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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 2021 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 submissions; 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 COVID19 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 2021 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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TEPEZZA®

KRYSTEXXA®

UPLIZNA®

One of the Most
Successful Rare Disease
Medicine Launches

Transformed This
11-Year-Old Biologic
into a High-Growth Medicine

First and Only FDA-Approved
B-Cell-Depleting Therapeutic
for the Treatment of NMOSD
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Horizon: High-Growth Biotech with a Proven Track Record of Outperformance

We are a leading,
innovation-driven, profitable
biotech

Delivering innovative
therapies to patients

With a strong track record
of execution

Focused on generating
high returns
for shareholders
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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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Third-Quarter 2021 and Recent Company Highlights
Strong Financial Results and Significant Progress Executing on Our Strategy
• Record net sales of $1.037B, up 63%; record adjusted EBITDA of $509.0M, up 54%
• Record TEPEZZA net sales of $616.4M; increasing full-year 2021 TEPEZZA net sales guidance to >$1.625B, representing year-over-year
growth of >98%

Financial
Highlights

• Record KRYSTEXXA net sales of $158.1M, up 46%; use with immunomodulation now >45%; increasing full-year 2021 KRYSTEXXA net
sales guidance to >$550M, representing year-over-year growth of >35%

• Increasing full-year 2021 net sales guidance to $3.16B to $3.21B, representing 45% growth at the midpoint
• Increasing full-year 2021 adjusted EBITDA guidance to $1.315B to $1.345B, representing 33% growth at the midpoint
• Cash position of $1.07B; achieved gross leverage target of 2.0 times at Sept. 30, 2021, ahead of year-end 2021 goal
• Announced addition of five new programs for development-stage candidates daxdilimab (HZN-7734) and dazodalibep (HZN-4920) at
inaugural R&D Day; highlighted our expanded pipeline and R&D strategy at the event

• Announced topline KRYSTEXXA MIRROR trial results: 71% of patients on KRYSTEXXA plus methotrexate achieved a complete response

Executing on
Our Strategy

rate at Month 6 versus 40% of patients on KRYSTEXXA plus placebo (p<0.001); expect to submit sBLA to the FDA in Q1 2022

• Initiated enrollment in TEPEZZA chronic TED trial; results expected in 2H 2022
• Presented new UPLIZNA data at two medical meetings (CONy Virtual and ECTRIMS) and published new data in Journal of Multiple
Sclerosis, adding to a growing body of compelling evidence supporting the use of UPLIZNA in NMOSD

• Acquired biologics drug product manufacturing facility in Waterford, Ireland to support the growth of on-market medicines and
development-stage biologics
Note: Adjusted EBITDA is a non-GAAP measure; see reconciliations at the end of the presentation for a reconciliation of GAAP to non-GAAP measures.
sBLA: Supplemental biologics license application. | sUA: Serum uric acid. | TED: Thyroid Eye Disease. | NMOSD: Neuromyelitis optic spectrum disorder.
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 40% (21 of 52 patients)
who were randomized to receive KRYSTEXXA plus placebo.
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Third-Quarter 2021 Financial Results
Year-Over-Year Net Sales and EBITDA Growth of 63% and 54%, Respectively

Q3 2021

Q3 2020

% Change

YTD 2021

YTD 2020

% Change

$1,037.0

$636.4

63

$2,211.9

$1,455.1

52

Net Income

326.5

292.8

12

361.3

199.2

81

Non-GAAP net income

413.8

392.2

6

802.5

559.2

44

Adjusted EBITDA

509.0

329.8

54

921.8

627.7

47

Earnings per share – diluted

1.38

1.31

5

1.54

0.95

62

Non-GAAP earnings per share – diluted

1.75

1.74

1

3.41

2.58

32

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

Note: Non-GAAP net income, adjusted EBITDA and non-GAAP earnings per share are non-GAAP measures; see reconciliations at the end of the presentation for a reconciliation of GAAP to non-GAAP measures.
YTD: Year to date ended Sept. 30.
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Third-Quarter 2021 Orphan Segment Results
78 Percent Year-Over-Year Net Sales Growth Driven by Record TEPEZZA and KRYSTEXXA Performance

($M)

Q3 2021

Q3 2020

% Change

YTD 2021

YTD 2020

% Change

$616.4

$286.9

115

$1,071.7

$476.3

125

158.1

108.5

46

395.2

276.9

43

RAVICTI®(1)

76.2

64.6

18

217.6

191.4

14

PROCYSBI®

49.3

43.1

14

142.5

122.8

16

ACTIMMUNE®

30.1

28.3

6

86.6

83.1

4

UPLIZNA®(2)

18.7

-

NM

35.0

-

NM

BUPHENYL®(1)

1.9

3.2

(42)

5.8

8.4

(31)

QUINSAIRTM

0.3

0.2

84

0.7

0.5

47

Orphan Net Sales

$951.0

$534.8

78

$1,955.1

$1,159.4

69

Orphan Segment Operating Income

$476.2

$274.7

73

$798.5

$480.6

66

TEPEZZA®
KRYSTEXXA®

(1) On Oct. 27, 2020, the Company sold its rights to develop and commercialize RAVICTI® and BUPHENYL® in Japan to Medical Need Europe AB, part of the Immedica Group. The Company has retained the rights to RAVICTI and BUPHENYL in North America.
(2) UPLIZNA was acquired on March 15, 2021.
YTD: Year to date ended Sept. 30. | NM: Not meaningful.
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Third-Quarter 2021 Inflammation Segment Results
Investing Cash Flows in Growth Drivers and Pipeline Expansion

($M)

Q3 2021

Q3 2020

% Change

YTD 2021

YTD 2020

% Change

$48.0

$50.3

(5)

$142.7

$126.9

12

DUEXIS®(1)

20.9

27.9

(25)

62.5

87.1

(28)

RAYOS®

14.9

18.1

(18)

43.6

50.8

(14)

2.2

5.3

(58)

8.1

30.9

(74)

Inflammation Net Sales

$86.0

$101.6

(15)

$256.9

$295.7

(13)

Inflammation Segment Operating Income

$34.1

$55.1

(38)

$123.6

$145.1

(15)

PENNSAID 2%®

VIMOVO®(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.
YTD: Year to date ended Sept. 30.
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Increasing Full-Year 2021 Guidance Driven by Record TEPEZZA and KRYSTEXXA Performance

Net Sales
Adjusted EBITDA

Updated Guidance

Previous Guidance

$3.16B to $3.21B

$3.025B to $3.125B

$1.315B to $1.345B

$1.26B to $1.30B

Key Highlights
• Net sales and adjusted EBITDA guidance midpoints represent year-over-year growth of 45% and 33%, respectively

• Higher TEPEZZA full-year 2021 net sales expectations of >$1.625B (previously >$1.550B), representing year-over-year
growth of >98%
• Higher KRYSTEXXA full-year 2021 net sales expectations of >$550M (previously >$500M), representing year-over-year
growth of >35%
Note: Adjusted EBITDA is a non-GAAP measure.
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Executing on Our Strategy Has Positioned Horizon as a Leading, High-Growth, Global Biotech

Expanding our
pipeline for
sustainable growth

Progress and Expected Milestones in 2021
✓ Resumed TEPEZZA commercial supply
✓ Completed Viela acquisition
•

Maximizing the
value of our key
growth drivers

•

Initiating eight trials; five already initiated, including
TEPEZZA chronic TED trial in Q3 2021
Key trial readouts

•

– Daxdilimab: alopecia areata, dermatomyositis,
discoid lupus erythematosus and lupus nephritis

– Dazodalibep: focal segmental glomerulosclerosis (FSGS)

✓ KRYSTEXXA MIRROR
– KRYSTEXXA PROTECT

• Launch UPLIZNA in Europe; continue global expansion

✓ Acquired biologics drug product manufacturing
facility in Waterford, Ireland

Building a global
presence

• Initiate Phase 2 trials in five new indications:

• Continue building out pipeline and in-house R&D
capabilities

✓ Arrowhead agreement for next-generation gout
medicine

•

Significant Anticipated Milestones
Beyond 2021

Building out infrastructure to support potential Q1
2022 approval and launch of UPLIZNA for NMOSD in
Europe

• Initiate TEPEZZA Japan clinical program
• Obtain manufacturing approval of Waterford biologics drug
product manufacturing facility
• Advance toward peak net sales expectations
– TEPEZZA: >$3.5B(1)
– KRYSTEXXA: >$1B(1)

Bringing on a second TEPEZZA drug product
manufacturer by year-end

(1) 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.
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 40% (21 of 52 patients) who were randomized to receive KRYSTEXXA plus
placebo. | PROTECT: Clinical trial evaluating the effect of KRYSTEXXA on serum uric acid levels in kidney transplant patients with uncontrolled gout. | NMOSD: Neuromyelitis optica spectrum disorder. | FSGS: Focal segmental glomerulosclerosis. | sUA: Serum uric acid. | TED: Thyroid Eye Disease.
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MIRROR Trial Results Substantiate the Value of KRYSTEXXA Plus Methotrexate

Topline results
met the primary endpoint at Month 6
with no new safety concerns

KRYSTEXXA Plus Methotrexate(1)

KRYSTEXXA Plus Placebo(1)

100%

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

KRYSTEXXA plus immunomodulation is
a core element of Horizon’s strategy to
maximize the value of KRYSTEXXA
and enable more patients with
uncontrolled gout to benefit from
the medicine

Patients Receiving KRYSTEXXA Plus MTX Demonstrated a Significantly
Higher Response Rate Compared to KRYSTEXXA Plus Placebo

71%
40%

50%

0%
KRYSTEXXA + Methotrexate

n=100

KRYSTEXXA + Placebo

P<0.001

n=52

(1) 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 40% (21 of 52 patients) who were randomized to receive KRYSTEXXA plus placebo.
sUA: Serum uric acid. | MTX: Methotrexate.
Uncontrolled gout: Chronic gout refractory (unresponsive) to conventional therapies.
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Advancing Horizon’s Profile as
an Innovation-Driven Biotech

HorizonTherapeutics.com

Advancing Our Pipeline to Drive Long-Term Growth
3 Upcoming Trial Initiations with 10 Data Readouts Expected Between 2021-2023
Trial Initiations Expected by Year End:
•

Program

HZN-825 diffuse cutaneous systemic
sclerosis: Q4 2021

KRYSTEXXA
(MIRROR)

•

HZN-825 IPF: Q4 2021

UPLIZNA

•

TEPEZZA diffuse cutaneous systemic
sclerosis: Q4 2021

Combination with Immunomodulation in
Uncontrolled Gout(1)
Myasthenia Gravis (MG)
IgG4-Related Disease(2)
Kidney Transplant Desensitization

HZN-825

10 Data Readouts in 2021-2023:
✓ KRYSTEXXA MIRROR

Potential Indication

Diffuse Cutaneous Systemic Sclerosis(3)

Rheumatoid Arthritis (RA)

•

KRYSTEXXA PROTECT: Q4 2021

•

TEPEZZA in chronic TED: 2H 2022

Focal Segmental Glomerulosclerosis (FSGS)(3)

•

UPLIZNA in MG: 2023

Systemic Lupus Erythematosus (SLE)

•

UPLIZNA in IgG4-RD: 2023(2)

Alopecia Areata (AA)(3)

•
•

UPLIZNA in Kidney Transplant
Desensitization: YE 2023

Daxdilimab
(HZN-7734)

Phase 1

Phase 2

Phase 3

Horizon is exploring the
potential of its on-market
medicines to identify paths for
new treatment methods and
improve patient outcomes

Idiopathic Pulmonary Fibrosis (IPF)(3)
Kidney Transplant Rejection

Dazodalibep
(HZN-4920)

Preclinical

Sjögren’s Syndrome

Dermatomyositis (DM)(3)
Discoid Lupus Erythematosus (DLE)(3)
Lupus Nephritis (LN)(3)

Dazodalibep in Kidney Transplant
Rejection: 2H 2022

TEPEZZA

•

Dazodalibep in RA: 1H 2022

HZN-1116

Autoimmune Diseases

•

Dazodalibep in Sjögren’s: 2023

Arrowhead

Next-Gen Uncontrolled Gout

•

Daxdilimab in SLE: 2023

HemoShear

Novel Gout Targets

Subcutaneous Administration
Diffuse Cutaneous Systemic Sclerosis(3)

• Evaluating efficacy and
safety of KRYSTEXXA in
broader patient populations
– PROTECT (nephrology) and
retreatment (ADVANCE)
• Exploring the patient
experience with KRYSTEXXA
– monthly dosing
(FORWARD) and shorter
infusion durations (AGILE)

• Quantifying the impact of
TEPEZZA for patients with
chronic Thyroid Eye Disease

(1) Phase 4. (2) Data expected in 2023. However, because this is an event-driven trial, Horizon will continue to assess the timeline and how events are occurring. As a result, the readout timing may extend beyond 2023. (3) Trial not yet initiated.
TED: Thyroid Eye Disease. | IPF: Idiopathic pulmonary fibrosis. | IgG4-RD: Immunoglobulin G4-Related Disease. | MG: Myasthenia gravis. | RA: Rheumatoid arthritis. | SLE: Systemic lupus erythematosus. | YE: Year end.
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 40% (21 of 52 patients) who were randomized to receive KRYSTEXXA plus placebo.
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UPLIZNA Being Pursued in Three Additional Indications, Representing a Large Opportunity
Anti-CD19 Humanized Monoclonal Antibody Engineered for Deep, Broad and Durable B-Cell Depletion

Indication and Trial Phase

Myasthenia Gravis (MG)
• A chronic, rare autoimmune
neuromuscular disorder
• Symptoms include weakness in
voluntary skeletal muscles, especially
those that control the eyes, mouth,
throat and limbs
• Phase 3 randomized
placebo-controlled trial underway

IgG4-Related Disease (IgG4-RD)
• A group of disorders marked by
tumor-like swelling and fibrosis of
affected organs, such as the
pancreas, salivary glands and kidneys
• Phase 3 randomized
placebo-controlled trial underway

Kidney Transplant Desensitization
• Desensitization is aimed at reducing
alloantibodies that often preclude
patients with ESRD from finding a
matching organ and also result in poor
post-transplant outcomes through
antibody mediated graft rejection

• Phase 2 open-label trial underway

Note: UPLIZNA is approved for treatment of neuromyelitis optica spectrum disorder (NMOSD).
CD: Cluster of differentiation. | ESRD: End-stage renal disease. | IgG4: Immunoglobulin G4.
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HZN-825 Advancing in Two Phase 2b Pivotal Trials
Oral LPAR1 Antagonist with Early Signals of Benefit in Fibrotic Diseases, Areas with High Unmet Need

Indication and Trial Phase

Diffuse Cutaneous Systemic Sclerosis
• Rare, chronic autoimmune disease that can progress to
internal organ damage; high mortality rate(1)
• Primarily managed by rheumatologists

• Phase 2b pivotal trial expected to initiate Q4 2021

Interstitial Lung Diseases (ILD)
• Initiating our ILD program with a trial in the IPF
indication. IPF is a rare progressive lung disease with a
median survival of <5 years, and is the most common ILD
• Managed by rheumatologists and pulmonologists
• Phase 2b pivotal trial expected to initiate Q4 2021

•
•

>80% of patients with diffuse cutaneous systemic sclerosis develop ILD(2)
Primary endpoint in both trials will be Forced Vital Capacity (FVC)

(1) Nikpour M, Baron M. Curr Opin Rheumatol. 2014 Mar;26(2):131-7. (2) Hoffmann-Vold et al, 2015.
LPAR1: Lysophosphatidic acid receptor 1. | IPF: Idiopathic pulmonary fibrosis.
Forced vital capacity is a measure of lung capacity used to assess the progression of lung disease and the effectiveness of treatment.
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Dazodalibep (HZN-4920) is in Development for Four Indications, Each Addressing Immune
Overactivation
CD40L Antagonist Designed to Block a Central Pathway Involved in Many Autoimmune and Inflammatory Diseases

Indication and Trial Phase

Sjögren’s Syndrome
• A chronic, systemic
autoimmune disease
attacking the salivary and
tear (exocrine) glands, with
severe cases affecting
multiple organs

• Phase 2b trial underway

Focal Segmental
Glomerulosclerosis (FSGS)
• A rare disease that attacks
the kidney’s filtering units
(glomeruli)
• Causes serious scarring,
leading to permanent
kidney damage and even
kidney failure

Rheumatoid Arthritis (RA)

Kidney Transplant
Rejection

• A chronic inflammatory
disorder characterized by
progressive destruction of
joints

• Occurs when the immune
system detects an organ
transplant as a threat and
attacks it

• Phase 2 trial underway;
dose-ranging

• Results in organ rejection
• Phase 2 open-label trial
underway

• Phase 2 trial expected to
initiate 2H 2022

CD40L: Cluster of differentiation 40 ligand.
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Evaluating Five Indications for Daxdilimab (HZN-7734) where pDCs are Implicated

Indication and Trial Phase

First and Only pDC Depleter in Clinical Development

Systemic Lupus
Erythematosus (SLE)

Alopecia
Areata (AA)

Discoid Lupus
Erythematosus (DLE)

Dermatomyositis
(DM)

Lupus
Nephritis (LN)

• An autoimmune
disease that manifests
as skin rashes,
arthritis, nephritis,
and serositis

• An autoimmune
disorder characterized
by nonscarring hair
loss

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

• An autoimmune,
inflammatory disorder
characterized by
rashes that often burn
and debilitating
muscle weakness

• An autoimmune
condition of the
kidney that affects the
majority of patients
with SLE

• Phase 2 trial expected
to initiate 1H 2022

• Phase 2 trial expected
to initiate 2H 2022

• Phase 2 trial
underway

• Phase 2 trial expected
to initiate 1H 2022

• Phase 2 trial expected
to initiate 2H 2022

pDCs: Plasmacytoid dendritic cells.
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Maximizing the Long-Term Potential of TEPEZZA
Advancing Three R&D Programs

Thyroid Eye Disease (TED) Programs

Potential Additional Indication

Maximizing the Long-Term Potential
of TEPEZZA for TED Patients

High Unmet Need in a Rare, Chronic
Autoimmune Disease; Core Therapeutic Area

Chronic Disease
• Randomized, placebo-controlled trial
initiated in September 2021 to
evaluate TEPEZZA in chronic TED
patients
• Objective is to generate data
supporting TEPEZZA adoption in the
already-indicated chronic TED patient
population

Subcutaneous Administration

Diffuse Cutaneous Systemic Sclerosis

• Pharmacokinetic trial underway to
explore subcutaneous TEPEZZA
dosing

• Exploratory study to investigate the safety,
tolerability and effect on IGF-1/IGF-1R
inflammatory/fibrotic biomarkers

• Objective is to assess the potential for
additional administration options for
TEPEZZA

• Similar underlying pathologies of TED and
diffuse cutaneous systemic sclerosis

• Partnered with Halozyme to leverage
proprietary ENHANZE® drug delivery
technology

• Preclinical data implicate IGF-1/IGF-1R
signaling in diffuse cutaneous systemic
sclerosis pathology
• Phase 1 trial expected to initiate in Q4
2021

IGF-1R: Insulin-like growth factor 1 receptor.
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Maximizing the Long-Term Potential of KRYSTEXXA
Announced Positive Topline Results from MIRROR RCT and Completed Open-Label PROTECT Trial

Improved
Response Rate

MIRROR: Completed randomized,
placebo-controlled trial to evaluate
KRYSTEXXA plus methotrexate (MTX)
• 71 percent of patients achieved
a complete response rate at
Month 6
• Expect to submit sBLA in Q1 2022

Demonstrate
Benefit in Broader
Populations
PROTECT: Completed open-label
trial evaluating KRYSTEXXA for
uncontrolled gout in kidney
transplant patients (most severe)
— Final results will be presented
at ASN Kidney Week 2021

Retreatment (ADVANCE):
Open-label trial underway to
evaluate KRYSTEXXA plus MTX in
patients who have previously failed
KRYSTEXXA alone

Improve Patient
Experience

Shorter infusion duration (AGILE):
Open-label trial underway
evaluating KRYSTEXXA plus MTX at
shorter durations (current duration
is 2+ hours)

Monthly dosing (FORWARD):
Open-label trial underway to
evaluate 16mg monthly dosing of
KRYSTEXXA plus MTX (current
dosing is 8mg 2x/month)

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 40% (21 of 52 patients) who were randomized to receive KRYSTEXXA plus placebo.
sBLA: Supplemental biologics license application. | sUA: Serum uric acid. | ASN: American Society of Nephrology. | RCT: Randomized controlled trial.
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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

Thyroid Eye Disease (TED)

How TEPEZZA Works

• Rare, serious, progressive and vision-threatening
autoimmune disease
— Causes proptosis (eye bulging); associated with
diplopia (double-vision); painful and disfiguring

• 15K-20K: Estimated U.S. annual patient incidence of
acute TED (lasts 1-3 years)(1)
• >70K: Estimated U.S. prevalence of chronic TED(1)
— Symptoms no longer changing but persisting;
typically includes patients who have had chronic TED
for 5 years or less

• Comparable disease incidence/prevalence and
burden in many other countries outside the U.S.

Before TEPEZZA

After TEPEZZA

•

TEPEZZA is a targeted therapy that

•

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

(1) Horizon estimate.
IGF-1R: Insulin-like growth factor 1 receptor.
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Growing Body of Evidence Continues to Support the Use of TEPEZZA in Chronic TED

A

Ugradar – Eye – 2021

n*

Key Results

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

Ugradar – Eye – 2020

4

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

E

Davis – NANOS – 2021
(Poster)

1

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

1

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

F

Ozzello – AJO – 2020

Total Number of
Compared to Number of

Across
on TEPEZZA in

52
Number of
TEPEZZA Patients Studied

Key Case Study*

41

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

A

B

C

D

E

F

* Studies ordered by patient size; n: number of patients.
(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) Ugradar S, et al. Eye (Lond). 2020 Nov 21. doi: 10.1038/s41433-020-01297-w.
(E) Davis R, et al. NANOS 2021 Feb annual meeting abstract. https://collections.lib.utah.edu/ark:/87278/s6gz077j.
(F) 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: Data from separate clinical trials may not be directly comparable due to differences in trial protocols, endpoints, conditions and patient populations.

Acute Patients
on TEPEZZA Studied
in Phase 3 Clinical Trial
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We Are Investing to Drive the Continued Strong Growth of TEPEZZA

Supply Capacity

Commercial Execution

Global Expansion

• On track to add second drug product
manufacturer by end of 2021, as well as
working to add two additional drug
substance manufacturing sites

• Doubled commercial and field-based
organization to ~200 employees

• Pursuing global strategy for TEPEZZA to
drive access in other parts of the world

• Expanding marketing strategies to drive
increased awareness of TED

• Acquired biologics drug product
manufacturing facility for TEPEZZA and
other medicines

• Significant investment in national
branded and unbranded television (DTC)
campaigns

• Planning to enter a broad range of
markets across multiple geographies,
including Japan

TED: Thyroid Eye Disease. | DTC: Direct-to-consumer.
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Exceptional Launch and Increased Net Sales Opportunity
Peak Annual Net Sales Estimate >$3.5B(1)

Growth Drivers

1

Pre-launch, launch and
expansion efforts to drive strong
awareness and high demand

2

Severity and disfiguring nature of
disease are motivating factors for
patients to seek treatment

3

Broad label allows for adoption
in acute and chronic patients

TEPEZZA Global Annual Net Sales Potential
>$3.5B(1)

>$1.625B(2)

2020

2021E

Peak

(1) Horizon estimate of TEPEZZA peak U.S. annual net sales of >$3B and TEPEZZA ex-U.S. estimate of >$500M peak annual net sales. (2) Horizon 2021 guidance.
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Transformed This 11-Year-Old Biologic
into a High-Growth Medicine

HorizonTherapeutics.com

KRYSTEXXA is the Only Medicine Approved For Uncontrolled Gout

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

How KRYSTEXXA Works

•

• 9.5 million 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)

• Opportunity for KRYSTEXXA to help significantly
more patients

KRYSTEXXA
disease
progression(3)
Before

•

, the
source of uric acid
crystals,
,
allantoin
After

(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) Sundy JS, Baraf HSB, Yood RA, et al. Efficacy and Tolerability of Pegloticase for the Treatment of Chronic Gout in Patients.
Uncontrolled gout: Chronic gout refractory (unresponsive) to conventional therapies.

27

MIRROR Trial Results Reinforce Higher Response Rate and Increased Uptake of KRYSTEXXA
Expect to Submit sBLA in Q1 2022 for MIRROR, the Largest Immunomodulation Randomized Controlled Trial to Date
Response Rate of KRYSTEXXA Plus Immunomodulators
Significantly Higher Than KRYSTEXXA Alone(1)
KRYSTEXXA Monotherapy or
KRYSTEXXA Plus Placebo

KRYSTEXXA
Plus Methotrexate

Immunomodulation Use Has Significantly Increased
Since First Case Series Presented in 2018

KRYSTEXXA Plus Other
Immunomodulators

> 45%
MMF
79%
71%

LEF

86%

70%

50%
42%

40%

40%

Ph 3 KRYSTEXXA
Monotherapy

RECIPE RCT
KRYSTEXXA +
Placebo

MIRROR RCT
KRYSTEXXA +
Placebo

MIRROR RCT
KRYSTEXXA + MTX

MIRROR OL

Masri

RECIPE RCT
KRYSTEXXA +
MMF

n=52

n=100

n=14

n=10

n=22

Use of Immunomodulation
with KRYSTEXXA(2)

Response Rate Based on sUA <6mg/dL at
Month 6 (RECIPE at Month 3)

100%

0%

n=85

n=10

2018

2019

2020

Q3 2021

(1) Reflects KRYSTEXXA plus immunomodulation results. (2) Horizon analysis of Hub and claims data of KRYSTEXXA-treated patients also receiving immunomodulators.
RECIPE RCT is an investigator-initiated randomized (3:1) placebo-controlled trial with 32 patients. 86% (19 of 22 patients) of KRYSTEXXA with MMF patients achieved the primary endpoint at Week 12 vs. 40% (4 of 10) in the placebo arm. At Week 24, when all patients were on KRYSTEXXA therapy alone for 12 weeks, sUA
response was sustained in 68% of the MMF arm vs. 30% in the placebo arm. KRYSTEXXA Phase 3 Clinical Trials (blinded, placebo-controlled): 36 out of 85 patients achieved a complete response. MIRROR OL (open-label): 11 out of 14 patients enrolled achieved a complete response.
Masri Case Series (open-label): 7 out of 10 patients achieved a complete response. 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 40% (21 of 52 patients) who were randomized to receive KRYSTEXXA plus placebo.
sBLA: Supplemental biologics license application. | LEF: Leflunomide. | MMF: Mycophenolate mofetil. | MTX: methotrexate. | RCT: Randomized controlled trial. | sUA: Serum uric acid.
Note: Data from separate clinical trials may not be directly comparable due to differences in trial protocols, endpoints, conditions and patient populations.
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KRYSTEXXA Strategy Has Accelerated Volume Growth
Peak U.S. Annual Net Sales Expectations of >$1B(1)

Growth Drivers

1

Growth in use of KRYSTEXXA
plus Immunomodulation

2

Growth in New and Existing
Rheumatology Accounts

3

Accelerating Growth
in Nephrology

KRYSTEXXA U.S. Annual Net Sales Potential
>$1B(1)

>$550M(2)

2016

2017

2018

2019

2020

2021E

Peak

(1) Horizon estimate. (2) Horizon 2021 guidance.
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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 mAB Engineered for Deep, Broad and Durable
B-Cell Depletion
Neuromyelitis Optica Spectrum Disorder (NMOSD)

• NMOSD: an autoimmune, inflammatory disease of the
central nervous system that attacks the optic nerve, spinal
cord and can also affect the brain and brainstem
— Attacks result in accumulation of neurological damage
and can result in blindness, paralysis and death

• ~10K diagnosed NMOSD patients in the U.S.; ~8K AQP4+(1)
• 400 new diagnoses each

UPLIZNA

Indication
Mechanism
of Action

Clinical
Highlights

year(1)

Additional
Indications

Treatment of NMOSD in adult patients who are
anti-AQP4 antibody positive
B-cell depleting humanized monoclonal antibody
targeting CD19 receptor
High efficacy; 89% of clinical trial patients were
attack-free at end of control period
Favorable safety profile and low maintenance with
dosing every 6 months after loading doses
Pursuing additional indications in MG, IgG4-related
disease, and kidney transplant desensitization

Horizon is leveraging its commercial expertise,
particularly with infused medicines, to optimize the
patient experience with UPLIZNA
(1) Horizon estimate.
CD: Cluster of differentiation. | mAB: Monoclonal antibody. | AQP4+: Aquaporin-4 positive. | MG: Myasthenia gravis. | IgG4: Immunoglobulin G4.
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UPLIZNA U.S. Relaunch Strategy and Global Expansion
Completed Commercial Team Expansion in Q3 2021 to Support Relaunch in Q4 2021

UPLIZNA through Focused
Commercial Execution
• Invest in sales and marketing organization
to expand reach and share of voice
• Establish best-in-class patient services,
site of care and payer support
• Raise awareness of the benefits of
UPLIZNA versus other therapies

the Value of UPLIZNA through
Collaborative and Clinical Research

UPLIZNA
Beginning with Europe

• Invest in medical and scientific
engagement; establish scientific
leadership

• Building out European infrastructure to
support the potential launch of UPLIZNA
for NMOSD

• Conduct further analysis of UPLIZNA
NMOSD data to expand understanding of
differentiation

• Adding key capabilities to support
UPLIZNA as well as additional medicines

• Continue to build base of compelling
evidence
NMOSD: Neuromyelitis optica spectrum disorder.
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Driving Our Scientific Leadership Position in NMOSD
Rapidly Building a Robust Base of Compelling Clinical Data and Sharing it with the Medical Community
Phase 3 Data: B-Cell Depletion with UPLIZNA
Decreases Attacks and Reduces Possibility of
Disability(1)

Rituximab Switching: Patients with Prior
Rituximab Exposure Saw Significant Attack
Reduction on UPLIZNA(2)

UPLIZNA
better

Probability of no attack

AQP4-IgG seropositive population
87.6%

Patients with NMOSD attacks (n/N)
Inebilizumab, 18/161 (11.2%)
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)

56.6%

Of seven patients with
confirmed attacks while
treated with rituximab,

Placebo

Placebo
better

Subgroup analysis
Baseline EDSS <5
Baseline EDSS ≥5
Number of prior
attacks, <2

, with mean
follow-up period of

Time (days)
UPLIZNA

Disability: UPLIZNA Improved Disability
Outcomes Regardless of Baseline Status,
Attack History or Disease Duration(3)

Number of prior
attacks, ≥2
Disease duration
<5 years
Disease duration
≥5 years

Long-Term Data: UPLIZNA Provided Sustained
Reduction in NMOSD Attack Risk At Least 4 Years(4)
(1) Cree et a. Inebilizumab for the treatment of neuromyelitis optica spectrum disorder (N-MOmentum): a double-blind, randomised placebo-controlled phase 2/3 trial. The Lancet. Vol 394: pg. 1358. Oct.12, 2019.
(2) Levy et al. The safety and efficacy of inebilizumab in those with previous rituximab exposure. ACTRIMS Forum 2021; February 15-27, 2021. (3) Marignier et al. Disability outcomes in the N-MOmentum trial of inebilizumab in neuromyelitis optica spectrum.
(4) Cree et al. Long-term efficacy outcomes with inebilizumab treatment in neuromyelitis optica spectrum disorder: the N-MOmentum trial. Neurology (AAN) 2021 Virtual Annual Meeting April 17-22, 2021. ACTRIMS Forum 2021; February 15-27, 2021.
AQP4-IgG: Aquaporin-4 Immunoglobulin G. | NMOSD: Neuromyelitis optica spectrum disorder. | HR: hazard ratio. | CI: confidence interval. | NNT: number needed to treat. | EDSS: Expanded Disability Status Scale.
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Building a Robust Commercial Infrastructure to Support the UPLIZNA Patient Journey
Applying Key Learnings from TEPEZZA and KRYSTEXXA to the Relaunch of UPLIZNA for Treatment of NMOSD

Physicians

Patient Education
and Support

Site of Care
(Infusion Centers)

Payers

Expanded the sales force with
deep neuroimmunology expertise;
added field-based KOL liaisons

Leveraging Horizon’s leading
patient services capabilities and
dedicated marketing efforts

National and regional teams
supporting infusion centers

Reimbursement team
supporting access

• Disease and treatment
education
• Education on the benefits of
UPLIZNA vs. other therapies
• Referral facilitation
• Reimbursement support

• 1-to-1 patient support from
diagnosis through treatment
• Disease and treatment
education
• Grassroots advocacy efforts

• Logistical support
• Referral network build out
• Site-of-care identification
and segmentation
• Disease and treatment education
• Reimbursement education

• Disease and treatment
education
• Value proposition education
to ensure optimal patient
access

NMOSD: Neuromyelitis optica spectrum disorder. | KOL: Key opinion leader.
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Reconciliations of GAAP to Non-GAAP Measures

HorizonTherapeutics.com

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 Horizon’s GAAP figures as well as EBITDA exclude acquisition and/or divestiture-related
expenses, gain or loss from divestiture, gain or loss from sale of assets, upfront, progress and milestone payments related to license and collaboration agreements,
litigation settlements, loss on debt extinguishment, costs of debt refinancing, drug manufacturing harmonization costs, restructuring and realignment costs, the
income tax effect on pre-tax non-GAAP adjustments and other non-GAAP income tax adjustments, as well as non-cash items such as share-based compensation,
depreciation and amortization, non-cash interest expense, long-lived asset impairment charges 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 the Company’s historical and expected 2021
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 the Company's performance. For example, adjusted
EBITDA is used by Horizon as one measure of management performance under certain incentive compensation arrangements. 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 the Company 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 2021 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 Nine Months Ended Sept. 30

$ in thousands
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GAAP to Non-GAAP Reconciliation
Operating Income – Three and Nine Months Ended Sept. 30
$ in thousands
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GAAP to Non-GAAP Reconciliation
Non-GAAP Net Income – Three and Nine Months Ended Sept. 30

$ in thousands
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GAAP to Non-GAAP Reconciliation
Non-GAAP Earnings (Loss) Per Share – Basic and Diluted – Three and Nine Months Ended Sept. 30

$ in thousands except share and per share data
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GAAP to Non-GAAP Reconciliation
EBITDA and Adjusted EBITDA – Full-Year 2020

$ in thousands
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HorizonTherapeutics.com

