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This presentation contains forward-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎΣ ƛƴŎƭǳŘƛƴƎΣ ōǳǘ ƴƻǘ ƭƛƳƛǘŜŘ ǘƻΣ ǎǘŀǘŜƳŜƴǘǎ ǊŜƭŀǘŜŘ ǘƻ IƻǊƛȊƻƴΩǎ Ŧǳƭƭ-year 2020 net sales 

and adjusted EBITDA guidance; expected financial performance and operating results for the year ended December 31, 2020, and in future 

ǇŜǊƛƻŘǎΣ ƛƴŎƭǳŘƛƴƎ ǇƻǘŜƴǘƛŀƭ ƎǊƻǿǘƘ ƛƴ ƴŜǘ ǎŀƭŜǎ ƻŦ ŎŜǊǘŀƛƴ ƻŦ IƻǊƛȊƻƴΩǎ ƳŜŘƛŎƛƴŜǎΤ ŘŜǾŜƭƻǇƳŜƴǘ ǇƭŀƴǎΤ ŜȄǇŜŎǘŜŘ ǘƛƳƛƴƎ ƻŦ Ŏƭƛnical trials, studies 

ŀƴŘ ǊŜƎǳƭŀǘƻǊȅ ǎǳōƳƛǎǎƛƻƴǎΤ ǇƻǘŜƴǘƛŀƭ ƳŀǊƪŜǘ ƻǇǇƻǊǘǳƴƛǘȅ ŦƻǊ ŀƴŘ ōŜƴŜŦƛǘǎ ƻŦ IƻǊƛȊƻƴΩǎ ƳŜŘƛŎƛƴŜǎ ŀƴŘ ƳŜŘƛŎƛƴŜ ŎŀƴŘƛŘŀǘŜǎΤ ŀƴŘbusiness and 

other statements that are not historical facts.  These forward-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎ ŀǊŜ ōŀǎŜŘ ƻƴ IƻǊƛȊƻƴΩǎ ŎǳǊǊŜƴǘ ŜȄǇŜŎǘŀǘƛƻƴǎ ŀƴd inherently 

involve significant risks and uncertainties.  Actual results and the timing of events could differ materially from those anticipated in such 

forward-ƭƻƻƪƛƴƎ ǎǘŀǘŜƳŜƴǘǎ ŀǎ ŀ ǊŜǎǳƭǘ ƻŦ ǘƘŜǎŜ Ǌƛǎƪǎ ŀƴŘ ǳƴŎŜǊǘŀƛƴǘƛŜǎΣ ǿƘƛŎƘ ƛƴŎƭǳŘŜΣ ǿƛǘƘƻǳǘ ƭƛƳƛǘŀǘƛƻƴΣ Ǌƛǎƪǎ ǘƘŀǘ IƻǊƛȊƻƴΩǎactual financial 

ŀƴŘ ƻǇŜǊŀǘƛƴƎ ǊŜǎǳƭǘǎ Ƴŀȅ ŘƛŦŦŜǊ ŦǊƻƳ ƛǘǎ ŜǎǘƛƳŀǘŜǎΣ ŜȄǇŜŎǘŀǘƛƻƴǎ ƻǊ ƎƻŀƭǎΤ  IƻǊƛȊƻƴΩǎ ŀōƛƭƛǘȅ ǘƻ ƎǊƻǿ ƴŜǘ ǎŀƭŜǎ ŦǊƻƳ ŜȄƛǎǘƛƴg medicines; 

uncertainty with respect to the COVID-19 pandemic and actions taken to slow its spread, including impacts on supply and sales ofIƻǊƛȊƻƴΩǎ 

medicines and potential delays in clinical trials; the availability of coverage and adequate reimbursement and pricing from government and 

third-ǇŀǊǘȅ ǇŀȅŜǊǎΤ Ǌƛǎƪǎ ǊŜƭŀǘƛƴƎ ǘƻ IƻǊƛȊƻƴΩǎ ŀōƛƭƛǘȅ ǘƻ ǎǳŎŎŜǎǎŦǳƭƭȅ ƛƳǇƭŜƳŜƴǘ ƛǘǎ ōǳǎƛƴŜǎǎ ǎǘǊŀǘŜƎƛŜǎΤ Ǌƛǎƪǎ ƛƴƘŜǊŜƴǘ ƛƴ ŘŜǾeloping 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 Horizonoperates and 

those risks detailed from time-to-ǘƛƳŜ ǳƴŘŜǊ ǘƘŜ ŎŀǇǘƛƻƴ Ϧwƛǎƪ CŀŎǘƻǊǎϦ ŀƴŘ ŜƭǎŜǿƘŜǊŜ ƛƴ IƻǊƛȊƻƴΩǎ ŦƛƭƛƴƎǎ ŀƴŘ ǊŜǇƻǊǘǎ ǿƛǘƘ ǘƘŜ SEC.  Horizon 

undertakes no duty or obligation to update any forward-looking statements contained in this presentation as a result of new information.

Forward-looking Statements
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Horizon Overview
and Strategic 

Transformation

Our Pipeline is Our Priority
Expanding to Drive 

Sustainable 
Long-term Growth

KRYSTEXXA®  
Transformed a 

10-Year-Old Biologic 
to a High-Growth 

Medicine

1 2 3 4

3

TEPEZZA®  
One of the 

Most Successful 
Rare Disease 

Medicine Launches
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Horizon Exceeded High End of Full-Year 2020 Net Sales and Adjusted EBITDA Guidance
Outstanding Execution Resulted in Total Shareholder Returns Significantly Outperforming NBI

Strong Financial Results and Strategic Execution

$1.30

2019 2020

>$2.14

>65%

$483

2019 2020

>$940

>95%

$ in billions

26%
41% 38%

102%

387%

238%

1-year 3-year 5-year

NBI

HZNP

Total Shareholder Return at Dec. 31, 2020

Generated High Returns 
for Shareholders

Å2020 net sales and adjusted EBITDA 

Å 2020 net sales 

Å 2020 net sales

Å at 
Dec. 31, 2020 of

Year-Over-Year Net Sales Growth

Year-Over-Year Adj. EBITDA Growth
$ in millions

NBI:  Nasdaq Biotechnology Index
Note:  The Company exceeded the high end of previously announced FY20 net sales and adjusted EBITDA guidance ranges of $2.12Bto $2.14B and $920M to $940M, respectively.  The Company provided preliminary financial results that are unaudited and subject to adjustment as 
per the Jan. 11, 2021 press release.  Horizon expects to report its final 2020 financial results in February 2021.  Adjusted EBITDA is a non-GAAP financial measure.  See "Note Regarding Use of Non-GAAP Financial Measures" slide for more detail.
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potential between two 
high-growth biologic medicines(1)

Commercial Pipeline Capital Structure Growth Profile

in development including 
6 commencing in 2021

and cash equivalents 
at Dec. 31, 2020(2)

profile among profitable   
biotech peer group 

(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.  (2) Horizon estimate.  (3) Gross Leverage Ratio:  Principal amount of debt outstanding to last-
12-months adjusted EBITDA.  Gross leverage based on high end of 2020 adjusted EBITDA guidance as per the Jan. 11, 2021 press release, and gross debt at Dec. 31, 2020.  (4) Uses FY15 net sales and adjusted EBITDA and high end of FY20 net sales and adjusted 
EBITDA guidance as per the Jan. 11, 2021 press release.  (5) Horizon estimates strong double-digit net sales and adjusted EBITDAgrowth for 3-year CAGR 2021-2024.  Note:  Projections could change significantly including as a result of any acquisitions or divestitures.  
Adjusted EBITDA is a non-D!!t ŦƛƴŀƴŎƛŀƭ ƳŜŀǎǳǊŜΦ  {ŜŜ άNote Regarding Use of Non-D!!t CƛƴŀƴŎƛŀƭ aŜŀǎǳǊŜǎέ ǎƭƛŘŜ ŦƻǊ ƳƻǊŜ ŘŜǘŀƛƭΦ 

A Leading, High-Growth, Innovation-Driven, Profitable Biotech

Growth drivers TEPEZZA and 
KRYSTEXXA with growing     
rare disease business unit

Two HZN-825 pivotal trials 
starting in 2021; two new  

KRYSTEXXA trials

Top priority is business 
development to expand pipeline; 

gross leverage ratio <1.1x(3)

Delivered >20% 5-year CAGR(4); 
targetingstrong double-digit 

net sales and non-GAAP 
operating margin growth(5)
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What Sets Horizon Apart

Excellence in 
Commercial Execution

We accelerate the growth 
trajectory and maximize the 

potential of our medicines through 
best-in-class commercial execution

Proven & Disciplined 
Business Development

We acquire medicines through our 
strong in-house business 

development capability, focused 
on opportunities where we are 

uniquely positioned to drive value

Strong Clinical
Development Capability 

We leverage deep drug 
development experience and an 

agile approach to continually 
innovate our existing medicines 
and bring new ones to market
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Pre
HZNP

HZNP
2020

HZNP
Peak

Examples of Our Proven Ability to Execute on All Three Fronts

(1) KRYSTEXXA net sales for FY15 recorded by Crealta Holdings LLC of ~$60M.  (2) Based on preliminary KRYSTEXXA 2020 net sales as per the Jan. 11, 2021 press release.  (3) 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.  (4) Does not include royalties.  (5) Based on preliminary TEPEZZA 2020 net sales as per the Jan. 11, 2021 press release.  

Excellence in 
Commercial Execution

Proven & Disciplined
Business Development

Strong Clinical
Development Capability 

Å

through accelerated 
development program

ÅDeveloped and executing

doubling response 
rates (79%+ vs. 42% in Phase 3)

KRYSTEXXA Annual Net Sales 
Pre- and Post-HZNP Ownership

Initial 2020
Guidance

HZNP
2020

HZNP
Peak

$30-40M

>$800M(5)

>$3.5B(3)

TEPEZZA:  Future Estimated Returns 
Far Exceed the Upfront Payment of 

~$145M Plus Milestones(4)

>$1B(3)

>$400M(2)

~$60M(1)
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Anticipated Significant and Increasing Cash Flows Enable Investment for Future Growth

ÅBuilding a robust pipeline with early- to late-
stage clinical programs

ÅDisciplined strategy; proven track record

ÅFocused on rare diseases and attractive 
areas of rheumatology, nephrology, 
endocrinology and ophthalmology

2016 2017 2018 2019 2020

Year-End Cash Position of $2.08B(1)

(1) Based on preliminary cash and cash equivalents as per the Jan. 11, 2021 press release.  (2) Gross Leverage Ratio:  Principal amount of debt outstanding to last-12-months adjusted EBITDA.  Gross leverage based on high end of 2020 adjusted EBITDA 
guidance as per the Jan. 11, 2021 press release, and gross debt at Dec. 31, 2020.  Adjusted EBITDA is a non-D!!t ŦƛƴŀƴŎƛŀƭ ƳŜŀǎǳǊŜΦ  {ŜŜ άNote Regarding Use of Non-D!!t CƛƴŀƴŎƛŀƭ aŜŀǎǳǊŜǎέ ǎƭƛŘŜ ŦƻǊ ƳƻǊŜ ŘŜǘŀƛƭΦ 

>$2B

Gross leverage <1.1x with $1.018B debt outstanding(2)

Business Development is 

Year-End Cash and Cash Equivalents



Expanding to Drive 
Sustainable Long-Term Growth

Our Pipeline is 
Our Priority



10

Expanding Our Pipeline
Six Programs Expected to Commence in 2021, Including Two HZN-825 Pivotal Trials

Expected to commence in 2021.  (1) Being developed under a collaboration agreement with XL Protein GmbH. 
MIRROR:  Trial evaluating the use of KRYSTEXXA in combination with methotrexate to increase the response rate.  PROTECT:  Trial evaluating the effect of KRYSTEXXA on serum uric acid levels in kidney transplant patients with uncontrolled gout.
OPTIC-X:  Open-label extension trial of the Phase 3 trial evaluating TEPEZZA for the treatment of Thyroid Eye Disease.  IPF:  Idiopathic pulmonary fibrosis.  TED:  Thyroid Eye Disease. 

MEDICINE / PROGRAM DESCRIPTION PRECLINICAL PHASE 1 PHASE 2 PHASE 3 PHASE 3b/4

KRYSTEXXA Immunomodulation ÅMIRROR randomized controlled trial

KRYSTEXXA Nephrology 
ÅPROTECT open-label trial in kidney transplant 

patients with uncontrolled gout

KRYSTEXXA Shorter Infusion Duration ÅOpen-label trial

KRYSTEXXA Monthly Dosing ÅOpen-label trial

KRYSTEXXA Retreatment ÅOpen-label trial

TEPEZZA Chronic Thyroid Eye Disease ÅRandomized controlled trial in chronic TED

TEPEZZA Thyroid Eye Disease ÅOPTIC-X:  Phase 3 extension trial  

HZN-825 Diffuse Cutaneous Systemic Sclerosis ÅPhase 2b pivotal trial

HZN-825 Interstitial Lung Diseases ÅPhase 2b pivotal trial in IPF

TEPEZZA Diffuse Cutaneous Systemic Sclerosis ÅExploratory trial 

TEPEZZA Subcutaneous Administration
Å9ȄǇƭƻǊŀǘƻǊȅ ǘǊƛŀƭΣ ƛƴŎƭǳŘƛƴƎ IŀƭƻȊȅƳŜΩǎ 

ENHANZE technology

HZN-003 Next-Gen Uncontrolled Gout
ÅExploration of optimized uricase and 

optimized PEGylation for uncontrolled gout

HZN-007Next-Gen Uncontrolled Gout(1)
ÅExploration of optimized uricase and 

PASylation for uncontrolled gout

Novel Gout Targets
ÅExploration of novel approaches 

to treating gout with Hemoshear
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Advancing HZN-825 in Two Phase 2b Pivotal Trials
More Than $1B Estimated Peak Net Sales Potential

(1)

(1) Horizon estimate.  (2) Nikpour M, Baron M.Curr Opin Rheumatol. 2014 Mar;26(2):131-7.  (3) GlobalData, GDHC044POA, 2015.  (4) Hoffmann-Vold et al, 2015.  (5) MedlinePlus, National Institutes of Health.
LPAR1:  Lysophosphatidic acid 1 receptor.  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.

Diffuse Cutaneous Systemic Sclerosis (dcSSc)

HZN-825 is an oral selective LPAR1 antagonist with early signs of benefit in several fibrotic conditions

>80% of 
patients 
with dcSSc 
develop 
ILD(4)

Å Rare, chronic autoimmune disease that can 
progress to internal organ damage; high 
mortality rate(2)

Å Estimated U.S. prevalence of dcSSc is 30K(3)

Å Phase 2b pivotal trial start expected 1H21

Å Primarily managed by rheumatologists

Å Commencing 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

Å Estimated U.S. prevalence of IPF is 100K(5)

Å Phase 2b pivotal trial start expected mid-2021

Å Managed by rheumatologists and pulmonologists

Primary endpoint in both trials will be Forced Vital Capacity (FVC)

Interstitial Lung Diseases (ILD)
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HZN-825 is a Potent Oral Antagonist of LPAR1 with Rationale for Development in Fibrotic 
Diseases

ωResearch implicates LPAR1 as a target in the pathogenesis of dcSSc, 
lung injury and fibrosis

ωExtensive preclinical evaluation supports anti-fibrotic potential of 
LPAR1 antagonism across organ systems, including lung and skin

ωLysophosphatidic acid receptor 1 (LPAR1) signaling has been 
implicated in fibrosis and inflammation

ωIn five Phase 1 studies, HZN-825 was safe and well tolerated

ωPhase 2a trial conducted in patients with early dcSSc; longer open-
label period data suggest longer duration of treatment may 
demonstrate meaningful benefit, including protection against 
development of fibrosis and reversal of established fibrosis

ωClinical proof of concept demonstrated for LPAR1 antagonism in IPF. 
Mechanistic rationale supports evaluation in other ILD conditions

Model of LPAR1 Role in 
Lung Injury and Fibrosis

LPA

LPAR1

Fibroblast recruitment Epithelial Damage Endothelial permeability

Fibrosis and Inflammation

Overview of 
LPAR1

Research and 
Preclinical 
Evidence

Clinical 
Evidence to 

Date

dcSSc:  Diffuse cutaneous systemic sclerosis.  IPF:  Idiopathic pulmonary fibrosis.  ILD:  Interstitial lung diseases.
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Median Decrease in mRSS Responder Rate(1)

24-weeks of continuous 
treatment

Subjects switched from 
placebo to HZN-825

Encouraging Efficacy and Safety Data for HZN-825 in Phase 2a Trial in dcSSc

8-week Double-blind Period (n=32) 16-week Open-label Extension Period (n=30)

Numerically greater median reduction in modified 
Rodnan Skin Thickness Score (mRSS) baseline to week 8
Boxes represent the 25th to 75th percentiles, dark lines in boxes represent the median
and the lines outside the box represents 10th and 90th percentiles

P=NS

HZN-825

Im
p

ro
ve

m
e

n
t

Å After week 8, patients were placed on HZN-825 treatment for 16 weeks

Å Biomarker analysis of skin biopsies showed reductions in LPA-related genes

Clinical Outcomes:

Safety

Å Similar proportions of adverse events in active and placebo arms

Å No safety concerns seen on laboratory parameters

Source:  Allanore et al, Arth & Reum. Oct 2018.  SAR100842 was renamed HZN-825.  NS:  Not significant.  LPA:  Lysophosphatidic acid.  dcSSc:  Diffuse cutaneous systemic sclerosis.
mRSS:  Modified Rodnan Skin Score is a measure of skin thickness intended to measure disease severity and mortality.  The minimal clinically important difference (MCID) is an improvement of 5 units.
όмύ wŜǎǇƻƴŘŜǊ ǊŀǘŜ ŘŜŦƛƴŜŘ ŀǎ җр Ǉƻƛƴǘ ƛƳǇǊƻǾŜƳŜƴǘκǊŜŘǳŎǘƛƻƴ ƛƴ Ƴw{{Φ 
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Significant Unmet Need for dcSSc and IPF

dcSSc:  Diffuse cutaneous systemic sclerosis.  IPF:  Idiopathic pulmonary fibrosis.  ILD:  Interstitial lung diseases.  ACE:  Angiotensin-converting enzyme.  NSAID:  Nonsteroidal anti-inflammatory drug.

DiseaseDiagnosis

Treatment 
Options

Shortcomings of 
Therapies

dcSSc IPF

Å No FDA-approved treatment for dcSSc

Å Current treatments provide symptomatic relief 
without compelling evidence of slowing disease 
progression

Å Treatment options include immunomodulators, 
NSAIDs, ACE inhibitors, vasodilators

Å First-line options include nonpharmacologic 
management (oxygen, rehabilitation) and 
symptomatic care (steroids, beta-2 agonists)

Å As IPF progresses, FDA-approved anti-fibrotic 
treatments can be tried 

Å Lung transplant is final option

Å Current treatments slow disease progression but 
do not stabilize or reverse disease

Å Significant tolerability and compliance issues 
with current anti-fibrotic therapies 

Å Patients often need multiple treatments

Å Ineffective at halting disease progression, 
resulting in high mortality rates



HorizonTherapeutics.com

One of the Most Successful 
Rare Disease Medicine Launches
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How TEPEZZA Works

TEPEZZA is the First and Only Medicine Approved for Thyroid Eye Disease

Thyroid Eye Disease (TED)

ÅRare, serious, progressive and vision-threatening 
autoimmune disease

τ Causes proptosis (eye bulging); associated with 
diplopia (double-vision); painfuland disfiguring 

Å15K-20K:  Estimated U.S. annual patient incidence of 
acute TED (lasts 1-3 years)(1)

Å>70K:  Estimated U.S. prevalence of chronic TED(1)

τ Symptoms no longer changing but persisting; 
typically includes patients who have had chronic TED 
for 5 years or less

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

Å TEPEZZA is a targeted 
therapy that 

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

IGF-1R:  Insulin-like growth factor 1 receptor.  
(1) Horizon estimate.  

Before

After



17

0

20

40

60

80

100

BL Week 6 Week 12 Week 18 Week 24

P
ro

p
to

s
is

 R
e
sp

o
n

d
e
rs(1

)
(%

)

Proptosis Response Rates in OPTIC and OPTIC-X

TEPEZZA Responders in OPTIC (n=41)

Placebo Patients in OPTIC (n=42)

Placebo Patients in OPTIC Who Received TEPEZZA in OPTIC-X (n=37)

TEPEZZA:  Dramatic Clinical Trial Results in Acute TED and Growing Body of 
Evidence in Chronic TED

Acute TED:  Patients Achieved 
Clinically Significant Proptosis Reduction

Chronic TED:  Growing Body of 
Evidence Published and Presented

~30 chronic TED patients across 
multiple reports consistently 
demonstrated benefit 

In June 2020, AJO
published the first chronic 
TED case where patient 
achieved a 6mm proptosis 
reduction after 3 infusions

TED:  Thyroid Eye Disease.  AJO:  American Journal of Ophthalmology.  
(1) Responder:  Patients who achieved >2mm proptosis improvement from baseline.

9.5%

82.9%

89.2%


