Note 17, Debt Agreement®f the Notes to Consolidated Financial Statemdritis. 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 obligatioimg eequ
substantial portion of our cash flows from operations to be dediaatbd 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, inghgdborrowing 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 indlusthich 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 atde to gene|
sufficient cash to service all of our indebtedness and may be forced to takectitimsr ta 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 | imit our ability and/ or euhings; pasdividends orelistribstionb, sepudchaser i e
equity, prepay junior debt and make certain investments, incur additional debt and issue certain preferred stock,dncur liens
assets, engage in certain asset sales or merger transactions, etreansatgions with affiliates, designate subsidiaries as
unrestricted subsidiaries; and allow to exist certain restrictions on the ability of restricted subsidiaries to pay dividekels
other payments to us.

During the year ended December 31, 2021isseed an aggregate of 6.0 million ordinary shares in connection with stock
option exercises and the vesting of restricted stock units and performance stoakdigitsployee share purchase plan
purchasesWe received a total of $73.1 million in net predsin connection with such issuanc@airing the year ended
December 31, 2021, we made payments of $166.0 million for employee withholding taxes relating to vestinghbatstare
awards.
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Sources and Uses of Cash

The following table provides a sumary of our cash position and cash flows for the years ended Decginl2ép1 and
2020 (in thousands):

For the Years Ended December 31,

2021 2020
Cash, cash equivalents and restricted cast$ 1,584,156 $ 2,083,47¢
Cashprovided by (used in):
Operating activities 1,035,27: 555,68¢
Investing activities (2,994111) (464,077)
Financing activities 1,470,12: 904,57¢

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 grassover 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.

Netcash provided by operatiragtivities during the year ended December 31, 2020 of $555.7 million was primarily
attributable to cash collections from grassover partially offset by payments made related to patient assistance costs for our
inflammation segment medicines and goveent 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 investimgtivities 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 pkitian to
the Viela acquisition, net of acqad cash. In addition, we made a milestone payment of CHF50.0 million ($56.1 million when
converted using a CHf®-Dollar exchange rate at the date of payment of 1.1228) under our license agreement with Roche and w
made a milestone payment of $67.0 millio 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 paymef $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 Amowhead i
July 2021.

Netcash used in investing adties 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 ofRiver Vision, and our agregents withRoche 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
the first quarter of 2020 in relation toetpurchase of a thrdmiilding campus in Deerfield, lllinois. We also paid an upfront cash
payment of $30.0 million in the fourth quarter of 2020 relateddgimldalagreement entered into with Halozyrttegt gives us
exclusive access t druglddiery echmledy for sibbluthAebus Brmulation of medicines targeting IGF
1R. We intend to use ENHANZE to develop a subcutaneous formulation of TEPEZZA.

Net CashProvided byFinancing Activities

Net cash provided by financiragtivities 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, iditidn 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 tbatede
awards.

Netcash provided by financing activiieluring the year ended December 31, 2020 of $904.6 million was primarily
attributable to the issuance 8.6 million ordinary shares in connection with our underwritten public equity offering in August
2020. We received net proceedsapproximately $918 million after deducting underwriting discounts and other offering
expenses payable by us in connection with such offering.

71



DI RECTORSs (CREMER T

Off-Balance Sheet Arrangements

Since our inception, we hawet engaged in any effalance sheet arrangements, including theofisguctured finance,
special purpose entities or variable interest entities, other than the indemnification agreements discussgd Ddiatatments
and Contingenciegf the Notes to Consolidated Financial Statemémttuded 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. Weethbenatbto derivatives or other financial instruments for
trading or speculative purposes.

Interest Rate RiskVe are subject to interest rate fluctuation exposure through our borrowings under our Credit Agreement
and our ivestment in money market accosimthich 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 Loa
and loans under our incremental revolving credtiflity, or Revolving Credit Facility, bear interest, at our option, at a rate equal
to the London InteBank 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 stiepvn toLIBOR 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 gred®&3Rof (a) L
(using onemonth interest period) plus 1.00%, thg prime rate, (c) the federal funds rate plus 0.50%, and (d) 1.00%. Our 2026
Term Loans are borrowed in LIBOR. The ementh LIBOR rate as dflarch24, 2022, which was the most recent date the
interest rate on the 2026 Term Loans was fixed, a6, 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, @ptom, 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 witd@nstdp LIBOR plus 1.75% per
annum or the adjusted base rate plus 0.75% per annum at the time our |eteragéess than or equal to 2.00 to 1.00. Our 2028
Term Loans are based on LIBOR. The-onenth LIBOR rate as dflarch24, 2022, which was the most recent date the interest
rate on the 2028 Term Loans was fixed, @&#%, and as a result, the intereste on our 2028 Term Loans is currerl@5%
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 thie2é2d cofuture borrowings under
our Credit Agreement could be subject to reference rates other than LIBOR. Howeuesstit@on date has been deferred to June
30, 2023 for the most commonly used tenors in U.S. dollar LIBOR (i.e., overnight and onanthede 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 intensst iekgied 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 obcash. T
achieve our goal of maximizing income without assuming significeket risk, we maintain our excess cash and cash
equivalents in money market funds, time deposits and U.S. federal government securities. Because efetime staittrities of
our cash equivalents, we do not believe that a decrease in interest natbbave any material negative impact on the fair value
of our cash equivalents.

Foreign Currency RiskTheU.S. dollaris ourreporting andunctional currency fobothour Ireland and & -based
businesses and the majority of our subsidia@es purchase costs of TEPEZZA drug substance, TEPEZZA drug product with
our recently approved second drug product manufacturer, Patheon and ACTIMBbkBre principally denominated in Euros
and are subject to foreign currency risk. In addition, we bligated 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 subjirtign currency risk. We also incur certain
operating expenses in currencies other than the U.S. dollar in relation to our Irish operations and foreign subsidefdes,. The
we are subject to volatility in cash flows due to fluctuations in foreigrency 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 matémglact 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 debtorsbalances 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 2680fop four customers accounted for approximately 94% and 93%, respectively,
of our total outstandindebtorsbalances. Given the size and creditworthiness of the customers, we have not experienced and do
not expect to experience material credit relatsdés with such customers.
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Future Developments

Horizonis a leading higigrowth, innovatiordriven, profitable biotech company. We are focused on the discovery,
development and commercialization of medicines that address critical needs for peopldilnpsate, autoimmune and severe
inflammatory diseases. Our three strategic goals are to: (i) maximize the benefit and value ohatkevmedicines through
commercial execution and clinical investment; (ii) expand our pipeline through significartmenésn R&D and business
development; and (iii) build a global presence in targeted international markets. Our vision is to build healthier canmunitie
urgently and responsibly, supported by our philosophy to make a meaningful difference for patieatarandities in need. We
believe this generates value for our multiple stakeholders, including our shareholders.

Our commercialization strategy for our-orarket rare disease medicines, including our key growth drivers TEPEZZA and
KRYSTEXXA, includes effots 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; optimizecssédy acc
patients to the medio@s; 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 strategglso 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 eegsful 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, :
well as maximizing the lmefit 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 alignedrneith our
focus areas. We are (i) acqugiricensing 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) leveraginglour intern
research as well as reseatidsed partrships and collaborations to drive earB&ge 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 earliestage candidates imtelly. The March 2021 acquisition of Viela and the addition of itsstagdie biologics
pipeline significantly expanded our pipeline and expanded our therapeutic areas of focus to include neuroimmunology,
dermatology and respiratory, in addition to rhewttgy, 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 pipelin
candidates. In addition, we expanded our easliagediscovery pipeline of novel therapeutic programs in 2021 through glebal in
licensing agreements with Arrowhead Pharmaceuticals, Inc., or Arrowhead, and Alpine Immune Sciences, Inc., or Alpine. At thi
end of 2021, our R&D pipeline included more than 2@pams, 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 targetedtional 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 recomnzenidihg Qentralised
Marketing Authorisation, or CMA, for UPLIZNA as a monotherapy for the treatment of adult patients with neuromyelitis optica
spectrum disorder, or NMOSD, who are aaduaporird immunoglobulin G seropositive (AQRgG+). While the Comiittee
for Orphan Medicinal Products did not recommend maintenance of the orphan designation for UPLIZNA following its review, wi
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 Pase 3 randomized, placebontrolled clinical trial for the treatment of moderatesevere active TED patients. We
acquired a biologic drug product manufacturing facility in Waterford, Ireland, in the second quarter of 2021, which avill supp
growth ofour onrmarket and developmestage biologics as well as our global expansion. Subject to completing theu,ild
validation and regulatory approval processes, we expect the first medicine manufactured at the facility to be appleasé for re
in 2023.

Political Donations

No political contributions that require disclosure under Irish Law were made during the years ended DecemeieaBd, 20
2020.

Treasury Shares

At December 31, 221 and 2@0, the total number of treasury shares outstanding3&4s366 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 Decem
31, 21 and 2@0.
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Share Repurchases

In May 2016, our board of directors authorized a sharerobase program pursuant to which we may repurchase up to 5
million of our ordinary share.n May 2020, the Companyds shareholders readu
which we may repurchase up to approximatelyp b8illion of our ordirary sharesMarket 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 gen¢akihg after
into account our overall financial positidburing the year endeldecember 31, 2017, we repurchased 100,000 of our ordinary
shares under &repurchase program which represented approximately 0.06% of our ordinary shares irnthestimatof
purchasefor total consideration of $1.0 million. The par value method wed tessaccount for the repurchase of ordinary shares
and shares repurchased were cancelled. The timing and amount of future repurchases, if any, will depend on a varigty of facto
including the price of our ordinary shares, alternative investment oppi@s$yiour 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 al
any future earnings to spprt 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 sharesepurchas
and redemptions mustgeneray be funded only out of, Adistributable re.
currently prohibited by the terms of our credit agreement with Citibank, N.A., as administrative and collateral agent and our
$600.0 million aggregate ipcipal 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 @iur boar
directors and will depend on our dincial 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 wagnthemizes environmental impactd/e made significant
progress on environmental efforts in 2021, including:

1 building a team dedicated to developing and managing our global energy and sustainability strategy, practices and
initiatives. This includes assesgiand addressing environmental risks and opportunities, as well as implementing related
workplace strategies and guidelines;

1 implementing a strategy to enhance sustainability reporting;

1 relocating our global headquarters in Dublin to a+zeso emissiomuilding which was constructed to a LEED Gold
standard,;

1 relocating our U.S. operations to a LEED Gold certified campus in Deerfield, lllinois;

1 embarking on the process of adopting a sustainability strategy to drive our environmental initiatives @ndh&upp

development of our environmental performance goals and metrics; and
1 incorporating, for the first time, environmental and cliragttanges risk in our annual enterprise risk management
assessment.

We remain committed to:

1 minimizing and eliminatinghe 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 anctpg procedures; and

being prepared to respond appropriately to accidents and emergencies.

= =4 =
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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 ben:
our pdients, 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 withaateimmune and severe inflammatdigeases
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 od
Our mission for R&D is cledr we apply scientific expertise and courage to address the most challenging needs while constantly
looking thiough a patieninformed lens. This mission pushes our teams to find new uses and benefits for patients with our currer
portfolio of medicines. It also drives us to apply the latest technologies, while moving urgently and decisively thrclirgbathe
process, to bring new and novel therapies to patients. Changing the odds in rare disease means delivering on our pngmise to b
meaningful therapies to patients, their families and the physicians who care for them.

We partner wittmore tharl00 patientadvocacygroups, from large global and regional umbreliganizations tesmall,
local diseasespecific groups, addressing the needs of people living with common disorders to those struggling with very rare
diseases.

In 2021, we were includedibat i ent Vi ewbés annual survey of 1,920 patie
survey, we had top rankings in integrity, patient information and services among patient groups partnering with the company.

Each year, our employees take part itigret advocacy events around the world supporting people living with diseases that
many of its medicines help treat, including raaetoimmune and severe inflammatdigeases. Through these interactions, we
listen, learn angdupportthe creation of newesources 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 commur
Highlights include:

1 Supported more than 100@qatient 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.

1 Connected gout advocacy partners to targeted kapaitient populations in the Hmong, Korean, Chinese American,

Pacific Islander and Hispanic communities and supported the creation of unique gout education programs and material

1 Partnered with TED patient advocacy organizations on inclusive langutigivies including Spanish translation of
TED disease staeducationamaterials, and provided support for maaditranslation services for patients.

1 Helped address the psyebkocial impact of TED and the needs of patients through the support of viDgpdtient
peerto-peer support groups.

9 Partnered with TED advocacy community to create second annual TED awareness week resulting in media coverage,
social media donations and events.

T Through fAYear of the Rar e Car nyiclallengés rarel dsease tatridrs face @ ¢ o n
caregivers and patients themselves. A carrieipisraon 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 wihcandition. This variant may
or may not lead to symptoms of a rare disorder, but it can be passed on to children.

T Through Horizonds advocacy work, we partnered with t1!
expansion of two of therenters. The muHpronged initiative aims to remove diagnostic barriers and increase awareness
programs for people impacted by Primary Immunodeficiency.

1 Partnered with NMOSD advocacy commuratya storytelling event that helped NMOSD patients articulate and elevate
their stories publicly.

1 Organized three NMOSD Patient Advisory Board Meetings in partnership with the patient advocacy groups. Gained
insights into the NMO patient experience, inclgdohallenges and unmet needs that Horizon will work to address.

1 Identified, connected with and supported more than a dozen new advocacy organizations focused on disease states w
Horizon is developing new therapies.

Horizon also continued its diseaagnostic awareness program cal#®lA R E i, vehieh is designed televate the voices,
faces and experiences of the rare disease comm8iige the initia#RAREidaunch on Instagram in 2017, it has evolved from a
social media campaign to an umbrella lokéor all of our work in rare disease. The website, cdRA&REisCommunity.comwas
developed in partnership with rare disease community leaders to provide people living with rare diseases, and those who care
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about them, a platform to share experiences, access resources for managing life transitions, learn about genetictestewy and
to advocacy organizations. To date, webve shared more th
community, covering more than 70 different rare diseases to create visibility and share the uncensored truth of theegare dise
journey. We also have featured more tha#RBREisVoices videos from leading advocates, patients and researchers sharing
common experiences many living with rare diseases face. Ouisgoareate a space where people in the rare disease
community @nconnect and learn from one another &R\REishelps facilitate that conversation.

To date, we have used the platform to launch several unique partnerships. One of these partrveithHipsSeng Me A
Story Faindation or Sing Me A Storywhich workswith third-party organizations serving children in néedcluding those with
rare diseasésto use the power of song to tell their stories. With the help of Sing Me A Story, children write or draw their own
stolies 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 buildB®REisPlaylist 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 atifenging opportunity for cliren with rare diseases. More
than 35 percent of the financial grants provided by Gift of Adoption support finalizing adoptions of children with medisal ne
and nearly 40 percent of these adoptions are for children with rare diseases. In additidapmii@sywho have a child with a
rare disease open their homes again to another child with the same rare disease. To help thesedasitibtished the
#RAREisAdoption Fund, which provides financial support to complete the final steps of adoptimsefchildren. 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 createRWdrEisScholarship. This is al$0 million commitment
over five years to support the pursuit of life enrichment activities for adults (17+) living with rare diseases for afvariety
educational pursuits, including educational courses and obtainirgrtevouryear degrees. To date, $6,000 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 tt
many of its medicines help treat, includirsge 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 healthcars. professiona

Employees

Our human capital resource objectives include identifying, recruiting, retaining, incentivizing and integrating ourasdsting
future employees. In addition to competitive base salaries, the other competitive benefits that we provide to all enchidgees i
annual equity and cash incentive plans, retirement benefits and an employee share purchase plan. The principal pesgoses of tt
benefits are to attract, retain and reward employees and also, through the grantingludsstthend cadbased compensan
awards, to secure and retain the services of our employees and provitieromgcentives that align the interests of employees
with the interests of our shareholders.

To help us measur e and enhan c esatiefaction withporking/at Hogzo6n andwoe r a | |
determine areas for improvement, we continuously seek their feedback and suggestions through periodic pulse surveys. In 202
we conducted multiple surveys to gain feedback on key topics such dseingl] growlh and development, manager
effectiveness and employee engagement. Participation in the surveys is high, with rates typically averaging above 90% for our
annual surveys and the results, based on sentiment indication, generally exceqdaudje industrjpenchmarks. The favorable
results indicate to us that our employees are highly motivated to go above and beyond, that they are highly engadbdyand that
intend to remain at Horizon, an important consideration given the highly competitive naturenofustny. 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 transpaieocygh these core values, our
teams of highly engaged employees work to better the lives of patients and the community. This engagement is fostered by ou
strong emphasis on creating a diverse and inclusive culture that drives how we treat emplogegscaednployees to treat one
another.

1 Growth: We are a higlgrowth organization that values innovation, development and evolution. We are fiercely

innovating to better our communities, our patients and our employees and place a strong emphasisbankrso
professional growth. Employees have access to resources to develop their teams and themselves.
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1 Accountabilty: We strive to do whatés right for patients an
and failures. Employees hold éaather accountable to make quality decisions that keep our company moving forward to
meet the needs of patients.

1 Transparency. We value the collaboration that is made possible by employees trusting each other to tackle tough
challenges and difficult cmersations. 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 developnten i s central to how we improve every day. Al
Your Career at Horizon,0 a series of |l earning eventis foc
and to support continuous imgvement on key culture initiativést hes e events have focused on
conversations, 0 fAstrategic mindsetodo and fimanaging ambigu
access to myriad online learning res@#cThese 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, irdugingrograms
intended to grow early career professionals, people managers and future enterprise leaders.

Our Continued Commitment to Employees During the CeMIPandemic

Our commitment to our employees has been exemplified during the GO&/tosis. At the onset of the pandemic, in
addition to working to support patients, physicians and our communities, we took steps to ensure the health, safetyeaid welfa
our employees, including:

1 Implementing travel restrictions and fostering a flexiblekrenvironment;

1 Implementing a COVIEL9 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 wih pandemierelated efforts; and

1 Making no furloughs or lapffs 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 1
costs for employee medical insurance plans. In addition to medical insurance, we offer a wide variety of benefits that suppor
working families. This includes our parental and caregiver programs. As part of these programs, all caregivers hapaidlexible
options to care for the needs of their families. These benefits are paid at 100 percent salary. For employees pursning adopti
surrogacy as a path to parenthood, we offer competitive reimbursement for costs associated with the legal adopliborof a chi
expenses incurred when using a surrogate.

We offerallfullt i me empl oyees a fAMake it Personal 0 account, whi
expenses including student loan repayment, contributions to college savings ptatisnddo charitable organizations, health
club memberships or purchases of personal health equipment or home office equipment. In addition, all employees have acces
an annual AfiMake it Personal 06 day. dniployses cas usatapadidapdte ih Sornethad
meaningful or personal to theinfrom 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 amdgencontinued growth
and development of our employees and their families. To support educational goals, we offer several programs to help offset t
financial burden of college expenses, including tuition reimbursement, an executive scholarship ayvadiifde 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 bas
on sex/gender, raceglor, 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 opportunigy rights a
applicable to reruitment, hiring, employment and employmeefated decisions. In 2020, we introduced RIiSE, a strategic
program to further embed inclusion, diversity, equity and allyship into the organization. Through RiSE, over 20 volunteer
employee leaders work togethieading 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 inclusiomiversity, 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 titdepih in
assessments to determine their istla leadership capabilities, with coaching available for leaders who want to enhance their
skillset

We continue to demonstrate gender and ethnicity pay equity, accordisgdondstudy conducteth 2021by a leading
third-party compensation consultifgm. The studywas a followon study to a 2019 study that found no pay discrepanmng
men, women and those of different ethnic backgrounds. Both samised employee demographic and pay data and showed
that we provide equal pay for equal worlgaedless of gender or ethnicitife 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 ofivtela, wh
included the addition of a significant nunnlzé 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 evidencecohmuaitment teemployee
engagement. In 2021, we edeed 15 weHknown publishedvorkplace rankings, two more than in 2020, including four diversity
related workplace awards:

T Crainbds ChifcBaegsot BRilsa cnee stso Withelsixth consegiitive yemmtmbe named3oxhe list

I ChicagoTr i buneds To pi thiksevénthlcoanseaitive yeat © pe named to the list

9 Dave Thomas Foundati on -Froire nrAdloy tWaooriikhgitiiee comsecdtidéose t e n
named to the list

f FORTUNE Best Wor kpl &t6dishe $econd cohsekcutive pearitosdbé rsared to the list

1 FORTUNE Best Workplaces for WomenE (#36)

1 FORTUNE 100 Best Companies to Work For® (#43)

f FORTUNE Best Workplaces i n -khefith dosec@ieeryear t&be Bamedpdithe tisma E

T Great Place to Wor k d BesttBmall (#12)\tber skcpnd eonsecsitivd yeae tb laemaimed to the list

f Great Place to Wor kos Be § the fitfoconsgeutive geardo be mamed toithe listg 0 E ( #

f Great Place Woo kWdrmkés BaesiTexasE (#8)

f Great Place to Wor kos -BhethirdcoNseculivp year to ®esnared to théliatr e nt s E

1 PEOPLE Companies that Care® (#82)

T Newsweekds Most Loved Workplaces (#1)

T San Francisco Bay Ar e a6 o WBrk kot (Elite ivthneBS malhlt eBu s iCoanmpsa nfi ke
T the second consecutive year to be named to the list

1 The Best and Brightest Companies to Work for in the Natittre 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 nee
most. We work hand in hand with the community, placing special emphasis on endeavors that fall withinpllers of
giving: haalthcare, 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, grar
and other forms of sygrt. 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 givelb@onation 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 gmplequity 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
scholarships to Trinity Cadige 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 Asiign Univers
for Women in Bangladesh.

Additionally, we launched the Horizon Prize, in partnership with MIT SOLVE. Applicants from more than 22 countries
responded to this yeards inaugur al Hori zon Prize chhall e
rightcare faster and more accurately?06. The two winners sp
reducing the time it takes to be diagnosed with a rare disease.

n
I

A group of 165 Horizon global employees participated in Focusmetl 6 s Next Steps campaign i
Step is Focus I|Irelandédés Virtual Mar at hon for which Imrmpl o
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October 2021, 11 Horizon Irelandnempl aygbds pPpaghici Refedr
Wor k6 event, sponsoring companies slept outside for one
homelessness. Focus Ireland, which provides services for people who are honaetestsk of homelessness, hosted the Shine a
Light Night to raise funds and educateaddition, 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 emmeagommodation in Ireland. These
activity packs helped to ensure that the kids were both educated and entertained during he Gawitbmic.

Human Rights, Bribery and Corruption

't is Horizonds policy t o prudingodreffaitsingnhhonest ancethacal maneo Qur i n
Code of Conduct and Ethics (the ACodeodo) mandates t hdor i |
inducement to any business partner and that any payment, gift daiemt@nt that violates the terms of the Pharmaceutical
Research and Manufacturers of America Code on interactions with Healthcare Professionals (the PhRMA Code) or the Office ¢
Inspector General Compliance Program Guidance for Pharmaceutical Manufaoustret 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 pricesfargha ny 6 s
products, Company employees must observe high standards of integrity. These interactions must be conducted in adalir and et
manner to ensure that purchasing or prescribing decisions are made objectively, based on clinical need, ardasisoof @
financial relationship.

Horizon is committed to upholding asifibery and antmoney 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 veebdisinesd 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 encouragehilimbrimternational governments,
nongovernment organizations and the private sector to achieve ambitious goals, focused on ending poverty and tackling climat
change by 2030. We are using the UNSDGs as a framework for responsible business, measmpagtoagainst 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 Pratgi8ent, available on our website at www.horizontherapeutics.com.

Business Model

The Future Developments sectiompage73o0f t hi s Directordés Report provides
model.

Principal Risks

The principal risksrelate t o t he Companyds busitoeosds taries dd scercitload si r
heading Principal Risks and Uncertainties.

Summary

Our mission at Horizon is simpl e and depebopirgarfdmarketing o i mpr
medi cines, supporting patient advocacy efforts, giving b
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 directotealfinagcial year are:

Timothy P. Walbert
Michael Grey

William F. Daniel

Jeff Himawan, Ph.D.
Susan Mahony, Ph.D.
Gino Santini
JamesShannon, M.D.
H. Thomas Watkins
Pascale Witz

Directorsd and Secretaryds I nterests 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 Geuopayy(including those

of certain family members, where appropriatép were in office at December 31,210in the ordinary share capital of
HorizonTherapeuticplc at December 31, 2@ and 2@0 are as follows:

At December 31, 2@1 At December 31, 220

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 Carahef” 8,923 20,874 N/A N/A
Jennifer Led? N/A N/A 6] 3,127

(1) Jennifer Lee served as Compéageretary through October 28, 208n which date David Caraher was appointed
Company Secretary.

St atement of Directorsé Responsibilities for Financi al

The directors are responsi bl e f or compaerygirrancialrstgtenteritssn di r ect
accordance with Irish law.

Irish law requires the directors to prepare Group and Parent Company financial statements for each financial year that gi\
true and fair view of the Gr sangdfinanoial positiarrase at the eGofriipe dinancial yearaasds
of the profit or loss of the Group and Parent Company for the financial year. Under that law, the directors have pr&yargd the
financial statements in accordance with U.S. accountimgiatds, as defined in Sectigid9(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 prbgision of
Companies Act or of any regulations made thereunder tendPérent Company financial statements in accordance with Irish
Generally Accepted Accounting Practice (accounting standards issued by the UK Financial Reporting Council, includinlg Financ
Reporting Standard 102 The Financial Reporting Standard applicathle UK and Republic of Ireland) and Irish law.
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Under Irish law, the directors shall not approve the financial statements unless they are satisfied that they givefaitrue and
view of the Companyds ass et sheendof#eéf financia yiea and thenpdofit brilossafrthe i a |
Group and Parent Company for the financial year.

In preparing these financial statements, the directors are required to:

1 select suitable accounting policies and then apply them consistently;

1 make pdgments and estimates that are reasonable and prudent;

9 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 thdsedstdoeing disclosed and explained
in the notes to the financial statements; and

1 prepare the financial statements on the going concern basis unless it is inappropriate to preswan@rthat #nd
Parent Company will continue in business.

The directors i@ 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 @ddRarant Company to be
determined with reasonable accuracy; and

1 enable the directors to ensure that the financial statements comply with the Companies Act 2014 and enable those
financial statements to be audited.

1
1

The directors are algesponsible 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 fimfangiation included on the

Parent Companyds website. Legislation in Ireland goererni
from legislation in other jurisdictions.

Directorsé Compliance Statement

We, the directors of Horizofherapeuticplc, hereby say and affirm:

The directors of the Company acknowledge that they are
obligations (as defined incttd)e) Comp,anassr Agui r2dOd 4b y t Srec thi
confirm that:

(i) A compliance policy statement setting out the Comg
under the 2014 Act has been prepared;

(i) Arrangements and structures have been put in place that we consider sufficient to secure material compliance with
Companyés relevant obligations; and

(ii) A review of the arrangements and structures has been conducted during the financial year toivlkschtd i r ect or
relates.

Significant Events Since Year End

Subsequent events have been evalust@dighMarch 31, 2022, thedate this report was approved by board ofdirectors.
As of March 3, 2022, there ha been no materialsdbsequent events note.
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Accounting Records

The measures taken by the directors to secure compliar
records are the use of appropriate systems and procedures and employment of competent packomge Tros, 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 recor deistaradeficka pt Sat $Sh epublie 2np02 B2ARS Ie=land.
Audit Committee

In accordance with Section 167 of the Companies Act 2014, the directors have established an audit committee which mal
regular reports to the board of directofee 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:
1 As far as they are aware, there is no relevant audit informdtionwh i ch t he Garaupsavarg;énd audi t
1 They have taken all the steps that they ought to have taken as a director in order to make himself aware of any relevar
audit information and t o sasdwarddftha ihforibnat t he Companyo:

Auditor s

The statutory auditgr PricewaterhouseCoopers (PwC), has indicated their willingness to continue in office and a resolutior
that they be rappointed will be proposed at the Annual General Meeting.

On behalf of the board

/sl TimothyP.Walbert
Timothy P. Walbert
Director

/s/ William F. Daniel
William F. Daniel
Director

March31, 2022
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l ndependent auditorsodé report to the me
Therapeutics plc

Report on the audit of the financial statements

Opinion
In our opinion:
1T Horizon Therapeutics plcds consolidated financi al stat
Aifinancial statementso) giuwe sa atnrduda han ¢ afraeinrt wioanp anfy 6tsl|
financial positonas of31 December 2021 and of the groupds profit a

1 the consolidated financial statements have been properly prepared in accordance with accounting principles
generally accepted in the United States of America (fAU.
2014, to the extent that the use of those principles inthe preparation of the consolidated financial statements
does not contravene any provision of Part 6 of the Companies Act 2014;

1 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 Financi al Reporting Standard 102 AThe Financi
Republic of Irelandd and Irish |l aw); and

1 the financial statements have been properly prepared in accordance with the requirements of the Companies Act
2014.

We have audited the financi al statement s, included within
which comprise:

1 the Consolidated Balance Sheet a®f 31 December 2021;
1 the Parent Company Balance Sheet asf 31 December 2021;

1 the Consolidated Profit and Loss Account and Consolidated Statement of Comprehensive Income for the year
then ended;

1 the Consolidated Statement of Cash Flows for the yearthen ended;
T the Consolidated Statement of Shareholdersd Equity for
1 the Parent Company Statement of Changes in Equity for the year then ended; and

1 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 St
applicable | aw. Our responsibilities underrespddsbiitegforthe! and)
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
financi al statements in |Ireland, which includes | AASAd6s Et |
fulfilled our other ethical responsibilities in accordance wi th these requirements.

83



L

pwc

Our audit approach

Overview
Materiality
9 $25 million (2020: $20 million) i Consolidated financial statements
Materiality 1 Based onc. 5% of consolidated income before taxation adjusted for

Viela transaction costs (2020: based on c. 5% ofconsolidated income
before taxation).

9 $48.5 million (2020: $46.2 million) - Parent company financial

Audit scope statements. We used the lower overall consolidated financial

statements materiality on balances and transactions that do not
eliminate on consolidation.

9 Based onc. 1% of net assets of thgoarent company.

Key audit
it .
e Audit scope

9 Our group audit scope focusedprimarily 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.

9 Taken together, the components at which audit work was performed

accounted for in excess of 95%of consolidated turnover and
consolidated assets.

il
)l

Key audit matters

Provision for Medicaid Rebates.

Valuation of Developed Technology Asseti 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 audi
the financial statements of the current period and include the most significant assessed risks of material misstatement

(whether omot due to fraud) identified by the auditors, including those which had the greatest effect on: the overall audi
strategy; the allocation of resources in the audit; and directing the efforts of the engagement team. These matters, and
comments we maken 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 aikks identified by our audit.

Key audit matter How our audit addressed the key audit matter
Provision for Medicaid Rebates We assessed the design and tested the effectiveness of
As described in Notes 2 f Sy econtrolsrelatingto the valuation of the provision for

Government Rebates?od 2 f S u rr Medicaid rebates, including controls over the assumptions

- Medicine SalesDi scounts and Al | ow:usedtoestimate the allowance.
Di scounts and Rebateso to t

statements, the Company has accrued estimated Medicaid \ye tested the completeness, accuracy and relevance dhe

rebates within AProvision f yygeryingdataused by management.
chargebacks of $222.6 million as of December 31, 2021A

significant portion of this provision relates to the
Companyédés Medicaid rebat es . Weevaluated the significant assumptions used by
management including estimated percentages of medicine

. L prescribed to qualified patients, estimated rebate

Management calculates the provision for Medicaid rebates percentages and estimated levels of stock in the

using the expected value method. Management accrues jstribut ion channel that will be prescribed to qualified

estimated rebates based on estimated percentages of patients.

medicine prescribed to qualified patients, estimated rebate

percentages and estimated levels of stock in the

distribution channel that will be prescribed to qualified Evaluating managementods ass

patients and records the rebates as a reduction of revenue. Whether the assumptions were reasonable by (i)
considering the consistency of the assumptions with

. . o historical trends, (ii) comparing assump tions and inputs to
We determined the provision for Medic aid rebates to be a  government prices, invoices, current payment trends, and
key audit matter due to the significant judgement required  qther third -party data on a test basis where relevant, (jii)
by management when determining the provision, and in assessing whether relevant Company and industry specific

particular the significant assumptions related to estimated  considerations have beenappropriately incorporated into
percentages of medicine prescribed to qualified patients,  {he assumptions.

estimated rebate percentages and estimated levels of stock

in the distribution channel that will be prescribed to

qualified patients. 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

management 6s estimate to ev

management 6s esti mate.

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 fBa
AiSummary of Acc eBiunstiinmegs sP oQ o
and 3 fABusiness Acquisition

Arrangementso to the consol
the Company completed its acquisition of Viela Bio, Inc.
(AVielaod) on March 15, 2021
andoutst andi ng shares of el a
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.

Vi

Management determined the fair value of developed
technology using an income approach. Assumptions used
by management in the development of the asset valuaton
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 agreen
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 managementés
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 bymanagement 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 reasondleness 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 evaluatedthe 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 nto account the structure of the
controls, and the industry in which the group operates.

group and parent company, the accounting processes and

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. Oucaping
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 financi

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 natu
timing and extenof 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, wieideined 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 thelower 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%% of
consolidatedncomebefore taxation.

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

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

key metrics used by the group in the benchmark.
assessment of manager

This was adjusted to exclude Viela

transaction costs which are non recurring

costs.

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 evalwuation of the directorséo
concern basis of accounting included:

assessment of the group a

f obtaining managementds going
on which the financial statements are authorised for issue;

¢ o n cperiochof taedve momthsrrerntiie ddteo r  t h «

1 agreeing the underlying base cash flow projections to management approved forecasts and assessing how these
forecasts are compiled;

1 evaluatingtheCompany' s historic performance against key assum

1 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

1 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 describedinNote 1 7/A De bt Agr eement so.

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 groupds or
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 directorsd use
the preparation of the financial statements is appropriate.

However, because not all future events or conditions can be predicted, this conclusion is not a guaranteeas o t he gr ou
or the parent companyds ability to continue as a going coni

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 |
than the financial statements and our auditorsd report thei

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
so0, 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 Directors6 Report, we also considered
(excluding the information included in th
to report) have been included.

ther the discl
n Financi al :

Based on the reponsibilities 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:

1 Inour opinion, based on the work undertaken inthe course of t he audit, the informati
Report (excluding the information included in the fANon
report) for the year ended 31 December 2021 is consistent with the financial statements andhas been prepared in
accordance with the applicable legal requirements.

1 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 materialmi s st at ements i n the Directo
information included in the fiNon Financi al Statement o

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 Direcs8to8) Res)
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 r.
ability to continue as a going concern, disclosing as applicable, matters related to goingconcern 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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Audi torsdé r esponsifktheflnantial staementer t he audit o

Our objectives are to obtain reasonable assurance about whether the financial statements as a whole are free from material

mi sstatement , whet her due to fraud or error, areasonabte i ssue
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/b238901&6-458-9b8F
a98202dc9c3a/Description_of audgoresponsibilities for audit.pdf

This description forms part of our auditorsdé report.

Useof this report

This report, including the opinions, has been prepared for
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 ournpr consent in writing.
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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
Directors6 r emuner ation and transactions

Undert he Companies Act 2014 we are required to report to
remuneration and transactions specified by sections 305 to 312 of that Act have not been made. We have nexceptions 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.

/sl Paul Barrie

for and on behalf of PricewaterhouseCoopers
Chartered Accountants and Statutory Audit Firm
Dublin

31March 2022
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Turnover

Cost of sales

Gross profit

Research and development

Selling, general and administrative
Impairment oftangible asset

Gain on sale of assets

Operating income

Interest payable and similar expenses
Interest receivable and similar income
Other income

Other expense

Income before taxation
(Benefit)expense for incomeaxes
Profit for the financial year

Income per ordinary sharei basic

HORIZON THERAPEUTICS PLC
CONSOLIDATED PROFIT AND LOSS ACCOUNT

Year Ended December 31, 221

(In thousands, except share and per share data)

For the Years Ended December 31,

Weighted average ordinary shares outstanding basic

Income per ordinary sharei diluted

Notes 2021 2020

2,18 $ 3,226,410 2,200,42¢
2 794512 532,695
2,431,898 1,667,734

2 431,990 209,364
1,446,410 973,227

9 12,371 d

3 (2,000 (4,883)
543,127 490,026

4 (81,265 (95,217)
202 3,745

2,635 3,436

(1,872 (345

462,827 401,645

5 (71,664) 11,849
$ 534,491 $ 389,796
6 $ 2.37 $ 1.91
225551410 203,967,246
6 $ 2.27 $ 1.81
235,680483 215,308,768

Weighted average ordinary shares outstandingdiluted

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, 221
(In thousands)

For the Years Ended December 31,

Notes 2021 2020
Profit for the financial year $ 534491 $ 389,796
Other comprehensive (loss) incoméor the financial year

Pension and other pestmployment benefit plan

remeasurements 23 (13,296) o}

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 $ 519649 $ 391,556

The accompanying notes are an integral part of these consoliithatecial statements.
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HORIZON THERAPEUTICS PLC
CONSOLIDATED BALANCE SHEET
As of December 31, 221

(In thousands)

Assets
Non-current assets
Intangible assets:

Developed technologgnd other intangible assets

In-process research and development
Goodwill
Tangible assets:
Property plantand equipment
Right-of-use assets
Other assets:
Deferred income taxes due after one year
Other assets
Total non-current assets
Current assets
Stocks
Debtors:
Accounts receivable
Prepaid expenses and other current assets
Cash at bank and in hand
Restricted cash
Total current assets

Liabilities
Creditors: amounts falling due within one year
Accounts payable
Accrued expenseand other current liabilities
Long-term debt’ current portion
Total current liabilities
Net current assets
Total assets less current liabilities

Creditors: amounts falling due after more than one year

Long-term debt, net
Longterm lease liability
Other longterm liabilities

Total long-term liabilities

Provisions for liabilities
Deferred income taxes
Uncertain tax provisions
Trade discounts and rebates
Postemploymenbenefits
Total provisions for liabilities
Net assets

As of December 31,

93

Notes 2021 2020
7 $ 2960118 $  1,782,96:
7 880,000 ]
7 1,066,709 413,669
8 292,298 189,037
9 75714 34,406
5 538,098 560,841
10 65024 21,293
5,877,961 3,002,208
11 225,730 75,283
12 632,775 659,701
13 357,106 251,945
1,580,317 2,079,906
3,839 3,573
$ 2,799,767 $  3,070,40¢
14 $ 30,125 $ 37,710
15 523,015 485,567
17 16,000 !
569,140 523,277
2,230,627 2,547,131
8,108,588 5,549,339
17 2,555,233 1,003,379
9 93,798 43,227
41,309 33,578
2,690,340 1,080,184
5 381,259 60,068
5 30,342 31,273
18 317,431 352,463
24 16,823 3
745,855 443,804
$ 4672393 $ 4,025,351




HORIZON THERAPEUTICS PLC
CONSOLIDATED BALANCE SHEET (continued)

As of December 31, 201
(In thousands)

As of December 31,

Notes 2021 2020
Equity
Capital and reserves
Called up share capital presented as equity 22 $ 78 $ 7i
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 $ 4672,393 $ 4,025,351

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

On behalf of the board

/s/ TimothyP. Walbert
Timothy P. Walbert
Director

/s/ William F. Daniel
William F. Daniel
Director
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HORIZON THERAPEUTICS PLC

CONSOLI DATED STATEMENT OF SHAREHOLDERSGO6 EQUI TY
For the Year Ended December 31, 21
(In thousands, except share data)
Called-up Share Capital Other Reserves
Accumulated
Share Other
Ordinary Deferred Premium Comprehensive Profit and
Shares Amount Shares Amount Account Other Loss Loss Account Total

Balances at Januaryl, 20 188,402,040 $ 19 40,00C $ 55 $ 2,292,77! 504,89t $ (1,905 $ (610390 $ 2,185,44¢
Issuance of ordinary shares in conjunction with Exchangeable Senior Nc ~ 13,898,41- 1 15} 5} 750,441 (354,770 d 5} 395,672
Issuance of ordinarghares public offering 13,570,00( 1 o] o] 919,51% o] 0 o] 919,514
Issuance of Horizoiherapeutics plc shares in conjunction with vesting of

restricted stock units, performance stock units. stock option exercise

ESPP program 5,851,22( 1 0 s} 53,037 (66,505, 0 s} (13,467,
Sharebased compensation 3 3 3 3 3 146,621 5] k) 146,627
Currency translation adjustment 3 3 3 3 3 3 1,76C 3 1,76C
Profit for the financial year 3 3 3 3 3 3 o) 389,79¢ 389,79¢
Balances atDecember 31, 220 221,721,67- $ 22 40,00C $ 55 $ 4,015,76¢ 230,247 % (14* (220,594 $ 4,025,35:
Issuance of Horizon Therapeutics plc shares in conjunction with vesting

restricted stock units, performance stock units. stock option exercise

ESPP program 6,039,26: 1 o] o] 73,092 (165,964 o] s} (92,870
Sharebased compensation 3 3 6] 6] 5] 220,262 0 5} 220263
Pension and other pesmploymen benefit plan remeasurements 3 3 d d 6] d (13,296 0 (13,296,
Currency translation adjustment 3 3 o] o] 6] o] (1,546, o] (1,546)
Profit for the financial year s} s} 0 s} s} s} 0 534,49 534,491
Balances atDecember31, 2021 227,760,93 $ 23 40,00C $ 55 $  4,088859 284,54¢ $ (14,98 $ 313,897 $ 4,672,39(

The accompanying notes are ategral 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, Z1
For the Years Ended December 31,

2021 2020
CASH FLOWS FROM OPERATING ACTIVITIES:
Profit for the financial year $ 534,491 $ 389,79¢
Adjustments to reconcile net profit to net castprovided by operating
activities:
Depreciation and amortization expense 353,751 279,45!
Equity-settled shardased compensation 219,08¢ 146,621
Acquired inprocess research and development expense 76,572 77,517
Impairment of norcurrent asset 12,371 o)
Amortization of debt discount and deferred financing costs 5,189 12,64(
Loss on debt extinguishment o) 31,85¢
Gain on sale of assets (2,000 (4,883
Deferredincome taxes (101,016 (33,453
Foreign exchange and other adjustments (1,433) 1,81z
Changes in operating assets and liabilities:
Debtors 34,79¢ (251,173
Stocks 1,267 (21,451
Prepaidexpenses and other current assets (88,193 (114,788
Accounts payable (12,197 16,01¢
Trade discounts and rebates (36,929 (113,991
Accrued expenseand other current liabilities 50,622 114,62
Othernon-current assets and liabilities (11,106 25,092
Net cash provided by operating activities 1,035,27: 555,68¢
CASH FLOWS FROM INVESTING ACTIVITIES:
Payments for acquisitionaet of cash acquired (2,845275H (262,305
Purchases of propertplantand equipment (76,596 (169,852
Payment related to license agreement (49,572 (30,000
Payments for longerm investments, net (24,668 (13,314
Proceeds from sale of assets 2,00C 5,40C
Change in escrow deposit for property purchase o) 6,00C
Net cash used in investing activities (2,994,11) (464,071
CASH FLOWS FROM FINANCING ACTIVITIES:
Net proceeds from term loans 1,574,99: o]
Repayment of term loans (12,000 o]
Net proceeds from the issuance of ordinary shares o] 919,78¢
Repayment of senior notes 6] (1,739,
Proceeds from the issuance of ordinary sharesrijunction with ESPP program 22,52¢ 16,16¢
Proceeds from the issuance of ordinary shares in connection with stock option exercise 50,56¢€ 36,86¢
Payment of employee withholding taxes relating to shased awards (165,964 (66,505
Net cash provided by financing activities 1,470,12: 904,57¢
Effect of foreign exchange rate changes on cash, cash equivalents and restricted cash (10,606 7,244
Net (decrease) increase in cash, cashjuivalents and restricted cash (499,323 1,003,44(
Cash, cash equivalents and restricted cash, beginning of the year 2,083,47¢ 1,080,03¢
Cash, cash equivalents and restricted cash, end of the year $ 1,584,15¢ $ 2,083,47¢
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HORIZON THERAPEUTICS PLC

CONSOLIDATED STATEMENT OF CASH FLOWS (CONTINUED)
(In thousands)

For the Year Ended December 31, 202

For the Years Ended December 31,

2021 2020

Supplemental cash floninformation:

Cash paid for interest $ 74,35 $ 51,86:

Cash paid for income taxes, net of refunds received 97,23¢ 15,11¢

Cash paid for amounts included in the measurement of lease liabilities 8,86¢ 7,84C
Supplemental norrcash flow information:

Lease liabilities arising from obtaining righf-use assets $ 62,15¢ $ 6]

Purchases of acquired-process research and development included in accrued expens

other currentiabilities 25,00( o]

Purchases of propertplantand equipment included in accounts payable and accrued

expenseand other current liabilities 9,22¢ 13,43(

Principal amount of 2.5% Exchangeable Senior Notes due 2022 convertedinary share o) 398,26!

Milestone payments for TEPEZZA intangible asset included in accrued expensether

current liabilities o] 123,44

The accompanying notes are an integral part of these consolidated fistateiadents.
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HORIZON THERAPEUTICS PLC
NOTES TO CONSOLIDATED FINANCIAL STATEMENTS

1 Basis of Presentation

HorizonTherapeuticsplc s a public company registered by shares. The
registered officeig 0 St . St eluhlie 2 BDOR EXX4, &edand,

The directors have elected to prepare the consolidated financial statements in acedtda®®etion 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 preparanygihle f
statements in accordance with accounting principles generally accepted in the UbitedsStao f Amer i ca (A U. S.
Section 279 of the Companies Act 2014, to the extent that the use of those principles in the preparation of the finareridd sta
does not contravene any provisionldf(ttthe MREepmpdrice o fAdtre) a
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 afeedatiat 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 c¢ o mp)laedtaeqdired all of thesigswpdiand i t i o
outstanding shares of Vieladés common stock for $53.y®B0 per
billion, including cash acquired of $342.3 million. Following the completion of theisitign, Viela became a wholgwned
subsidiary of the Company. The consolidated financial statements presented herein include the results of operatiansrefithe ac
business from the date of acquisition.

These consolidated financial statements were prepared in accordance with Irish Company Law, to present to the shareholders
the Company and file with the Companies Registration Office in Ireland. Accordingly, these financial statements inasdesdiscl
required by the Companies Act in addition to those required under U.S. GAAP. The consolidated financial statementginclude th
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 stateareiglof f
position, profit and loss and cash flows for the periods presented.

Unless otherwise indicated or the context otherwdsqmu i r es, r ef erences to the ACompany
Therapeuticplc and its consolidated subsidiaries.

Since January 1, 20, the Company completed the following acquisitions and divestitures:

i In July 2021 the Companygompletedhe purchase of a biologic drug product manufacturing facility from EirGen Pharma
Limited ( BirGerd ,)a subsidiary of OPKO Health, Inc., in Waterford, Ireland.

i In March 2021the Companygompleted the acquisition of Viela, in whithe Companycquired all of the issued and
outstanding shares of Vielads common stock.

i In October 2020the Companyoldits rights to develop and commercialize RAVICEHNnd BUPHENY® in Japan to
Medical Need Hrope AB, part of the Immedica Grogpinmedica .)We have retained the rights to RAVICTI and
BUPHENYL in North America.

i In April 2020,the Companycquired Curzion Pharmaceuticals, lo&urziord ,)a privately held developmestage
biopharmacompany, and its developmesttige oral selective lysophosphatidic acid 1 receptor (LPAR1) antagonist,
CZNO001 (renamed HZM25), for an upfront payment with additional payments contingent on the achievement of
development and regulatory milestones.
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Overview

Horizonis focused on the discovery, development and commercialization of medicines that address critical needs for people
i mpacted by rare, autoi mmune and severe infl ammat orxpertisei s e a
and courage to bring clinically meaningful therapies to patients. Horizon believes science and compassion must woil together
transform lives. The Company has two reportable segments, the orphan segment and the inflammation segment, ardias comm
portfolio is currently composed of 12 medicines in the areas of rare diseases, gout, ophthalmology and inflammation.

As of December 31,20, t h e Compesacialypdtiliconsisted of the followingiedicines

Orphan

TEPEZZA? (teprotumumarbw), for intravenous infusion

KRYSTEXXA® (pegloticase injection), for intravenous infusion

RAVICTI (glycerol phenylbutyrate) oral liquid

PROCYSB?P (cysteamine bitartrate) delayeelease capsules and granules, for oral use

ACTIMMUNE® (interferon gammd.b) injection, for subcutaneous use

UPLIZNAZ® (inebilizumabcdon) injection, for intravenous use

BUPHENYL (sodium phenylbutyrate) tablets goolvder, for oral use

QUI NSAI RE (levofloxacin) solution for inhalation
Inflammation

PENNSAICP (diclofenac sodium topical solution) 2% w/w, or PENNSAID 2%, for topical use

DUEXIS® (ibuprofen/famotidine) tablets, for oral use

RAYOS® (prednisone) delayerklease tablets, for oral use

VIMOVO® (naproxen/esomeprazole magnesium) delagéehse 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 orimganufactur
operatonss er ve as distributors of the Companyds medicines, hol
support to the Company.

2 Summary of Accounting Policies

Principles of Consolidation

The consolidated financial statements includeGlemp any és accounts and those of its
intercompany accounts and transactions have been eliminated.
Segment Information

The Companyés reportable segments, which ar e 1inlamanoer phan
consistent with the internal reporting providedtothe mpany és <chi ef op(@iOMOi)ndGThdeCompany ine
has been identified as its chief executive officer. The Company has no transactions between reportable segments.

Use d Estimates

The preparation of the accompanying consolidated financial statements in conformity with GAAP requires management to me
certain estimates and assumptions that affect the reported amounts of assets and liabilities, disclosure of cdnilitiegeat the
date of the financial statements and reported amoutissrafverand expenses during the reporting period. Actual results could differ
from those estimates.
Foreign Currency Translation and Transactions

The reporting currency of tteompany and its subsidiaries is the U.S. dollar.
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The U.S. dollar is the funct i dniedStatedasad busitegsesfandrthe mdjoaty dismp
subsidiaries. The Company has foreign subsidiaries that have the Euro aaddd&®@ Dollar as their functional currency. Foreign
currencydenominated assets and liabilities of these subsidiaries are translated into U.S. dollars based on exchange rates prevailing
the end of the periodiirnoverand expenses are translated ataye exchange rates prevailing during the corresponding period, and
sharehol dersdé equity accounts are transl ated at htsdforeigni c al
exchange gains and losses arising from the sl 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 compretiessivéi AOC | 0 )

Gains and losses resulting from foreign currency transactions are reflectéedh i n t he Companyds r esul

Revenue Recognition

In the United States, the Company sells its medicines primarily to wholesale distributors and specialty pharmacy lproviders.
other countries, the Company sells its medicprasarily to wholesale distributors and other thgairty distribution partnerhese
customers subsequently resell the Co mplaadgitos ther@oopamyienteessntot o h
arrangements with health care providansl payers that provide for governmemndated or privately negotiated discounts and
all owances rel at ed tRevehukisredognizea whery gerformarealobligationgunder the terms of a contract
with a customer are satisfiethe majory of the Compangs contracts have a single performance obligation to transfer
medicinesAccor dingly, revenues from medicine sales are recogni
medicines, which occurs at a point in time, typically ugdelivery to the customeRevenue is measured as the amount of
consideration the Company expects to receive in exchange for transferring medicines and is generally based upora pigter fix
less allowances for medicine returns, rebates and discdinet Company sells its medicines to wholesale pharmaceutical distributors
and pharmacies under agreements with payment terms typically less than I0hlagys. Company 6s process for
established for these variable consideration compsnerd o es not di ffer materially from th

Medicine Sales Discounts and Allowances

Thenat ure of the Companyds contracts gives rise to vari al
and discounts. Adwances 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 ldllowances.
actual resuft differ from its estimates, the Company will be required to make adjustments to these allowances in the future. The
Companyds adj udusnoveraredissusseddurtiter belews

Commercial Rebates

The Company participates in certain commerciaktelprogramdJnder these rebate programs, the Company pays a rebate to
the commercial entity or thirdarty administrator of the prografhe Company calculates accrued commercial rebate estimates using
the expected value methdthe Company accrues estited rebates based on contract prices, estimated percentages of medicine that
will be prescribed to qualified patients and estimated levedtookin the distribution channel and records the rebate as a reduction of
turnover Accrued commercial rebates & | n ¢ [Tnadk distountsandirebabegthin fi Pvisions for liabilitie® 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 taurnover The Company calculates accrued distribution service fee estimates using the most likely amounfTimethod.
Conpany accrues estimated distribution fees based on contractually determined amounts, typically as a pertcentage of
Accrued distribution service fees are includedlirade discounts and rebadegithin fi Rovisions for liabilitie® on the consolidad
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 circumstarttesn a pati ent s prescription
vendor, the Company will pay for the full cost of the prescription. The Company reimburses pharmacies for this discghint throu
third-party vendors. The Company reduces gross turnover by thenaofactual cepay and other patient assistance in the period
based on invoices received. The Company also records an accrual to reduce gross turnover for espiayaded ather patient
assistance on units sold to distributors that have not yet bestriped/dispensed to a patieftte Company calculates accrued co
pay and other patient assistance costs using the expected value. Mie¢hestimate is based on contract prices, estimated
percentages of medicine that will be prescribed to qualifigdrgat average assistance paid based on reporting from theahiyd
vendors and estimated levels of stock in the distribution channel. Accryey @nd other patient assistawostsare included in
fiTrade discounts and rebadegithin fi RVvisions for liabilitie® on the consolidated balance sheet.

Sales Returns

Consistent with industry practice, the Company maintains a return policy that allows customers teretinmedicine
within a specified period prior to and subsequent tartadicine expiration date. Generally, medisineay 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 returmeteiresrter
of one year after the medicine expiratiate or the time that the medicine is dispensed to the patient. The majority of medicine

returns result from medicine dating, which falls wuandeofa t h
credit to the customer. Theo@pany calculates sales returns using the expected value method. The estimate of the provision for
returns is based upon the Companyds historical expedonence
the shelf life of medicineat t he ti me of shipment. The Compandotherrcigrenbr ds s a

liabiltieso and as dumnovetducti on of

Prompt Pay Discounts

As an incentive for prompt payment, the Company offers a 2% cash discount to most cuStben€@mpany 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 allowanfiesagamst unt s r ec e i
a reduction ofurnovet

Government Rebates

The Company participates in certain government rebate programs such as Medicare Coverage Gap andMedicaithany
calculates accrued government rebate estimates using the exmdotethethodA significant portion of these accruals rektie the
Co mp a n y éaglrebdts.dr'he Company accrues estimated rebates based on estimated percentages of medicine prescribed to
qualified patients, estimated rebate percentages and estimatésidf stock in thdistribution channel that will be prescribed to
qualified patients and records the rebates as a reductiomof/er Accrued government rebates are included inr ade di s c o0

rebateso within fBmrthe eonsslidated Isalaffcesheel i abi | i ti es o

Chargebacks

The Company provides discounts to government qualified entities with whom the Company has cohtrasteentities
purchase medicines from the wholesale pharmaceutical distributors at a discounted price and the wholesale pharmaceutical
distributors thertharge back to the Company the difference between the current retail price and the contracted price that the entitie:
paid for the medicineg'he Company calculates accrued chargeback estimates using the expected valuel eetbochpany
accrues estimatethargebacks based on contract prices;teeugh sales data obtained from thirakty information and estimated
levels ofstockin the distribution channel and records the chargeback as a redudiionasfer Accrued chargebacks are included in
ATrddecounts and rebates o anithedonsalidafe®balanceasheetons for | i abil i ti

Allowance for Credit Losses

The Companyés medicines are sold to wholesale phar maceu:
accounts receilde balances to determine the impact, if any, of such factors as changes in customer concentration, credit risk and tl
realizability of its accounts receivable, and rec@msllowance for credit lossaden applicable.
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Stocks

Stocks are stated at thmnler of cost or net realizable value, using the-firsfirst-out convention. Stocks consist of raw
materials, workin-process and finished goods. The Company has entered into manufacturing and supply agreements for the
manufacture or purchase ofrawmati al s and production supplies. The Company:
and supplies and manufacturing overhead costs. The Company reviews its stock balance and purchase obligations twaassess if it
obsolete or excess stockkan r ecor ds a charge to ficost of saleso when appl

Stocks acquired in business combi nat iuopnos raerper ersesgorutstedket dh ea
from the lower of cost or net realizable value (the historical boolkevala s pr evi ously recorded on th
sheet) to fair market value at the acquisition date. Stockustegxpense is recorded in tb@nsolidategrofit and loss accourtased
on actual turnover, or usage, using theimsfirst-out convention.

Stocks excludene di ci ne sample inventory, which is included in o
gener al and administratived expense when shipped to sal es

Pre-launch Inventories

The Company capitalizestockcosts 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.
number offactors are taken into consideration by management, including the current status of the regulatory approval process and
potential impediments to the approval process such as safety or efficacy. If future commercialization and future ecafibisioben
longer considered probable, the capitalizedlpuachstockwould be expensed.

Cost of Sales

The Company recognizes cost of sales in connection with its turnover of each of its distributed medicines. Cost aidedes incl
all costs directlyrelated o t he acqui sition of t h epar@ manpfactorgrs imcludirg ddigbticharges f r
and other direct expenses such as insurance and supply chain costs. Cost of sales also includes amortization opriafeitygtasl
describedn the intangible assets accounting policy below, stockigtegxpense, drug substance harmonization costs;lshsee
compensation, charges relating to discontinuation of clinical trials, royalty payments to thirdgratioss on stock purchase
commiments.

Pre-clinical Studies and Clinical Trial Accruals

The Co mp xlmgabstudigs and clinical trials have historically been conducted byhitg contract research
organizations and other vendors.flieical study and clinical trial expersare based on the services received from these contract
research organizations amendorsand are charged to R&D expense as incufPayments depend on factors such as the milestones
accomplished, successful enroliment of certain numbers of patienstendtiation. 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 thaiagtoéttie
performance of services or the level of effort vafiem the estimate, the Company adjusts the accrual accordingly.

Incomeper ordinary share

Basicincomeper ordinary share is computed by dividingomefor the financial year by the weightedrerage number of

ordinary shares outstanding during the period. Di lestored ear
basic EPS that could occur if securities or other contractsue @slinary shares were exercised, convenedordinary shares, or
resulted in the issuance of ordinary shares that would hav

Cash and Cash Equivalents

The Company considers all highly liquid investments, readily edile to cash, that mature within three months or less from
date of purchase to be cash equivaledésh and cash equivalents primarily consist of cash balances and money market funds. The
Company generally invests excess cash in money market fundsh@ndinancial instruments with shaerm durations, based upon
operating requirements.

Restricted Cash

Restricted cash consists primarily of balances in intéresting money market accounts required by a vendor for the
Companyds s pon sioessemrdit eandprograymere cdilaiesal for a letter of credit.

102



Fair Value of Financial Instruments

The carrying amounts of the Companyds financi aldebionstr um
accounts payable aratcrued expensesd other current liabilitiesapproximate 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 tradec
equity seurities are reported at fair value determined using quoted market prices in active markets. Changes in the fair galue of the
investments are included in other income, net in the consoligedétiand loss account

Equity Method Investments

Investmentsn companies over whidihe Companyassignificant influence but not a controlling interest are accounted for
using the equity method, with the share of earnings or losses repootbétiincomenet.

Concentration of Credit Risk and Other Risks almtertainties

Financial instruments that potentially subject the Company to concentrations of credit risk consist of cash, cash eapdvalents
investments. The Companyds i ntwne depositelnSt fedpral govecnynenpaad fedérdl agencyn v e s
securities, corporate bonds or commercial paper, money market instruments, certain qualifying money market mutuabfands, cert
repurchase agreements, andeaempt 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 financiakimstitlinig
the Companyés cash, cash equivalents and investments to th

The purchase cost oEPEZZA drug substancE EPEZZA drug product with the Compan
product manufacturer, Patheon Pharmaceuticals Inc. (d&fPathe
Thermo Fisher Scientific). and ACNIMUNE stockare principally denominated in Euros and are subject to foreign currencinrisk.
addition, the Company is obligated to pay certain milestones and a royalty on sales of TEPEZBAffmannLa Roche Ltd and
HoffmannLa Roche Inc. (togetherfree r r e d t oin @wsss FraRas,avhieh @bligations are subject to foreign currencyrhisk.
Company has contracts relating to RAVICTI, QUINSAIR and PROCYSBI for sales in Canada which are subject to foreign currency
risk. The Company also incurs cairt operating expenses in currencies other than the U.S. dollar in relation to its Irish operations and
foreign subsidiariesTherefore, the Company is subject to volatility in cash flows due to fluctuations in foreign currency exchange
rates, particularlghanges in the Eurand the Swiss Franc. From time to time, the Company may enter into forward currency
contracts to hedge its foreign currency risk exposure.

Hi st ori cal | ydebtotbalanceChave peeemhygldlysconcentrated with a select nuftagstomers consisting
primarily of large wholesale pharmaceutical distributors who, in turn, sell the medicines to pharmacies, hospitals and other
customersAs of December 31, 202and 2@0, t he Companyés top four ¢ P& danddFer s acco
respectively of t he Co mp andebtabalancesGiven the size artd araddwonthiness of the customers, we have not
experienced and do not expect to experience material credit related losses with such customers.

The Company depends on singgdeurce 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 gindacoeunting Standards Codification Topic
805, Business Combinatiorisfi A & € 5udderwhich acquired assets and liabilities are measured at their respstinated fair
values as of the acquisition date. The Company may be required, as in theicesgitfle asset® determine the fair value
associated with these amounts by estimating the fair value using an income approach under the discounted cash flowainethod, wh
may includeturnoverprojections and other assumptions made by the Companyetonilee 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 repre
the future tax consequences of the differences between the financial statamgng amounts of assets and liabilities versus the tax
basis of assets and liabilities. Under this method, deferred tax assets are recognized for deductible temporary différences,
operating loss and tax credit carryforwards. Deferred tax ligilitre 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 sasnalpoftion
the deferred tax assets will not be realized. Sigmifigudgment 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 taxableénComeatty
is required to make assumptionsluting the amount of taxable income in the various jurisdictions in which the Company operates.
These assumptions require significant judgment about forecasts of future taxable icini@ieoperating results in future years
could render our current assption of recoverability of deferred tax assets inaccurate. The impact of tax rate changes on deferred ta
assets and liabilities is recognized in the period that the change is enacted. From time to time, the CompanyteramafeEmin
transactions in ponse to changes in operations, regulations, tax laws, funding needs and other circumstances. These transaction:
require the interpretation and application of tax laws in the applicable jurisdiction to support the tax treatment tatadunatidnes
which support the tax treatment of the transactions require significant estimates and assumptions within discounted cashsflow mod
The Company also accounts for the uncertainty in income taxes by utilizing a comprehensive model for the recognitiomentgasure
presentation and disclosure in financial statements of any uncertain tax positions that have been taken or are extaadto be
an income tax return. Deferred tax assets and deferred tax liabilities are netted by-pagtagntity within eeh jurisdiction on
the Companyds consolidated balance sheet

Property, Plantand Equipment

Land is stated at cost. Propenyantand equipment, other than land, are stated at cost less accumulated depreciation.
Depreciation is recognized using the straigtet method over the estimated useful lives of the related assets for financial reporting
purposes and an accelerated methodhimome 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 nedeattedsn o
Repair and maintenance coate charged to expenses as incurred and improvements are capitalized.

Leasehold improvements are amortized on a striiiginbasis over the term of the applicable lease, or the useful life of the
assets, whichever is shorter.

Depreciation and amortizatigne r i ods f or t h g pladtant pgaipmerdt are gs followse r t y

Buildings 40 year:
Land improvements 10 year:
Machinery and equipment 5to 7 year
Furniture and fixtures 3to 5 year
Computer equipment 3 year:
Software 3years
Trade show equipment 3 year:

The Company capitalizes software development costs associated with internal use software, including external direct costs o
materials and services and payroll costs for employees devoting time to a spfbjece Costs incurred during the preliminary
project stage, as well as costs for maintenance and training, are expensed as incurred.

Software includes internral s e soft ware acquired and modi fied to meet t}
commences when the software is ready for its intended use.

104



Intangible Assets

Definite-lived intangible assets are amortized over their estimated useful lives. The Company reviews its intangible assets wh
events or circumstances may indicate that the icermalue of these assegsnot recoverable arekceeds their fair value. The
Company measures fair value based on the estimated future discounted cash flows associated with these assets irttegtdition to o
assumptions and projections that the Compaeyndeto 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.

Indefinitelived intangible assets consist of captatlinpr ocess research and devel opment
represent capitalized incomplete research projects that the Company acquired through business combinations. Suatitedlsets are i
measured at their acquisition date fair values and stedtéor impairment, until completion or abandonment of research and
devel opment (AR&DO0) efforts associated with the projects.
with the asset have ceased, and there are no plans tolgshee 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 @eterminati
about the then remaining useful life of the intéeyasset and begin amortization. The Company tests its inddfigiteintangibles,
including IPR&D assets, for impairment annually during the fourth quarter and more frequently if events or changes targesims
indicate that it is more likely thamot that the asset is impaired.

Goodwill

Gooduwill represents the excess of the purchase price of acquired businesses over the estimated fair value of theridentifiable
assets acquired. Goodwill is not amortized but is tested for impairment at least annually at the reporting unit levéeguetig
if events or changes in circumstances indicate that the asset might be impaired. Impairment loss, if any, is recognined based
comparison of the fair value of the asset to its carrying value, without consideration of any recoverabilitynpheay tests
goodwill for impairment annually during the fourth quarter and whenever indicators of impairmeblydiist assessing qualitative
factors to determine whether it is more likely than not that the fair value is less than its carrying Hrtteu@ompany concludes it
is more likely than not that the fair value of a reporting unit is less than its carrying amount, a quantitative impgstmsent t
performedIf the Company concludes that goodwill is impaired, it will record an impairmemngehn itsconsolidategrofit 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 aesfitse in value. In addition, since goodwill that does
decline in value rarely does so on a stralgie basis, straighine amortization of goodwill and indefinite lived intangible assets over
an arbitrary period does not reflect the economic rediltgrefore, 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 incurrec
under agreements Witcontract research organizations to conduct clinical trials, expenses incurred to manufacture clinical trial
materials and acquird®R&D assetsR&D expenses wered820 million and $094 million for the years ended December 31220
and 2@0, respectiely.

Advertising Expenses
The Compangexpenssthe costs of advertising as incurred. Advertising expenses @888%nillion and $.14.4 million for
the years ended December 3122and 2@0, respectively.

Deferred Financing Costs

Costsincurredic onnecti on with debt f i nantermdaptsnéthavehbe€ompapybba
balance shests deferred financing costs, and are charged to interest expense using the effective interest method over the terms o
related @bt agreements. These costs include document preparation costs, commissions, fees and expenses of investment bankers
underwriters, and accounting and legal fees.
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Comprehensive Income

Comprehensive inconis composed gbrofit and other comprehensiy®sg income( A OCI 6) . OCI includes
sharehol der s& e g ui profit, whithadnsisaaf fereign xucréncy dranslatidn adjustmants pension and other
postemployment benefit plan remeasuremeiitee Company reports the effect of significant reclassifications out of accumulated
OCI on the respective line itemsprofit if the amount being reclassified is required under GAAP to be reclassified in its entirety to

profit.

ShareBased Compensation

The Company accounts for employee sHaeed compensation by measuring and recognizing compensation expense for all
sharebased payments based on estimated grant date fair values. The Company uses tH:etragthbd to allocate compensation
costtor eporting periods over each awar deebds r e gFRorfeifuies age estimatedi c e
based on historical experience at the time of grant and revised in subsequent periods if actual forfeitures differ Bstimttese

Postemployment 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, tates, and retirement rates. The
Company reviews its actuarial assumptions on an annual basis and makes modifications to the assumptions based os audrent rate
trends. Prior service costs and credits from plan amendments, including initiatiptanf 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 activesasavfdinent
date. Actuarial gains and losses are deferred in AOCI, net of tax and achon&r the remaining service attribution periods of the
employees under the corridor method.

Royaltes

The Company records royal tupnoveraspaetofeostadblessed on each peri o

Leases

On January 1, 201%he Company adoptesiccounting Standards UpdatefiSUo 201602, LeasesUnder ASU No. 20182,
an entity is required to recognize rigtftuse lease assets and lease liabilities on its balance sheet and disclose key information abou
leasing arrangementshe Company adopted this standard on January 1, 2019, using a modified retrospective approach at the
adoption date through a cumulatigéfect adjustment to retained earnings. The Company applied the new guidance to all operating
leases within the scopé the standard that were in effect on January 1, 2019, or entered into after, the adoption date The adoption d
not have a mat er i a lconsofidptedgptofit and loss dceoudBwevep thenngwbstandard established $38.0
million of liabilities and corresponding righf-u s e assets of $36.0 million on the Comg
primarily related to operating leases on rented office properties, that existed as of the January 1, 2019, adoption date.

The Co mpases pridaily felate 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. yhe €ompa
assessment is bad 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 theh@etimgany
right to direct the use of the asset. At inception of a lease, the Company allocates the consideration in the contractéo each leas
component based on its relative stahohe price to determine the lease payments.

For leases with terms greater than 12 morittssCompany records the related asset and obligation at the present value of lease
payments over the term. The righftuse lease asset represents the right to use the leased asset for the lease term. The lease liability
represents the present value @ thase payments under the lease.

The rightof-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 rightf-use lease assets are reviewed for inmpaint. 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 rateezatilyot be
determined, the Companyds s ecureédnastheaunderlyiegrieasa.l borrowing r a

The Company identified and assessed the following significant assumptions in recognizing {bleusghease assets and
corresponding liabilities.
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Expected lease terinThe expected lease term includes both contraataakl periods and, when applicable, cancelable option
periods. When determining the lease term, the Company includes options to extend or terminate the lease when it iscesteanably
that the Company will exercise that option.

Incremental borrowingrei As t he Companyds | eases do not provide an i
borrowing rate (filBR0O) based on the remaining ter mpayfo each
borrow on a collateraled basis over a similar term an amount equal to the lease payments in a similar economic environment.

The Company has elected not to recognize fighise lease assets and lease liabilities for g¢bart leases that have a term of
12 months or less

The Company reports riglof-use lease assets witlfinT a n g i b linats carsdidatedsbalance sheet. The Company reports
the current portion of | eaanéothericiarentlinhiliies easn dteirhtlehsiegiiabiliies ahinr ue d e
Aot het eFmngiabilitiesd 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 probablktyhzas liab
been incurred and the amount of the related loss can be reasonably estimated. Legal fees and other expenses relatedr® litigati
expensed as incurred and included in fiselling, gener al and

Recent Accounting Pronouncements

Fromtime to time, the Company adopts new accounting pronouncements issued by the Financial Accounting Standards Boar
(AFASBO) or -settindibodies.st andar d

In December 2019, the FASB issued Accounting Standards Update Nel20&8ome Taxes (Topic 7%@implification and
reduce the cost of accounting for income taxds A S U -120®1) 9 wasdffectiva for the Company as of January 1, 2021. The
adoption of ASU 20192didnothave a materi al i mpact on t he Cuodreatdadsdosures.on s

Other recent authoritative guidance issued by the FASB (including technical corrections to the Accounting Standards
Codification)( i A S @@ American Institute of Certified Public Accountants, and the Securities and ExchangesCommin  ( A S E
did not, or are not expected t o, have a materi al i sape®act on

3 Business Acquisitions, Divestitures and Other Arrangements

Acquisition ofbiologic drug product manufacturing facility

In July 2021, the Company completed the purchaséb@fi@gic drug product manufacturing facility from EirGen, a subsidiary
of OPKO Health, Inc. in Waterford, Ireland for $67.9 million, which included an upfront egshemt of $64.8 million and $3.1
million of additional transaction costs, legal fees and liabilities assurhedacility, which is located in an Industrial Development
Agency Il reland (Al DA I relandod) bu s ionfreezesdrygr,dhatican ba used fonbdtlethe a f
Companydés commerci al medi ci nes, including its rare disease
medicine candidates in development, following buaild, validation and regulatory appad processesn addition, there is adjacent
IDA Ireland land available for further manufacturing and development expansion. The Company accounted for the trarsaction as
asset acquisition.
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The following table summarizes fair values of assets acqaged the acquisition date (in thousands):

Construction in process $ 22,73¢
Buildings 21,55(C
Furniture and fixtures 1,08¢
Definite-lived intangible assets 21,79¢
Other 775
Total consideration $ 67,94¢

Acquisition of Viela

On March 15, 2021, the Company completed its acquisition of Viela and acquired all of the issued and outstanding shares of
Vielabds common stock for $53.00 per share. The oactghuei sGotmpoan
commercial medicine portfolio. The Viela acquisit@isoprovides multiple opportunities to drive loerm growth and solidify the
Companyds f ut urdevensbwmtech compamyhi oevl aat-6tagerbiviogics pipeline, R&D teamdaonmarket medicine
UPLI ZNA, made it a complementary strategic fit with ushe Co
Following completion of the acquisition, Viela became a whollyned subsidiary of the Company. The Comypfamanced the
transaction through cash on hand and $1.6 billion of aggregate principal amount of term loans pute@rditmp any 6 s e x i s
credit agreement, as described in Note 1

The total consideration for the acquisition was approximately $dhbincluding 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) $ 2,914,40°
Net settlements on the exercise of stock options 78,55¢
Consideration for exchange of Viela stock options 1,13C
Total consideration $ 2,994,09:

During theyear ended December 31, 2021, the Company incurred $28.6 million in Viela transaction costs, including advisory,
|l egal, accounting, valuation and other professional and co
Administrative Expesa e s 0 congolidatbdeprofit and loss account

Pursuant to ASC 80%he Company accounted for the Viela acquisition as a business combination using the acquisition methoc
of accounting. Identifiable assets and liabilities of Viela, including identfiatthngible 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 theffdievatie
assets acquired was recorded as goodwill. While all amounts weretgalgejustments, the areas subject to the most significant
potential adjustments westocls, intangible assets, IPR&D and deferred income taxes. As a result, the Company recorded
preliminary estimates for the fair value of assets acquired and liabdg®imed as of the acquisition date. Such preliminary valuation
required estimates and assumptions including, but not limited to, estimating future cash flows and direct costs i addition t
developing the appropriate discount rates and current markeipto mar gi ns. The Companyds manag
recognized for the assets acquired and the liabilities assumed are based on reasonable estimates and assumptions.

During theyear ended December 31, 2021, the Company recorded measuremehagieistiments related to deferred tax

liabilities, accrued expenses and other current liabilities, accrued trade discounts anddetaisgrepaid expenses and other
current assets arstiocks, which resulted in a net reduction in goodwill of $9.7liionil.
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The following table summarizes the fair values assigned to the assets acquired and the liabilities assumed by the Ggmpany a
with the resulting goodwilbefore and after the measurement period adjustrfierttsousands):

Before Adjustments After
Deferred tax liabilities, net $ (457,929 % 6,589 $ (451339)
Accruedexpenses and other current liabilitie (73,40)) (335) (73,736)
Other longterm liabilities (22,63)) o} (22,63))
Accounts payable (4,768 o} (4,76%)
Accrued trade discounts and rebates (1,492) (3873 (1,865)
Marketable securities 400 o} 400
Property, plant and equipment 1,747 o} 1,747
Other assets 3,25¢ 1,61c 4,86¢€
Debtors 8,058 (267) 7,78€
Prepaid expenses and other curgsdets 16,44 152 16,596
Stocks 149,34¢ 2,30C 151,64¢
Cash and cash equivalents 342,34 0 342,347
In-process research and development 910,00( o} 910,00(
Developed technology 1,460,00( 0 1,460,00(
(Liabilities assumed) and assets acquired 2,331,37: 9,67¢ 2,341,051
Goodwill 662,71¢ (9,679 653,040
Fair value of consideration paid $ 2,994,09. $ 0 $ 2,994,09:

Stoclks acquired included raw materials, work in process and finished goods for UPLEtNés were recorded at their
estimated fair values. The fair value of finished goods has been determined based on the estimated selling pricangedsissell
and a margin on the selling activities. The fair value of work in process has been determined based on estimatecdeseléihgfpric
selling costs and costs to complete the manufacturing, and a margin on the selling and manufacturing Het\fdiesalue of raw
materials was estimated to equal the replacement cost. Aistephe value o$tockof $149.3 million was originally recorded in
connection with the acquisition, which was composed of $10.1 million for raw materials, $11%0 failtvorkin-process and
$20.2 million for finished goods. During the year ended December 31, 2021, thepstethe value oftockwas increased to $151.6
million following the recording of $2.3 million in measurement period adjustments which wassedngf $1.9 million for workn-
process and $0.4 million for finished goods. During the year ended December 31, 2021, the Companysteckstgup expense
of $27.6 million related to UPLIZNA based on the acquired units sold during the period.

Othertangible assets and liabilities were valued at their respective carrying amounts as management believes that these amc
approximated their acquisitiethate fair values.

Developed technology is an intangible asset that reflects the estimated fairftakieights to UPLIZNA in the United States.
The estimated fair values of the developed technology represent valuations performed with the assistance of an indeésalent ap
firm based on management ds est i madnable and supporallesasstmgptibnsf Thenfair vadue a |
of developed technology was determined using an income approach. The income approach explicitly recognizes that ¢heffair valu
an asset is premised upon the expected receipt of future economicsbamfias 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 thei
acquisitiondate fair value at a discount rate of 11.5% that reftbetseturn 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 yeau(mmhading
cost ofsales sales and marketing costs and R&D spand 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:

0] Potential regulatry approval of UPLIZNAfoneur omy el i ti s optica opsdedfthaam di s «
United States and certain other indications worldwide. As of the date of the acquisition, UPLIZNA had not been grante
regulatory approval in any territory outsittee United States or for any indications other than NMOSD in the United
States. On March3 2021, the Compai@ystrategic partner, Mitsubishi Tanabe Pharma Corporation, received
manufacturing and marketing approval for UPLIZNA in Japan. Refer to Notefurther details.

(i) Daxdilimab (HZN7734), 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 (HZN4920), an investigational fusion protein designed to block a kayimwlatory pathway involved in
many autoimmune and inflammatory diseases.

Each IPR&D asset is considered separable from the business as each project could be sagtotg.timhe fair value of each
IPR&D asset was determined using an income approach. The income approach explicitly recognizes that the fair valueiof an asse
premised upon the expected receipt of future economic benefits such as earnings anlbwadbeisdd on sales projections and
estimated direct costs. Indications of value are developed by discounting these benefits to their present value ataelisfcount
12.5% that reflects the return requirements of the market. Some of the most siga#f&anptions inherent in the development of the
asset valuations include the estimated net cash flows for each year (intludinger cost ofsales sales and marketing costs and
R&D costs), the discount r at eandthelpaentialsegutatry amd commmeocial steaess hisk. d'lses e
fair value of the various IPR&D assets was recorded as an inddiieiteintangible asset and will be tested for impairment until
completion or abandonment of R&D efforts associated with thieq. The Company reviews amounts capitalized as acquired
IPR&D for impairment annually and whenever events or changes in circumstances indicate that the carrying value ohtighaissets
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 atéls lvetiic
effect at the time when the temporary differences are expected to reverse in the country where the underlying asdissaactliab
located. The developed technology, IPR&D assetsstuds acquired through the Viela acquisition were locatedthénnited States
as of the acquisition date, where a U.S. tax rate of 23.8% is being utilized and a significant deferred tax liabilitg ofifidbivas
recorded.

Goodwill represents the excess of the total consideration over the estimated faif vluassets acquired and was recorded in
the consolidated balance sheet as of the acquisition date. The goodwill was primarily attributable to the establistieferredftax
liability for the developed technology intangible asset and the IPR&Dgntab | e a s s e -stage biologias pielins, R&Di d
teamandomar ket medi cine UPLI ZNA, made it a complementary stre
and therapeutic areas of focus. The Company does not expect any patisrgobdwill to be deductible for tax purposes.
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The following tablepresents 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 (imitigusa

For the Year Ended December 31,

2021 2020
Pro forma Pro forma
As reported adjustments Pro forma As reported adjustments Pro forma
Turnover $3,226,41( $ 10,58t $3,236,99( $2,200,42¢ $ 11,652 $2212081
Profit 534,49: (30,809 503,68 389,79¢ (291,730) 98,06¢

The pro formacombined 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 acqdsitived
on January 12020 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 catt abfodu
related to the fair value adjustments associated with acquisitiostdakethe additional interest expense associated with the issuance
of debt to finance the acquisition; and the reclassification of transaction costs incurred during the year endest Bec2621 to the
year ended December 31, 2020. Significantremurring 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: Peaesrue 31, 2020.
The pro forma financial information is not necessarily indicative of what the consolidated results of operations woaerhbad b
the acquisition actually been completed on January 1, 2020. In addition, the pro forma finanoiatiofois not a projection of
future results of operations of the combined company nor does it reflect the expected realization of any synergiegmgsost sa
associated with the acquisition.

Acquisition of Curzion Pharmaceuticals, Inc.

On April 1, 2020the Company acquired Curzion, a privately held developistage biopharma company, and its
developmenstage oral selective lysophosphatidic acid 1 receptor (LP&MRagonist, CZNOO1 (renamed HZAL5).

Under the terms of the acquisitiagreement, 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 (ag amended
ASU No. 201701, Busines€ombinations (Tap 805): Clarifying the Definition of a Busineési ASU N©0102017t he C
accounted for the Curzion acquisition as the purchase of an IPR&D asset and, pursuant to ASC TRpge@Bth and Development
( A ASC ,récdrfed )he purchase priceR&D expense during the year ended December 31, 2020-825Nvas originally
discovered and developed BganofiAventis U.S. LLCwhich is eligible to receive contingent payments upon the achievement of

development and commercialization milestones andtiegdlased oturnovert hr eshol ds. A member of tF
directors was also a member of the board of directors of, and held a beneficial interest in, Curzion. This related@etiontreas
conducted in the normal course of businessamanmés | engt h basi s.

Sale of RAVICTI andBUPHENYL Rightsin 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 tiramedicaGroup,for $5.4 million and recoraka gain of $4.9 million on the satethe fourth
guarter of 2020The 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 representsliads2ddntingent consideration payment
related to the sale of our rights to MIGERGOT in 2019 to Cosette Pharmaceuticals, Inc.

Acquisition of River Vision

On May 8, 2017the Company acquired 100% of the equity interests in River Vision Developmen{CQorR.i ver Vi si o
upfront cash payments totaling approximately $150.3 million, including cash acquired of $6.3 million, with additionall potiereti
milestone and royalty payments contingent on the satisfaction of certain regulatory milestoréssathdesholds. Pursuant to ASU
No. 201701, the Company accounted for the River Vision acquisition as the purchase of an IPR&D asset (teprotumumab, now kno
as TEPEZZA) and, pursuant to ASC 78f;orded the purchase price as R&D expense during theyead 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 mill i onnd$25.8amiéod t o
related taurnoverthresholds for TEPEZZA. The agreement also includes a royalty payment of 3 percent of the portion of annual
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worldwideturnoverexceeding $300.0 million. The Company made the milestone payment of $100.0 millionteefisd approval
during the first quarter of 2020 which is now capitalized as a fiiviéel intangible asset representing the developed technology for
TEPEZZA.

Additionally, wunder the Companyds | i cens eymangaf @&5kmillion wi t
($5.2 million when converted using a Chi-Dollar exchange rate at the date of payment of 1.0382), during the first quarter of 2020
which the Company also capitalized as a fitiited intangible asset representing the developethi@logy for TEPEZZA.

I n April 2020, a subsidiary of the Company entered into
with Lundbeckfond I nvest A/S (ALundbeckfondo) purskdoindihe
beneficial rights to proceeds from certain contingent future TEPEZZA milestone and royalty payments in exchangetifoea one
payment of $55.0 million to each of the respective parties. The total payments of $110.0 million were capitafinéd-tseal
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 alvadimitangible asset
representing  developed technology for TEPEZZA, composed of $67.0 million in relation to the expected future attainment of
variousturnovermilestones payable under the acquisition agreement for River Vision and CHF50.0 million ($53.8 million when
converted using a OHto-Dollar exchange rate as of the date the intangible asset was recorded) in relation to the expected future
attainment of variouturnovermilestones payable to Roche. The liabilities relating to these TEPEZASvermilestones were
recorded in accrukexpenses and other current liabilities on the consolidated balance sheet as of December 31, 2020. The Compar
paid such TEPEZZAurnovermilestones to Roche in February 2021 and to the former River Vision stockholders in April 2021 and,
following such pgments, there are no further TEPEZZAAnovermilestone obligations remaining to Roche and the former River
Vi sion stockholders. The Company6s remaining obligatidn to
regulatory milestoneis CHF43.0 million ($47.0 million when converted using a @BHbollar exchange rate at December 31, 2021
of 1.0937).

Refer to Note20 for further detail on TEPEZZA milestone payments.

Other Arrangements
Alpine Immune Sciences, Inc.

On December 13021, the Company entered into an exclusive license agreement with Alpine Immune Sciences, Inc.
(AAl pined) for the development and commerciali zatioaoverpf up
platform. The agreement indas licensing of a lead, potential fitstclass preclinical candidate, as well as a research partnership to
jointly generate additional novel candidates. These candidates include previously undisclosggegifittifusion protekibased
therapeutic candates for autoimmune and inflammatory diseases.

In connection with the execution of the license agreement, the Company entered into a stock purchase agheAmigrg to
purchase a minority stake of 951, Opemenhares of Al pinebs co

Under the terms of the agreements, the Company paid Alpine $15.0 million in the fourth quarter of 2021 and paid $25.0 millic
in the first quarter of 2022. The shares of Al ptherrandastionc o mmo
closing date. The premium consisted of acquiring the shares at a price above the fair value based on a premivtdayostiiar8é
weighted average share price prior to entering into the agreement. The Company recorded an asset libfiid.Sthar assets in
our consolidated balance sheet reflecting the fair value of the common stock. In addition, we recorded a charge oio2®.1 mill
R&D expense in ouconsolidated profit and loss accotmt the year ended December 31, 2021, otctvi$25.0 million relates to the
upfront payment and $3.1 million relates to the prenintdm pa
for as the acquisition of an IPR&D asset during the year ended December 31, 2021.

In addition Alpine is eligible to receive up ®881.0 millionper program, or approximate1 .52 billionin total, in future
successased payments related to development, regulatory and commercial milestones. Additionally, Alpine is eligible to receive
tiered rowlties from a miesingle digit percentage to a low dowdligit percentage on globairnover Alpine will advance candidate
molecules to prelefined 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 gl obal agr
ARO-XDH, a previously undisclosediscoveryst age i nvestigati onal RNA interference
Arrowhead as a potential treatment for uncontrolled gout. Arrowhead granted the Company a worldwide exclusive licelhsg, to deve
manufacture and commercialize protiubased 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 ingand will b
responsible for, clinical development asmmmercialization 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 millioontingent on the achievement of certain development, regulatory and commercial
milestones, and low to migtens royalties on worldwide calendar yeanoverof licensed products. The $40.0 million upfront
payment was accounted for as the acquisitiomdP&&D asset and was recorded as a R&D expense ootisslidated profit and
loss accounduring the year ended December 31, 2021.

Halozyme Therapeultics, Inc.

On November 21, 2020, the Company entered into a global agreement with Halozyme Therapeautics, ( A Hal o0z y me ¢
gives the Company excl usi vedraigc edsed itvee riyaltezcyhmerd so ggNHAONZE u |
medicines targeting IGER. The Company is using ENHANZE to develop a SC formulation of TEPEZZA, indicatégtfor t
treatment of thyroid eye disease, a serious, progressive andtigtatening rare autoimmune disease, potentially shortening drug
administration time, reducing healthcare practitioner time and offering additional flexibility and conveniencerits. patider 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 developseasdhresholds.
Halozyme will also be entitled to receive rshgle 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 aratdeasaza R&D
expense in theonsolidated profit and loss accoulntring the year ended December 31, 2020.

HemoShear Therapeutics, LLC

On January 3, 2019, the Company entered into an agreeme
biotechnolog company, to discover novel therapeutic targets for gout. The agreement provides the Company with an opportunity tc
address unmet treatment needs for people with gout by evaluating new targets for the control of serum uric acid levieés. Under
terms ofthe agreement, the Company paid HemoShear an upfront cash payment of $2.0 million with additional potential future
milestone paymentsp on commencement of new stages of development, cc
2019, a $4.0 rtlion progress payment became due, which the Company subsequently paid in July 2019. In June 2020, a $3.0 millio
progress payment became due, which the Company subsequently paid in JuBr@§ass payments of $7.0 million became due
and were paid dimg the year ended December 31, 2021.

4 Interest Payable and Similar Expenses

Interest payable and similar expenses for the financial years ended Decemb@f ahd?2®0 were comprised of the
following (in thousands):

For the Years Ended December 31,

2021 2020

Interest expense on debt $ (81265 $ (63,362
Loss on debt extinguishment o] (31,856
Interest expense and similar expenses $ (8,265 $ (95,217
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5 Income Taxes

T h e Co mpcanmelefbretaxationby jurisdiction for the years ended DecemBgy 2@1 and 2@0is as follows (in

thousands):
For the Years Ended December 31,

2021 2020
Ireland $ 177,06:$% 94,527
United States 35,711 (13,716)
Other foreign 250,33 320834
Income before taxation $ 462827% 401,645

The components of tHgenefi) expensdor income taxes were as follows for the years ended Decedihb221 and 2@0 (in

thousands):
For the Years Ended December 31,

2021 2020
Currentexpensgbenefit)provision
Ireland $ (5,368) $ 14413
U.S.- Federal and State 44,38 18418
Other foreign 892 1597
Total curreniexpensegrovision 39,906 34,428
Deferredbenefitprovision
Ireland $ 22,801 $ (15844
U.S.- Federal and State (120,537) (824)
Other foreign (13,839 (5,911)
Total deferred benefit (111,570 (22,579)
Total (benefit) expenseor income taxes $ (71664) $ 11,84¢

Total benefitfor income taxes was73.7million for the year ended December 31, 2@2d totalexpensdor income taxes was
$11.8 million for the year ended December 312@0The 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 iintencampany transfer and
license of intellectual property from a U.S. subsidiary to an Irish subsidiary. Due to the restrictions imposed by Sdatibtin@8
Code, the Company could not utilize its tax attributes such as net operating losses amtitsao cegluce 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 &80 milli
relation to the intercompany transfer and license of intellectual propertglef@eed tax benefit of $111.6 million for the year ended
December 31, 2021, was primarily attributable to a tax benefit o2 $diflion recognized due to a reduction in the state tax rate
expected to apply to the reversal of temporary differences betivedook values and tax bases of certain assets acquired through the
Viela acquisition and tax benefit recognized on intercomgéogktransfers of $13.9 million.
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A reconciliation between the | ri s hveitar @ate foredl and 220s asdotlows o r y
(in thousands):

For the Years Ended December 31,

2021 2020
Irish income tax at statutory rate (12.5%) $ 57,853 $ 50,20¢
Sharebased compensation (71,157 (23,799
Change in U.S. state effective tax rate (49,38¢) (1,737
Foreign tax rate differential (44,650) (46,382)
Intercompanystocktransfers (13,869) (5,91¢)
U.S. federal and state tax credits (11,551) (13,809
U.S state income taxes (6,79¢) 724
Uncertain tax positions (5,150 1,59z
Notional interest deduction o} o}
Disallowed interest o} 236
Non-deductible inprocess research and development c o} 9,47¢
Write-off of U.S. deferred tax asset related to interest
expense due to Antiybrid Rules o} 15,25(
Change in valuation allowances 1,667 4,18:
Other nondeductible expenses 4,88( o}
Intercompany transfer of IP assets 18,70( 5,19z
Disqualified compensation expense 47,050 14,601
Other, net 743 2,027
(Benefit) expense for income taxes $ (71,669 $ 11,84¢
Effective income tax rate (154)% 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-blaaesl compensation of $71.2 million, a tax benefit of $49.4 million
recaynized due to a reduction in the state tax rate expected to apply to the reversal of temporary differences betweeanltresbook v
and tax bases of certain assets acquired through the Viela acquisition, a tax benefit of $44.7 million recognizedtar iheogone
and losses generated in jurisdictions with statutory tax rates different than the Irish statutory tax rate, a $13&x élefit
recognized on intercompasyocktransfers, and $11.6 million of U.S. Federal and state tax credits gerduetegthe year. These
tax benefits are partially offset by an increase of $47.1 milionirchend uct i bl e of fi cers6 compensat
million generated from an intercompany transfer and license of intellectual property from alidi@asy 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 thégxéncome and losses generated in jurisdictions with statutory ta
rates different than the Irish statutory tax rate, the excess tax benefits recognized-basdthmmpensation of $23.8 million and
$13.8 million of U.S. Federal and state tax credits generated during the year. These tax benefits are partiafljeaftsqiense of
$15.2 million recorded following the publication by the United States Department of Treasury and the Internal Revenwe Bervice
Final Regulations on the Antlybrid Rules to write off a deferred tax asset related to certain inexgshse accrued to a foreign
related party, a tax expense of $14.6 million on-deductibleo f f i corepersaiion and tax expense of $9.5 million orr non
deductible IPR&D expenses recorded in connection with the acquisition of Curzion.
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The change in theffective income tax rate in 2021 compared to that in 2020 was primarily due to an increase in excess tax
benefits recognized on shavased compensation, a tax benefit of $49.4 million recognized during the year ended December 31, 202
due to a reductiomithe 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 insommpany
transfers. Thes@creases in benefit were partially offset by an increase in tax expense-dnendnuct i bl e of fi cer sé
decrease in the tax benefit recognized on thégpréncome and losses generated in jurisdictions with statutory tax rates diffarent th
the Irish statutory tax rate.

Significant ¢ omp o medetersed taxfassethaad lighditireq aenag dlows (in thousands):

As of December 31,

2021 2020
Deferred tax assets:
Intangible assets $ o $ 362,599
Net operating loss carryforwards 75,431 34,25¢
Intercompany interest 34,771 42,23¢
Accrued compensation 60,821 54,77(C
Accruals and reserves 37,17t 18,267
U.S. federal and statzedits 56,61¢ 24,40¢
Other 6,68C 1,03t
Total deferred tax assets 271,50¢ 537,577
Valuation allowance (37,672) (33,985)
Deferred tax assets, net of valuation allowance $ 233,83t $ 503,592
Deferred tax liabilities:
Intangible Assets $ 67,321 $ o
Debt discount 1,062 1271
Property, plant and equipment 8,614 1,43¢
Other 0 110
Total deferred tax liabilities 76,991 2,819
Net deferred income tax (asset) liability (156,839 (500773)
Deferred income taxes due after one year 538,09¢ 560,84
Provision for deferred income taxes $ 381,25¢ $ 60,06
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No provision has been madefoncome t axes on undistributed earnings of
indefinitely reinvest outside of Ireland undistributed earnings of its subsidiaries. In the event of the distributian edrtngs to
Ireland in the form of dividends, a sale of the subsidiaries, or certain other transactions, the Company may be kabhe fiaxies
in Ireland. The cumulative unremitted earnings of the Company as of December 31, 2021, were approximbtiilgprb4usd the
Company estimates that it would incur approximately $179.4 million of additional income tax on unremitted earnings weebe they
remitted to Ireland.

As of DecembeB1,2021, 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-#b8. losses. Net operating loss carryforwards for U.S. federal income
tax purposes thatere generated prior to January 1, 2018, have a twaaycarryforward 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 Eygatent ttheres
not sufficient state taxable income to utilize those net operating loss carryovers. Irish net operating losses mayfteveadried
indefinitely and therefore have no expiration. Utilization of the U.S. net operating loss carryforwards may béosarjer!
limitations as prescribed by federal and state statutory provisions. The imposition of the annual limitations may pestithino&
the net operating loss carryforwards expiring unused.

Utilization of certain net operating loss and taxdarearryforwards 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 operatingriisses gene
before an August 2, 2012 ownership changefaderal 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 theaty 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 andcstate tax credits,
respectively, to reduce future tax liabilities. The federal income tax credits consisted primarily of R&D credits. TtadJrtosne
tax credits consisted primarily of California R&D credits and the lllinois Economic Developmentfa Gr owi ng Econo
tax credits. The U.S. federal R&D credits have a tweeiyr 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 cneglitsfivayear 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 DecemPieaBd, 2P0
is as follows (in thousands):

Valuation allowances atJanuary 1, 20 $ (29,268)
Increase for 2020 activity (8,8417)
Release of valuation allowances 4,124

Valuation allowances at December 31, 20 $ (33,985
Increase for 221 activity (5,18))
Release of valuation allowances 1,494

Valuation allowances at December 31, 20 $ (37,672

Deferred tax valuation allowances increase$®y millionand$4.7million during the years ended December 31, 2a21
2020,respectively. For the year ended December 31, 2021, the net increase in valuation allowances resulted primarily frain additiol
U.S. state tax credits, state net operating losses andld.8onapital loss which are unlikely to be realized in the forésedature,
partially offset by the release of a portion of the valuation allowance with respect to Illinois EDGE tax credits whechuexsed.

The Company continues to carry its deferred tax asset established in Ireland, which was recognized et 204 @npursuant to an
intercompany transfer of intellectual property assets. The Company has evaluated the need for a valuation allowaneetwdth resp
this deferred tax asset, and as part of that analysis, the Company reviewed its projectedrethrifgeseeable future. Based upon
all available evidence, it is more likely than not that the Company would be able to fully realize the tax benefit enrétbteef

asset resulting from the intercompany transfer of intellectual property assets.
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A reconciliation of the movement in tldeferred income tax provision between lieginning and ending amounts for the years
ended December 31, 2Dand 2@0is as follows (in thousands)

Deferred tax praision at January 1, 20 77,78
Benefit during the year (16,857)
Other (862)

Deferred tax provision at December 31, 220 $ 60,06¢
Benefit during the year (126,608)
Other 447,79¢

Deferred tax provision at December 31, 221 $  381,25¢

The Company is required to recognize the financial statement effects of a tax position when it is more likely than pat, based
the technical merits, that the position will be sustained upon examination. The Company accountséartaiaty in income taxes
by utilizing a comprehensive model for the recognition, measurement, presentation and disclosure in financial statesnents of a
uncertain tax positions that have been taken, or are expected to be taken, on an income fBlieethsnges in the Company's

uncertain income tax positions for the years ended Dece3ib@P1 and 2@0, including interest and penalties, consisted of the
following (in thousands):

For the Years Ended December 31,

2021 2020
Beginning balancé uncertain tax positions $ 31,27 $ 29,63¢
Tax positions in the year:
Additions 3,838 3,837
Acquired uncertain tax positions 4,22C 3
Tax positions related to prior years:
Additions F )
Settlements and lapses (8,989 (2,207%)
Ending balance uncertain tax positions $ 30,342 $ 31,273

For the year ended December 31, 2QBe 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 relafinfpttetl
R&D and orphan drug credigsid 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 acquisitidgioaald add
uncertain taypositions recognized on U.S. federal R&D and orphan drug credits generated during the year.

At December 31, 202 penalties of $0.3 million and interest of $1.4 million are included in the balance of the uncertain tax
positions and penalties of $dllion 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 inqEnsdax e
The Company assexbthat its liability for uncertain tax positions will not significantly change within the next twelve months. If these

uncertain tax positions are released, the i mpact ogintrdste Co
and penalties.

The Company files income tax returns in Ireland, in the United States for federal and various states, as well as thezertain o
jurisdictions. At December 31, 2021, open tax years in U.S. federal and certain state jurisdictions datedfcllue to the taxing
authorities6 ability to adjust operating | oss c¢aeengdfther war d
tax year or four years from the time a tax return is filed, whichever is later. Therbéoeartiest 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 dilutsmbmeper share for the financial yeasded Decembédl, 2@1 and 2@0 (in

thousands, except share and per share data):

Basic income per share calculation:
Numerator profit for the financial year

Denominator weighted average of ordinary shares outstanding

Basic income per share

Diluted income per share calculation:
Numerator- profit for the financial year

Denominator weighted average of ordinary shares outstanding

Diluted income per share

For the Years Ended DecembeB1,

2021 2020
$ 534491 g 389,796
225,551,410 203967,246
$ 237 $ 1.91

For the Years Ended DecembeB1,

2021 2020
$ 534,491 $ 389,79¢
235,680,483 215,308768
$ 227 $ 1.81

Basicincomeper share is computed biyviding theprofit for the financial year by the weightederage number of ordinary
shares outstanding during thear Diluted EPS reflects the potential dilution beyond shares for basic EPS that could occur if
securities or other contracts to issueimaity shares were exercised, converted into ordinary shares, or resulted in the issuance of

ordinary shares that would have sharet in e

Co marrdngsy 6 s

The outstanding securities listed in the table below were excluded from the computation ofrdiutezber share for the

financial years ended Decemt#dr, 21 and 2@0 due to being ardilutive:

Stock options

Restricted stock units
Performance stock units
Employee stock purchase plans

2.50% Exchangeable Senior Notes due 2022

Beginningi n t he fourth
price, the Company
AExchangriabl eN&t es0o) for

quarter
decided that

cash

For the Years Ended DecembeB1,

and,

Senior Notes when determining the dilutext incomeper share. By August 3, 2020, the Exchangeable Senior Notes were fully

extinguished throgh exchanges for ordinary shares or cash redemption.
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2021 2020
397,576 44.,67(
1,557,405 2,398, 71(
791,747 790,94¢
295,05( 18,61¢
o) 6,862,37¢
3,041,77¢ 10,115,32;
2019, with the Companyo6s
it no |l onger had the(thd nt en
a s-coravertedamethdd to the Exehgngeaablet o
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7 Goodwill and Intangible Assets

Goodwill
The table below presents goodwill for t Blintbasapsgny 6s r ep:
Orphan Inflammation Total
Balance afanuaryl, 202 $ 357,49¢ $ 56,171 $ 413,66¢
Goodwill recognized on acquisition of Viela 662,71¢ o} 662,71¢
Adjustmentrelating to the acquisition of Viela (9,679 o) (9,679
Balance at December 31, 2021 $ 1,010,53¢ $ 56,171 $ 1,066,70!

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 acquitieel yPariagded
December 31, 2021, the Company recorded measurement period adjustments related to deferred tax liabilities, accolmts receivab
prepaid expenses and other current assets, accrued expenses and other current liabilities and accraedritadadisebates,
which resulted in a net decrease in goodwill of $9.7 million, to $653.0 million. Refer t@Natéurther details.

As of December 31, 2021, there were no accumulated goodwill impairment losses.

At September 30, 2021, the Companyedeiined that there was an indicator to trigger an interim impairment analysis of the
inflammation reporting unités goodwill. The indicator was
States, resulting in a decrease in futuresetgdturnover 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 excesisgteatae,
including goodwill. The fair value oht 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 us
of discounted cash flowkat incorporate the use of projected financial information and a 7% discount rate developed using market
participantbased assumptions. The cdlslw projections are based on a fiyear financial forecast developed by management that
includesturnoverprojections, which are updated annually and reviewed by management. The selected discount rate considered the
ri sk and nature of the inflammation reporting uni indesttheras h
capitalint he Company®6s reporting unit.

I n addition, the Companyds annual goodwill i mpairmeeat t
no impairment was recognized during the year ended December 31, 2021, the Company anticipatesghament of the
inflammation reporting unités goodwi ||l could occurlyin the
forecastedurnoverand profitability estimates. These forecasts and estimates could be impacted byfactors i de of t he

control, such as increased competition from RAYOS generic entrants, which may result in an impairment.

Intangible Assets

AsofDecember 31, 202 1-ivedirttaagiblé asseps@ansisted of developed technologgdeia
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 bfadogic drug product manufacturing facility from EirGen, the Company
capitalized $21.8 million of intangible assets which are being amortized over a weaghtade estimated useful life of 16 years.
Refer to Note3 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 N@éor 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 31,282MWNote 3 for further details on the River Vision acquisition.
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As of December 31, 21, amortizable intangible assets consisted of the following (in thousands):

In-process Customer
research and Relationships and
Developed Technology development® Other Intangibles Total
Cost
At January 1, 2021 $ 3086,162 $ o} $ 8,100 $ 3094,262
Acquisitions during the year 1,460,000 910,000 21,794 2,391,794
Transfers 30,000 (30,000) o] o]
Capitalized milestone payments during th:
year 3,629 e} e} 3,629
Impairments (1,990 o] o) (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 8 (5,090 (1,311,300
Amortization expense (334,847 ) (1,430 (336,277
At December 31, 2021 (1,641,09) 5 (6,520 (1,647577)
Net book value
At January 1, 2021 1,779,952 o) 3,010 1,782,962
At December 31, 2021 $ 2,936,741 $ 880,000 $ 23,374 $ 3840118
(1) The Company acquired | PR&D of $910.0 million relating

strategic partner, Mitsubishi Tanabe Pharma Corporation, received manufacturing and marketing approval of UPLIZNA in
Japan. As a result, the @pany 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 21,81 2@0was $836.3 million and $255.1 million, respectively. As
of December 31, 221, estimated future amortization expense was as follows (in thousands):

2022 $ 360120
2023 353,12
2024 352,89
205 352,31
2026 297,04¢
Thereafter 1,244,62:
Total $ 2,960,11¢

121



8

Property, Plant and Equipment

Property plantand equipment consisted of the following (in thousands):

Cost

At January 1, 281
Additions
Acquisitions
Transfers

Disposals/impairments
At December 31, 201

Accumulated Depreciation

At January 1, 281

Depreciation expense
Disposals/impairments
At December 31, 221

Net Book Value
At January 1, 221

At December 31, 221

Land and
Land Construction Leasehold Furniture and Machinery and
Buildings Improvements in Process improvements fixtures equipment Software Other Total

$ 80,341 $ 38,076 $ 63,656 $ 26,323 5,973 $ 4,695 $ 14,618 $ 3,146 $ 236,828

21,551 545 72,793 17,746 2,217 1,770 208 1,819 118,649

4 ¢} ¢} 258 285 1,204 d 3 1,747

72,317 1,847 (108,239 299 15,870 11,174 o] 6,732 4

s} s} s} (20,825 (5,027) (453 (1438 (1,279 (29,022

$ 174,209 $ 40468 $ 28210 $ 23,801 19,318 $ 18,390 $ 13,388 $ 10418  $ 328202
$ (1,757) $ (205) 3 $ (20,043) 6,080 $ (3,937) $ (14,408) $ 2,36) $  (47,791)

(2,559 (350 ¢} (6,549 (3,70) (2,209 (107 (1,700 (17,079

s} s} s} 20,825 5,027 454 1,394 1,266 28,966

$ 4,319 $ (555) s} $ (5,763 B.762) $ 6,599 $ (13,121) $ (2,795 $ (35909
$ 78,584 $ 37,871 $ 63,656 $ 6,280 893 $ 758 $ 210 $ 785 $ 189,037

$ 169,893 $ 39,913 $ 28,210 $ 18,038 $ 15,5% $ 12,78 $ 267 $ 7,623  $ 292298
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Depreciation expense for property, plant agdipment for the years endB&cembeB1, 2021and 2020vas $171 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 furtherdetails.

In February 2020, the Company purchased a thodding campus in Deerfield, lllinois for total consideration and directly
attributable transaction costs of $118.5 million. The Deerfield campus totals 70 acres and consists of approximafesg6&ee00
feet of office space. The Companydés office employeesinprevi
February 2021. In January 2022, the Company entered into a sublease agreement for the entire Lake Foresirajffoe thald
remaining term of the original lease through March 31, 2031. The increase in amount classified as buildings and tha decrease
amount classified as construction in process is primarily due to the Deerfield campus becoming operationatyreBetrua

9 Lease Assets and Obligations

As of December 31, 2@2the Company fdthe following office space lease agreements in place for real properties:

Location Approximate Square Feet LeaseExpiry Date
Dublin, Ilreland® St. S 63,00( May 4, 2041
Lake Forest, lllinois 160,00( March 31, 203
South San Francisco, California 20,00c January 31, 20:
Rockville, Maryland® 24,50( August 31, 2023 tépril 30, 202¢
Chicago, lllinois 9,20( December 31, 20:
Gaithersburg, Marylan@® 7,20C June 30, 202
Washington, D.C. 6,00(C SeptembeB0, 202
Mannheim, Germany 4,80(C December 31, 20:

(1) In October 2019, the Compaewptered into an agreement for lease relating to approximately 63,000 square feet of office
space under construction on St. Stephends Green in Dul
completed by the lessor and the lease becametieffieAs a result, the Company recognized $60.9 million as aafgide
asset and a corresponding lease liability on the consolidated balancdkbdease is due to expire in May 2041. The
Company incurred leasehold improvement costs during 20&Her to prepare the building for occupancy. On November
1, 2021, the Company moved its Connaught House office
Company entered into an agreement to assign the Connaught House lease t@gttardighe 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 tw
leases in Rockville, Maryland for both office and laboratory spadeadease 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 abovedable does not include dd&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 \adérbegin w
construction of the building is completed thhe 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 relatefirltase in the
half of 2023 and incur leasehold improvemewgts 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 &pproximate
20,000 square feet and the lease tennthe existing lease was extended to December 31, 2031.

As of December 31, 2021 and 2020, the Company hadafglie lease assets of $75.7 million and $34.4 million, respectively;
current lease liabilities included in accrued expenses and other ciabdiitds of $3.6million and $4.1 million, respectively; and
noncurrent lease liabilities included in other letggm liabilities of $93.8 million and $43.2 million, respectively, in its consolidated
balance sheets.
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In February 2021, the Company veazhthe 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 pricesifoilar properties provided by a thighrty. This charge was reported within impairment
of tangibleasset in theonsolidategrofit and lossaccount In January 2022, the Company entered a sublease agreement for the entire
Lake Forest officduilding for the remaining term of the original lease through March 31, 2031.

Right-of-use lease assets as of December 31 26nsisted of the following (in thousands):

Recognized at January 1,220 $ 34,406
Additions 65,02¢
Impairment charge (12,371
Depreciation charge (11347
Translation adjustment 3

Closing net book value $ 75,714

The Company recognizes rent expense on a monthly basis over the lease term based oHiaestraatfittd. Rentxpense
was ®.6 million and$6.7 million for the years ended Decemlsdr, 21 and2020, respectively.

The table below reconciles the undiscounted cash flows for each of the first five years and total of the remaininpeears to t
operating lease liabilite s recorded on the Companyds ¢ ond@lthousandsed bal anc

2022 $ 6,269
2023 9,98¢
204 10,677
205 10,41«
20% 10,27:
Thereafter 85,081
Total lease payments 132,700
Imputedinterest (35,299
Total operating lease liabilities $ 97,401

The weighteehverage discount rate and remaining lease term for operating leases as of DecemBa&nmais20% and
14.97years, respectively.

10 Other Assets
Otherassets as dbecembeB3l, 2021 and 2020 consisted of the following (in thousands):

As of December 31,

2021 2020
Long-terminvestments” $ 38,614 $ 13,80:
Otherlongtermassets 26,41(C 7,490
Other assets $ 65,024 $ 21,298
(1) Longt er m i nvestments primarily i ncl ud efeurveriue.cépitanfuntisi i on o

Forbion Growth Opportunities Fund | 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 Decen@der2@1 and 2@0 consisted of the following (in thousands):

As of December 31,

2021 2020

Rawmaterials $ 43,36€ $ 11,760
Work-in-process 101,71¢ 33,167
Finished goods 80,64¢ 30,356
Stocks, net $ 225,73( $ 75,283

During the year ended December 31, 2G&lpart of the Viela acquisition, a st@p in the value o$tockof $151.6 million was
recorded, which was composed of $10.1 million for raw materials, $120.9 million forimvpriocess and $20.6 million for finished
goods.Refer to Notes for further déails. The Company recorded $27.6 million of UPLIZN#ockstepup expense igost of sales
during the year ended December 31, 2021.

Becausestockstepup expense is related to an acquisition, will not continue indefinitely and has a significant effect on the
Companyds gross pr of i tprofitfratl affectedrpenods)the Corgpany dsoldses hadanca sheptaditd
and lossamounts related tetockstepup within the Notes to Consolidated Financial Statements.

There were no significant differences at December 31, 2021, between the replacement cost of raw mateitalsrogoeks
and finished goods when compared to theiryiiag amounts.

12 Accounts receivable
Accounts receivable as of DecemBér 21 and 2@0 consisted of the following (in thousands):

As of December 31,

2021 2020
Gross accounts receivable $ 639614 $ 664953
Allowances (6,839 (5,252)
Accounts receivable $ 632775 $ 659701

13 Prepaid Expenses and Other Current Assets

Prepaid expenses and other current assets as of Dec@ImB&1 and 2@0 consisted of the following (in thousands):

As of December 31,

2021 2020
Advance payments fatock $ 160,103 $ 137,680
Deferred charge for taxes ortégrcompany profit 66,17¢ 52,306
Prepaid income taxesmd income tax receivable 36,38¢ 102
Rabbi trust assets 26,51¢ 18,423
Other prepaid expenses and other current assets 67,921 43,434
Prepaid expenses and other current assets $ 357,10¢$ 251,94t

Advance payments fatockas of December 31, 202nd 2@0, primarily represented payments made to the contract
manufacturer of TEPEZZA drug substance.

14 Accounts Payable

Accounts payable as of Decemi3dr, 21 and 2@0 consisted of amounts owing to third parties under credit terms granted in
the normal course of business.
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15 Accrued Expensesnd Other Current Liabilities

Accrued expenseand other current liabilitieas of Decembe3l, 2@1 and 2@0 consisted of théollowing (in thousands):

As of December 31,

2021 2020
Payroltrelated expenses $ 140,16:$ 115,97¢
Accrued royalties 108,21¢ 68,00¢
R&D and manufacturing programs 54,07¢ 17,28¢
Accrued mileston@ayments 35,10(¢ 123,44
Allowances for returns 33,881 40,91¢
Consulting and professional services 33,33¢ 21,89:¢
Pricing review liability 21,07¢ 16,04¢
Advertising and marketing 16,93( 12,42¢
Refundliability 16,711 o}
Accrued interest 14989 14,201
Accrued social security and payroll taxes 7,27¢ 5,601
Accrued income taxes 372 13,58:
Accrued excise taxes 229 230
Accrued other 40,66/ 35,94¢
Accrued expensesnd other current liabilities $ 523,01:3$ 485,56’

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 @®mpa
basis within the fair value hierarchy. Assets and liabilities measured at fair value are classified in tbgilbastxd on the lowest
l evel of input that is significant to the fair valrmpttone as u
the fair value measurement in its entirety requires management to make judgments and cotsilepégific to the asset or
liability. The following describes three levels of inputs that may be used to measure fair value:

Level B Observable inputs such as quoted prices in active markets for identical assets or liabilities.

Level & Observable inpstother 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 dattaity théstan
full term of the asets or liabilitiesand

Level 3 Unobservable 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 Co mp atimgdepmositswhethwer mebsurcda fair e q
value using Level 2 inputs and their carrying values were approximately equal to their fair values. Level 2 inputsfrobtained
various thirdparty data providers, represent quoted prices for similar assetévie 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 madketlhe market approach uses prices
and other relevant information generated by market transactions involving identical or comparable assets or liabilities.

Other current assets and other ldgagn liabilities recorded at fair value on a recurring basscomposed of investments held
in a rabbi trust and the related deferred liability for deferred compensation arrangé€ueiesl prices for this investment, primarily
in mutual funds, are availabl e i n atedtodeferrecdhcampknsation arradgémersts and h
the related longerm liability are classified as Lev&lmeasurements in the fair value hierarchy.
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Assets and liabilities measured at fair value on a recurring basis

The following table sets forthtt@eo mpany 6s fi nanci al assets and liabilities
2021 and Decembesl, 20 (in thousands):

December 31, 2021

Level 1 Level 2 Level 3 Total

Assets:

Bank time deposits $ o $ 11,867 $ o $ 11,867
Money market funds 1,367,50( o} o} 1,367,50(
Equity securities? 13,18¢ ) ) 13,18¢
Other current assets 26,51¢ fo) 0 26,51¢
Total assets at fair value $ 1,407,20: $ 11,867 $ 0 $ 1,419,07:
Liabilities:

Other longterm liabilities (26,519 o) 0 (26,519
Total liabilities at fair value $ (26,519 $ 0 $ 0 $ (26,519

(1) The Company held investments in equity securities with readily determinable fair values of $13.2 million as of Decembe
31, 2021 which are included in othesess 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
sales of equity securities for the year ended Déeerdl, 2021.

December 31, 2020

Level 1 Level 2 Level 3 Total

Assets:

Money market funds $ 1,906,000 $ o $ o $ 1,906,00(
Other current assets 18,42: o] o) 18,42:
Total assets at fair value $ 1,92442. $ o $ 0 $ 1,924,42:
Liabilities:

Other longterm liabilities (18,427) 0 0 (18,427)
Total liabilities at fair value $ (18,42) $ o $ 0o $ (18,429

17 Debt Agreements
The Company6s outstandi n3l, 26824 ant 20B0cbdnsisted ef the fallswing (in thBusands)mb e r

As of December 31,

2021 2020
Term Loan Facilitydue 208 $ 1,588,000 $ 0

Term Loan Facilitydue 2026 418,02¢ 418,02¢
Senior Noteslue 2027 600,00( 600,00(
Total face value 2,606,02¢ 1,01802¢€
Debtdiscount (12,164) (10,061)
Deferred financing fees (22,629) (4,586
Total long-term debt $ 2571233 $ 1,003379
Less: current maturities 16,00( 0

Long-term debt, net of current maturities $ 2,555,23. $ 1,003,37!
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