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Forward-Looking Statements
This presentation contains forward-looking statements, including, but not limited to, statements related to Horizon’s full-year 2022 net sales and adjusted EBITDA
guidance; expected financial performance and operating results in future periods, including potential growth in net sales of certain of Horizon’s medicines;
development, manufacturing and commercialization plans; expected timing of clinical trials and regulatory activities; potential market opportunity for and benefits
of Horizon’s medicines and medicine candidates; and business and other statements that are not historical facts. These forward-looking statements are based on
Horizon’s current expectations and inherently involve significant risks and uncertainties. Actual results and the timing of events could differ materially from those
anticipated in such forward-looking statements as a result of these risks and uncertainties, which include, without limitation, risks that Horizon’s actual future
financial and operating results may differ from its expectations or goals; Horizon’s ability to grow net sales from existing medicines; impacts of the COVID-19
pandemic and actions taken to slow its spread, including impacts on supplies and net sales of Horizon’s medicines and potential delays in clinical trials; the fact
that Horizon’s full-year 2022 net sales, adjusted EBITDA and TEPEZZA net sales guidance and the expected timing of certain TEPEZZA clinical trials assume that
future committed manufacturing slots for TEPEZZA are not cancelled and are run successfully, which could be impacted by additional government-mandated
COVID-19 vaccine production orders and other risks associated with the manufacture of biologic medicines; risks associated with acquisitions, such as the risk that
the businesses will not be integrated successfully, that such integration may be more difficult, time-consuming or costly than expected or that the expected
benefits of the transaction will not occur; the availability of coverage and adequate reimbursement and pricing from government and third-party payers; risks
relating to Horizon’s ability to successfully implement its business strategies, including its manufacturing and global expansion strategy; risks inherent in
developing novel medicine candidates and existing medicines for new indications; risks associated with regulatory approvals; risks in the ability to recruit, train and
retain qualified personnel; competition, including potential generic competition; the ability to protect intellectual property and defend patents; regulatory
obligations and oversight, including any changes in the legal and regulatory environment in which Horizon operates and those risks detailed from time-to-time
under the caption "Risk Factors" and elsewhere in Horizon’s filings and reports with the SEC. Horizon undertakes no duty or obligation to update any forwardlooking statements contained in this presentation as a result of new information.
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Horizon Overview,
Differentiation
and Strategy

Our Pipeline

TEPEZZA®

KRYSTEXXA®

Advancing Horizon’s Profile
as an Innovation-Driven
Biotech

One of the Most Successful
Rare Disease Medicine
Launches Ever

Transformed This
12-Year-Old Biologic
into a High-Growth Medicine
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UPLIZNA®

Additional Information

4Q21 and FY21
Financial Results

First and Only FDA-Approved
B-Cell-Depleting Therapeutic
for the Treatment of NMOSD

Our Other Medicines and
Overview of Environmental,
Social, and Governance (ESG)
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Horizon is a Leading, Innovation-Driven Biotech with Strong Commercial and R&D Capabilities
We Deliver Innovative Therapies to Address Unmet Medical Needs

Commercial

representing 47%
year-over-year growth

Pipeline

with 8 data readouts
expected in 2022-2023(1)

Capital Structure

Growth Profile

and cash equivalents
at Dec. 31, 2021

delivered year-over-year
net sales growth of 47% and
adj. EBITDA growth of 33%

Strategic Goals
• Maximize value of on-market
medicines through commercial
execution and clinical investment

• Expand our pipeline through
aggressive internal investment and
external business development

• Build a global presence in
targeted international markets

EBITDA: Earnings before interest, taxes, depreciation, and amortization. Adjusted EBITDA is a non-GAAP measure; see reconciliations at the end of the presentation for a reconciliation of GAAP to non-GAAP measures.
(1) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023.
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What Sets Horizon Apart

Excellence in
Commercial Execution

Proven and Disciplined
Business Development

Strong Research and
Development Capability

We accelerate the growth
trajectory and maximize the
potential of our medicines
through best-in-class
commercial execution

We acquire and license
medicines through our
strong in-house business
development capability,
focused on opportunities
where we are uniquely
positioned to drive value

We leverage deep drug
development experience and
an agile approach to
continually innovate with our
existing medicines and bring
new ones to market
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Examples of Our Proven Ability to Execute on All Three Fronts
Excellence in
Commercial Execution

Proven & Disciplined
Business Development

KRYSTEXXA: Annual Net Sales
Pre- and Post-HZNP Ownership;
Growth Has Been Volume Driven

TEPEZZA: Future Estimated Returns
Far Exceed the Upfront Payment of
~$145M Plus Milestones(3)

>$3.5B(2)
>$1B(2)
$566M

$30M-40M
HZNP
2021

•

through accelerated
development program

• Maximizing the benefit for
patients through our
successful

$1.66B

~$60M(1)
Pre
HZNP

Strong Clinical
Development Capability

HZNP
Peak

Initial 2020
Guidance

HZNP
2021

HZNP
Peak

• Announced
in two of our developmentstage candidates

(1) KRYSTEXXA net sales for FY15 recorded by Crealta Holdings LLC of ~$60M. (2) Horizon estimate of TEPEZZA and KRYSTEXXA peak U.S. annual net sales of >$3B and >$1B, respectively, and TEPEZZA ex-U.S. estimate of >$500M peak annual net sales. (3) Does not include royalties.

7

One of the Fastest Growth and Transformation Stories in Biotechnology

13x
$3.95B

$297M
2014

2022E (1)

Net Sales
Inflammation Segment

Orphan Segment

(1) Midpoint of full-year 2022 net sales guidance as of Mar. 1, 2022. By this presentation Horizon is not updating or confirming its prior guidance.
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2022 Guidance Implies Continued Strong Execution While Increasing R&D Investment
Net Sales Growth ($M)

Adj. EBITDA Growth ($M)

45% CAGR

52% CAGR
(1)

$1,665

$3,950
$3,226

$373

$966

$1,300

$148

$474

2020

Low DD as a %
of net sales (1)

(1)

$1,284

$2,200

2019

R&D Investment ($M)

2021

2022E

2019

$94

2020

2021

2022E

2019

2020

2021

2022E

Financial Goals
• Generate strong
double-digit net sales
growth

• Generate strong
double-digit adjusted
EBITDA growth

• Generate meaningful
adjusted EBITDA
margin expansion

• Maintain R&D
investment at doubledigits as a % of sales

• Generate top-tier
performance for our
shareholders

CAGR: Compound annual growth rate. | DD: Double-digit. | EBITDA: Earnings before interest, taxes, depreciation, and amortization. Adjusted EBITDA is a non-GAAP measure; see reconciliations at the end of the presentation for a reconciliation of GAAP to non-GAAP measures.
(1) Midpoint of full-year 2022 net sales and adjusted EBITDA guidance as of March 1, 2022.
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Executing on Our Strategy Has Positioned Horizon as a Leading, High-Growth, Global Biotech
Expanding our
pipeline for
sustainable
growth

Maximizing the
value of our key
growth drivers

Progress and Milestones
Achieved in 2021
 Acquired Viela and its deep, mid-stage
pipeline; initiated 7 clinical trials
 Entered into two collaboration
agreements for preclinical candidates

 Submitted sBLA to U.S. FDA for cotreatment of KRYSTEXXA plus MTX;
potential label update in July following
FDA granting priority review

 Resumed TEPEZZA supply following
government-mandated supply disruption

• Disseminate MIRROR RCT data through
publications and at medical meetings

 Announced positive data readouts for
KRYSTEXXA MIRROR and PROTECT trials

• Initiate 7 clinical trials; 2 of which have
already initiated, including TEPEZZA
OPTIC-J trial in Japan

 KRYSTEXXA plus immunomodulation use
approaching 50% of new patients
 Relaunched UPLIZNA for NMOSD in U.S.

Building a global
presence

Progress and Expected
Milestones in 2022

 Began establishing infrastructure in
Europe and other targeted international
markets
 Received positive CHMP opinion for
UPLIZNA in NMOSD
 Submitted TEPEZZA clinical trial design for
TED in Japan

• Expand pipeline through internal
innovation and business development
• Anticipate 3 data readouts, including
TEPEZZA chronic TED trial
• Launch UPLIZNA in Europe and other
targeted international markets, starting
with Germany in the second quarter
of 2022

Expected Milestones
Beyond 2022
• Anticipate 5 data readouts, including
UPLIZNA in MG and IgG4-RD(1)
• Launch UPLIZNA in additional targeted
international markets
• Complete TEPEZZA for TED in Japan
trial (OPTIC-J) and launch in Japan and
other targeted international markets
• Continue to expand pipeline to drive
long-term growth
• Obtain regulatory approval for
Waterford biologics drug product
manufacturing facility
• Advance toward peak annual net sales
expectations
– TEPEZZA: >$3.5B(2)
– KRYSTEXXA: >$1B(2)
– UPLIZNA: >$1B(2)

(1) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023. (2) Horizon estimate of TEPEZZA and KRYSTEXXA peak U.S. annual net sales of >$3B and >$1B, respectively, and TEPEZZA ex-U.S. estimate of >$500M peak annual net sales.
Horizon estimate of UPLIZNA peak global annual net sales of >$1B assumes three global indications in NMOSD, MG and IgG4-RD. UPLIZNA is currently only approved for NMOSD in the U.S.
NMOSD: neuromyelitis optica spectrum disorder. | TED: Thyroid eye disease. | CHMP: Committee for Medicinal Products for Human Use. | sBLA: Supplemental Biologics License Application. | MG: Myasthenia gravis. | IgG4-RD: Immunoglobulin G4-related disease. | MTX: Methotrexate. | RCT: Randomized controlled trial.
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Our Engaged Corporate Culture Is Consistently Recognized as a Best Workplace in
Multiple Categories
15 Workplace Awards in 2021:
•
•
•
•
•
•
•
•
•
•
•
•
•
•
•

Fortune and Great Place to Work Best Workplaces in BioPharma 2021 – No. 1 Company
5th(2)
Fortune 100 Best Companies to Work For in the United States – No. 1 Biotech/Pharma
1st
Great Place to Work Institute of Ireland Great Places to Work in Ireland 2021
2nd
Fortune and Great Place to Work 2021 Best Workplaces for Women
1st
Fortune and Great Place to Work 2021 Best Workplaces for Millennials
2nd
Great Place to Work 2021 Best Workplaces for Parents
3rd
PEOPLE and Great Place to Work 100 Companies That Care 2021
3rd
1st
Newsweek’s Inaugural Most Loved Workplaces – highest-ranked biotech/pharma company
National Association for Business Resources Best and Brightest Companies to Work For in the Nation 1st
5th
Great Place to Work Best Workplaces in Chicago 2021
6th
Crain’s Chicago Business Best Places to Work in Chicago
7th
Chicago Tribune Top Chicago Workplaces 2021
2nd
San Francisco Bay Area’s Best and Brightest Companies to Work For – “Elite” winner
1st
Great Place to Work Best Workplaces in Texas
3rd
Dave Thomas Foundation for Adoption Top 100 Adoption-Friendly Workplaces

2020 Workplace Awards:
•

Years:(1)

We received 12 recognitions in 2020 as a best workplace, 3 for the first time

Our Core Values
Transparency
We value collaboration.
Trusting each other and
tackling tough challenges
can make a powerful
difference

Accountability
We do what’s right for
our patient communities
through quality decisions
and owning our
successes and failures.

Growth
We fiercely innovate and
evolve to better ourselves,
our communities and our
patients.

(1) Except for first-year awards, references are to consecutive year. (2) First year for Horizon to be awarded the #1 position for biopharma companies.
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Advancing Horizon’s Profile as
an Innovation-Driven Biotech

HorizonTherapeutics.com

Advancing Horizon’s Position as a Leading Biotech With a Rapidly Growing Pipeline

Expanding Our Pipeline
Through Aggressive Internal
Investment and External
Business Development
• Expanding therapeutic areas of
focus
• Maximizing pipeline molecules
• Expanding our early-stage
pipeline through partnerships
and collaborations
• Building research capabilities
to generate discovery-stage
candidates

Long
Term
2021
2020
• 13 pipeline programs
• Acquired HZN-825, an LPAR1
antagonist; added new
therapeutic area in respiratory
• Initiated development program
to assess potential for TEPEZZA
subcutaneous administration
• Announced 4 new programs
for TEPEZZA, KRYSTEXXA and
HZN-825
• R&D spend at 7% of net sales

• 10 potential approvals in the
second half of the decade

• >20 pipeline programs; initiated 7
new clinical trials

• 8 data readouts expected in
2022-2023(1)

• Acquired Viela with its deep midstage pipeline and R&D team

• 7 programs expected to initiate in
2022 from our existing pipeline

• Added two new therapeutic
areas in neuroimmunology and
dermatology

• Significantly increase R&D spend;
maintain at double-digits
as a % of net sales

• Entered into collaborations with
Arrowhead and Alpine

• Expand pipeline through internal
innovation and business
development

• Announced 5 new programs for
daxdilimab and dazodalibep
• Announced positive topline data
from MIRROR and PROTECT trials
• R&D spend at 12% of net sales

• Generate high-quality INDs
through internal R&D
• Continue to build out our R&D
organization with top talent

LPAR1: Lysophosphatidic acid receptor 1. | IND: Investigational new drug. | IgG4-RD: Immunoglobulin G4-related disease.
(1) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023.
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Expanding Our Pipeline to Drive Long-Term Growth
Majority of Pipeline Programs Added in 2021
Medicine/Candidate

UPLIZNA

Program/Potential Indication
Myasthenia Gravis (MG)
IgG4-Related Disease (IgG4-RD)
Systemic Lupus Erythematosus (SLE)

Daxdilimab
(HZN-7734)

Alopecia Areata (AA)(1)
Discoid Lupus Erythematosus (DLE)(1)
Lupus Nephritis (LN)(1)
Dermatomyositis (DM)(1)
Sjögren’s Syndrome

Dazodalibep
(HZN-4920)

Rheumatoid Arthritis
Kidney Transplant Rejection
Focal Segmental Glomerulosclerosis (FSGS)(1)

HZN-825

Diffuse Cutaneous Systemic Sclerosis (dcSSc)
Idiopathic Pulmonary Fibrosis (IPF)
TED in Japan (OPTIC-J)

TEPEZZA

Subcutaneous Administration
Diffuse Cutaneous Systemic Sclerosis (dcSSc)

HZN-1116

Autoimmune Diseases

Alpine

Autoimmune Diseases

ARO-XDH
HemoShear

Next-Gen Uncontrolled Gout
Novel Gout Targets

Preclinical

Phase 1

Phase 2

Phase 3

• >20 programs
• 7 programs

expected to initiate in 2022

• 8 data readouts

anticipated in 2022-2023(2)

• 10 potential approvals
in the second-half of the decade

• 4 additional Phase 4
programs:
−
−
−
−

TEPEZZA chronic TED
KRYSTEXXA shorter infusion
duration
KRYSTEXXA monthly dosing
KRYSTEXXA retreatment

IgG4: Immunoglobulin G4. TED: Thyroid eye disease.
(1) Planned programs; not yet initiated.
(2) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the
readout timing may extend beyond 2023.
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Upcoming Trial Initiations and Data Readouts Over the Next 24 Months
7 Trials Expected to Initiate in 2022
HZN-825:
 Idiopathic Pulmonary Fibrosis (IPF)

Daxdilimab (HZN-7734):
•
•
•
•

Alopecia Areata (AA)
Discoid Lupus Erythematosus (DLE)
Lupus Nephritis (LN)
Dermatomyositis (DM)

Dazodalibep (HZN-4920):
•

Focal Segmental Glomerulosclerosis (FSGS)

TEPEZZA:
 TED in Japan (OPTIC-J)

8 Data Readouts Anticipated in 2022-2023
TEPEZZA:
•
•

Chronic TED
TED in Japan (OPTIC-J)

Dazodalibep (HZN-4920):
•
•
•

Rheumatoid Arthritis
Kidney Transplant Rejection
Sjögren’s Syndrome

UPLIZNA:
•
•

Myasthenia Gravis (MG)
IgG4-Related Disease (IgG4-RD)(1)

Daxdilimab (HZN-7734):
•

Systemic Lupus Erythematosus (SLE)

(1) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023.
TED: Thyroid eye disease.
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Maximizing Pipeline Molecules Through Internal Research and Development;
5 New Trials for Daxdilimab and Dazodalibep Expected to Initiate in 2022
Daxdilimab (HZN-7734)
Alopecia
Areata (AA)

Discoid Lupus
Erythematosus (DLE)

Lupus
Nephritis (LN)

• AA: an autoimmune
disorder characterized by
nonscarring hair loss

• DLE: chronic,
inflammatory skin
condition characterized
by sores that can result in
scarring

• LN: an autoimmune,
inflammatory condition
of the kidney; efficacy in
LN may increase
adoption of daxdilimab
in SLE patients

• Next step: Phase 2 trial
expected to initiate in the
second quarter of 2022

• Next step: Phase 2 trial
expected to initiate by
mid-year 2022

• Next step: Phase 2 trial
expected to initiate in the
third quarter of 2022

Dazodalibep (HZN-4920)
Dermatomyositis (DM)

• DM: autoimmune,
inflammatory disorder
characterized by rashes
that often burn and
debilitating muscle
weakness
• Next step: Phase 2 trial
expected to initiate in the
fourth quarter of 2022

Focal Segmental
Glomerulosclerosis
(FSGS)

• FSGS: a rare disease that
attacks the kidney’s
filtering units (glomeruli)
and causes serious
scarring, leading to
permanent kidney
damage and even failure
• Next step: Phase 2 trial
expected to initiate in the
fourth quarter of 2022
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We Have Meaningfully Expanded Our Therapeutic Areas of Focus
Core Therapeutic Areas
Rheumatology

Areas of Expansion
Neuroimmunology

Nephrology
Dermatology
Ophthalmology

Endocrinology

Respiratory
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Expanding Our Research Footprint Through External Collaboration and Business Development

1

2

Leverage expertise and complementary
mechanisms of action to develop novel therapies
for autoimmune and inflammatory diseases

Expand Our Presence in Autoimmune
Disease

• Using Alpine’s unique discovery platform for the
development of up to four preclinical candidates
• Includes lead, potential first-in-class preclinical
candidate as well as a research collaboration to
jointly generate additional novel candidates

As the leader in gout, realized unmet need for
>500K(1) patients who do not respond to standard
of care or are not candidates for KRYSTEXXA

Seek Out External Collaborations to Meet Unmet Need in Gout

• Using RNAi, ability to silence the gene associated
with high sUA
• Subcutaneously administered medicine candidate

• Using cell-based models of gout; identified and
validated two novel targets for reducing uric acid
• Orally administered medicine candidates

Driving earlier-stage innovation through internal research, research-based partnerships and collaborations
RNAi: Ribonucleic acid interference. | sUA: Serum uric acid.
(1) Approximate number of patients in addressable target market; Horizon estimates.
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One of the Most Successful Rare Disease Medicine Launches

HorizonTherapeutics.com

TEPEZZA is the First and Only Medicine Approved for Thyroid Eye Disease
OPTIC Phase 3 Trial: Proptosis Response
(Reduction of ≥2 mm) at Week 24

Thyroid Eye Disease (TED) and
How TEPEZZA Works
• Rare, serious, progressive and vision-threatening
autoimmune disease

• TEPEZZA is a targeted therapy that

• TEPEZZA
and turns off signaling
complex at the source of the disease

82.9

Proptosis Responders (%)

— Causes proptosis (eye bulging); associated with
diplopia (double-vision); painful and disfiguring

100

75.6

80

p<0.001

60

56.1
p<0.001

Difference: 73.45
(95%CI 58.89, 88.01)

40

20

0
Baseline

After TEPEZZA

p<0.001

p<0.001

14.3

14.3

Week 12

Week 18

7.1

Before TEPEZZA

82.9

Week 6
TEPEZZA (n=41)

9.5

Week 24

Placebo (n=42)

(1) Horizon estimate.
IGF-1R: Insulin-like growth factor 1 receptor.
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TEPEZZA: One of the Most Successful Rare Disease Medicine Launches; Investing to Drive
Continued Strong Double-Digit Net Sales Growth in the Years Ahead
Long
Term

TEPEZZA is the First and
Only Medicine Approved
for Thyroid Eye Disease
• 15K-20K: Estimated U.S.
annual incidence of acute
moderate-to-severe TED
patients (lasts 1-3 years)(1)
• >70K: Estimated U.S.
prevalence of chronic TED
patients(1)
• 3K-5K: Estimated addressable
annual incidence of acute
moderate-to-severe TED
patients in Japan(1)
• Evaluating launches in several
additional countries

2021
2020
• $820M of U.S. net sales
• Initiated TED market education
efforts 6-12 months prior to
January 2020 FDA approval
• Educated patients and
physicians on TEPEZZA and
TED; initiated DTC campaigns
• Established market structure
and site-of-care network to
simplify the patient journey

• $1.66B of U.S. net sales
• Executed strong relaunch
following governmentmandated supply disruption
• Invested further in DTC to
increase awareness of TED
• Completed doubling of
commercial and field-based
organization to further expand
our prescriber base
• Initiated chronic TED trial
• Submitted Japan trial design
• Added second drug product
manufacturer

• >$3.5B peak global annual net
sales potential(2)
• Increase penetration among
our high priority targets;
continue to expand the
overall prescriber base
• Chronic TED trial readout to
increase penetration
• Initiated OPTIC-J trial in Japan;
data readout expected in the
second half of 2023
• Launch TEPEZZA in Japan and
other international markets(3)
• Improve patient experience
with subcutaneous
administration program

TED: Thyroid eye disease. | DTC: Direct-to-consumer. (1) Horizon estimate. (2) Horizon estimate of TEPEZZA peak U.S. annual net sales of >$3B and TEPEZZA ex-U.S. estimate of >$500M peak annual net sales. (3) Subject to successful clinical trials and regulatory approvals.
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Growing Body of Evidence Continues to Support the Use of TEPEZZA in Chronic TED

A

Case Study*

n*

Key Results

Ugradar – Eye – 2021

31

90% of study participants experienced
clinically significant improvement (≥2 mm) in
proptosis

B

Ozzello – Orbit – 2021

9

78% of study participants experienced
proptosis reduction of ≥2 mm in at least one
eye

C

Diniz – OPRS – 2021

6

71% overall proptosis response rate (proptosis
reduction ≥2 mm)

D

Yu – Eye – 2022

5

80% of the study participants experienced
proptosis reduction of ≥4 mm as of their most
recent follow up(1)

E

Ugradar – Eye – 2020

4

4 non-inflammatory TED patients experienced
mean proptosis reduction of 2.6 mm

F

Davis – NANOS – 2021(Poster)

1

Proptosis reduction of 5-6 mm from baseline
after completing treatment

G

Ozzello – AJO – 2020

1

Proptosis reduction of 5 and 6 mm in the right
and left eye, respectively after 3 infusions

Total Number of
Compared to Number of

Across
on TEPEZZA in

57
Number of
TEPEZZA Patients Studied

Key

41

Chronic Patients on TEPEZZA
Across Case Reports
Legend
(Color-to-Article):

A

B

C

E

F

G

D

Acute Patients
on TEPEZZA Studied
in Phase 3 Clinical Trial

(A) Ugradar S, et al. Eye (Lond). 2021 Jul 9. doi: 10.1038/s41433-021-01593-z.
(B) Ozzello DJ, et al. Orbit. 2021 Jun 1:1-8. doi: 10.1080/01676830.2021.1933081.
(C) Diniz SB, et al. Ophthalmic Plast Reconstr Surg. 2021 Mar 8. doi: 10.1097/IOP.0000000000001959.
(D) Yu, C.Y., et al. Eye (Lond). 2022 Jan 04: doi: 10.1038/s41433-021-01904-4.
(E) Ugradar S, et al. Eye (Lond). 2020 Nov 21. doi: 10.1038/s41433-020-01297-w.
(F) Davis R, et al. NANOS 2021 Feb annual meeting abstract. https://collections.lib.utah.edu/ark:/87278/s6gz077j.
(G) Ozzello DJ, et al. Am J Ophthalmol Case Rep. 2020 May 15;19:100744. doi: 10.1016/j.ajoc.2020.100744.
TED: Thyroid eye disease. | OPRS: Ophthalmic Plastic and Reconstructive Surgery. | NANOS: North American Neuro-Ophthalmology Society. | AJO: American Journal of Ophthalmology.
Note: *Studies ordered by patient size; n: number of patients. Data from separate clinical trials may not be directly comparable due to differences in trial protocols, endpoints, conditions and patient populations.
(1) Six patients were treated with teprotumumab; five out of the six patients completed a series of 8 infusions and 1 patient had received 6 out of a planned total of 8 infusions at the time of the publication. The analysis above only considers patients who completed treatment and had measured results.
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TEPEZZA: Significant Opportunity Exists to Exceed $3.5B in Global Peak Annual Net Sales
Growth Drivers: Objective to Drive Continued Strong
Uptake and Expand TEPEZZA to More Patients

1

Exceptional Launch and Significant
Peak Annual Net Sales Opportunity
>$3.5B(1)

Increase the reach to new
prescribers while further penetrating
our existing prescriber base

Mid 30s
Growth

103%

2

Increase penetration in the chronic
population through data generation

$1.66B

$820M

3

Maximize the potential of TEPEZZA
through global expansion
2020

2021

2022E

(1)

Peak

(1) Horizon estimates of TEPEZZA 2022 net sales growth, peak U.S. annual net sales of >$3B and ex-U.S. estimate of >$500M peak annual net sales.
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Transformed This 12-Year-Old Biologic
into a High-Growth Medicine

HorizonTherapeutics.com

KRYSTEXXA is the First and Only Medicine Approved For Uncontrolled Gout
Uncontrolled Gout and
How KRYSTEXXA Works

MIRROR Trial Demonstrated a >30% Improvement in
Patients Achieving a Complete Response

• Gout is the most common inflammatory arthritis;
systemic disease with multiple co-morbidities
• KRYSTEXXA

disease progression(1)
, the source of uric acid crystals,
, allantoin

Response Rate Based on
sUA <6mg/dL at Month 6

•

KRYSTEXXA Plus
Methotrexate(2)

KRYSTEXXA Plus
Placebo(2)

71%
39%

KRYSTEXXA + Placebo

Before KRYSTEXXA

After KRYSTEXXA

n=52

KRYSTEXXA + Methotrexate

P<0.001

n=100

(1) Sundy JS, Baraf HSB, Yood RA, et al. Efficacy and Tolerability of Pegloticase for the Treatment of Chronic Gout in Patients. (2) MIRROR: Randomized, placebo-controlled trial with 152 patients. 71% (71 of 100 patients) who were randomized to receive KRYSTEXXA plus methotrexate achieved the
primary endpoint – the proportion of sUA responders (sUA <6mg/dL) during Month 6 compared to 39% (20 of 52 patients) who were randomized to receive KRYSTEXXA plus placebo. | Uncontrolled gout: Chronic gout refractory (unresponsive) to conventional therapies. | sUA: Serum uric acid.
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KRYSTEXXA: Our Strategy Has Significantly Accelerated Growth; Expect to Drive Strong
Double-Digit Net Sales Growth in the Years Ahead
Long
Term

KRYSTEXXA is the Only
Medicine Approved For
Uncontrolled Gout
• 9.5M: Estimated U.S. gout
patients growing at
low-single digits per year(1)
• >100K: Uncontrolled gout
patients appropriate for
KRYSTEXXA in the U.S.,
growing in line with gout
population(2)
• <5% penetration(3); significant
opportunity exists

2021
2017
• $156M of net sales
• Initiated immunomodulation
strategy
• Immunomodulation use in
the low-to-mid single digits(4)
• Doubled commercial team;
rheumatology focused
• Identified nephrology as an
additional therapeutic area

• $566M of net sales
• Announced positive topline
results from MIRROR trial;
immunomodulation use
approaching 50% of new
patients(4)
• Announced positive topline
results from PROTECT trial
• Completed expansion of
dedicated nephrology
sales team

• >$1B peak U.S. annual net
sales potential(5); 70-80%
immunomodulation use(6)
• Submitted sBLA in Q1 2022;
disseminate MIRROR data;
potential label update in July
following FDA priority review
• Establish KRYSTEXXA plus
immunomodulation as the
standard of care
• Increase penetration in both
rheumatology and nephrology
• Improve patient experience
with monthly dosing and
shorter infusion duration

Uncontrolled gout: Chronic gout refractory (unresponsive) to conventional therapies. | sBLA: Supplemental Biologics License Application. (1) Prevalence of gout and hyperuricemia in the U.S. general population: The National Health and Nutrition Examination Survey (NHANES) 2007-2016. Arthritis
Rheum. 2019 Jun;71(6):991-999. (2) Approximate number of patients in our annual addressable target market in rheumatology and nephrology; Horizon estimate. (3) Horizon estimate of patients treated in 2020. (4) Horizon estimate.
(5) Horizon estimate of KRYSTEXXA peak U.S. annual net sales of >$1B. (6) Horizon target.
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KRYSTEXXA: Significant Opportunity Exists to Exceed $1B in U.S. Peak Annual Net Sales
Growth Drivers: Objective to Increase
Total Patients and Vials Per Patient

1

Continued Strong Growth and Significant
Peak Annual Net Sales Opportunity
>$1B(1)

Redefine KRYSTEXXA plus
immunomodulation as the
standard of care

2

Expand utilization in core specialty
areas and elevate urgency to treat

3

Invest to improve
the patient experience

44%
CAGR

>20%
Growth
$566M

$91M

2016

2017

2018

2019

2020

2021 2022E

(1)

Peak

(1) Horizon estimate.
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First and Only FDA-approved
B-Cell-Depleting Therapeutic for the Treatment of
Neuromyelitis Optica Spectrum Disorder (NMOSD)

HorizonTherapeutics.com

UPLIZNA is an Anti-CD19 Humanized Monoclonal Antibody Engineered for Deep, Broad and
Durable B-Cell Depletion
Neuromyelitis Optica Spectrum Disorder (NMOSD) and
How UPLIZNA Works

Phase 3 Data: B-Cell Depletion with UPLIZNA Decreases
Attacks and Reduces Possibility of Disability(1)

• Autoimmune, inflammatory disease of the central
nervous system that attacks the optic nerve, spinal
cord and can also affect the brain and brainstem

•

humanized monoclonal antibody

•

89% of clinical trial patients were
attack-free at end of control period

•

and low maintenance with
dosing every 6 months after loading doses

87.6%
Probability of no attack

— Attacks result in accumulation of neurological damage
and can result in blindness, paralysis and death

AQP4-IgG seropositive population

56.6%

Time (days)
UPLIZNA

Placebo

(1) Cree et al. Inebilizumabfor the treatment of neuromyelitis optica spectrum disorder (N-MOmentum): a double-blind, randomized placebo-controlled phase 2/3 trial. The Lancet. Vol 394: pg. 1358. Oct.12, 2019.
Patients with NMOSD attacks (n/N): Inebilizumab, 18/161 (11.2%) compared to Placebo, 22/52 (42.3%). HR (95% CI), 0.227 (0.121, 0.423); p < 0.0001. NNT at Day 197 (95% CI), 3.23 (2.72, 4.54)
CD: Cluster of differentiation. | AQP4+: Aquaporin-4 positive. | MG: Myasthenia gravis. | IgG4: Immunoglobulin G4.
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Relaunch of UPLIZNA to Drive Increased Adoption; Expect Strong Double-Digit Net Sales
Growth in the Years Ahead

UPLIZNA is the First and
Only FDA-Approved B-CellDepleting Therapeutic for
NMOSD
• ~10K: Diagnosed NMOSD
patients in the U.S.;
~8K AQP4+(1)
• 400: New diagnoses each
year(1)
• Pursuing additional indications
where B-cell dysregulation
plays an important role

Long
Term
2021
2020
• FDA approved for the
treatment of NMOSD
• Launched by Viela Bio
• $12M of net

sales(2)

• Expanded commercial,
patient services, site of care
and payer support teams
• Launched our new brand
campaign to reposition and
differentiate UPLIZNA
• Invested in medical and
scientific engagement to
establish scientific leadership
position in NMOSD
• $61M of net sales(3)

• >$1B peak global annual net
sales potential(4)
• Raise awareness of the
benefits of UPLIZNA versus
other therapies
• Drive patient and physician
conviction of UPLIZNA
• Expand into Europe and other
markets(5)
• MG and IgG4-RD data
readouts in 2023(6)
• Establish UPLIZNA as leading
treatment in NMOSD, MG and
IgG4-RD(7)

NMOSD: Neuromyelitis optica spectrum disorder. | AQP4: Aquaporin-4. | YTD: Year to date. | MG: Myasthenia gravis. | IgG4-RD: Immunoglobulin G4-related disease. (1) Horizon estimate. (2) Viela sales. (3) UPLIZNA was acquired on March 15, 2021. Fourth-quarter 2021 UPLIZNA net sales included $3.7 million
of revenue from Mitsubishi Tanabe Pharma Corporation, Horizon’s Japanese partner. Does not include the $10.6M that Viela reported prior to the acquisition. (4) Horizon estimate of UPLIZNA peak global annual net sales of >$1B. Assumes three global indications in NMOSD, MG and IgG4-RD. UPLIZNA is
currently only approved for NMOSD in the U.S. (5) Subject to regulatory approvals. (6) Because the UPLIZNA IgG4-RD trial is an event-driven trial, the readout timing may extend beyond 2023. (7) Subject to successful clinical trials and regulatory approval for MG and IgG4-RD indications.
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UPLIZNA: Significant Opportunity Exists to Exceed $1B in Global Peak Annual Net Sales
Growth Drivers: Objective in NMOSD to Transition
Existing Patients and Drive Uptake in New Patients

1

Drive awareness and understanding of
UPLIZNA’s full range of benefits and
differentiated clinical profile

2

Drive patient initiation and adherence,
and cultivate a positive patient experience

3

Maximize the potential of UPLIZNA
through additional indications
and global expansion

UPLIZNA Global Net Sales Opportunity
>$1B(3)

$61M(2)
$12M(1)
2020

2021

Peak

(1) Viela sales. (2) UPLIZNA was acquired on March 15, 2021. Fourth-quarter 2021 UPLIZNA net sales included $3.7 million of revenue from Mitsubishi Tanabe Pharma Corporation, Horizon’s Japanese partner. Does not include the $10.6M that Viela reported prior to the acquisition
(3) Horizon estimate of UPLIZNA peak global annual net sales of >$1B. Assumes three global indications in neuromyelitis optica spectrum disorder (NMOSD), myasthenia gravis (MG) and immunoglobulin G4-related disease (IgG4-RD). UPLIZNA is currently only approved for NMOSD in the U.S.
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Rare Disease Segment
Durable Franchise That Addresses Serious Rare Diseases

Indication
U.S.
Market(4)
Brand
Strategy

•
•

Rare and life-threatening genetic diseases
resulting in the body’s inability to remove
ammonia from the blood stream(1)
Can cause hyperammonia which can lead to
intellectual disability, seizures, coma or
death(2)(3)

•
•

~2,600 people with UCDs
~1,000 diagnosed population

•

Conversion from older-generation nitrogenscavengers to RAVICTI
Increase awareness of label expansion to
position RAVICTI as first-line therapy
Increase awareness and diagnosis of UCDs

•
•

Chronic granulomatous disease (CGD)

Nephropathic cystinosis (NC)

Urea cycle disorders (UCDs)
•
•

Rare and life-threatening, progressive,
multisystem metabolic disorder(1)
Without cysteamine-depleting treatment,
high intracellular cystine concentrations can
occur in virtually all organs and tissues,
leading to irreversible cellular damage,
progressive multi-organ failure and death

•
•

~500-600 diagnosed patients
~400-450 diagnosed patients on
cystine-depleting therapy

•

Conversion from older-generation cysteaminedepleting therapy to PROCYSBI
Increase awareness of label expansion to
position PROCYSBI as first-line therapy
Increase persistence of and adherence to
treatment

•
•

•
•

A life-threatening inherited primary
immunodeficiency disease that limits the
body’s ability to fight off certain pathogens(1)
Patients have increased susceptibility to
severe and recurrent bacterial and fungal
infections, along with the formation and
development of granulomas in most organs

•

~1,600 people with CGD

•
•

Increase awareness and diagnosis of CGD
Drive adoption of “triple prophylaxis” therapy –
immunomodulation (IFNg) + antifungal +
antibiotic
Increase persistence of and adherence to
treatment

•

(1) See full prescribing information at www.RAVICTI.com, www.PROCYSBI.com and www.ACTIMMUNE.com. Information found on or accessible through these websites is not a part of or incorporated by reference in this presentation.
(2) Summar, 2001. (3) Haeberle, 2019. (4) Horizon estimate.
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Inflammation Segment
Provides Cash Flow to Reinvest in Our Growth Drivers and Expanding Pipeline

•

PENNSAID® 2%: indicated for treatment of osteoarthritis (OA) of the knee

•

RAYOS®: indicated for treatment of multiple conditions, including rheumatoid arthritis (RA) and
polymyalgia rheumatica

•

DUEXIS® and VIMOVO®: indicated for treatment of OA and RA
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Our Portfolio Is Supported by Our Intellectual Property Expertise
• Composition of matter patent to 2024 and method of treatment patent to 2039
• Biologic Exclusivity to 2032
• Orphan Drug Exclusivity to 2027
• 20 U.S. patents; patent estate extends to 2030
• Composition of matter patent to 2026
• Biologic Exclusivity to 2022
• Composition of matter patent to 2034 with patent term extension(1)
• Biologic Exclusivity to 2032
• Settled Par (first-filer) litigation with right to market July 1, 2025
• Settled Lupin litigation with right to market 180 days after Par
• 12 OB-listed patents; patent estate extends to 2036
• Orphan Drug Exclusivity: U.S. 2022-2024
• Settled Lupin (first-filer on PROCYSBI capsules) litigation with right to market on March 31, 2030
• 2 U.S. patents; patent estate extends to 2022
• Settled Teligent, Amneal, Paddock (Perrigo), Taro and Lupin litigations by granting a right to market
no sooner than Oct. 17, 2027
• In Oct. 2019, Federal Circuit affirmed validity of ‘913 patent (extends to 2027) in case against Actavis
• Settled Actavis (first-filer) litigation with right to market on Dec. 23, 2022
(1) Patent term extension petition currently pending in USPTO.
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Overview of Key ESG Factors for Horizon
We go to incredible lengths at Horizon to impact lives and make the world a better place.
The work we do benefits the patients who use our medicines, their caregivers and treating physicians –
and it also benefits all of us who work at Horizon, contributing to our longer-term success and sustainability

Our
Governance

Our Purpose
and Our Focus
on Ethics and
Integrity

We employ
strong
corporate
governance
principles
and practices

Our purpose is
to build
healthier
communities,
urgently and
responsibly

Access to
Medicines and
Our PatientCentric Focus

We make health
a priority,
not a privilege

Engaged,
Award-Winning
Corporate
Culture;
Commitment to
Diversity
For us, it’s
personal –
we want
to make a
difference and
are consistently
recognized for
our engaged
employees

Our Product
Supply Chain

We work
rigorously to
ensure the
safety and
quality of our
medicines

Minimizing
Environmental
Impacts

We aim to
conduct our
business in a
responsible
way that
minimizes
environmental
impacts

More information on Horizon’s Key ESG Factors is available on our investor relations website here
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Fourth-Quarter and Full-Year 2021 Financial Results
Full-Year 2021 Net Sales and Adjusted EBITDA Growth of 47% and 33%, Respectively

Q4 2021

Q4 2020

% Change

FY 2021

FY 2020

% Change

$1,014.5

$745.3

36

$3,226.4

$2,200.4

47

Net Income

173.2

190.6

(9)

534.5

389.8

37

Non-GAAP net income(1)

334.0

272.2

23

1,089.7

828.8

31

Adjusted EBITDA(1)

416.0

341.0

22

1,284.3

965.7

33

Earnings per share – diluted

0.73

0.82

(11)

2.27

1.81

25

Non-GAAP earnings per share – diluted

1.41

1.17

21

4.62

3.75

23

($M, except for per share amounts and percentages)
Net sales

(1) Beginning in the fourth quarter of 2021, Horizon no longer excludes upfront and milestone payments related to license and collaboration agreements from non-GAAP financial measures. Adjusted EBITDA and non-GAAP net income for the three months ended Dec. 31, 2021 and 2020,
includes $36.2 million and $30.0 million, respectively of upfront and milestone payments related to license and collaboration agreements. Adjusted EBITDA and non-GAAP net income for the years ended Dec. 31, 2021 and 2020, includes $89.7 million and $33.0 million, respectively of
upfront and milestone payments related to license and collaboration agreements.
Note: Non-GAAP net income, adjusted EBITDA and non-GAAP diluted earnings per share are non-GAAP measures; see reconciliations at the end of the presentation for a reconciliation of GAAP to non-GAAP measures.
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Fourth-Quarter and Full-Year 2021 Orphan Segment Results
Full-Year 2021 Net Sales Growth of 62% Driven by Record TEPEZZA and KRYSTEXXA Performance

Q4 2021

Q4 2020

% Change

FY 2021

FY 2020

% Change

$589.6

$343.7

72

$1,661.3

$820.0

103

170.3

128.9

32

565.5

405.9

39

RAVICTI®(1)

74.4

70.2

6

291.9

261.6

12

PROCYSBI®

47.4

47.3

0

189.9

170.1

12

ACTIMMUNE®

30.6

35.7

(14)

117.2

118.8

(1)

UPLIZNA®(2)

25.8

-

NM

60.8

-

NM

BUPHENYL®(1)

2.1

2.2

(4)

7.9

10.6

(26)

QUINSAIRTM

0.3

0.2

48

1.0

0.7

47

Orphan Net Sales

$940.5

$628.2

50

$2,895.5

$1,787.7

62

Orphan Segment Operating Income

$420.8

$303.0

39

$1,219.3

$783.6

56

($M)
TEPEZZA®
KRYSTEXXA®

(1) On Oct. 27, 2020, Horizon sold its rights to develop and commercialize RAVICTI® and BUPHENYL® in Japan to Medical Need Europe AB, part of the Immedica Group. Horizon has retained the rights to RAVICTI and BUPHENYL in North America.
(2) UPLIZNA was acquired on March 15, 2021. Fourth-quarter 2021 UPLIZNA net sales included $3.7 million of revenue from Mitsubishi Tanabe Pharma Corporation, Horizon’s Japanese partner.
FY: Full-year. | NM: Not meaningful.
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Fourth-Quarter and Full-Year 2021 Inflammation Segment Results
Investing Cash Flows in Growth Drivers and Pipeline Expansion

Q4 2021

Q4 2020

% Change

FY 2021

FY 2020

% Change

$48.9

$51.1

(4)

$191.6

$178.0

8

RAYOS®

13.3

21.0

(37)

56.9

71.8

(21)

DUEXIS®(1)

11.5

38.3

(70)

74.0

125.3

(41)

VIMOVO®(2)

0.3

6.7

(96)

8.4

37.6

(78)

Inflammation Net Sales

$74.0

$117.1

(37)

$330.9

$412.7

(20)

Inflammation Segment Operating Income

$32.6

$66.9

(51)

$156.2

$212.1

(26)

($M)
PENNSAID 2%®

(1) On Aug. 4, 2021, Alkem Laboratories, Inc. initiated an at-risk launch of generic DUEXIS in the U.S.
(2) On Feb. 27, 2020, Dr. Reddy’s Laboratory initiated an at-risk launch of generic VIMOVO in the U.S.
FY: Full-year.
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Note Regarding Use of Non-GAAP Financial Measures
EBITDA, or earnings before interest, taxes, depreciation and amortization, and adjusted EBITDA are used and provided by Horizon as non-GAAP financial
measures. Horizon provides certain other financial measures such as non-GAAP net income, non-GAAP diluted earnings per share, non-GAAP operating expenses
and non-GAAP operating income, each of which include adjustments to GAAP figures. These non-GAAP measures are intended to provide additional information
on Horizon’s performance, operations, expenses, profitability and cash flows. Adjustments to Horizons GAAP figures as well as EBITDA exclude acquisition and/or
divestiture-related costs, manufacturing plant start-up costs, drug substance harmonization costs, fees related to refinancing activities, restructuring and
realignment costs and litigation settlements, as well as non-cash items such as share-based compensation, inventory step-up expense, depreciation and
amortization, non-cash interest expense, long-lived assets impairment charges, loss on debt extinguishments, gain (loss) on sale of assets, gain on equity security
investments and other non-cash adjustments. Certain other special items or substantive events may also be included in the non-GAAP adjustments periodically
when their magnitude is significant within the periods incurred. Horizon maintains an established non-GAAP cost policy that guides the determination of what
costs will be excluded in non-GAAP measures. Horizon believes that these non-GAAP financial measures, when considered together with the GAAP figures, can
enhance an overall understanding of Horizon’s financial and operating performance. The non-GAAP financial measures are included with the intent of providing
investors with a more complete understanding of Horizon’s historical and expected 2022 financial results and trends and to facilitate comparisons between
periods and with respect to projected information. In addition, these non-GAAP financial measures are among the indicators Horizon’s management uses for
planning and forecasting purposes and measuring Horizon's performance. These non-GAAP financial measures should be considered in addition to, and not as a
substitute for, or superior to, financial measures calculated in accordance with GAAP. The non-GAAP financial measures used by Horizon may be calculated
differently from, and therefore may not be comparable to, non-GAAP financial measures used by other companies. Horizon has not provided a reconciliation of
its full-year 2022 adjusted EBITDA outlook to an expected net income (loss) outlook because certain items such as acquisition/divestiture-related expenses and
share-based compensation that are a component of net income (loss) cannot be reasonably projected due to the significant impact of changes in Horizon’s stock
price, the variability associated with the size or timing of acquisitions/divestitures and other factors. These components of net income (loss) could significantly
impact Horizon’s actual net income (loss).
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GAAP to Non-GAAP Reconciliation
EBITDA and Adjusted EBITDA – Three and Twelve Months Ended December 31

$ in thousands

Beginning in the fourth quarter of 2021, Horizon no longer excludes upfront and milestone payments related to license and collaboration agreements from non-GAAP financial measures. The adjusted EBITDA presented here for 2019-2021 conforms to the new classification and
includes payments of approximately $89.7 million, $33.0 million and $9.0 million from 2021, 2020 and 2019, respectively, which were excluded from prior presentations of adjusted EBITDA.
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GAAP to Non-GAAP Reconciliation
Operating Income – Three and Twelve Months Ended December 31
$ in thousands
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GAAP to Non-GAAP Reconciliation
Non-GAAP Net Income – Three and Twelve Months Ended December 31

$ in thousands
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GAAP to Non-GAAP Reconciliation
Non-GAAP Earnings Per Share – Basic and Diluted – Three and Twelve Months Ended December 31

$ in thousands except share and per share data
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